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Soy, isoflavones, and breast cancer risk in Japan J Natl Cancer Inst 2003;95:906-13

Abstract

BACKGROUND: Although isoflavones, such as those found in soy, have been shown to inhibit breast cancer in laboratory
studies, associations between consumption of isoflavone-containing foods and breast cancer risk have been inconsistent in
epidemiologic studies. We evaluated the relationship between isoflavone consumption and breast cancer risk among women in
the Japan Public Health Center-Based Prospective Study on Cancer and Cardiovascular Diseases (JPHC Study).

METHODS: In January 1990, 21 852 Japanese female residents (aged 40-59 years) from four public health center areas
completed a self-administered questionnaire, which included items about the frequency of soy consumption. Through December
1999 and 209 354 person-years of follow-up, 179 women were diagnosed with breast cancer. Cox proportional hazards regression
was used to estimate the relative risks (RRs) and 95% confidence intervals (CIs) for breast cancer in relation to consumption of
miso soup, soyfoods, and estimated isoflavones. All statistical tests were two-sided.

RESULTS: Consumption of miso soup and isoflavones, but not of soyfoods, was inversely associated with the risk of breast
cancer. The associations did not change substantially after adjustment for potential confounders, including reproductive history,
family history, smoking, and other dietary factors. Compared with those in the lowest quartile of isoflavone intake, the adjusted
RRs for breast cancer for women in the second, third, and highest quartiles were 0.76 (95% CI = 0.47 to 1.2), 0.90 (95% CI =
0.56 to 1.5), and 0.46 (95% CI = 0.25 to 0.84), respectively (P(trend) =.043). The inverse association was stronger in
postmenopausal women (P(trend) =.006).

CONCLUSION: In a population-based, prospective cohort study in Japan, frequent miso soup and isoflavone consumption was
associated with a reduced risk of breast cancer.
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Table 1 Relative riskfH%} U 2 7 (RR) and 95% confidence intervals{s # X [#(CIs) of breast cancer according to miso
soup consumption in the Japan Public Health Center-Based Prospective Study on Cancer and Cardiovascular Diseases
Cohort I

No. of Person-years Incidence rate RR [95% CI] RR [95%CI]
cases of follow-up  per 100,000 unadjusted multivariate”
Miso soup P for trend=0.005 P for trend=0.042
<1 cup/day 51 51,859 (@ 983 ) 1 (reference) 1 (reference)
1 cup/day 39 35,560 @ 1097 ) @ 1.1 )[0.71 to 1.6] 1.1 [0.67 to 1.7]
2 cups/day 58 67,764 (@ 856 ) (® 0.87)[0.54 to 1.2] 0.74 [0.46 to 1.2]
3 cups/day 31 54,171 @ 572 ) (@ 0.58)[0.32t00.83] 0.60[0.34to 1.1]

* Adjusted by area; age; age at menarche; number of pregnancies; menopausal status; age at first pregnancy; active and passive
smoking; alcohol consumption; leisure-time physical activity; educational level; total energy; and meat, fish, vegetable, and
fruit consumption.
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Coffee consumption and risk of type 2 diabetes mellitus among middle-aged Finnish men and women

JAMA 2004;291:1213-9

Abstract

CONTEXT: Only a few studies of coffee consumption and diabetes mellitus (DM) have been reported, even though coffee is
the most consumed beverage in the world. OBJECTIVE: To determine the relationship between coffee consumption and the
incidence of type 2 DM among Finnish individuals, who have the highest coffee consumption in the world. DESIGN,
SETTING, AND PARTICIPANTS: A prospective study from combined surveys conducted in 1982, 1987, and 1992 of 6974
Finnish men and 7655 women aged 35 to 64 years without history of stroke, coronary heart disease, or DM at baseline, with
175 682 person-years of follow-up. Coffee consumption and other study parameters were determined at baseline using
standardized measurements. MAIN OUTCOME MEASURES: Hazard ratios (HRs) for the incidence of type 2 DM were
estimated for different levels of daily coffee consumption. RESULTS: During a mean follow-up of 12 years, there were 381
incident cases of type 2 DM. After adjustment for confounding factors (age, study year, body mass index, systolic blood
pressure, education, occupational, commuting and leisure-time physical activity, alcohol and tea consumption, and smoking),
the HRs of DM associated with the amount of coffee consumed daily (0-2, 3-4, 5-6, 7-9, > or =10 cups) were 1.00, 0.71 (95%
confidence interval [CI], 0.48-1.05), 0.39 (95% CI, 0.25-0.60), 0.39 (95% CI, 0.20-0.74), and 0.21 (95% CI, 0.06-0.69) (P for
trend<.001) in women, and 1.00, 0.73 (95% CI, 0.47-1.13), 0.70 (95% CI, 0.45-1.05), 0.67 (95% CI, 0.40-1.12), and 0.45 (95%
CI, 0.25-0.81) (P for trend =.12) in men, respectively. In both sexes combined, the multivariate-adjusted inverse association
was significant (P for trend <.001) and persisted when stratified by younger and older than 50 years; smokers and never
smokers; healthy weight, overweight, and obese participants; alcohol drinker and nondrinker; and participants drinking filtered
and nonfiltered coffee. CONCLUSION: Coffee drinking has a graded inverse association with the risk of type 2 DM;
however, the reasons for this risk reduction associated with coffee remain unclear.
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a—b—FERE P Value
(7 /H) <2 3-4 5-6 7-9 >10 for Trend

