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Abstract: Modifiable lifestyle factors, such as obesity, lack of physical activity, and smoking,
contribute greatly to cancer and chronic disease morbidity and mortality worldwide. This review
appraises recent evidence on modifiable lifestyle factors in the prevention of endometrial cancer
(EC) and ovarian cancer (OC) as well as new evidence for lifestyle management of EC and
OC survivors. For EC, obesity continues to be the strongest risk factor, while new evidence
suggests that physical activity, oral contraceptive pills, and bariatric surgery may be protective
against EC. Other medications, such as metformin and nonsteroidal anti-inflammatory drugs,
may be protective, and interventional research is ongoing. For OC, we find increasing evidence
to support the hypothesis that obesity and hormone replacement therapy increase the risk of
developing OC. Oral contraceptive pills are protective against OC but are underutilized. Dietary
factors such as the Mediterranean diet and alcohol consumption do not seem to affect the risk
of either OC or EC. For EC and OC survivors, physical activity and weight loss are associated
with improved quality of life. Small interventional trials show promise in increasing physical
activity and weight maintenance for EC and OC survivors, although the impact on long-term
health, including cancer recurrence and overall mortality, is unknown. Women’s health providers
should integrate counseling about these modifiable lifestyle factors into both the discussion of
prevention for all women and the management of survivors of gynecologic cancers.
Keywords: lifestyle, prevention, endometrial cancer, ovarian cancer, gynecologic cancer,
obesity

Introduction
Obesity, inactivity, and poor diet contribute to ~20% of annual mortality worldwide.'
Although tobacco consumption has historically driven lifestyle-related mortality, the
epidemic of obesity (defined as body mass index [BMI] =30 kg/m?) and associated
sedentary Western lifestyle has led to a rising incidence of obesity-related comorbidi-
ties and cancers in high-income countries since the 1980s.? Approximately half of
all cancers are associated with modifiable risk factors.® In particular, cancers of the
endometrium (uterine), breast, colon, prostate, and kidney are obesity driven.* A recent
study suggested that, in the last decade, 25% of all cancers diagnosed worldwide could
have been prevented if obesity rates had not increased.’ Low- and middle-income coun-
tries are increasingly burdened by the obesity epidemic. The dangers of obesity and
a sedentary lifestyle have become pervasive with a staggering 60% of adults globally
(representing 3 billion people) expected to be overweight or obese by 2030.1¢
Among the most obesity-driven malignancies are the gynecologic cancers, particu-
larly endometrial cancer (EC). The worldwide obesity epidemic may fuel an increase
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Table | American Cancer Society recommendations for cancer prevention and survivorship

Cancer prevention

Cancer survivorship

Physical activity Adopt a physically active lifestyle

Engage in at least 150 minutes of moderate intensity or

75 minutes of vigorous intensity activity each week

Limit sedentary behavior, such as sitting down, watching
television, or other forms of screen-based entertainment

Weight management
Be as lean as possible without being underweight
Avoid excess weight gain at all ages

Diet
Limit consumption of processed meat or red meat

Eat at least 2.5 cups of vegetables and fruits each day

Choose whole grains over refined grain products

Limit alcohol consumption to | drink or less per day (for women)

Achieve and maintain a healthy weight throughout life

Consume a healthy diet, with an emphasis on plant foods

Adopt a physically active lifestyle

Engage in at least 150 minutes of physical activity each
week

Do strength training exercises at least 2 days each week
Avoid inactivity

Return to normal activities as soon as possible following
diagnosis

Achieve and maintain a healthy weight

Limit consumption of high calorie foods and beverages
Increase physical activity to promote weight loss if
overweight or obese

Consume a healthy diet

Achieve a diet pattern that is high in vegetables, fruits,
and whole grains

Follow the American Cancer Society guidelines for diet
for cancer prevention

in EC, one of the most adipose-sensitive malignancies.
Obesity also impacts EC survivorship, as survivors face great
morbidity and mortality from obesity-related cardiovascular
disease,” and obese survivors have much higher cancer-
specific mortality rates.® Simultaneously, the incidence of
ovarian cancer (OC), the deadliest of gynecologic malignan-
cies, may increase as the baby boomer population ages and
life expectancy increases.” Understanding the opportunities
to prevent cancer and optimize the quality of life (QoL) for
survivors is critical.

Moreover, for those diagnosed with nongynecologic
cancers, research shows that lifestyle and pharmacologic
interventions reduce cancer incidence. For example, main-
tenance of a healthy weight and adhering to a Mediterranean
diet reduces the risk of breast cancer,'® and taking aspirin
daily reduces the risk of colon cancer.!" Table 1 provides
the American Cancer Society (ACS) recommendations for
weight, diet, and physical activity related to cancer preven-
tion and survivorship.!>!?

In this review, we synthesize recent advances in under-
standing the role of modifiable lifestyle factors, such as
obesity, in the prevention and management of EC and OC.
We highlight the opportunities for lifestyle intervention in
both primary prevention and cancer survivorship, including
exciting new advances in chemoprevention and prophylactic

surgery.

Opportunities for prevention of EC
Background

In the US alone, there were an estimated 50,000 new cases
of EC and >10,000 EC-related deaths in 2015."* Obesity

and sedentary behavior significantly contribute to risk of EC,
specifically for type 1 (estrogen dependent) EC.'5 In obese per-
sons, excess adipocytes convert androgens to estradiol, which
stimulates endometrial proliferation, leading to hyperplasia
and ultimately cancer.'® Insulin resistance and diabetes, also
highly associated with obesity, have independently been impli-
cated in EC pathogenesis and are additional risk factors.!”

