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For obese postmenopausal women,  
what options may decrease endometrial 
cancer risk?
Intentional weight loss, including diet, exercise, and bariatric surgery, as well 
as progestin treatment, may help this population of women reduce their risk 
of endometrial cancer

E ndometrial cancer is the most 
common gynecologic malig-
nancy, with approximately 

59,000 cases diagnosed annually,1 
and a lifetime risk of approximately 
3.1% in the United States.2 Type I 
endometrial cancer includes tumors 
with endometrioid histology that 
are grade 1 or 2. Type II endome-
trial cancer includes tumors that 
have grade 3 endometrioid or non-
endometrioid histology, including 
serous, clear cell, mucinous, squa-
mous transitional cell, mesonephric, 
and undifferentiated tumors.3 Type I 
endometrial cancer is hormone sen-
sitive, generally stimulated by estro-
gen and suppressed by progestins. 

Endometrial cancer is diag-
nosed at a mean age of 63 years,4 and 
only 15% of cases occur before age 
50.5 Women with an elevated body 
mass index (BMI) have a markedly 
increased risk of both Types I and II 
endometrial cancer (TABLE, page 10).6  
Hence, endometrial cancer is highly 

prevalent in obese postmenopausal 
women. For these women health 
interventions that may reduce the 
risk of developing endometrial can-
cer include dieting, physical activ-
ity, bariatric surgery, and progestin 
therapy.

Educating patients is a priority
Many women do not know that post-
menopausal bleeding is a sign of 
endometrial cancer. All postmeno-
pausal women should be advised 
that if they develop vaginal bleed-
ing they need to be evaluated by a 
clinician.7 Women who are knowl-
edgeable about the link between 
postmenopausal vaginal bleeding 
and endometrial cancer can be 
encouraged to share this informa-
tion with their postmenopausal 
friends in order to reach more peo-
ple with this important information. 
All obese postmenopausal women 
should be advised that weight loss 
and increased physical activity can 
reduce the risk of developing endo-
metrial cancer. 

How weight loss and physical 
activity affect risk
Intentional weight loss has been 
reported to reduce the risk of endo-
metrial cancer in postmenopausal 
women. As part of the Women’s 
Health Initiative observational study, 
36,794 postmenopausal women aged 
50 to 79 years with a uterus had their 
body weight and height measured at 
entry into the study and after 3 years 
of follow-up.8 During the 11 years 
following study entry, there were 566 
incident cases of endometrial can-
cer. Compared with women who had 
a stable weight, intentional weight 
loss of ≥5% was associated with a 
40% reduction in the risk of endo-
metrial cancer (hazard ratio [HR], 
0.60; 95% confidence interval [CI],  
0.42–0.86). Compared with women 
who had a stable weight, women 
who had weight gain ≥10% had an 
increased risk of endometrial cancer 
(HR, 1.26; 95% CI, 1.00–1.57). 

High levels of physical activity 
may be associated with a decreased 
risk of endometrial cancer. In one 
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study, compared with a sedentary 
lifestyle, higher levels of physical 
activity were reported to be associ-
ated with a decreased risk of endo-
metrial cancer.9 

How bariatric surgery 
affects risk
Many cancers are associated with 
obesity, including endometrial, 
breast, colon, pancreas, gallblad-
der, and renal. Obesity is associ-
ated with increased conversion of 
androgens to estrogens in fat tissue, 
stimulating excessive endometrial 
proliferation and increasing the 
risk of endometrial hyperplasia and 
cancer. Bariatric surgery reliably 
causes sustained weight reduction. 
Multiple studies have reported that 
bariatric surgery reduces the risk of  
endometrial cancer. 

