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ABSTRACT

Background: Previous reports, mostly from retrospective studies,
suggested possible protective effects of both tea and coffee against
endometrial cancer, but recent reports from prospective studies gen-
erally showed weaker or null associations.

Objectives: We investigated endometrial cancer risk in relation to
tea and coffee consumption in a large prospective study and did
a meta-analysis of published results.

Design: Daily consumption of tea and coffee was recorded in 560,356
participants (without a hysterectomy) in the UK Million Women Study
of whom 4067 women developed endometrial cancer during 5.2 mil-
lion person-years of follow up (average: 9.3 y per woman).

Results: With the use of Cox proportional hazards regression, we
showed no significant association between endometrial cancer risk
and consumption of either tea (multivariate adjusted RR per cup daily:
1.00; 95% CI: 0.98, 1.02) or coffee (RR per cup daily: 0.98; 95% CI:
0.96, 1.01). Our meta-analyses showed no significant association be-
tween endometrial cancer risk and tea consumption and a weak asso-
ciation for coffee consumption in prospective studies, but there may
have been selective publication of only part of the evidence.
Conclusions: There is little or no association between tea consumption
and endometrial cancer risk. If there is any association with coffee con-
sumption, it appears to be weak. Am J Clin Nutr 2015;101:570-8.
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INTRODUCTION

Previous studies suggested that consumption of tea (1) and coffee
(2, 3) may be associated with a reduction in risk of endometrial
cancer. Results of the most-recent meta-analysis of tea consumption
(1) were influenced by results from retrospective studies, which
were potentially biased by differential recall between cases and
control subjects. For coffee consumption, one meta-analysis (3)
reported that associations were weaker for prospective than ret-
rospective studies. We investigated risk of endometrial cancer in
relation to tea and coffee consumption in a large prospective study
of United Kingdom women, a population of whom are known to
have relatively high consumption of these beverages. We also report
updated meta-analyses of these associations.

METHODS

Study and follow-up

In the Million Women Study (4), ~1.3 million middle-aged
women were recruited when they were invited to a routine breast
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cancer screening in England and Scotland between 1996 and
2001. Participants gave informed consent and returned a re-
cruitment questionnaire on health, lifestyle, and reproductive
factors at their breast-screening appointment. Approximately 3 y
after recruitment, 65% of participants responded to the invitation
to complete a resurvey that provided additional and updated
information, including details of their diet and beverage con-
sumption. Full study questionnaires are shown on the Million
Women Study website (www.millionwomenstudy.org). All par-
ticipants were flagged in the National Health Service Central
Registers, which routinely provide investigators with information
on deaths and incident cancers, and coded according to the In-
ternational Classification of Diseases, 10th Revision. The study
was approved by the Oxford and Anglia Multi-Centre Research
and Ethics Committee.

Exposure

Women were asked to report the numbers of cups of tea and
coffee they consumed each day during a typical week. Women
were also asked to report whether they added milk to their tea or
coffee and at what frequency (none, sometimes, usually, or al-
ways). For these analyses, tea and coffee consumption was di-
vided into 4 categories of <1, 1-2, 3-4, and =5 cups/d. The
short-term and long-term stability of self-reported tea or coffee
consumption in this cohort was already reported (5). Mean self-
reported consumption of tea and coffee was stable in the shorter
term (around 6 mo) and longer term (around 2 y).

Statistical analysis

The analysis was restricted to women who provided in-
formation on consumption of tea, coffee, water, and soft drinks
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and had no cancer registered before the study baseline. Women
were excluded if they reported having had or being unsure if they
had had a hysterectomy. Because BMI (in kg/m?) is a known
strong risk factor for endometrial cancer (6, 7), all analyses were
further restricted to women who provided information on height
and weight. Participants were followed from the date when they
reported tea and coffee consumption (study baseline; at mean =+
SD age: 58.8 = 4.6 y) to the date of any cancer registration
(except nonmelanoma skin cancer); date of death, emigration, or
other loss to follow-up; or last date of follow-up (31 December
2011), whichever was earliest.

In all analyses, the endpoint of interest was endometrial cancer
(International Classification of Diseases, 10th Revision code
C54). RRs of cancer by tea or coffee consumption were estimated
by using Cox proportional hazards regression with the attained
age as the underlying time variable. In analyses by categories of
tea or coffee consumption, we used 1-2 cups/d as the reference
group, and 95% group-specific CIs (8) were presented to allow
comparison of risks between any 2 groups, even when neither
was the reference group. Four years, on average, after baseline,
57% of women provided repeat responses to the same questions
about tea and coffee consumption, and we examined the re-
peatability of these questions by using Spearman’s correlation
between 2 measures. RRs of endometrial cancer per additional
cup of tea or coffee daily (cups/d) were estimated as the trend
across the 4 categories for each exposure. To correct for re-
gression dilution because of measurement error, each category
was assigned mean consumption from repeat responses to the
tea or coffee question from women in that category at baseline
(9). The validity of the assumption of proportional hazards was
tested via Schoenfeld’s residuals by using the estat phtest
command in STATA 13.1 software (StataCorp LP).