Lifestyle prevention
Obesity and physical activity
Approximately 50% of all new diagnoses of EC are attrib-
utable to obesity alone.'® Obese women have 2.4-4.5 times
the risk of being diagnosed with EC compared with normal-
weight women with a dose—response relationship between
obesity and EC risk.”2! Even after adjustment for other
risk factors (eg, smoking, oral contraceptive pill [OCP]
use, hormone replacement therapy [HRT] use, and parity),
an obese woman with BMI =40 kg/m? has seven times the
odds of developing type 1 EC compared to a normal-weight
woman.?! Additionally, the obesity epidemic appears to have
increased EC diagnoses in younger women: incidence rates
in women aged <50 years increased by 2% each year from
1992 to 2012.%2

There are few studies evaluating intentional weight loss
and EC risk. A large prospective cohort study found a small,
nonsignificant reduction in risk with intentional weight loss
of at least 20 pounds (relative risk [RR] =0.96, 95% confi-
dence interval [CI] 0.61-1.52).2 More extreme weight loss as
aresult of bariatric surgery does significantly reduce EC risk
(see “Surgical prevention” section).?* However, this weight
loss needs to be sustained, as both weight cycling (losing
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and regaining weight repeatedly) and adult weight gain have
been associated with increased EC risk.>2¢

For exercise, two meta-analyses of 20 cohort and case—
control studies have demonstrated a 20%—-30% reduction
in EC risk in women who report moderate or high intensity
exercise compared to nonexercisers.?’-* The Nurses’ Health
Study, a large prospective cohort study started in 1976,
demonstrated a temporal effect of exercise on EC risk:
women who reported recent high-intensity exercise had a
35% reduced risk of EC compared to those who did not
perform any vigorous activity (RR =0.65, 95% CI 0.47-0.88).
Additionally, daily walking in otherwise sedentary women
reduces risk.”” Another large cohort study, the ACS Preven-
tion Study II Nutrition, found reduced EC risk with physical
activity only in overweight or obese women, suggesting that
women at the highest risk may glean the most benefit.*

Diet

Several studies have examined the relationship between
diet and EC risk. In the dietary modification randomized
controlled trial (RCT) of the Women’s Health Initiative,
postmenopausal women randomized to a low-fat diet rich
in fruits, vegetables, and grains showed no difference in EC
incidence after an average follow-up of 8 years.?! Although
case—control studies suggest that the Mediterranean diet may
be associated with a decreased risk of EC,*? prospective data
from over 84,000 women in the Women’s Health Initiative
cohort study demonstrated no risk difference.® In contrast,
diets with high glycemic loads increased EC risk by up to 20%
in two large meta-analyses of cohort and case—control studies
(RR =1.2, 95% CI 1.06-1.37** and 95% CI 1.09-1.33%).
A meta-analysis found no effect of dairy on EC risk.*

Coffee, tea, alcohol, and other beverages

Coffee consumption may lower EC risk: a meta-analysis of
13 cohort studies found a dose—response relationship and an
overall reduced risk of EC with coffee consumption (RR =0.80,
95% CI 0.74-0.86 for highest vs lowest coffee drinkers).”’
Similar reductions have been noted with green tea consumption,
but not black tea.*® For alcohol, a meta-analysis of six cohort
and 14 case—control studies found no association with EC.¥
Sugar-sweetened beverages, on the other hand, may increase
the risk of type 1 EC independent of BMI, as demonstrated in
one case—control study (RR =1.78, 95% CI 1.31-2.40).%

Smoking
Smoking decreases the risk of EC, perhaps through anties-
trogenic effects. In a meta-analysis of ten cohort studies, the

risk was reduced by 19% (95% CI 0.74-0.88).*! However,
given many known negative health consequences of smoking,
it cannot be recommended for EC prevention.>

Surgical prevention

Bariatric surgery

A meta-analysis of three cohort studies found a 60% reduc-
tion in risk of EC after bariatric surgery compared to obese
controls who did not have surgery (RR =0.4, 95% CI 0.2—
0.79).% This risk reduction may be as high as 81% in women
who are able to achieve and maintain a normal weight after
surgery.* Additionally, the prevalence of asymptomatic
endometrial hyperplasia in obese women presenting for
bariatric surgery ranges from 7% to 10%.** In a small study
of four patients with endometrial hyperplasia at the time of
bariatric surgery, three had complete resolution 2 years later,
likely due to weight loss (average loss 41 kg).*

Chemoprevention

Oral contraceptives pills

Progestin-containing contraceptives, such as OCPs, have
antiestrogenic effects on the endometrium and decrease EC
risk. A meta-analysis of 36 case—control studies showed a
31% risk reduction in women who had ever used OCPs com-
pared to never users (RR =0.69, 99% CI 0.66-0.73).#” Longer
use of OCP resulted in lower EC incidence, and the effects
persisted for at least 30 years after cessation of use. Despite
reductions in OCPs’ estrogen content since the 1960s, the
risk reduction was the same, suggesting that the progesterone
effect was similar regardless of estrogen dose.*’

Other contraceptive types

One large case—control study found that injectable progestin
(depot medroxyprogesterone acetate) is similarly protective
against EC, with effects lasting up to 8 years (RR =0.21,
95% C10.06-0.79).* For levonorgestrel intrauterine devices
(IUDs), a pooled analysis of four cohort and 14 case—control
studies found a 31% reduction in odds of EC, with stronger
effects with longer use (odds ratio [OR] =0.69, 95% CI
0.58-0.82).%

Hormone replacement therapy

There is strong evidence that estrogen-only HRT increases
the risk of EC in women with an intact uterus.>® However,
when combined therapy is used, the addition of continuous
progestin mitigates EC risk.”® Both the Women’s Health
Initiative RCT?' and the Million Women Study, a UK cohort
study, demonstrated that combined continuous HRT does
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Table 2 Summary of recent meta-analyses on endometrial cancer prevention

Direction of risk

Relative risk (95% CI)

