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Modification of ultrasonographically measured endometrial
thickness after discontinuation of adjuvant therapy
with tamoxifen in postmenopausal breast cancer patients
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Summary

Introduction: The aim of this study was to evaluate endometrial changes after five years of tamoxifen treatment by measuring

endometrial thickness with transvaginal ultrasonography.

Materials and Methods: Fifty-five asymptomatic postmenopausal women who had assumed tamoxifen, 20 mg daily, for five years
were controlled six months after discontinuation of the therapy. Of these 42 were followed-up at 12 months.
Statistical analysis was performed using the analysis of variance for repeated measures and the Anova test; p < 0.05 was consid-

ered statistically significant.

Results: We found a significant reduction in endometrial thickness at six months (p = 0.0046) and at 12 months (p = 0.0003) but

not between six and 12 months (p = 0.06).

Conclusion: A statistically significant reduction in endometrial thickness after discontinuation of tamoxifen therapy was found.
This can probably be attributed to the cessation of the estrogenic side-effects of tamoxifen therapy.
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Introduction

Tamoxifen is considered a very effective drug in the
adjuvant treatment of hormone sensitive invasive and
non-invasive breast cancer [1-6].

Tamoxifen however exerts estrogenic side-effects in dif-
ferent organs [7]. Most studies report an increased inci-
dence of benign endometrial changes such as polyps,
hyperplasia, stromal edema [8, 9], but malignant changes
are reported as well and in particular the risk of develop-
ing endometrial cancer seems to be up to four times higher
in patients assuming this drug than in postmenopausal
women not assuming tamoxifen [3, 7, 10-12]. For this
reason some authors suggest routine transvaginal ultra-
sonography to measure endometrial thickness as a screen-
ing for endometrial pathologies [13-17].

Even though many data have been published on the
best way to screen these women for endometrial changes,
not everybody agrees on the best method to use, more-
over not everybody believes that these patients should be
screened at all [18-22].

Vice versa, little has been published on endometrial
changes after adjuvant therapy when tamoxifen is con-
cluded [17, 23].

The aim of this study was to evaluate endometrial
changes after five years of tamoxifen treatment by mea-
suring endometrial thickness with transvaginal ultra-
sonography.

Revised manuscript accepted for publication October 26, 2003

Eur. J. Gynaec. Oncol. - 1ssN: 0392-2936
XXV, n. 3, 2004

Materials and Methods

Between 1993 and 2001 the endometrial thickness of 310
women receiving tamoxifen, 20 mg daily, as adjuvant therapy
for breast cancer was measured by transvaginal ultrasound
(SSD 680 Aloka Japan; SSA 340 Toshiba Japan).

One hundred and fifty women completed therapy (five years)
and in 66 endometrial thickness was measured at the end of the
therapy (TO), 6 (T1) and 12 (T2) months after adjuvant therapy
was completed. Of these, 55 were asymptomatic and in
menopause and thus evaluable for this study. Fifty-five women
were controlled at six months and 42 at 12 months.

Endometrial thickness at the end of the treatment was < 5 mm
in eight patients (14.5%) and in the other cases hysteroscopy
was suggested: three patients refused the exam. Hysteroscopy
revealed simple hyperplasia in two cases (5%), polyps in 19
cases (43%), atrophic endometrium in 12 cases (27%), cystic
atrophic endometrium in three cases (7%) and submucosal
myoma in eight cases (18%). No malignant lesion was detected.

After hysteroscopic examination transvaginal ultrasound was
repeated and this measure was considered the starting measure (TO).

We evaluated whether there was a significant reduction of the
ultrasonographic endometrial thickness after discontinuation of
the adjuvant treatment and if different values of ultrasono-
graphic endometrial thickness at TO behave in a different way.
We divided these women into two groups using a cut-off of 8
mm: group 1 < 8 mm; group 2 2 8§ mm.