All analyses were stratified by the region of residence (Scotland
and 9 cancer-registration regions in England) and socioeconomic
status [Townsend deprivation index (10) in fifths], and adjusted
for adult height (<155, 155-159, 160-164, 165-169, 170-174,
and =175 cm), age at menarche (<12, 12, 13, 14, and =15 y
old), parity (nulliparous, 1-2 children, and =3 children), use of
oral contraceptives (ever or never), age and status of menopause
(premenopause; =46, 47-49, 50, 51-53, and =54 y old; and not
sure), use of hormone therapy for menopause (never, former
user having stopped <5 or =5 y, current user, and ever user
with unknown current status of use), BMI (<20, 20.0-22.4,
22.5-24.9, 25.0-27.4, 27.5-29.9, 30.0-32.4, 32.5-34.9, and
=35.0), smoking status (never, former smoker having quit <10
or =10y, and current smoker of <15, 15-24, or =25 cigarettes/d),
alcohol consumption (0, 1-4, 5-14, 15-29, and 30 g/d) (11),
strenuous exercise per week (never, less than once, and once or
more), coffee or tea consumption (as appropriate; 0, 1-2, 34,

and =5 cups/d), and other nonalcohol fluid intake (sum of daily
intake of milk, squash, water, fizzy drinks, and juice in fifths).
The small number of subjects with missing values of these ad-
justment variables (<2.5% for each) were assigned to a separate
category.

Meta-analysis

A meta-analysis was conducted to estimate risk of endometrial
cancer per additional cup of tea or coffee daily in published studies
and reported according to the Meta-analysis of Observational
Studies in Epidemiology statement (12). All studies with published
risks of endometrial cancer associated with tea or coffee con-
sumption were included. No limitation was applied in terms of
study size, study population, date, or language of publication. Two
independent researchers (TOY and FC) searched in PubMed
(http://www.ncbi.nlm.nih.gov/pubmed) and Embase (http://www.
elsevier.com/online-tools/embase) by using combinations of
keywords (coffee OR caffein* OR tea OR flavonoid OR catechin
OR thearubigin OR theaflavin) AND (endometri* cancer OR
endometri* neoplas* OR uterine cancer OR uterine neoplas*)
and also searched reference lists of articles identified from the
search. The researchers independently reviewed the full articles
and extracted information from each study on RRs of endometrial
cancers as well as the type of tea consumed wherever specified
(e.g., black tea or green tea), and mean consumption of tea or coffee.

In studies that gave only RRs of endometrial cancer across
different categorical levels of consumption, trends were esti-
mated by using generalized least-squares method with the glst
package in STATA 13.1 software (13). In most studies, median or
mean values of each category of consumption were not available
for a trend estimation, and thus, the midpoint of each category
was used, and for the top (open) category, the lower bound plus
the width of the second-highest category was used (14). We used
inverse-variance weighted meta-analysis to combine the effects
of endometrial cancer risk per additional cup of tea or coffee
daily, adjusted to 200 mL or 2 g of dry tea each cup as appro-
priate, with the STATA command metan (15). Heterogeneity was
assessed with P values by using chi-square tests.

RESULTS

Of 560,356 women followed for an average of 9.3 y, 4067 cases
of endometrial cancer were registered. Mean (=SD) consumption
reported at baseline was 3.4 = 2.7 cups tea/d and 2.0 = 2.0 cups
coffee/d. Table 1 shows Spearman’s correlation coefficients be-
tween reports of consumption at baseline and later (0.78 for tea
consumption and 0.78 for coffee consumption measured 2 y after
baseline with slightly more attenuation after longer periods).

TABLE 1
Repeatability of self-reported daily tea or coffee consumption in the Million Women Study by duration between 2 self-
reports
Tea Coffee
Time between 2 reports n Spearman’s correlation n Spearman’s correlation
02y 27,514 0.78 27,514 0.78
35y 271,188 0.74 271,188 0.71
=6y 23,083 0.71 23,083 0.67
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For tea consumption, women with the highest consumption
(=5 cups/d) and lowest consumption (less than daily) were more
likely than other tea drinkers to be in the lowest fifth of socio-
economic status, be current smokers, and not engage in stren-
uous physical activity (Table 2). These associations were similar
for coffee consumption except that women who consumed the
most coffee (=5 cups/d) were much-more likely to be current
smokers. Women who consumed the most tea or coffee tended
to consume less water and other soft drinks.