Studies included

Lifestyle prevention

Obesity (BMI >30)* i 2.54 (2.11-3.06)*
Physical activity? ! 0.77 (0.70-0.85)*
Dairy intake® No effect 0.97 (0.93-1.01)
Coffee intake®’ l 0.8 (0.74-0.86)*
Tea intake® No effect Green tea: 0.78 (0.66-0.92)*
Black tea: 0.99 (0.79-1.23)
Red meat intake’® 1 151 (1.19-1.93)*
Alcohol intake® No effect 0.83 (0.59-1.18) (cohort analysis)
0.89 (0.76—1.05) (case—control analysis)
Smoking*' l 0.81 (0.74-0.88)* (cohort analysis)
0.72 (0.66—0.79)* (case—control analysis)
Breastfeeding®® | 0.77 (0.62-0.96)
Surgical prevention
Bariatric surgery? l 0.4 (0.2-0.79)*
Chemoprevention
Oral contraceptive pills* l 0.69 (0.66-0.73)>*
Levonorgestrel intrauterine device® l 0.69 (0.58-0.82)*
Estrogen-only HRT*® 1 2.3 (2.1-2.5)*
Combined estrogen—progesterone HRT*® | 0.4 (0.2-0.6)*
Nonsteroidal anti-inflammatory drugs® l Overall: 0.87 (0.79-0.96)*

Obese: 0.72 (0.58-0.90)*
Nonobese: 1.08 (0.82-1.43)

7 cohort, || case—control
7 cohort

| cohort, 8 case—control
13 cohort

Green tea: | cohort, 5 case—control
Black tea: 5 cohort, 4 case—control

7 case—control

6 cohort, 14 case—control

10 cohort, 24 case—control

14 cohort

3 cohort

15 cohort, 21 case—control

4 cohort, 14 case—control
10 cohort, 27 case—control

I RCT, 3 cohort, 3 case—control

4 cohort, 5 case—control

Notes: *Significant at P<<0.05. *Odds ratio shown, per serving of dairy per day. °99% ClI given. “Odds ratio shown.
Abbreviations: Cl, confidence interval; BMI, body mass index; RCT, randomized controlled trial; HRT, hormone replacement therapy.

not increase EC risk. In fact, in the Million Women Study,
it actually lowered the risk (RR =0.71, 95% CI 0.56-0.90),
whereas regimens with cyclic progesterone or unopposed
estrogen increased EC risk.*

Other chemopreventive strategies

Nonsteroidal anti-inflammatory drugs (NSAIDs) may
decrease EC risk. A meta-analysis of nine case—control studies
found a reduction in risk in obese women only (RR =0.72,
95% CI10.58-0.90).% These data are encouraging, but there is
a lack of randomized or prospective data to support NSAID
use to reduce EC risk.

Metformin has antiproliferative effects on hyperplastic
and cancerous endometrium in vitro.**** However, the three
large cohort studies are conflicting and inconclusive on the
clinical benefits of metformin for EC prevention.>¢ One trial
is currently recruiting obese postmenopausal women at high
risk for EC to see whether metformin in combination with
lifestyle changes could decrease EC occurrence.*

Breastfeeding

A recent meta-analysis found that breastfeeding reduces the
risk of EC by 33% (RR 0.77, 95% CI 0.62-0.96). They also
demonstrated a dose-response relationship: for each 1 month

of breastfeeding duration, risk of EC was reduced by 2%
(RR 0.98, 95% C1 0.97-0.99).%

Summary and recommendations

Women at risk for EC should be counseled on the benefits of
increasing physical activity, even light or moderate activity,
as well as the benefits of weight loss for EC risk reduction.
Morbidly obese women (BMI =40 kg/m?) should be coun-
seled about the health benefits of bariatric surgery, including
the impressive EC risk reduction. While no particular diet
appears to reduce EC risk, sugar-sweetened beverages and
diets with high glycemic load should be avoided. Women
should also be counseled about the benefits of EC risk reduc-
tion with progestin-containing contraceptives. Table 2 sum-
marizes the findings of included meta-analyses.

Opportunities for improved
management and survivorship in EC
Background

There are an estimated 610,000 women with a history of EC
in US alone.®! Most EC patients present early with symptoms,
so the majority are cured surgically with or without adjuvant
therapy. The RR of mortality is 6.25 times higher in mor-
bidly obese survivors compared to normal-weight survivors.®
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In fact, EC survivors are more likely to die of cardiovascular
disease than cancer.” As such, addressing risk factors for
cardiovascular disease at the time of EC diagnosis could
have the greatest impact on survival.’

Obesity and physical activity

A Cochrane analysis of 56 RCTs of exercise during cancer
treatment, including EC treatment, demonstrated a sig-
nificant improvement in health-related QoL with exercise
ranging from yoga to strength training.®* Obese EC survivors
stand to gain from positive effects of exercise, as surveys
indicate that they have lower QoL than normal-weight
survivors.® Nonetheless, most EC survivors are not able
to meet the physical activity guidelines. Only 1% of early-
stage EC survivors are able to meet all the ACS guidelines
(Table 1), and only 12% are able to meet the physical
activity guidelines, which has been associated with worse
QoL and fatigue.®

EC survivors frequently report wanting to eat better,
be healthier, and lose weight.5¢¢ Yet only 50% of women
with history of endometrial hyperplasia or cancer survivors
are aware that obesity contributed to their cancer risk.®’
Gynecologic oncologists are not trained to discuss obesity
management,®® and only 10% members of the Society for
Gynecologic Oncology reported having any training in
weight loss counseling; however, those formally trained were
more comfortable discussing weight loss with patients.®
EC survivors report finding weight loss counseling moti-
vating and denied that it undermined the physician—patient
relationship, preferring that their oncologist give specific
recommendations for lifestyle improvement.*

Several recent studies conducted lifestyle interventions
as shown in Table 3.7 The survivors of uterine cancer
empowered by exercise and healthy diet (SUCCEED) RCT
showed significant weight loss, increased physical activity,
greater fruit and vegetable consumption, and improved QoL
in EC survivors after an intensive 6-month group and indi-
vidual lifestyle intervention.”®”" The Steps to Health study
found similar results with a home-based exercise interven-
tion with significant improvement in physical activity, heart
rate, and systolic blood pressure in obese and nonobese
participants.”? Low-cost intervention with a mobile health
application Loseit! also showed short-term weight loss in EC
survivors. The revving-up exercise for sustained weight loss
by altering neurological reward and drive (REWARD) RCT
is currently recruiting obese EC survivors to study different
types of exercise and weight loss.™

However, not all exercise studies have been successful:
Rossi et al® recruited ethnically diverse, low-income women

with a history of EC. While 86% of the women surveyed
expressed some interest in joining a free exercise program,
only 5% came to the scheduled exercise classes. The authors
emphasize the fact that care needs to be taken to determine
barriers to exercise in vulnerable low-income and/or minority
populations.

