
INTRODUCTION

Endometrial cancer is the most common gynaecological malig-
nancy, with an annual incidence of 19.5 cases per 100,000 women
in Canada in 1993. The age-standardized death rate is 3.6 per
100,000 women.1 The median age at diagnosis is the sixth decade,
although 20 to 25 percent of cases will be diagnosed pre-
menopausally. There are multiple risk factors including obesity,
nulliparity, anovulation and menopause.2

The diagnosis of endometrial cancer is usually made during
the evaluation of abnormal vaginal bleeding. Because of this symp-
tom, 75 percent of endometrial cancers are diagnosed at an early
stage. Abnormal perimenopausal or post-menopausal bleeding is
associated with endometrial cancer in approximately 10 percent
of cases.3 Atypical endometrial hyperplasia (AEH) is felt to be a
precursor of endometrial cancer, and may progress, over time, to
endometrial cancer in five to 25 percent of patients. In addition,
AEH is associated with a co-existing endometrial cancer in approx-
imately 20 percent of patients.4

The use of combined estrogen and progesterone hormone
replacement therapy (HRT) can reduce, although not eliminate,
the risk of endometrial cancer in women taking HRT. Those
patients reported in the literature who developed endometrial can-
cer while taking HRT had abnormal or unexpected vaginal bleed-
ing as a presenting symptom.5-6

Diagnostic approaches to the assessment of abnormal 
uterine bleeding are divided into invasive and non-invasive
methods. Invasive methods include: 

1. dilatation and currettage (D&C); 
2. endometrial biopsy; 
3. hysteroscopy and directed biopsy. 

Non-invasive methods include: 
1. ultrasonography; 
2. endometrial cytology. This is not felt to be useful in diag-

nosis due to low accuracy and will not be discussed further. 

INVASIVE METHODS OF DIAGNOSIS

DILATATION  AND CURETTAGE

Dilatation and fractional curettage (D&C) has traditionally
been the standard for investigation of abnormal uterine bleed-
ing. The diagnostic accuracy of D&C has not been well stud-
ied, but in one study 60 percent of patients had less than half
the uterine cavity curetted and 16 percent had less than a quar-
ter.7 A critical review of 33 reports of 13,598 D&Cs and 5,851
office biopsies showed that D&C had a higher complication
rate than office biopsy but that the adequacy of the specimens
was comparable.8
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ENDOMETRIAL BIOPSY

A variety of instruments has been developed over the last decade
for use in the office as alternatives to the expense, risk and incon-
venience of fractional D&C. The Pipelle (Unimar, Connecticut)
and similar instruments, for example the Pipette (Milex Products
Inc., Chicago), the Tis-U-Trap (Milex Products Inc., Chicago)
and the Z-sampler (BMI Medical Systems, California) are com-
monly used in Canada. With the use of these devices, the sensi-
tivity for detecting endometrial cancer ranges from 67 to 96
percent.9-11 Adequate specimens were obtained in 87 to 96 per-
cent of women in studies with large numbers of premenopausal
patients.9,10 Inadequate specimens were obtained in 22 percent of
patients who were post-menopausal.10,12 Severe pain occurred in
6.7 percent of patients.10 Samples were impossible to obtain in 1.5
percent due to cervical stenosis.13

A dilemma exists if there is a negative initial biopsy and the
bleeding persists. One study followed 263 patients with a nega-
tive initial biopsy (either benign diagnosis or insufficient tissue).
One- third (86 patients) underwent further sampling, presumably
due to continued symptoms. Four (5%) were found to have a uter-
ine malignancy in the ensuing two years and five (6%) had com-
plex hyperplasia. The authors, therefore, recommended further
evaluation in the form of repeat biopsy or transvaginal ultrasound
in patients with persistent symptoms after a negative initial biop-
sy, due to the high risk (11%) of an existing lesion having been
overlooked.12