There were no significant differences in endometrial cancer
risk across 4 categories of tea consumption after adjustment for
region and socioeconomic status only (<1, 1-2, 3-4, and
=5 cups/d; P-heterogeneity = 0.2; Table 3). The assumption of
proportional hazards was not violated (P > 0.05). There was no
increased or decreased risk of endometrial cancer per additional
cup of tea daily (RR: 1.00; 95% CI: 0.98, 1.01), and the estimate
did not change after multivariate adjustment (RR: 1.00; 95% CI:
0.98, 1.02). The association remained unchanged when we
restricted the analysis to daily drinkers (multivariately ad-
justed RR: 1.00; 95% CI: 0.97, 1.02). There was no significant
heterogeneity in trends across subgroups by smoking, BMI, or
whether milk was added to tea.

There were also no significant differences in endometrial cancer
risk across 4 categories of coffee consumption (0, 1-2, 34, and =5
cups/d, P-heterogeneity = 0.8; Table 4). With adjustment for region
and socioeconomic status, the RR of endometrial cancer per addi-
tional cup of coffee daily was 0.99 (95% CI: 0.97, 1.01), and the
estimate did not change substantially after multivariate adjustment
(RR: 098; 95% CI: 0.96, 1.01). The proportional hazards as-
sumption was not violated (P > 0.05). The RR was not altered
when we restricted the analysis to daily drinkers (multivariate-
adjusted RR: 0.97; 95% CI: 0.94, 1.01). There was some evidence of
heterogeneity (P = 0.007) between trends of 4 subgroups by
BMI. The multivariate-adjusted RR per additional cup of coffee
daily in women with BMI <25.0 was 1.04 (95% CI: 0.99, 1.09)
compared with an RR of 0.98 (95% CI: 0.94, 1.02) in women
with BMI of 25.0-29.9 kg/m?, 0.91 (95% CI: 0.86-0.97) in
women with a BMI of 30.0-34.9, and 0.99 (95% CI: 0.93-1.05)
in women with a BMI =35.0. There was little to suggest het-
erogeneity in RRs across subgroups by smoking status (P = 0.2)
or whether milk was added to coffee (P = 0.5).

We investigated RRs of endometrial cancer by histology
according to the International Classification of Diseases for
Oncology, Morphology of Neoplasms, Second or Third Edition.
There were 3386 endometrioid carcinomas (International
Classification of Diseases for Oncology, Morphology of
Neoplasms, Second or Third Edition codes 8380, 8382, 8383,
8480-8482, 8210, 8140, 8560, and 8570) and 171 serous car-
cinomas (codes 8441 and 8460-8461) registered. For tea con-
sumption, respective RRs per additional cup daily were 1.00
(95% CI: 0.98, 1.02) and 1.03 (95% CI: 0.94, 1.13). For coffee
consumption respective RRs per additional cup daily were 0.98
(95% CI: 0.95, 1.01) and 0.99 (95% CI: 0.87, 1.13).

As a sensitivity analysis, we excluded the first 4 y of follow-up,
but findings were little changed (Supplemental Table 1).
Women also reported the amount of sugar they added each day
to “cereal, tea, coffee, or fruit etc.” RRs of endometrial cancer
per cup of tea or coffee daily after additional adjustment for this
variable (<1, 1-2, =3 spoons sugar added/d) were not sub-
stantially changed (Supplemental Table 1).

TABLE 2

Characteristics according to daily consumption of tea or coffee

Daily coffee consumption at study baseline (cups/d)

Daily tea consumption at study baseline (cups/d)

All women

(n = 560,356)

12 (n = 130,682) 34 (n = 184,707) =5 (n=157.843) <1 (n=140,498) 1-2 (n = 246.885) 3—4 (n = 118,551) =5 (n = 54,422)

<1 (n = 87,124)

3.6

39

42

6.1

3.0

4.0

2.3

24

0.8 2.1

Tea consumption repeated

4y later, cups/d
Coffee consumption repeated

23+ 27

1.7+ 1.7 33+238 53 +42

06 = 1.3

4 y later, cups/d
Age at baseline, y

59

58

595

60

59

60 = 5

60

59

59

13£2
162 £ 7

Age at menarche, y

Adult height, cm
Nulliparity, %

162 = 7

163 = 7 162 £ 7

162 £ 7

163 £ 7 162 = 7 162 = 7

162 =7

12
61

12
66
46

12
64
47

12
60
47

12
60
49

13
65

13
66
48

57
46

60
48

Oral contraceptive use, %
Hormone therapy for

48

49

menopause, %
Lowest fifth of socioeconomic

20

22

17

18

25

23

19

17

21

status, %
BMI, kg/m?