Men

No. of new cases 41 48 67 28 19

Person-years 14191 20054 25704 11480 10426

( @© )(/1000py) 2.89 2.39 ( @ ) 2.44 1.82

RR crude (95% CI) 1.00 0.83 (0.54-1.25) ( ® )(0.60-1.30) 0.84 (0.53-1.39) 0.63 (0.40-1.19) 0.74

RR adjusted” (95% Cl) 1.00 0.73 (0.47-1.13)  0.70 (0.45-1.05) 0.67 (0.40-1.12)  0.45 (0.25-0.81) 0.12

Women

No. of new cases 46 68 48 13 3

Person-years 15821 30367 32036 10523 4980

( @ ) (/1000py) 2.91 2.24 1.50 1.24 0.60

RR crude (95% CI) 1.00 0.77 (0.49-1.04)  0.51 (0.32-0.73) 0.42 (0.25-0.87)  0.21 (0.08-0.85) 0.002

RR adjusted* (95% CI) 1.00 0.71 (0.48-1.05) 0.39 (0.25-0.60) 0.39 (0.20-0.74)  0.21 (0.06-0.69) <0.001

% RR : #Hxt U 22, Cl: {E#HXMH, crude :
“Adjusted for age, study year, body mass index,

FH#E7e L, adjusted :
systolic blood pressure, education, occupational physical activity (light,

HEELT=

moderate, and active), walking or cycling to or from work (0, 1-29, and >30 min/d), leisure time physical activity (low, moderate,
and high), cigarette smoking (never, past, and current smoking of 1-19 or >20 cigarettes/d), alcohol consumption (0, 1-100, 101-
300, and >300 g/wk), and tea consumption (none, 1-2, and >3 cups/d).
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Overtime work, insufficient sleep, and risk of non-fatal acute myocardial infarction in Japanese men

Occup Environ Med 2002;59:447-51

Abstract

Objectives: To examine the relation between working hours and hours of sleep and the risk of acute myocardial infarction
(AMI), with special reference to the joint effect of these two factors.

Method: Case-control study in Japan. Cases were 260 men aged 40-79 admitted to hospitals with AMI during 1996-8.
Controls were 445 men free from AMI matched for age and residence who were recruited from the resident registers. Odds
ratios of AMI relative to mean weekly working hours and daily hours of sleep in the past year or in the recent past were
calculated.

Results: Weekly working hours were related to progressively increased odds ratios of AMI in the past year as well as in
the past month, with a twofold increased risk for overtime work (weekly working hours >61) compared with working
hours <40. Short time sleep (daily hours of sleep <5) and frequent lack of sleep (2 or more days/week with <5 hours of
sleep) were also associated with a two to threefold increased risk. Frequent lack of sleep and few days off in the recent
past showed greater odds ratios than those in the past year.

Conclusions: Overtime work and insufficient sleep may be related to increased risk of AML.
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Table The ORs (95% Cls) of acute myocardial infarction relative to working time and sleep time

in the past week.

OR (95% CI)

Variable Crude Adjusted”
Working h/week:
<40 1.0 (referent) 1.0 (referent)
41-60 1.3 (0.9-1.9) 1.2 (0.8-1.9)
>60 2.2 (1.4-3.7) 1.9 (1.1-3.5)
Days/week of <5 h sleep:
0 1.0 (referent) 1.0 (referent)
1 1.3 (0.9-1.8) 1.3 (0.8-2.0)
>2 3.3(1.9-5.6) 3.6 (1.9-6.9)

“Adjusted for age, cigarette-year, alcohol drinking, overweight, hypertension, diabetes mellitus,
hyperlipidaemia, parental coronary heart disease, job type, and sedentary jab
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Self-reported sleep duration as a predictor of all-cause mortality: results from the JACC study, Japan Sleep. 2004
Feb 1;27(1):51-4.