HYSTEROSCOPY AND DIRECTED BIOPSY 

Some advocate this method as the standard for the diagnosis of
abnormal uterine bleeding. However, a recent study of 373
patients which retrospectively compared hysteroscopy and D&C,
concluded that hysteroscopy did not improve upon the sensitivi-
ty of D&C in the detection of endometrial hyperplasia or carci-
noma.14 However, hysteroscopy is known to be a superior method
for the detection of endometrial polyps and submucosal myo-
mas.15 Caution is advised in the indiscriminate use of hysteroscopy
in patients suspected of having endometrial cancer, as there have
been at least three case reports suggesting that retrograde dissem-
ination of endometrial cancer during hysteroscopy may occur.16-

18 A recent retrospective case-controlled study which followed for
two years 27 patients with endometrial cancer who had had hys-
teroscopy prior to their definitive therapy, concluded that pre-
ceding diagnostic fluid hysteroscopy did not seem to increase the
risk of early recurrence in patients with endometrial cancer con-
fined to the uterus.19 The incidence of positive cytological find-
ings in the study group (10%) was comparable to that reported
in patients who had not had hysteroscopy. 

NON-INVASIVE METHODS

TRANSVAGINAL ULTRASOUND

Two large studies of 930 women20 and 1,138 women21 reported
experiences with transvaginal ultrasound in women with post-

menopausal bleeding. Both used
a bi-endometrial (double layer)
thickness of four millimetres as a
cut-off point. The sensitivity was
96 to 98 percent and the speci-
ficity was 36 to 68 percent. The
false positive rate was 44 to 56
percent. Thickness could not be
measured in three to 4.7 percent
but the reason for this was not
stated. One of the studies report-
ed two cancers in patients with a
thickness less than 3.5mm, giv-
ing a false negative rate of two per
930 (0.2%).20

The use of hormonal re-
placement therapy (HRT) does
have the effect of increasing
endometrial thickness but there
are insufficient data, at present,
to suggest a different cut-off of
endometrial thickness for HRT
users.21 Similarly, post-meno-
pausal patients taking tamoxifen
for breast cancer have a clearly
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increased endometrial thickness when compared to post-meno-
pausal breast cancer patients not taking tamoxifen.22 Tamoxifen
is known to induce changes in the endometrium which lead to
polyps, hyperplasia and even carcinoma in some patients. The
acceptability of transvaginal ultrasound in the older woman has
not been extensively studied. 

RECOMMENDATIONS

1. Office endometrial biopsy should be the initial diagnostic
procedure of choice due to its convenience, accuracy, availabil-
ity, safety and low cost (Grade B).

2. If an office endometrial biopsy cannot be performed or the
sample is insufficient, then patients should be triaged according
to their risk for endometrial cancer. Those felt to be at low risk for
endometrial cancer or in whom atropy is suspected or who are
medically unfit, should proceed to transvaginal ultrasound. Those
at high risk (i.e. obese, nulliparous, post-menopausal, diabetic
women, or those taking tamoxifen) should proceed to D&C,
with or without hysteroscopy, as a negative ultrasound would not
necessarily be completely reassuring and a positive ultrasound
would require tissue sampling regardless (Grade B).

3. There is no consensus in the literature as to what the cut-off
value for normal endometrial thickness should be. It has been
reported as anywhere from four mm to eight mm. Obviously,
the lower the cut-off, the higher the sensitivity for detection of
such abnormalities as endometrial cancer or its precursors, but
at a cost of lower specificity (Grade B).

4. Persistent bleeding after negative initial evaluation should not
be ignored, and should be investigated further, as at least 10 per-
cent of patients will harbour disease (Grade C).

5. Patients taking continous combined HRT who experience vagi-
nal bleeding after the first six months of therapy should be inves-
tigated with an endometrial biopsy, as should patients on
sequential HRT who experience bleeding outside the expected
time, i.e. after completing their progesterone (Grade B).

6. Patients taking tamoxifen who experience vaginal bleeding
should be investigated with endometrial biopsy (Grade B).

Individual recommendations have been graded according to the
level of evidence on which they are based: 
Grade A: Randomized trials. 
Grade B: Other robust experimental or observational studies. 
Grade C: More limited evidence, but the advice relies on expert

opinion and has the endorsement of respected
authorities. 
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