27 £5

26 £5

26 £ 4

26 =5

26 £5

26 * 4

26 = 4

27 5

12
57

26
61

14
56

15
60

10
54

16
58
7+ 10

Current smoker, %

55

60

56

Strenuous exercise <1 time/wk, %
Alcohol consumption, g/d
Consumption of other

nonalcoholic fluid, glasses/d

"Mean *+ SD (all such values).
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After the exclusion of 2 duplicate publications from the same
study (16, 17) and one study in which CIs or P values for RRs
were not available (18), the meta-analyses included 12 studies
for tea consumption (18-29) and 16 studies for coffee con-
sumption (18, 21, 22, 24, 26-37). (Supplemental Tables 2 and
3). All analyses were subdivided by study design (prospective
and retrospective recordings of beverage consumption) and
geographical region (Europe and North America as well as Asia)
particularly because the type of tea consumed varies.

Results of the meta-analysis for risk of endometrial cancer per
additional cup of tea daily are shown in Figure 1. In European
and North American studies, we identified 4 studies with a pro-
spective data collection and 4 studies with a retrospective data
collection. No significant associations were shown in either
prospective or retrospective studies between tea consumption
and endometrial cancer risk (RR per additional cup daily for
prospective studies: 1.00; 95% CI: 0.98, 1.02). For Asian stud-
ies, results from one prospective study did not suggest an as-
sociation between tea consumption and endometrial cancer risk,
nor did the 3 retrospective studies. There was no heterogeneity
between prospective and retrospective studies (P = 0.9).

Results of the meta-analysis for risk of endometrial cancer per
additional cup of coffee daily stratified by study design and
region are shown in Figure 2. For European and North American
studies, we included 7 prospective studies and 6 retrospective
studies. There was a significantly weaker association between

daily coffee intake and endometrial cancer risk in prospective
than retrospective studies (RR per additional cup daily: 0.96
compared with 0.91; P = 0.02). For Asian studies, the numbers
were small, and corresponding RRs were 0.79 (on the basis of
a single study) and 0.80 (on the basis of only 2 studies). The
heterogeneity between all prospective and retrospective studies
was highly significant (P = 0.004).

DISCUSSION

In this large cohort of United Kingdom women in middle age
in whom 4067 incident endometrial cancers were registered,
neither tea nor coffee intake was significantly associated with risk
of endometrial cancer. Our meta-analyses showed no significant
association between tea consumption and endometrial cancer
risk. For coffee, findings were inconsistent and significantly
heterogeneous across study designs, with prospective studies
showing a weak inverse association.

Although a previous meta-analysis showed that higher con-
sumption of tea was associated with lower risk of endometrial
cancer (1), this finding was largely based on data from retro-
spective studies in which differential recall may have biased the
results. In our prospective study, with 4067 incident endometrial
cancers and a wide range of tea consumption, we showed no
association between tea consumption and endometrial cancer risk
either before or after multivariate adjustment or in subgroups by
BMI or smoking. The addition of milk to tea was proposed to form

Study (Author) Mean cups/day c.:raostgls RR (95% CI) RR (95% CI)
EUROPE AND NORTH AMERICA

Prospective studies

lowa Women's Health Study, US (Zheng, 1996) (20) 0.4 (Non-herbal tea) 249 0.95 (0.81-1.12) ——
Nurses’ Health Study, US (Je, 2011) (27) 0.9 (Tea) 665 1.02 (0.93-1.12) ——
Women Health Initiative Observational Study, US (Giri, 2011) (29) -- (Tea) 427 1.02 (0.91-1.12) —_—
Million Women Study, UK (This study, Yang, 2015) 3.4 (Tea) 4067 1.00 (0.98-1.02) '

All (p for heterogeneity between studies = 0.9) 5408 1.00 (0.98-1.02) b

Retrospective studies

La Vecchia (1992, Italy) (19)

Jain (2000, Canada) (21)

McCann (2009, US) (28)

Bandera (2010, US) (26)

All (p for heterogeneity between studies < 0.001)

ASIA
Prospective studies
Japan Public Health Center-based Prospective Study, Japan (Shimazu, 2008) (24)

Retrospective studies

Hirose (2007, Japan) (22)

Xu (2007, China) (23)

Kakuta (2009, Japan) (25)