Abstract

BACKGROUND: Epidemiologic studies have shown that habitual sleeping patterns are associated with all-cause mortality risk.
However, sleep duration may be affected by physical, mental, or social conditions, and its impact on health may differ depending
on the time or place. OBJECTIVES: To examine the effects of sleep duration on all-cause mortality after adjusting for several
covariates, mental condition in particular. METHODS: A total of 104,010 subjects (43,852 men and 60,158 women), aged 40
to 79 years, who enrolled in the JACC Study (Japan Collaborative Cohort Study on Evaluation of Cancer Risk Sponsored by
Monbusho) from 1988 to 1990 and were followed for an average of 9.9 years. Average sleep duration on weekdays and covariates,
including perceived mental stress and depressive symptoms, were used in the analyses. Relative risks were calculated by Cox's
proportional hazard model separately by sex. RESULTS: Men tended to sleep longer than women, and the elderly slept longer
than younger subjects. Mean sleep duration was 7.5 hours for men and 7.1 hours for women; mode durations were 8 hours (range,
7.5-8.4 hours) and 7 hours (6.5-7.4), respectively. Sleep duration of shorter or longer than 7 hours was associated with a
significantly elevated risk of all-cause mortality. However, the significant association with short sleep disappears when adjusted
for some covariates among men. CONCLUSIONS: Sleep duration at night of 7 hours was found to show the lowest mortality
risk.

X HEREHLEC L OBE (k)

HEIRFER] (hour) <4 5 6 7 8 9 >10

Men

No. of death 62 224 784 1584 2531 782 656
Person-years 2178 11974 56613 138711 165925 35792 16597

RR crude 1.62 1.16 1.09 1 1.11 1.26 1.73

(95% ClI) (1.26-2.09) (1.01-1.33) (1.01-1.19) (1.05-1.19) (1.15-1.37) (1.58-1.90)
RR adjusted 0.88 1.07 1.1 1 1.19 1.27 1.75

(95% ClI) (0.44-1.78) (0.83-1.38) (0.95-1.28) (1.07-1.32) (1.08-1.48) (1.46-2.09)
Women

No. of death 79 243 702 1134 1507 424 359
Person-years 4675 28609 123213 226678 175416 30864 12968

RR crude 1.60 1.14 1.05 1 1.23 1.35 1.92

(95% ClI) (1.28-2.02) (0.99-1.31) (0.96-1.15) (1.14-1.33) (1.20-1.51) (1.70-2.17)
RR adjusted 1.83 1.18 1.17 1 1.35 1.57 212

(95% ClI) (1.20-2.81) (0.90-1.53) (0.99-1.39) (1.17-1.56) (1.26-1.96) (1.67-2.68)
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Maternal consumption of coffee during pregnancy and stillbirth and infant death in first year of life: prospective
study BMJ 2003;326:420

Abstract

OBJECTIVE: To study the association between coffee consumption during pregnancy and the risk of stillbirth and infant death
in the first year of life. DESIGN: Prospective follow up study. SETTING: Aarhus University Hospital, Denmark, 1989-96.
PARTICIPANTS: 18 478 singleton pregnancies in women with valid information about coffee consumption during pregnancy.
MAIN OUTCOME MEASURES: Stillbirth (delivery of a dead fetus at > or =28 weeks' gestation) and infant death (death of a
liveborn infant during the first year of life). RESULTS: Pregnant women who drank eight or more cups of coffee per day during
pregnancy had an increased risk of stillbirth compared with women who did not drink coffee (odds ratio=3.0, 95% confidence
interval 1.5 to 5.9). After adjustment for smoking habits and alcohol intake during pregnancy, the relative risk of stillbirth
decreased slightly. Adjustment for parity, maternal age, marital status, years of education, occupational status, and body mass
index did not substantially change the estimates of association. There was no significant association between coffee consumption
and death in the first year of life after adjustment for smoking habits during pregnancy. CONCLUSION: Drinking coffee during
pregnancy is associated with an increased risk of stillbirth but not with infant death.

# Maternal consumption of coffee during pregnancy and unadjusted and adjusted relative risk for stillbirth (FE2E),
Aarhus, Denmark, 1989-96

Coffee No of women No of stillbirths Relative risk (95% CI)

(cups/day) (/1000) Unadjusted Adjusted* Adjustedt Adjusted}

0 7878 31(3.9) 1 1 1 1

1-3 6362 17 (2.7) 0.7 (0.4 to 1.2) 0.7(04t01.2) 06(03to1.1) 0.6(0.3to1.1)
4-7 3288 23 (7.0) 1.8 (1.0t0 3.1) 1.5(0.8t02.6) 1.6(09t02.7) 1.4(0.8t02.5)
=8 950 11 (11.6) 3.0(1.5t05.9) 22(1.1to4.6) 2.6(1.3t053) 22(1.1t04.7)

*Adjusted for smoking during pregnancy.