This cut off was set arbitrarily and it corresponds to a cut-off
used in screening programs in postmenopausal women receiv-
ing adjuvant therapy with tamoxifen with a positive predictive
value of 100% for the detection of an abnormal pathology of the
endometrium [13, 25].

Statistical analysis was performed using the analysis of vari-
ance for repeated measures (Anova test); p < 0.05 was consid-
ered statistically significant.
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Results

Mean endometrial thickness measurerd by transvaginal
ultrasound at TO was 11.3 mm (standard deviation: 5.5
mm), at T1 (6 months) 9.6 mm (SD: + 5.3 mm) and at T2
(12 months) 8.8 mm (SD: = 5.6 mm).

We found a significant reduction in endometrial thick-
ness between TO and T1 (p = 0.0046) and TO and T2 (p
= 0.0003) but not between T1 and T2 (p = 0.06), even
though mean endometrial thickness continued to be
reduced.

At TO 25% of the women (14/55) had an ultrasono-
graphic endometrial thickness < 8 mm; this proportion
reached 34% (19/55) at T1 and 55% (23/42) at T2
(Figure 1).
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Figure 1. — Distribution of patients in groups 1 and 2 at TO, T1
and T2.

Mean endometrial thickness modification was signifi-
cantly different between the two groups in the first 12
months (p = 0.0012): -1.328 mm for group 2 , + 0.083
mm for group 1.

Modification of endometrial thickness was signifi-
cantly different between the two groups in the first six
months (p = 0.0283): -2.317 mm in group 2; + 0.143 in
group 1 (Table 1).

Table 1. — Modification of endometrial thickness expressed in
millimeters between G1 and G2 in the first six months.

Standard Deviation

+2.179
+ 3.863

Mean modification

+ 0.143 mm
—2.314 mm

No. of patients

Gl 14
G2 41

Modification of endometrial thickness expressed as per-
centage of the starting measure (TO) was significantly dif-
ferent for the two groups both at T1 (p = 0.0333; -16.6%
for group 2, +1.2 for group 1) and at T2 (p = 0.0027; -25%
for group 2. + 1.7% for group 1) (Tables 2 and 3).

Discussion

We found a statistically significant reduction in
endometrial thickness after discontinuation of tamoxifen
therapy. In contrast with Cohen ef al’s. results [23], this
reduction continued up to 12 months after discontinua-
tion of the therapy, even though the difference between

Table 2.— Mean modification of endometrial thickness
expressed in percentage of the starting value between TO and T1.

No. of patients Mean modification ~ Standard Deviation

Gl 14 + 1.198% + 33.369
G2 41 - 16.579% +23.512
Table 3.— Mean modification of endometrial thickness

expressed in percentage of the starting value between T0O and T2.

Standard Deviation

+ 24.652
+24.276

Mean modification

+ 1.667%
—24.952%

No. of patients

Gl 12
G2 30

T1 and T2 was not statistically significant. Since in this
case (modification between T1 and T2) p is 0.06 (p <
0.05 is considered statistically significant) we wonder
what would have happened if all patients had continued
follow-up to 12 months.

We have also demonstrated that this reduction was
greater in women whose endometrium was thicker at the
time of discontinuation of the therapy.

These findings can probably be attributed to the cessa-
tion of the estrogenic side-effects of the tamoxifen
therapy as already suggested by Cohen et al. [23].

There is not always a strong correlation between
endometrial thickness and hysteroscopic and histologic
findings [8, 9, 24, 25].

Changes in the stroma have the same ultrasonographic
appearance as changes in the endometrium and can there-
fore be considered the cause of this discrepancy.

Still, all these are changes which can be attributed to
tamoxifen therapy. Whatever is the cause (epithelial or
stromal) of the modification of the ultrasonographic
measure, this appears to be strictly correlated to the estro-
gen side-effects of treatment with tamoxifen and to its
cessation at the end of the therapy.
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