All (p for heterogeneity between studies = 0.01)

p for heterogeneity between prospective and retrospective studies = 0.9

0.3 (Tea) 567 1.18 (1.08-1.29) ——

1.6 (Tea) 552 0.98 (0.89-1.08) —_——

1.0 (Tea) 513 0.87 (0.75-1.00) —

0.8 (Black tea) 414 1.01 (0.79-1.29) p—
2046 1.04 (0.98-1.10) <

-- (Green tea) 117 0.95 (0.88-1.03) ——r

-- (Japanese tea) 225 1.03 (0.97-1.11) S

0.8 (Primarily green tea) 1192 0.94 (0.89-1.00) -

2.5 (Green tea) 152 0.83 (0.72-0.95) —
1569 0.97 (0.93-1.01) <

! 1 1 J

050 075 1.00 125 1.50

FIGURE 1 Meta-analysis of RRs (95% ClIs) of endometrial cancer per additional cup of tea daily. Squares and lines represent the RR and 95% CI for
each study. Square sizes are proportional to the inverses of study variances. Summary RRs and 95% CIs are shown as diamonds. Mean consumption of tea was
estimated by categorical midpoints weighted by case numbers. In Hirose et al. (22) and Giri et al. (29), only RRs of the top and bottom categories were given.
We assigned values of 9 and 6 cups/d for the top category of =7 and =4 cups tea, respectively. In Shimazu et al. (24), a variance-weighted least-squares
method was used instead of a generalized least-squares method because case numbers by tea consumption were not available. In Bandera et al. (26) results of
black tea and green tea are both provided in the article. We used the results for black tea in this analysis.
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Mean Total
Study (Author) cups/day cases RR (95% CI) RR (95% CI)
EUROPE AND NORTH AMERICA
Prospective studies
Stensvold (1994, Norway) (30) 4.7 51 0.93 (0.76-1.13) —
Swedish Mammography Cohort Study, Sweden (Friberg, 2009) (34) 25 677 0.95 (0.90-0.99)
Vaasterbotten Intervention Project, Sweden (Nilsson, 2010) (35) 3.3 108 0.99 (0.90-1.08)
Nurses' Health Study, US (Je, 2011) (27) 2.5 672 0.95 (0.90-0.99)
Women Health Initiative Observational Study, US (Giri, 2011) (29) 2.3 427 0.96 (0.91-1.02)
The NIH-AARP Diet and Health Study, US (Gunter, 2012) (36) 1.2 1486 0.94 (0.90-0.97)
Million Women Study, UK (This study, Yang, 2015) 2.0 4067 0.98 (0.96-1.01)
All (p for heterogeneity between studies = 0.6) 7488 0.96 (0.95-0.98) ¢
Retrospective studies
Jain (2000, Canada) (21) 1.6 552 0.94 (0.85-1.04) -
Terry (2002, Sweden) (32) 2.4 709 0.91 (0.84-0.99) -
Petridou (2002, Greece) (31) 84 0.57 (0.35-0.95) s
McCann (2009, US) (28) 1.3 513 0.91 (0.81-1.03) —=
Bravi (2009, Italy) (37) 3.0 454 0.91 (0.83-0.98) -
Bandera (2010, US) (26) 1.2 413 0.88 (0.73-1.06) —
All (p for heterogeneity between studies = 0.6) 2725 0.91 (0.87-0.95) Lod
ASIA
Prospective studies
Japan Public Health Center-based Prospective Study, Japan (Shimazu, 2008) (24) 1.1 117 0.79 (0.67-0.94) ——
Retrospective studies
Hirose (2007, Japan) (22) 1.2 225 0.83 (0.72-0.96) —
Koizumi (2008, Japan) (33) 1.4 107 0.68 (0.49-0.95) —_—
All (p for heterogeneity between studies = 0.3) 332 0.80 (0.71-0.92) <>
L i 1 1 L J
0.00 0.50 1.00 1.50

FIGURE 2 Meta-analysis of RRs of endometrial cancer per additional cup of coffee daily. Squares and lines represent the RR and 95% CI for each study.
Square sizes are proportional to the inverses of study variances. Summary RRs and 95% Cls are shown as diamonds. Mean consumption of tea was estimated
by categorical midpoints weighted by case numbers. In Petridou et al. (31), only RRs of drinkers compared with nondrinkers were provided. We assigned

a value of 2 cups/d for drinkers in this analysis.

polyphenol-protein complexes and weaken its antioxidant activity
(38), but we did not show a difference in endometrial cancer risk
according to whether or not milk was added. Our meta-analysis of
published studies, which is an update of the most-recent meta-
analysis (1), did not show a significant association between tea
consumption and endometrial cancer risk in studies in Europe,
North America, or Asia. Studies in Asia were mostly concerned
with consumption of green tea and were relatively small.
Previous meta-analyses suggested an inverse association be-
tween coffee consumption and endometrial cancer risk (2, 3). By
contrast, in our largest prospective study to date, we showed no
significant association between coffee consumption and endo-
metrial cancer risk either before or after multivariate adjustment.
There was weak heterogeneity between subgroups by BMI with
an inverse association between higher coffee consumption and
lower endometrial cancer risk in women with BMI between 30.0
and 34.9, but this could have been a chance finding because of the
multiple comparisons done. Our meta-analyses, updating results
from the most recent meta-analysis (3), also suggested a possible
weak inverse association between coffee consumption and en-
dometrial cancer risk in European and North American pro-
spective studies, an effect that was significantly smaller in
prospective than in retrospective studies. There was no statistical