Diet

Few studies differentiate the effect of diet alone and its
effect on EC survivorship. EC survivors who report meeting
the ACS recommendations for diet, physical activity, and
abstaining from smoking have higher QoL.” In the absence
of EC-specific dietary interventional trials, EC survivors
should be counseled on the ACS recommendations for
healthy eating, given their other benefits.

Medications

Metformin has been evaluated in EC survivors with con-
flicting results. Although a large retrospective cohort study
reported that women with diabetes on metformin at the time
of EC diagnosis had improved recurrence-free survival and
overall survival, two subsequent cohort studies failed to
replicate this benefit.”*’® A recent retrospective cohort study
suggested that there may be lower recurrence rates in met-
formin users, but only in those with type 1 EC.” Given the
need for prospective data, there are multiple metformin trials
ongoing, including one evaluating the addition of metformin
to standard platinum-based chemotherapy for patients with
advanced stage or recurrent EC.%

Summary and recommendations

EC survivors are frequently overweight and inactive. Several
RCTs have demonstrated that physical activity and dietary
counseling interventions improve weight loss and QoL,
although the studies were small and heterogeneous. All
providers caring for EC survivors, especially gynecologic
oncologists, need more and better training to discuss lifestyle
interventions at the time of diagnosis. While diet does not
appear to affect EC survivorship, metformin shows promise
as an agent to reduce recurrence risk.

Opportunities for prevention of OC
Background

In 2015, there were an estimated 21,000 cases of OC and
over 14,000 deaths in the US.!* The incidence of epithelial
ovarian cancer (EOC), which makes up over 90% of OC,
is predicted to increase as the world’s population ages.’ As
EOC remains the deadliest gynecologic cancer, much of the
recent research focuses on prevention.
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Lifestyle prevention

Weight loss and physical activity

Obesity may be a risk factor for OC, although its effect is
much less than for EC. While the Women’s Health Initiative
cohort and Nurses’ Health Study found no association, a
meta-analysis of 47 studies reported a 12% increased risk of
EOC for obese women (BMI >30 kg/m?) (99% CI 1.05-1.19,
adjusted for age, parity, hysterectomy, menopausal status,
OCP usage, HRT usage, and height).8"# Physical activity
appears to offer a modest preventive benefit: a review of
26 studies found mixed effect in cohort studies but a significant
risk reduction among the most active women in case—control
studies.®* A meta-analysis of nine cohort and ten case—control
studies reported an 8% nonsignificant risk reduction (95% CI
0.84-1.00) for any physical activity versus no physical activity
and a nonsignificant 11% risk reduction (95% CI 0.79-1.01)
for high levels of physical activity versus none.® The majority
of physical activity studies included in these meta-analyses
were controlled for age, BMI, and family history of OC.

Diet
The sole diet RCT, the Women’s Health Initiative trial, found
reduction in EOC risk with a low-fat diet with a hazard ratio
(HR) 0f 0.60 (95% CI 0.38-0.96) at 8 years post-intervention
but not at 4 years post-intervention, suggesting that long-term
adherence to a low-fat diet was needed for benefit.*' Cohort
studies, including the Nurses’ Health Study, have found no sig-
nificant association between fat intake and EOC incidence.?¢%
The Nurses’ Health Study also found no association with two
healthy eating indices or a Mediterranean diet.**%
Vegetable intake may have a small impact on EOC risk:
two meta-analyses of cohort and case—control studies reported
11%—16% risk reduction with daily vegetable consumption
(95% CI 0.81-0.99 and 0.75-0.94, respectively).”**! Meta-
analyses have found no significant association with dairy,”
fish,” fiber, or dietary and antioxidant nutrients.®’

Coffee, tea, alcohol, and other beverages

Coffee and tea are thought to have antioxidant and anti-
inflammatory properties, although the benefit is unproven
in EOC. A meta-analysis of seven cohort and case—control
studies, including the Nurses’ Health Study, found no
association between coffee and EOC incidence.” One case—
control study published later reported a modest decrease in
odds with increasing coffee consumption (OR =0.90, 95%
CI 0.84-0.97 per cup/d) and total caffeine consumption
(OR =0.93, 95% CI 0.88-0.98 per 100 mg/d), significant
only for serous tumors.*
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For tea, a systematic review of 16 studies and a meta-
analysis of six case—control studies found no association.**
The Nurses’ Health Study has since reported decreased odds
with one or more cups of black tea per day (OR =0.68, 95%
CI 0.51-0.90).°7 For green tea, a meta-analysis of six case—
control studies reported decreased odds with consumption of
one or more cups per day (OR =0.81, 95% CI1 0.73-0.89).%

Sugar-sweetened beverages appear to have little to no
effect on EOC incidence in two cohort and one case—control
studies.” 1!

While alcohol increases the risk of breast and other
cancers, there appears to be no association with EOC. Three
meta-analyses of cohort and case—control studies found no
overall association with heavy, moderate, or low levels of
drinking overall with a possible protective effect on endo-
metrioid EOC only (RR =0.82, 95% CI 0.70-0.96).10%104

Smoking

While most types of EOC are not associated with smoking,
a meta-analysis of 51 studies found an increased risk of
mucinous EOC (RR =1.79, 95% CI 1.60-2.00), with a
dose—response relationship for pack-years of smoking.!%51%7
Smoking cessation should be recommended for all women.

