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When the Diagnosis Is Endometrial Cancer
Author: Paula J. Anastasia, RN, MN, OCN, AOCN

Course Objectives

The goal of this module is to provide nurses with an overview of the incidence of and risk factors and diagnostic and treatment
methods for endometrial cancer. After studying the information presented here, you will be able to —

o Identify three risk factors for endometrial cancer.
e Discuss the diagnostic methods for endometrial cancer.
e Describe two treatment options for endometrial cancer.

The distraught patient in the gynecologist’s office is 53-year-old Mary Jackson*, a nulliparous, postmenopausal Caucasian
woman, 5 foot 4 inches tall and weighing 170 pounds (BMI = 29.2). Mrs. Jackson tells you, the NP, that this is her first
appointment in several years; she didn’'t know she still needed a yearly gynecologic exam although she was in menopause.

Mrs. Jackson tells you she had vaginal spotting for the past six months, but rationalized it was from sexual intercourse and a
symptom of vaginal dryness. She finally made an appointment when, several days ago, the bleeding increased to the point that
she was using sanitary pads at the same rate as when she was menstruating. Her gynecologist immediately performed a
transvaginal ultrasound and an endometrial biopsy (EMB). Her ultrasound showed an enlarged uterus and a thickened
endometrial lining of 10 mm. (More than 5 mm is abnormal for postmenopausal women.) The biopsy was positive for moderately
differentiated (Grade 2) endometrial adenocarcinoma. Secondary to prolonged vaginal bleeding, the CBC revealed anemia with a
low hemogloblin, at 9.4g/dL. A pelvic and abdominal CT scan did not show any suspicions for advanced cancer, such as ascites,
extrauterine disease, or lymphadenopathy. “What’s going to happen to me now?” Mrs. Jackson asks you.

Uterine cancer (which includes endometrial cancer) is the most common gynecologic malignancy, followed by ovarian and
cervical cancer.! This year, an estimated 39,080 women will be diagnosed with endometrial cancer, and over 7,400 will die of the
disease.! Nurses need to be aware of endometrial cancer’s risk factors, symptoms, and treatment options to educate women and
help answer their questions if they, like Mrs. Jackson, are about to consider treatment options.
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Inside the uterus

The uterus wall is made up of an inner lining called the endometrium and an outer layer of muscle tissue called the myometrium.?2
Cancer of the endometrium accounts for about 90% of uterine cancers. (In fact, the terms endometrial cancer and uterine cancer
are often used interchangeably.) Uterine sarcoma, which originates in the myometrium, accounts for less than 10% of cases of

uterine cancer.3

Endometrial cancer is generally highly curable because the majority of cases are diagnosed in the early stages after women
present with abnormal vaginal bleeding. The incidence of endometrial cancer peaks between 60 and 70 years, but about 25% of
endometrial cancers occur in premenopausal women and 5% in women under 40.* No standard screening method exists for
endometrial cancer.! (The Pap smear is a screening method for cervical cancer.)

Examining the risks

The cause of endometrial cancer is unknown. But chronic exposure to unopposed estrogen (estrogen without progesterone)
increases the risk. Unopposed estrogen can be endogenous, that produced by the body, or exogenous, such as a prescribed
estradiol medication.

Obesity, nulliparity, the early onset of menses (before age 12), or late menopause (after age 52) contribute to high endogenous
levels of estrogen. In women who are obese, adipose tissue increases peripheral conversion of androstenedione to estrone, the
principal source of estrogen after menopause. Estrone is involved in thickening of the endometrium. Obesity contributes to more
frequent anovulatory menstrual cycles, resulting in less progesterone production.5 Progesterone has been shown to reverse
estrogen’s effects on the growth of the uterine lining.2

The presence of an estrogen-secreting tumor, such as granulosa cell tumors, and some types of breast cancer can increase the
risk of endometrial cancer. Other risks include a history of endometrial hyperplasia or endometrial polyps.

Exogenous sources of estrogen include tamoxifen, a selective estrogen receptor modulator (SERM). Tamoxifen acts as an
antiestrogen in the breast by blocking estrogen receptors but as an estrogen agonist in the uterus by binding to the receptor and
stimulating estrogen proliferation. Tamoxifen is used in the adjuvant setting (as additional treatment) for up to five years after
primary treatment for estrogen-sensitive breast cancer. Multiple studies indicate that the benefits of tamoxifen in preventing
breast cancer outweigh the increased risks for endometrial cancer.®7-8 However, patients who take tamoxifen should be informed
of the risk of endometrial cancer and instructed to call their physician if vaginal bleeding occurs. Women diagnosed with
endometrial cancer after taking tamoxifen generally have a favorable prognosis, with Stage 1, well-differentiated disease.®8

Postmenopausal women who experience hot flashes may be prescribed oral or transdermal estrogen. If a woman has an intact
uterus, a progestin, such as Provera or Prometrium, should be prescribed to reduce the risk of endometrial carcinoma. (Progestin
is the synthetic version of the hormone progesterone.) The combination of estrogen and progestin is referred to as hormone
replacement therapy, or HRT, (regardless of brand) as opposed to estrogen replacement therapy (ERT). Unfortunately, some
women stop progestin because they experience nausea or weight gain, but continue taking estrogen despite the risks of
unopposed estrogen.?