evidence for heterogeneity across European and North American
prospective studies. However, other large prospective studies for
which relevant information is available have not published results
for endometrial cancer. For example, the European Prospective
Investigation into Cancer and Nutrition, the Netherlands Cohort
Study and the Canadian National Breast Screening Study pub-
lished on coffee and tea consumption in relation to ovarian cancer
(39) but not endometrial cancer risk. The selective publication of
only part of the prospective evidence limits the interpretation of
the published evidence. In Asia, there are still too-few studies to
draw reliable conclusions. Although the preparation of coffee in
Asia is not likely to differ substantially from that in Europe or
North America as much as the preparation of tea, RRs in our
meta-analysis were significantly heterogeneous by study design
and region, and more evidence is required to clarify the asso-
ciations in Asian countries.

Inferences from observational studies are limited by residual
confounding and measurement errors. We were able to reduce
residual confounding by adjusting estimates of RRs for factors
known and suspected as being associated with endometrial cancer
and investigate the heterogeneity by subgroups of BMI and
smoking status. Consumption of tea and coffee is usually self-
reported. Although the validity or reproducibility is seldom
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investigated (27), we showed relatively stable intakes and good
repeatability over time in this cohort for both tea and coffee
consumption (5). Women in this cohort had a relatively wide
range of tea and coffee consumption, which allowed sufficient
case numbers in categories of extremely high consumption
(=5 cups/d) to investigate threshold effects or nonlinearity.

Caffeine has been hypothesized to affect sex hormone me-
tabolism (40). We did not have information on whether tea or
coffee consumed was decaffeinated at the time it was reported.
However, on the basis of data collected in our online 24-h dietary
questionnaire, which was conducted 10 y after the study baseline
(41), only 6% of subjects who drank tea reported that it was
nongreen and nonblack (e.g., herbal or rooibos), and only 18% of
subjects who drank coffee reported that it was decaffeinated
(unpublished data; n = 5541). These proportions were similar to
what was reported in another United Kingdom cohort the UK
Biobank (N Allen, UK Biobank, personal communication,
2014). Hence, our null findings for tea and coffee in relation to
endometrial cancer were unlikely due to dilutions of effects
because a substantial proportion of women consumed de-
caffeinated beverages.

In sensitivity analyses, we investigated associations after
exclusion of first 4 y of follow-up, and results were not sub-
stantially different after this exclusion. Therefore, the null as-
sociations in our findings were unlikely to have been due to
reverse-causation bias whereby beverage-drinking behavior may
be altered by prediagnostic symptoms of endometrial cancer.

Our meta-analyses included substantially more cases than did
previous ones (1-3). Studies were undertaken in Europe and
North America as well as Asia, and because of differences in
preparation and drinking behaviors, it was inappropriate to
combine results from both regions. In these analyses, we esti-
mated study-specific trends of endometrial cancer risk per ad-
ditional cup daily. Because most studies did not provide mean
consumption of tea or coffee in each nominal category, these
trend estimates might have been affected by the choice of cut-
offs in each study and the assumed mean consumption in each
study-specific category. The trend might also have failed to re-
flect the true relation if the association was nonlinear. Never-
theless, we did not observe a substantial deviation from linear
associations in most studies (Supplemental Tables 2 and 3), and
the estimation of trends allowed almost all studies to be included
and the dose response to be compared on a relative standard
scale.

In conclusion, to our knowledge, this is the largest prospective
study to date on the association between tea and coffee con-
sumption and risk of endometrial cancer. Together with the
findings from our meta-analyses, which added substantial new
data to previous meta-analyses, our results do not provide strong
support that either tea or coffee protect against endometrial
cancer.

‘We thank Adrian Goodill for his assistance in the preparation of the figures
and Naomi Allen for a personal communication on descriptive information of
decaffeinated beverages in the UK Biobank.

The authors’ responsibilities were as follows—TOY and FC: conducted
the systematic review; TOY: analyzed data and had primary responsibility
for the final content of the manuscript; and all authors: designed the research,
wrote the manuscript, and read and approved the final manuscript. All authors
declared no conflicts of interest.

REFERENCES

1. Tang N-P, Li H, Qiu Y-L, Zhou G-M, Ma J. Tea consumption and risk of
endometrial cancer: a metaanalysis. Am J Obstet Gynecol 2009;201:605.e1-8.

2. Bravi F, Scotti L, Bosetti C, Gallus S, Negri E, La Vecchia C, Tavani A.
Coffee drinking and endometrial cancer risk: a metaanalysis of ob-
servational studies. Am J Obstet Gynecol 2009;200:130-5.