Breastfeeding

A meta-analysis of five cohort and 35 case—control studies
reported a 24% reduction in EOC risk (95% CI 0.69-0.83),
and longer duration of breastfeeding was associated with
decreased odds of EOC.1%:19

Surgical prevention

Tubal ligation and salpingectomy

It is now believed that the majority of EOCs arise from
abnormalities in the fallopian tube. Tubal ligation decreased
the risk of EOC by up to 30% in the most recent meta-
analysis of seven cohort and 23 case—control studies (95%
CI 0.641-0.75)."° The Society for Gynecologic Oncology
recommends salpingectomy after childbearing is complete
during elective pelvic surgeries, hysterectomy, or as an alter-
native to tubal ligation.!"" Bilateral salpingo-oophorectomy
for those at high genetic risk (eg, BRCAI and two mutation
carriers) is recommended at age 35 or upon the completion
of childbearing and decreases their risk of OC by 80%.!!?

Chemoprevention
Oral contraceptive pills
A meta-analysis of 13 cohort and 32 case—control studies
found a 27% risk reduction in EOC in ever versus never users

(95% CI 0.70-0.76) with a dose—response relationship and
persistent benefits up to 30 years after use. Similar risk reduc-
tions were seen for epithelial and nonepithelial tumors, but
OCPs appeared to have little effect on mucinous tumors.'"
Low-dose estrogen OCPs, the most commonly used at
present, may provide the greatest risk reduction.!!*

Other contraception types

There is no conclusive evidence that non-OCP contraception
prevents EOC. For injectable progestin contraception, two
case—control studies found reductions in odds of EOC of
39% (95% CI 0.44-0.85) for any use and 93% for 5 years
of use (95% CI 0.01-0.49),''>11¢ while prior case—control'”
and cohort!® studies found no significant association. For
IUDs, no association was found in one cohort study and
two case—control studies. These studies were conducted in
the People’s Republic of China where nonhormonal IUDs
(steel ring) are the most common.'!*-12!

Hormone replacement therapy

The 2002 Women’s Health Initiative trial showed an
increased risk of cardiovascular disease, breast cancer, and
possibly EOC with HRT.!?>123 A meta-analysis of 17 cohort
and 38 case—control studies found a 37% increased risk of
EOC (95% CI 1.27-1.48) for ever users of HRT compared
to never users, consistent with the possible risk increase
in the Women’s Health Initiative RCT.!** There were
similar risks with estrogen-only and estrogen—progesterone
formulations, and risk was significantly increased with
serous and endometrioid cancers. While risks decreased
in ex-HRT users, the increased risk persisted for 5 years
after stopping HRT.!* However, the absolute risk is low
with an estimated increase of one extra case among 1,000
HRT users and one extra death from EOC among 1,700
HRT users.

Other chemopreventive strategies

Both statins and NSAIDs have been proposed for chemopre-
vention, given their anti-inflammatory properties. For statins,
one case—control study found no association with EOC risk,
but research is ongoing.'?*!?” For NSAIDs, no association or
dose—-response relationship was seen in the one RCT or the
Nurses’ Health Study cohort, and four recent meta-analyses
suggest limited to no benefit.!?* 1** However, aspirin specifi-
cally is associated with a modest reduction in risk (OR 0.91,
95% CI 0.84-0.99) and research is ongoing.”** NSAIDs
are not currently recommended for EOC prevention in the
absence of another indication for use.

submit your manuscript

158

Dove

International Journal of Women’s Health 2016:8


www.dovepress.com
www.dovepress.com
www.dovepress.com

Dove

Lifestyle factors and gynecologic cancer risk

Table 4 Summary of recent meta-analyses on ovarian cancer prevention

Direction of risk

Relative risk (95% CI)

Studies included

Lifestyle prevention

Obesity (BMI >30)®' 1
Physical activity® No effect
Vegetable intake®% l

Dairy intake®' No effect
Fish intake” No effect
Coffee intake” No effect
Tea intake™% No effect
Alcohol intake'®! No effect
Smoking'% 1
Breastfeeding'®”’ l
Surgical prevention

Tubal ligation'®” l
Chemoprevention

Oral contraceptive pills''? l
Hormone replacement therapy il
(estrogen only and combined)'?

Nonsteroidal anti-inflammatory drugs'? No effect

1.13 (1.06—1.20)*

0.92 (0.84-1.00)

0.89 (0.81-0.99)*

0.925 (0.78-1.09)°

1.04 (0.89—1.22) (cohort analysis)

0.90 (0.73-1.12) (case—control analysis)

1.05 (0.75-1.46)
1.07 (0.78—1.45)
1.03 (0.96-1.10)
1,07 (1.03—1.10)%*

0.76 (0.69-0.83)*
0.7 (0.64-0.75)*

0.73 (0.70-0.76)*
114 (1.10-1.19)*

Aspirin: 0.91 (0.84-0.99)

17 cohort, 30 case—control
9 cohort, 10 case—control
4 cohort, 4 case—control
19 case—control

5 cohort, 10 case—control

7 case—control

6 case—control

13 cohort

19 cohort, 21 case—control
5 cohort, 35 case—control

7 cohort, 23 case—control

|13 cohort, 32 case—control
|17 cohort, 35 case—control

12 case—control

NSAIDs: 0.90 (0.77—1.05)
Acetaminophen: 0.99 (0.88-1.12)

Notes: *Significant at P<0.05. 299% ClI given. ®*Odds ratio shown is for |3 studies of low-fat/skimmed milk as dairy studies were analyzed by main type of dairy.
Abbreviations: Cl, confidence interval; BMI, body mass index; NSAID, nonsteroidal anti-inflammatory drug.