Adult-onset diabetes, due to obesity, is also a risk factor for endometrial cancer, but not as an independent factor. Ovarian
dysfunction and infertility due to anovulatory cycles and polycystic ovarian disease are associated with nulliparity, low
progesterone production, and unopposed estrogen levels, therefore increasing endometrial cancer risks.2°

Endometrial hyperplasia (an abnormal overgrowth in or thickening of the endometrium) is a precursor in almost one-third of
patients who develop endometrial cancer.?2 Symptoms of endometrial hyperplasia include abnormal vaginal bleeding, such as
prolonged menstrual flow; intermenstrual bleeding; and amenorrhea for several months. In this situation, women often rationalize
that their menstrual cycle is irregular as the result of perimenopausal changes. Postmenopausal women who have vaginal
bleeding or spotting may not realize it could represent a more serious condition, such as endometrial hyperplasia.

Hyperplasia can be classified as simple or complex, which is determined by glandular crowding and cytologic features. Simple
hyperplasia without atypia has less than a 1% probability to develop into endometrial cancer while complex atypical adenomatous
hyperplasia has a 30% chance of progression.*

Hyperplasia with or without atypia is effectively treated with progestins, such as megestrol acetate (Megace).* However, a
hysterectomy is recommended for women with atypical hyperplasia if they do not respond to treatment with progestins after six to
nine months.3

A transvaginal or transabdominal ultrasound is a useful screening method to evaluate the thickness of the endometrial lining and
size of uterus. The normal endometrium is usually less than 5 mm thick although it varies by the phase of the menstrual cycle.® In



the premenopausal woman, an ultrasound should be performed several days after the onset of menses, when the lining should
be thinnest. A measurement greater than 12 mm is cause for concern. In the postmenopausal woman, a lining greater than 5 mm
to 7 mm warrants a biopsy.

A woman'’s risk for endometrial cancer can be increased by mutations in the genes involved in hereditary nonpolyposis colorectal
cancer (HNPCC), also called Lynch syndrome. HNPCC is an autosomal dominant genetic syndrome caused by the mutation of
several DNA mismatch repair genes. This mutation significantly increases a person’s risk for colorectal carcinoma and
endometrial, Gl, and ovarian carcinoma. The job of the mismatch repair gene is to identify DNA segments that do not belong
together during replication and to correct the errors. The mutated genes commonly seen in HNPCC are MLH1, MSH2, and more
rarely MSH6 and PMS2.9:10.11 Offspring of a known mutation carrier have a 50% chance of inheriting the mutation and,
consequently, have an increased risk of endometrial, Gl, and ovarian cancers.?

Endometrial cancer is the second most common malignancy observed in people or families with HNPCC. Women with HNPCC
have an estimated 40% to 60% lifetime risk of endometrial cancer and a 10% to 12% lifetime risk of ovarian cancer.®'! Overall,
less than 10% of the population will have any type of genetic or hereditary cancer. The mean age for female carriers of an MLH1
or MSH2 mutation to develop endometrial cancer is 47 compared to the mean age of sporadic incidence of 62.10 Patients with a
family history of HNPCC should be identified, have a three-generation family history done, be seen by a genetic counselor, and
be offered genetic testing.

Reducing the risks

Several studies have suggested that combination estrogen-progestin oral contraceptive pills appear to reduce the risk of
endometrial cancer by 50% in women 20 to 54 years of age compared to women who have never used them.*'2 For women with
an intact uterus, the incidence of endometrial cancer can be reduced if progestins are used in combination with estrogen.
Progesterone has been shown to cause regression of endometrial hyperplasia.? Cigarette smoking also reduces the risk of
endometrial cancer because it reduces estrogen levels.2 However, the reduction in endometrial cancer risk is outweighed by the
risk of other health conditions, such as heart and lung disease and osteoporosis.