3. Je Y, Giovannucci E. Coffee consumption and risk of endometrial
cancer: findings from a large up-to-date meta-analysis. Int J Cancer
2012;131:1700-10.

4. Beral V, Million Women Study Collaborators. Breast cancer and
hormone-replacement therapy in the Million Women Study. Lancet
2003;362:419-27.

5. Roddam AW, Spencer E, Banks E, Beral V, Reeves G, Appleby P,
Barnes I, Whiteman DC, Key TJ. Reproducibility of a short semi-
quantitative food group questionnaire and its performance in estimating
nutrient intake compared with a 7-day diet diary in the Million Women
Study. Public Health Nutr 2005;8:201-13.

6. Reeves GK, Pirie K, Beral V, Green J, Spencer E, Bull D. Cancer in-
cidence and mortality in relation to body mass index in the Million
Women Study: cohort study. BMJ 2007;335:1134-9.

7. Renehan AG, Tyson M, Egger M, Heller RF, Zwahlen M. Body-mass
index and incidence of cancer: a systematic review and meta-analysis
of prospective observational studies. Lancet 2008;371:569-78.

8. Easton DF, Peto J, Babiker A. Floating absolute risk - an alternative to
relative risk in survival and case-control analysis avoiding an arbitrary
reference group. Stat Med 1991;10:1025-35.

9. MacMahon S, Peto R, Cutler J, Collins R, Sorlie P, Neaton J, Abbott R,
Godwin J, Dyer A, Stamler J. Blood-pressure, stroke, and coronary
heart-disease.1. Prolonged differences in blood-pressure - prospective
observational studies corrected for the regression dilution bias. Lancet
1990;335:765-74.

10. Townsend P, Phillimore P, Beattie A. Health and deprivation: inequality
and the North. London: Croon Helm; 1988.

11. Allen NE, Beral V, Casabonne D, Kan SW, Reeves GK, Brown A,
Green J. Moderate alcohol intake and cancer incidence in women.
J Natl Cancer Inst 2009;101:296-305.

12. Stroup DF, Berlin JA, Morton SC, Olkin I, Williamson GD, Rennie D,
Moher D, Becker BJ, Sipe TA, Thacker SB, et al. Meta-analysis of
observational studies in epidemiology - a proposal for reporting. JAMA
2000;283:2008-12.

13. Orsini N, Bellocco R, Greenland S. Generalized least squares for trend
estimation of summarized dose-response data. Stata J 2006;6:40-57.

14. I’yasova D, Hertz-Picciotto I, Peters U, Berlin JA, Poole C. Choice of
exposure scores for categorical regression in meta-analysis: a case
study of a common problem. Cancer Causes Control 2005;16:383-8.

15. Harris RJ, Bradburn MJ, Deeks JJ, Harbord RM, Altman DG, Sterne JAC.
metan: fixed- and random-effects meta-analysis. Stata J 2008;8:3-28.

16. Petridou E, Kedikoglou S, Koukoulomatis P, Dessypris N, Trichopoulos
D. Diet in relation to endometrial cancer risk: a case-control study in
Greece. Nutr Cancer 2002;44:16-22.

17. Gao J1, Xiang YB, Xu WH, Shao CX, Ruan ZX, Cheng JR, Shu XO,
Gao YT. [Green tea consumption and the risk of endometrial cancer:
a population-based case-control study in urban Shanghai.] Zhonghua
Liu Xing Bing Xue Za Zhi 2005;26:323-7 (in Chinese).

18. Levi F, Franceschi S, Negri E, Lavecchia C. Dietary factors and the risk
of endometrial cancer. Cancer 1993;71:3575-81.

19. La Vecchia C, Negri E, Franceschi S, D’Avanzo B, Boyle P. Tea
consumption and cancer risk. Nutr Cancer 1992;17:27-31.

20. Zheng W, Doyle TJ, Kushi LH, Sellers TA, Hong CP, Folsom AR. Tea
consumption and cancer incidence in a prospective cohort study of
postmenopausal women. Am J Epidemiol 1996;144:175-82.

21. Jain MG, Howe GR, Rohan TE. Nutritional factors and endometrial
cancer in Ontario, Canada. Cancer Control 2000;7:288-96.

22. Hirose K, Niwa Y, Wakai K, Matsuo K, Nakanishi T, Tajima K. Coffee
consumption and the risk of endometrial cancer: Evidence from a case-
control study of female hormone-related cancers in Japan. Cancer Sci
2007;98:411-5.

23. Xu WH, Dai Q, Xiang YB, Long JR, Ruan ZX, Cheng JR, Zheng W,
Shu XO. Interaction of soy food and tea consumption with CYP19A1
genetic polymorphisms in the development of endometrial cancer. Am
J Epidemiol 2007;166:1420-30.