TAdjusted for alcohol intake during pregnancy.

fAdjusted for smoking and alcohol intake during pregnancy, parity, maternal age, marital status, years of education, employment
status during pregnancy, and maternal body mass index.
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Dairy Foods, Calcium, and Colorectal Cancer: A Pooled Analysis of 10 Cohort Studies

J Nat Cancer Inst 2004;96:1015-1022

ABSTRACT

Background: Studies in animals have suggested that calcium may reduce the risk of colorectal cancer. However, results
from epidemiologic studies of intake of calcium or dairy foods and colorectal cancer risk have been inconclusive.
Methods: We pooled the primary data from 10 cohort studies in five countries that assessed usual dietary intake by using a
validated food frequency questionnaire at baseline. For most studies, follow-up was extended beyond that in the original
publication. The studies included 534536 individuals, among whom 4992 incident cases of colorectal cancer were
diagnosed between 6 and 16 years of follow-up. Pooled multivariable relative risks for categories of milk intake and
quintiles of calcium intake and 95% confidence intervals (Cls) were calculated.

Results: Milk intake was related to a reduced risk of colorectal cancer. Compared with the lowest category of intake (<70
g/day), relative risks of colorectal cancer for increasing categories (70—174, 175-249, and =250 g/day) of milk intake were
0.94 (95% CI = 0.86 to 1.02), 0.88 (95% CI = 0.81 to 0.96), and 0.85 (95% CI = 0.78 to 0.94), respectively (Puend<.001).
Calcium intake was also inversely related to the risk of colorectal cancer. The relative risk for the highest versus the lowest
quintile of intake was 0.86 (95% CI = 0.78 to 0.95; Piend = .02) for dietary calcium and 0.78 (95% CI = 0.69 to 0.88;
Pirena<.001) for total calcium (combining dietary and supplemental sources). These results were consistent across studies
and sex. The inverse association for milk was limited to cancers of the distal colon (& B2 378) (Prend<0.001) and rectum
(L) (Pirena = 0.02).

Conclusion: Higher consumption of milk and calcium is associated with a lower risk of colorectal cancer.

Table 2. Pooled relative risks of colorectal cancer for categories of dairy food intake*

Intake category
Cases and RRs (g/day) Py

Milkt

<70 70-174 175-249 =250
No. of cancer cases 4946 1065 1360 1154
Age-adjusted RR (95% CI) 1.00 (referent) 0.94 (0.86 t0 1.02) 0.87 (0.80 to 0.95) 0.84 (0.77t0 0.92)  <.001
Multivariatel RR (95% CI) 1.00 (referent) 0.94 (0.86 t0 1.02) 0.88 (0.81 to 0.96) 0.85(0.78t0 0.94) <.001

Cheese, excluding cottage, ricotta, and cream cheese

<5 5-13 14-24 =25
No. of cancer cases 4146 1173 906 932
Age-adjusted RR (95% CI) 1.00 (referent) 1.05 (0.96 to 1.15) 1.09 (0.96 to 1.23) 1.12 (0.98 to 1.28) 413
Multivariatef RR (95% CI) 1.00 (referent) 1.03 (0.94 to 1.12) 1.06 (0.95 to 1.18) 1.10 (0.98 to 1.24) 21

Yogurt

0 1-24 25-74 =75
No. of cancer cases 3837 687 485 725
Age-adjusted RR (95% CI) 1.00 (referent) 0.93 (0.84 to 1.02) 0.85(0.72 to 1.01) 0.90 (0.81 t0 0.99) .09
Multivariatef RR (95% CI) 1.00 (referent) 0.95 (0.86 to 1.04) 0.88 (0.74 to 1.04) 0.93 (0.83 to 1.03) .34
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Fig. 1. Study-specific and pooled multivariable relative risks of colorectal cancer
for each 500-g/day (approximately two 8-0z glasses) increase in milk intake. The
black squares and horizontal lines correspond to the study-specific relative
risks and 95% confidence intervals for a 500-g/day increase in milk intake. The
area of the black squares reflects the study-specific weight (inverse of the
variance), which is related to sample size and intake variation. The diamond
represents the pooled multivariable relative risk and 95% confidence interval.
The dashed line represents the pooled multivariable relative risk. Studies that
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