Similar to EC, metformin is thought to inhibit cellular
pathways involved in some EOCs. One cohort*® and one
case—control study'** found a nonsignificant trend toward
reduced risk of EOC with use, while two other cohorts found
no association between EOC and metformin use.>*!

Table 4 summarizes findings of included meta-
analyses.

Summary and recommendations

While physical activity and diet do not majorly affect
EOC risk, women should be counseled on the benefits of
maintaining a healthy weight and active lifestyle for overall
health. Obese women should be counseled on the modest
increased risk of EOC, and smoking should be strongly
discouraged. Women considering different contraceptive
options should be counseled on preventive benefits of
OCPs and tubal ligation or salpingectomy for EOC risk
reduction.

Opportunities for improved
management and survivorship in OC
Background

OC continues to have a high mortality rate with median sur-
vival of 40%—-50% at 10 years. Many patients who initially
respond to chemotherapy and surgery have EOC recurrence,
which is often incurable.’ In this context, QoL is important,

and lifestyle interventions may play a role in optimizing
survivors’ experiences.

Obesity and physical activity

Obesity may affect survival and QoL after EOC diagnosis.
A meta-analysis of 21 case—control studies reported increased
mortality risk of 1.12 (95% CI 1.01-1.25) for women with
BMI =35.0 kg/m? as well as negative effects of obesity on
progression-free survival and EOC-specific survival.'*¢ In
contrast, the Women’s Health Initiative cohort found no
association of BMI and mortality after EOC diagnosis.®
QoL may be lower in obese survivors, but further research
is needed."’

Surveys suggest that most EOC survivors are inactive,
with only 19% meeting ACS guidelines.'®!3° Yet similar to
EC, in two cross-sectional studies, exercise has been asso-
ciated with improved QoL and mental health and reduced
fatigue in EOC survivors.'**!*! The Women’s Health Initiative
cohort study reported that vigorous physical activity prior to
diagnosis was associated with a 24% lower risk of overall
mortality (95% CI 0.58-0.98) compared with no vigorous
physical activity.® However, fatigue may be one of the big-
gest barriers to exercise during or post-treatment, especially
in women without established exercise routines.!**!%2

Table 5 presents the five small studies examining the
impact of exercise interventions on EOC survivors,140-143-146

International Journal of Women’s Health 2016:8

submit your manuscript

159

Dove


www.dovepress.com
www.dovepress.com
www.dovepress.com

Dove

Beavis et al

SN :swoidwAg
saJnseaw 00

43430 40y SN “(10°0=d)
auswaAoadwi Juedyusis
:3u1ag-||om [edisAyd

SN :@n3neq
(100°0=d) 3uswanro.dw
wedyiudis 100

(00°0=d) 2usWaA0Idw
uedyiusis o)

(10°0=d) 2awaAc.dwi
JuedIuSIs (3593 djjem
9INUIW-9 B YIIM pa.nsesw)
Suiuonouny eaisAyg

SN
193Ul 9|qe1939A pue N4
SN :A3AnDE [edIsAyd

(100°0=d) 2uswaroidwi
uedyusis :yaduaaas SNy
(500°0=d) 2awWwaAc.dwi
JUeDIUSIS :pOY||EM ddUEISI
SN :@Jnssaud poojg

SN 4H

(800°0=d)

juswaAoadwi Juedyusis
:(Audedeo siqouse) xew ‘OA
(z0'0=d)

92USJ3JWINDID ISIEM pUE

auou :uosiuedwod)

(jendsoy wouy souessip juedidnued uo Suipuadap

‘auoyd £Aq Jo uosuad-ui) 1siSojoisAyd asidiaxa Yam
Suijasunod Apjeam ‘uondiidsaad Supjjem Appam

9/ PaZI[enpIAIpUI 19|00 [BUOIIBINP? :UOIIUIAIIU|

uonuaAINui-3sod Ajreipawwi :dn-mojjo4

s924> Adeuayzowayd xis :uoneing

auou :uostredwor

J919wopad

‘uoissas Adesaypowayd yoea 1e SulpPsunod

% 9S1249X3 PUB AJBIDIP 9INUIW-OE (UORUIAIDIU]
uonuaAIui-asod Ajreipawwi :dn-mojjo4

a.ed [ensn :uosiiedwor)

$)99M g 10§ (D)M/SUOISSDS

ulw-g | 994ya) Adeasya uonexe|ad ‘(dm/suolssas

ulw-09 d3.43) asppJaxa swoy ‘dnoud 1uoddns pue

% uonEINPa Yajeay AP[aam JInoy-| :UORUSAIIU|

uonuaAIui-asod Ajreipawwi :dn-mojjo4

S99M $7 :uoneing

Adeaayy Joireyaq aAnIUSOD

paseq-auoyds|al Apjeamiq ‘@due|jiAJns :uostiedwor)
Adeasy Joireyaq saniudod

paseg-auoydajaa Apjeaamiq ‘(spueq adueisisad

Adesayrowayd uj

20

pasouselp A|maN

LI=N

1sod—aud pajjosauodun

1P 5N Bumeg

Adesayrowayd

JueAn(pe Jo s3]24d XIs 3se3] 18 SulAlRdDY
syuaned Jadued

|eauoitiad Jo ‘aqm ueidojje} ‘UBlIBAQ
LT=N

1sod—aud pajjoauodun

|eadsoy ueauoy :3unieg

sJeak £—G'0 4O} UOISSIWA U]
Adeaayyowsayd pue ‘Awoldaloydoo
‘Awo122.491sAY d/s sJoAIAINS DO

0¥=N

1sod—aud pajjo.aauo)

S1Uld uelpeue) :3uniag

Jaoued

[eauonliad Jo ‘agm ueidojje} ‘uelieAO U0}
paiea.a Ajsnoiasud uswom | :uostiedwor)
Jadued [eauoaliad