Schauer and colleagues used 
data from the Kaiser Permanente 
health system to identify 22,198 
obese people who had undergone 
bariatric surgery and 66,427 matched 
controls who were obese but did not 
have surgery.10 The study population 
was 81% female, with a mean age of 
45 years and a mean BMI of 45 kg/m2. 
After an average 3.5 years of follow-
up there were 2,542 incident cases 
of cancer, including 322 cases of 
endometrial cancer. Compared with 
conventional weight loss treatment, 
bariatric surgery reduced the risk of  

endometrial cancer by 50% (HR, 
0.50; 95% CI, 0.37–0.67; P<.001).10 In 
addition, bariatric surgery reduced 
the risk of colon and pancreatic can-
cer by 41% and 54%, respectively.10

In the Swedish Obese Subjects 
(SOS) study, 1,420 women who 
underwent bariatric surgery and 
1,447 matched controls who received 
conventional obesity treatment were 
followed for 18 years.11 At study 
entry, the mean age of the women 
was approximately 48 years, and the 
mean BMI was approximately 42 
kg/m2. In follow-up there were 76 
incident cases of endometrial can-
cer. Compared with women receiv-
ing conventional obesity treatment, 
women who had bariatric surgery 
had a non–statistically significant 
49% decrease in the risk of develop-
ing endometrial cancer (HR, 0.51; 
95% CI, 0.24–1.10)

In a systematic review of 5 
additional studies (not including 
publications 10 or 11) of the impact 
of bariatric surgery on the risk of 
developing endometrial cancer, the 
surgery was associated with a 68% 
risk reduction (odds ratio [OR], 0.32; 
95% CI, 0.16–0.63) compared with 
matched obese women that did not 
have surgery.12

Although there are no ran-
domized prospective studies show-
ing that bariatric surgery reduces 
the risk of endometrial cancer, the 

weight of the observation evidence is 
strong. In addition, bariatric surgery 
was reported to reduce all-cause 
mortality in the SOS study.13 Hence, 
for obese postmenopausal women, 
if lifestyle changes do not result in 
sustained weight loss, bariatric sur-
gery may be an optimal approach to 
improving health outcomes.

Progestin treatment and 
endometrial cancer risk
Estrogen stimulates endometrial 
cell proliferation. Hence, unop-
posed chronic exposure to estrogen 
is a major risk factor for developing 
endometrial hyperplasia and can-
cer. Progestins block the prolifera-
tive effect of estrogen and cause cell 
differentiation, resulting in stromal 
decidualization. Progestins also 
reduce the concentration of estro-
gen and progesterone receptors and 
increase the activity of enzymes that 
convert estradiol to estrone, block-
ing estrogen-induced endometrial 
proliferation.14 

In women with endometrial 
hyperplasia, progestins have been 
shown to be effective in resolving the 
hyperplasia in approximately 80% of 
cases. Both oral progestins and the 
52-mg levonorgestrel-containing
intrauterine device (LNG-IUD) have
been reported to be effective in the
treatment of endometrial hyperpla-
sia. In a Cochrane systematic review

TABLE  Association of BMI and risk for Type I and Type II endometrial cancer6

BMI, kg/m2 Type I endometrial cancer (OR) Type II endometrial cancer (OR)

< 25 1.00 1.00

25 to < 30 1.45 1.16

30 to < 35 2.52 1.73

35 to < 40 4.45 2.15

> 40 7.14 3.11

Abbreviations: BMI, body mass index; OR, odds ratio.
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and meta-analysis, the 52-mg LNG-
IUD was reported to be somewhat 
more effective in resolving endome-
trial hyperplasia than cyclic oral pro-
gestins (89% vs 72%, respectively).15 

Other studies have also reported 
that the 52 mg LNG-IUD was more 
effective than oral progestin therapy 
for women with complex atypical 
endometrial hyperplasia.16 There are 
no large randomized clinical trials 
of progestin therapy on prevention 
for future development of endo-
metrial cancer in obese postmeno-
pausal women who have a normal  

endometrial histology. However, for 
an obese perimenopausal woman, 
insertion of a 52-mg LNG-IUD may 
help to minimize excessive uterine 
bleeding during the menopause 
transition and reduce the risk of 
developing endometrial hyperplasia 
during the early postmenopause.

We can help our patients reduce 
their risk of endometrial cancer
Obese postmenopausal women 
are at increased risk for develop-
ing endometrial cancer. Gynecolo-
gists play an important role in the 

prevention and early detection of 
endometrial cancer. We can make a 
difference and improve the health of 
our obese peri- and postmenopausal 
women by recommending interven-
tions that reduce the risk of endome-
trial cancer, thereby improving the 
health of our patients. ●
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