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ABSTRACT

Introduction: Young women with endometrial intraepithelial hyperplasia or low-grade endometrial carcinoma
are potential candidates for conservative fertility sparing therapy utilizing progesterone rather than hyster-
ectomy. High-dose progesterone treatment is associated with 55-80% initial response but high relapse rates.
Using aromatase inhibitors in conjunction with high-dose progesterone has largely been unstudied. Case
descriptions: Three obese premenopausal women with endometrial cancer failed to respond to oral or
intrauterine progesterone as first line therapy. Due to their desire to continue to pursue fertility sparing
treatment options, an aromatase inhibitor was added to their treatment regimen. This resulted in resolution of
their malignancy in each case. Discussion: In obese premenopausal women, the mechanism of malignant
transformation in endometrial carcinoma is considered to be an association with relatively high levels of serum
estrogen from peripheral conversion of androgens to estrone in adipose tissue with a deficiency in progesterone
exposure due to chronic anovulation. Using aromatase inhibitors seems reasonable as an adjunct to progesterone
given the high likelihood that this population has a significant proportion of their estrogen production coming
from peripheral conversion in adipose tissue. This case series is unique in that each woman initially failed to
respond to progesterone but had resolution when an aromatase inhibitor was added to their treatment regimen.
This would suggest that obese women with low grade malignancy or hyperplasia who have no radiographic
evidence of deep myometrial invasion, ovarian or retroperitoneal metastases and who wish to retain their
fertility may be treated with intrauterine progesterone and an aromatase inhibitor.

1. Introduction

Endometrial carcinoma is the fourth most common malignancy in
women in the United States. The Surveillance, Epidemiology, and End
Results Program (SEER) estimates that 54,870 women will develop
endometrial cancer in 2015 and 10,170 will die of the disease. They
estimate a lifetime risk for the development of this malignancy at
approximately 3%. This investigation also suggests that the incidence of
endometrial cancer has slightly increased since 1986.(Garg and Soslow,
2014; American Cancer Society, 2015; Howlader et al., 1975) Most
investigators theorize that this trend correlates with the increased
incidence in obesity in US women, especially young women.(Garg and
Soslow, 2014; American Cancer Society, 2015; Howlader et al., 1975)
In women with endometrial cancer, the proportion of young women
(age < 50) with malignancy also appears to be increasing. Wartko,
using SEER data, evaluated 63,428 cases of endometrial cancer in the
US from 1992 to 2009. Of these, 17% were less than age 50 and they

reported that the proportion of women with uterine cancer who are
young is likely increasing over time.(Wartko et al., 2013) Young women
with endometrial intraepithelial hyperplasia (EIN) and low-grade
malignancy are potential candidates for conservative fertility sparing
therapy utilizing progesterone rather than hysterectomy. In such
patients, high-dose progesterone treatment is associated with 55-80%
initial complete response but high relapse rates (50%) over time likely
secondary to poor compliance with long term use of high doses of
progesterone.(Simpson et al., 2014; Pronin et al., n.d.; Wang et al.,
2014) Some investigations suggest that intra-uterine progesterone
treatment may be more effective than oral therapy especially in women
with hyperplasia.(Kim et al., 2012; Orbo et al., 2014) In women who
respond to progesterone, there is a low rate of live births.(Simpson
et al., 2014; Pronin et al., n.d.) Pregnancy rates do appear to be better
when assisted reproductive technologies are employed.(Fujimoto et al.,
2014) Finally, the use of aromatase inhibitors in conjunction with high-
dose progesterone treatment has largely been unstudied. The following
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