Asewnud Jo ‘ueidojey ‘uelieAo [eljaylids
pasoudelp A|JMaU USASS :UOIIUSAIRIU|

o518 39 UCIMBN|

o1[B 39 UsdiuanJD uoa

ep1[B 30 Buemy

SN :AIaixuy (£0°0=d) &} Apoq u1 asea.dul ‘2ew 3o/ ‘||eq Aujiqeas) auswdinbs pue we.goud USWOM ¢ |=N
SN 100 auedyudis :uonisodwod Apog N 9SI12.19X3 PAsEG-aWOY PAZI[eNpPIAIPUI (UOIUIAIIU] 1sod—aud pajjo.nuo) 4y1[8 39 Awwesuool
uonuaAsul-isod Aj@relpawwi :dn-mojjo4
syuow 9 :uoneinqg
uoneiusws|ddns a3esAsq paseq-Aos & pue
‘sa|nsded 9|qe3adaA pue 3Ny Unoy ‘Iey Wo.y ASI1sus
el Jaqy %07= ‘199 Jo swe.d g7= ‘P/sBUIAISS 9|qrIRZaA
10 “1e} ‘9|qe1a39A ‘A3u9us o) JO/puUe 2IN1) G= YIIM 191p SUISIAPE UBNNIBIP YIM
SN ‘(Z0°0=d) @eaut ‘@2in[ ui s||e> auoydajaa A|yauow 03 Apjeam :uostiedwor)
asea.nul Juedyiudis :Aersiq 18} Woy A81aus %Q7= pue ‘4aqy Jo swed ge= Ul s :Bunasg
SN :ured SN :ST1-VD ‘p/sBuIAIBS 2Ny €= ‘p/aIN[ 3|qEISSA JO SIJUNO 9| SJOAIAINS DO Al-| 93815 ,»1|B 39 UOIXEq
SN :@n3neq SN :ulwngfe wnisg ‘p/s3ulAias 9|qeIa8aA G= YaIM 331p SUISIAPE UBINSIP 1SN Apmis (JNO) uoneonpy
SN 10D SN YSIPAA €e—11 YaIm s|[ed suoyds|ea A|yauow 03 APj9am UOIUSAIIU| 104 uonLINN UeLIBAQ
saipn3s pajajdwo)
301p ‘A31A3de
ay11 jo A31end [ed1sAyd ‘e8ueyd JydIOpA % ‘@dusieypy

synsay

UOIJUIAJIRIU|

u3isap Apmig

DO JO SJIOAIAINS Ul SUOIIUSAISIUI BJAIS3YIT § dqe L

International Journal of Women’s Health 2016:8

submit your manuscript

160

Dove


www.dovepress.com
www.dovepress.com
www.dovepress.com

Lifestyle factors and gynecologic cancer risk

Dove

“99M M Hisel Jo JudjeAinba dljoqeIsw ‘] J)| Xapul ssew Apoq ‘||g ‘oned paezey YH ‘partodad 10u YN B)] jo Ajenb “JoRd auedyuSisuou ‘GN LI9dUED UBLIBAO ‘DO ‘[BlI P3|[0JIUOD PIZIWIOPUE ‘| DY SUOIIBIARIGQY

(100°0=d) uomouny
[e2uaw pue (10°0=d)
daa|s ur Juswaroudul
auedyiudis :swoidwiAg
SN :@n3neq

(100°0=d) 2uswanoadwi
uedyiudis o)

SN :uoissaudap ‘AIaixuy

100

pue ‘@duaJaype

ENRIENC]

9ySom

[sawodINQ

sjuaned

3uninadau

Apuaauny
SN
:(A1deded d1qouse) xew ‘OA
(200°0=d) @>uefeq
pue yadua.as Apoq Jamo|
pue Jaddn ui uswsroadwi
auedyiudis :ssaudly [edIsAyd
(£00°0=d “199m Jad unoy
X S13IW 8'8) 2uswaAoidw
juediiudis :L11Ande [ed1sAyd
SN :2.nssaud poojg
SN :93eJ 1uedH

SN ‘IWg 18

saeaA g :dn-mojjo4

syuow 7| :uopeanqg

sul-2ayd auoydajel :uosiiedwor)

salelp

9s12Jaxa ‘(A|yauowiiq 01 599M B 931M3) Suljasunod
auoydaje ‘BuljPsunod 191p uos.ad-ul :UonUIAINIU|

sPam 7| :dn-mojjo4

$}99M 7| :uoneing

suou :uostsiedwor)

||e2> auoydajaa Apjeam ‘asduaxa

PaqliasaJd Sm/ulll 0g PIZI[ENPIAIPUI (UOIIUIAIIIU]
uonuaAIAui-asod Ajreipawwi :dn-mojjo4
(Adeasyzowsayd

9AIOE JO YI3Ud|) SHPIM |7—]| | uoneing

9SBOSIP JUS.INJAI
10 3U33s1s49d JO 9DUIPIAS [BDIUID ON
syuow §'9 01

oM 9 3sed uiyaIm Juswiesay paisjdwor)
sisougelp

e BwoupJed [eauoiliad Asewiid Jo ‘aqm

ueidojje} ‘D0 [eloyada Jo Al 4o ‘||| || 33eag

uswom 0/0°|

iUl uelfeaIsny :Buniag
Adeaayyowayd aul| pJIys Jo puodas uQ
DO UB.4INdDY

0€=N

1sod—aud pajjoauodun

|endsoy ueljensny :3uniag

15T dnouo
A3ojoduQ 2180|039uUD)
(san)

[BAIAING paduERYU]
J92UBd UBLIBAO 0}
UORUSAIRNU| 3]A1S3)I
s]1OY Suiwoddn

ec1[® 39 IyRaZILy

161

submit your manuscript

International Journal of Women’s Health 2016:8

Dove


www.dovepress.com
www.dovepress.com
www.dovepress.com

Beavis et al

Dove

Four studies reported increased physical activity at the
end of counseling. Of the two studies on weight change,
one reported no significant change and one reported
weight gain."***" Three of five studies on QoL reported
improvement, 414146 Ag exercise has significant, noncancer
benefits, exercise counseling or other methods to support
physical activity should be incorporated into EOC survivor-
ship management.