No screening test yet

No routine screening tests exist for endometrial cancer, but the American Cancer Society recommends counseling women at the
time of menopause about signs and symptoms of endometrial cancer." A rectovaginal examination can detect the size, shape,
and consistency of the uterus and its surroundings. However, these findings may be normal in early-stage endometrial disease. A
Pap smear is not reliable as a screen for endometrial cancer, but any nonpregnant woman with a cytology report of atypical
endometrial cells should have a follow-up to rule out cancer. Endometrial cells on Pap smear warrant follow-up for
postmenopausal women.’® When a woman presents to her healthcare provider with abnormal bleeding, especially if she’s
postmenopausal, the provider will often order an EMB. This involves inserting a narrow straw (pipelle) into the cervix through the
vagina and removing a sample of uterine tissue. This provides an accurate diagnosis in 90% of cases. If an inadequate tissue
sample is obtained, or the physician is unable to safely perform the procedure in the examination office, a dilation and curettage
(D&C) is used as a diagnostic method. This is an outpatient procedure and requires general anesthesia.2*

The most common endometrial cancer cell type is endometriod adenocarcinoma, accounting for 75% to 80% of cases. Other
types, which have a poorer prognosis, include clear cell carcinoma and uterine papillary serous carcinoma (UPSC), which make
up 4% and 10% of cases, respectively.? There are two subtypes of endometrial cancer. Type 1 is estrogen dependent, which
arises from endometrial hyperplasia and generally has a favorable prognosis. Women with Type 1 tend to be younger and
perimenopausal and have a history of unopposed estrogen, either exogenous or endogenous. Type 2 is not dependent on
estrogen stimulation. Women with Type 2 tend to be older and generally have a poorer prognosis because of more aggressive
histology types, such as UPSC.*

Setting the stage

The staging of endometrial cancer ranges from cancer that is confined to the uterine body (Stage 1) to cancer that involves the
bladder or bowel mucosa or has spread beyond the true pelvis into the abdomen or distant organs (Stage 4). Treatment of
endometrial cancer depends on the stage of the disease and the prognostic factors, such as deep myometrial invasion, tumor
extension to the cervix, peritoneal cytology, and clinically visible extrauterine disease.

Surgery to remove the cancer is not necessarily a staging surgery. Staging determines depth of involvement of disease.
Fortunately with endometrial cancer, most patients are diagnosed early and undergo a surgical staging consisting of an
exploratory laparotomy; total hysterectomy (abdominally or vaginally); bilateral salpingo-oophorectomy (BSO, the removal of
fallopian tubes and ovaries); omentectomy (resection or excision of the omentum, a fold of peritoneum passing from the stomach
to another abdominal organ); and lymph node assessment.212.14 A total abdominal hysterectomy (TAH) is preferred over a
vaginal hysterectomy because it allows the surgeon to examine the abdomen to check further for cancer spread and to obtain
fluid (ascites or washings) for cytology analysis.



At the time of surgery, a pathologist analyzes the tumor via an intraoperative tissue frozen section to establish the tumor grade
and depth of invasion. This information helps the surgeon (preferably a gynecologist-oncologist) decide whether staging —
including pelvic or periaortic lymph node sampling — is needed.® Accurate staging will help guide the gynecologist-oncologist in
postoperative treatment plans.

In addition to the patient’s age and the stage and histology of disease, the tumor grade is important in a prognosis. Grading
reflects the aggressiveness of the cancer and can predict overall survival. The higher the grade, the greater the chance of
myometrial invasion or lymph node involvement.®'5 Depth of myometrial involvement, vascular space invasion, and extension
into the cervix affect prognosis.

Survival differences have been reported between African American women and white women with endometrial cancer, with the
latter having a better survival. It's unknown whether this is because of differences in socioeconomic status that may limit access
to health care and create barriers to surgery and treatment delays.®

Because most endometrial cancers are diagnosed in the early stages, surgery alone may be the curative treatment.3°14 But in
high-risk cases, such with positive pelvic lymph nodes, a patient may undergo adjuvant treatment, consisting of radiation therapy
or chemotherapy.

Beyond surgery

Radiation is generally used only in stages 1 and 2. Two types can be used in early-stage endometrial cancer: intravaginal
brachytherapy or pelvic external beam radiation. The advantage to intra-vaginal brachytherapy (in which radioactive sources are
placed into the vagina via applicators) is that a higher dose of radiation can be administered while protecting surrounding
structures of bowel and bladder.'#17:18 Usually a woman undergoes intravaginal brachytherapy in an outpatient setting during
three weekly sessions.? In external pelvic radiation, the radiation beam is aimed at the tumor from outside the body, with daily
sessions for five to six weeks in an outpatient setting. Adverse effects are localized to the site and include abdominal and vaginal
tenderness, bowel changes, and dysuria.'? Patients also report cumulative fatigue, which may be compounded by anemia.