24. Shimazu T, Inoue M, Sasazuki S, Iwasaki M, Kurahashi N, Yamaji T,
Tsugane S, Grp JS. Coffee consumption and risk of endometrial can-
cer: a prospective study in Japan. Int J Cancer 2008;123:2406-10.



578

25.

26.

27.

28.

29.

30.

31.

32.

33.

YANG ET AL.

Kakuta Y, Nakaya N, Nagase S, Fujita M, Koizumi T, Okamura C,
Niikura H, Ohmori K, Kuriyama S, Tase T, et al. Case-control study of
green tea consumption and the risk of endometrial endometrioid ade-
nocarcinoma. Cancer Causes Control 2009;20:617-24.

Bandera EV, Williams-King MG, Sima C, Bayuga-Miller S, Pulick K,
Wilcox H, Zauber AG, Olson SH. Coffee and tea consumption and
endometrial cancer risk in a population-based study in New Jersey.
Cancer Causes Control 2010;21:1467-73.

Je Y, Hankinson SE, Tworoger SS, DeVivo I, Giovannucci E. A pro-
spective cohort study of coffee consumption and risk of endometrial
cancer over a 26-year follow-up. Cancer Epidemiol Biomarkers Prev
2011;20:2487-95.

McCann SE, Yeh M, Rodabaugh K, Moysich KB. Higher regular
coffee and tea consumption is associated with reduced endometrial
cancer risk. Int J Cancer 2009;124:1650-3.

Giri A, Sturgeon SR, Luisi N, Bertone-Johnson E, Balasubramanian R,
Reeves KW. Caffeinated coffee, decaffeinated coffee and endometrial
cancer risk: a prospective cohort study among US postmenopausal
women. Nutrients 2011;3:937-50.

Stensvold I, Jacobsen BK. Coffee and cancer - a prospective study of
43,000 Norwegian men and women. Cancer Causes Control 1994;5:401-8.
Petridou E, Koukoulomatis P, Dessypris N, Karalis D, Michalas S,
Trichopoulos D. Why is endometrial cancer less common in Greece
than in other European Union countries? Eur J Cancer Prev 2002;11:
427-32.

Terry P, Vainio H, Wolk A, Weiderpass E. Dietary factors in relation to
endometrial cancer: A nationwide case-control study in Sweden. Nutr
Cancer 2002;42:25-32.

Koizumi T, Nakaya N, Okamura C, Sato Y, Shimazu T, Nagase S,
Niikura H, Kuriyama S, Tase T, Ito K, et al. Case-control study of
coffee consumption and the risk of endometrial endometrioid adeno-
carcinoma. Eur J Cancer Prev 2008;17:358-63.

34.

35.

36.

37.

38.

39.

40.

41.

Friberg E, Orsini N, Mantzoros CS, Wolk A. Coffee drinking and risk
of endometrial cancer-A population-based cohort study. Int J Cancer
2009;125:2413-7.

Nilsson LM, Johansson I, Lenner P, Lindahl B, Van Guelpen B.
Consumption of filtered and boiled coffee and the risk of incident
cancer: a prospective cohort study. Cancer Causes Control 2010;21:
1533-44.

Gunter MJ, Schaub J, Xue X, Freedman N, Gaudet M, Rohan TE,
Hollenbeck A, Sinha R. A prospective investigation of coffee
drinking and endometrial cancer incidence. Int J Cancer 2012;131:
E530-6.

Bravi F, Scotti L, Bosetti C, Zucchetto A, Talamini R, Montella M,
Greggi S, Pelucchi C, Negri E, Franceschi S, et al. Food groups and
endometrial cancer risk: a case-control study from Italy. Am J Obstet
Gynecol 2009;200:293.e1-7.

Ryan L, Petit S. Addition of whole, semiskimmed, and skimmed bo-
vine milk reduces the total antioxidant capacity of black tea. Nutr Res
2010;30:14-20 .

Braem MGM, Onland-Moret NC, Schouten LJ, Tjonneland A, Hansen
L, Dahm CC, Overvad K, Lukanova A, Dossus L, Floegel A, et al.
Coffee and tea consumption and the risk of ovarian cancer: a pro-
spective cohort study and updated meta-analysis. Am J Clin Nutr 2012;
95:1172-81.

Nagata C, Kabuto M, Shimizu H. Association of coffee, green tea, and
caffeine intakes with serum concentrations of estradiol and sex hor-
mone-binding globulin in premenopausal Japanese women. Nutr
Cancer 1998;30:21-4 .

Liu B, Young H, Crowe FL, Benson VS, Spencer EA, Key TJ, Appleby
PN, Beral V. Development and evaluation of the Oxford WebQ, a low-
cost, web-based method for assessment of previous 24 h dietary intakes
in large-scale prospective studies. Public Health Nutr 2011;14:
1998-2005.