Diet

Dietary intervention in EOC survivors is an active area of
ongoing research. The Women’s Health Initiative cohort
found higher quality diet to be associated with lower all-cause
mortality, independent of physical activity (HR =0.73, 95%
CI10.55-0.97)." As shown in Table 5, one of two interven-
tions showed slight improvements in diet with in-person
counseling, and there is one ongoing trial of dietary counsel-
ing and exercise in EOC survivors,!4%:147:149

Medications

Statins have been proposed for prevention of EOC recur-
rence, and one case—control study found decreased mortal-
ity (age-adjusted HR =0.47, 95% CI 0.26-0.85), although
further research is needed.!?® Given the link between HRT
and EOC incidence, its use in survivors has been recently
studied. One meta-analysis of two RCTs and four cohort
studies found no increased risk of recurrence with post-
operative HRT use."™® A recent RCT actually reported
improved overall and relapse-free survival in women using
HRT after surgical or chemotherapy treatment (HR =0.63,
95% CI 0.44-0.90 and HR =0.67, 95% CI 0.47-0.97,
respectively).!!

Summary and recommendations

Similar to EC, EOC survivors are frequently inactive, and
obesity may adversely impact survival and QoL. Small
intervention studies show that exercise improves QoL, but
the long-term effects on weight and mortality are unknown.
Diet does not affect EOC survivorship. HRT appears to be
safe in EOC survivors.

Discussion

The obesity epidemic is driving an alarming increase in
lifestyle-related cancers in the US and worldwide.>® As
this review shows, modifiable lifestyle factors substantially
impact the incidence of EC and OC and the health of cancer
survivors. There are multiple areas in which interventions
could prevent cancer and improve survivors’ QoL.

Obesity increases the risk of EC, increases the risk of
OC to a lesser extent, and adversely impacts the health of
survivors. Bariatric surgery offers a unique opportunity to
prevent EC and reduce other obesity-related morbidities
that are the main cause of death for EC survivors. Modeling
analyses suggest that bariatric surgery could be cost-effective
as part of early-stage EC treatment and would decrease
mortality in these patients.'” Less drastic interventions,
such as physician counseling and exercise programs, may
also impact EC survival, given promising effects on weight
loss from the current small trials, but these interventions are
underutilized. Training all women’s health providers, includ-
ing gynecologic oncologists and generalist gynecologists, in
obesity counseling is critical to help more women understand
and begin to address lifestyle-related cancer risk. However,
counseling should be combined with additional interven-
tions to effect meaningful change. A multidisciplinary,
collective approach to obese, sedentary at-risk women and
survivors of cancer, including collaborations with bariatric
surgeons, physical activity counselors, and nutritionists,
may help women lose weight and improve their long-term
health. Longer term follow-up is also needed to determine
whether weight loss impacts cancer recurrence and mortality
in survivors. Although the magnitude of obesity’s adverse
effects is far less with OC, EOC incidence is estimated to
increase 3% per decade with current obesity trends.® Reduc-
ing obesity could reduce the burden of EC and OC as well
as many other diseases.

Physical activity has only modest effects on EC pre-
vention, but it improved health and QoL in EC and EOC
survivors. For EC, exercise may also be a means to weight
reduction, as seen in the few small, heterogeneous studies.
For EOC, QoL improvements are particularly meaningful,
given the limited life span of most survivors. Exercise
should be integrated into gynecologic cancer survivor-
ship care.

Diet and alcohol minimally impact the risk of EC and OC.
Eating more vegetables and less red meat may be beneficial,
and these recommendations are in line with general guide-
lines for healthy eating. Smoking increases mucinous EOC
risk. Women’s health providers should continue to encourage
smoking cessation at every available opportunity.

New chemoprevention strategies are on the horizon, such
as NSAIDs and metformin, with several current trials ongo-
ing. Several other medications are being studied as well, such
as beta-blockers for EOC survivors.””® HRT, on the other
hand, is now firmly established to increase cancer risk for
EOC and EC (except combined continuous HRT).
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In contrast, OCPs are estimated to have prevented
400,000 cases of EC and 200,000 cases of EOC, including
100,000 EOC deaths, in the past 50 years.*!!* Nonetheless,
OCPs are underutilized for EOC prevention. In fact, 25%
of women overall, and 40% of the high-risk women who
would be the most likely to benefit, falsely believe that OCPs
increase EOC risk.">*!'*> OCPs should continue to be included
in the counseling of high-risk women as recommended by the
Society for Gynecologic Oncology and ACS.!!! Research on
potential benefits of other hormonal contraceptives is needed,
particularly as more women in developed countries transi-
tion to long-acting reversible contraception, such as inject-
able contraception and IUDs. Finally, as prophylactic tubal
ligation and/or salpingectomy enters mainstream practice,
continued research will be necessary to evaluate the impact
on all-cause and EOC-specific mortality.

We found a paucity of intervention studies on modifi-
able lifestyle factors in EC and EOC survivors. While this
reflects, in part, the newness of these discoveries, even
well-established interventions have not been scaled out to
reach all those who might benefit. We eagerly anticipate the
results of ongoing lifestyle and chemoprevention trials and
encourage more researchers to pursue this area from which
so many women may benefit.

Conclusion

Lifestyle factors, such as overweight/obesity and seden-
tary living, increase the risk of developing EC and OC. As
low- and middle-income countries undergo transition to
a Western sedentary lifestyle and are further burdened by
obesity, addressing modifiable risk factors will be even more
important to minimize the gynecologic cancer burden and
optimize survivorship globally.
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