The type of radiation performed depends on multiple factors, including stage and grade, lymph node status, myometrial invasion,
cervical involvement, and performance status.'” The gynecologist-oncologist, radiation oncologist, nurse practitioner, and
oncology nurse collaborate in the coordination of treatment and the management of symptoms. The decision to proceed with
radiation should be individualized.

Adjuvant whole abdominal radiation (WAR) is effective in all stages of endometrial cancer and in patients with high-risk indicators
for abdominal recurrence. Intensity modulated radiotherapy (IMRT) is a more targeted dosing of radiation so there is sparing of
nearby tissue and high-dose distributions.'2:18

Chemotherapy is reserved for patients with advanced-stage or recurrent endometrial cancer. Combination cisplatin (Platinol) and
doxorubicin (Adriamycin) improved progression-free and overall survival in a randomized study when compared to WAR in
patients with advanced-stage disease.'® The use of progestins is also an alternative for women who have advanced or recurrent
endometrial cancer.?

Uncommon, but aggressive

Uterine papillary serous carcinoma (UPSC) is an uncommon uterine histology. But papillary serous carcinoma merits attention

because of its aggressive cell type and its pattern of metastatic spread, which is similar to that of ovarian cancer. papillary serous
carcinoma has a high rate of recurrence and an unfavorable prognosis. Treatment varies among healthcare institutions, but most
oncologists agree that adjuvant therapy consisting of carboplatin (paraplatin) or cisplatin, a platinum-based chemotherapy, should

be prescribed. Other considerations include abdominal radiation or intravaginal brachytherapy.31°
Early menopause — or not

Surgically induced menopause occurs when a premenopausal woman has a BSO. Vasomotor adverse effects, such as hot
flashes, may occur at varied intensities and frequencies in younger women. Postmenopausal women may experience hot flashes
with surgical removal of the ovaries even though they did not have hot flashes previously.

Although TAH/BSO is the mainstay therapy for endometrial cancer, sometimes a surgeon removes the uterus but leaves one or
both ovaries intact in young premenopausal women. Menstruation will cease, but the woman will not be menopausal since
ovarian function remains.23 For the postmenopausal woman experiencing hot flashes, the use of estrogen replacement therapy
(ERT) remains controversial. But for some women, a low-dose transdermal estrogen patch may be indicated short term for relief
of symptoms, especially if the endometrial cancer was early stage and grade.2° Each woman must consider the risks and
benefits of ERT, and the healthcare team must educate women about their options.



An excellent prognosis

Mrs. Jackson underwent a TAH/BSO with lymph node dissection. Her final pathology revealed a Stage 1B, Grade 2 endometriod
adenocarcinoma. (Stage 1B is the most common stage, with a vaginal and pelvic recurrence rate of less than 4%.18) There was
no lymph node involvement and less than 50% of myometrial invasion. The cytology from pelvic washings was negative. A
multidisciplinary tumor board recommended that Mrs. Jackson begin pelvic radiation four to six weeks postoperatively. She has
an excellent prognosis.

Follow-up

If endometrial cancer recurs, it's generally in the first three years after treatment. Patients who undergo surgery with or without
adjuvant therapy for early-stage disease have a low risk for recurrence.

Physical exam and follow-up are extremely important as it is the clinician who will detect the recurrence. (Many patients use their
gynecologist-oncologist as their primary care physician once they are diagnosed with uterine cancer.) Surveillance should
continue for five years with quarterly or biannual physical exams, including a Pap smear of the vaginal cuff, the area in the upper
vagina where the cervix was located. In rare situations, the blood test for the tumor-associated antigen CA-125 may be elevated
(more than 35 u/mL) at the time of diagnosis, and CA-125 testing should be incorporated into follow-up care.

Patients should be educated about possible symptoms of recurrence (abdominal or pelvic pain, fatigue or lethargy, and vaginal
bleeding) and routine health maintenance guidelines (i.e., for mammograms, bone density tests, colonoscopy, serum cholesterol
tests).23.4

Increasing awareness

Nurses in all specialties have the opportunity to educate women about lifestyle risks for endometrial cancer, such as obesity and
the use of unopposed estrogen. Women with a history of breast cancer who have taken tamoxifen need to be aware of the risk of
hyperplasia or endometrial cancer. A woman with a personal or family history of colorectal cancer should also be informed about
gynecologic health practices and cancer risks. Nurses should assess patients’ family medical history, inquiring back three
generations on both maternal and paternal sides. With continued information and education, nurses can help patients make
better healthcare and lifestyles choices for a healthy future.
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