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The ideal way of lung cancer screening to consider
the balance of benefit and harm
il B
KRAFSERATFR v ¥ — PAFHIERE Y ¥ — EETFHR
Tomio Nakayama
Department of Cancer Epidemiology and Prevention, Center for Cancer Control and Statistics,
Osaka Medical Center for Cancer and Cardiovascular Disease
Abstract

The National Lung Screening Trial (NLST) as randomized-controlled trial that evaluated the effec-
tiveness of the lung cancer screening to compare low dose CT (LDCT) with plain chest X-ray demon~
strated annual LDCT reduced 20% of lung cancer mortality than annual plain chest X-ray. This study
demonstrated the mortality reduction as the benefit of annual screening with stadistically significant but
reported 25% of positive rate and considerable number of death within 60 days after diagnostic workup
and therapy as the harm of screening. The assessment of the study result is difficult in the meaning of
comparison between benefit and harm of LDCT screening. The study result caused controversy about
whether LDCT screening should be spread in the point of view of comparison of benefit with harm.

Keywords: screening for lung cancer, LDCT
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Comparison of Trends in Cancer Incidence and Mortality in Osaka, Japan, Using an Age-Period-Cohort Model

RESEARCH COMMUNICATION

Comparison of Trends in Cancer Incidence and Mortality in
Osaka, Japan, Using an Age-Period-Cohort Model

Yuri Ito'*, Akiko Ioka!, Tomio Nakayama', Hideaki Tsukuma’, Takashi
Nakamura?

Abstract

Background. We aimed to estimate the effects of age, period and birth cohort on trends in cancer incidence
and death for all sites and selected sites of cancer in Osaka using an age-period-cohort model. Methods. Cancer
incidence data during 1968-2003 were obtained from the Osaka Cancer Registry, and cancer mortality with
population data in Osaka during 1968-2007 were obtained from vital statistics departments. We estimated age,
period and birth cohort effects for incidence and mortality using Nakamura’s Bayesian Poisson age-period-
cohort model. Results. For most sites of cancer, linear ageing effects were observed, the exceptions being breast
and cervix which levelled-off at around 40 years old, while period effects were small. Decreasing cohort effects
were observed in stomach and liver cancer. Cohort effects peaked at the generation born in the early 1950s
for colorectal, lung, breast cancers. For most sites of cancer, incidence and mortality showed similar trends,
but in the late cohorts for cervical cancer, cohort effects decreased in mortality, while increasing in incidence.
Conclusion. Period effects reflecting immediate effects to cancer incidence and mortality, such as development
of the effective treatment and screening programme were stable in most sites of cancer. Cohort effects influenced
by long-term risk factors were prominently observed for every site, decrease in stomach and liver cancer cases
being related to reduction in risk factor prevalence. Cancer control activities conld be evalnated through the
results, indicating utility for future cancer control planning.

Keywords: Cancer incidence and mortality - time trends - age-period cohort model - joinpoint analysis - Japan

Asian Pacific J Cancer Prev, 12, 879-888

Introduction

Monitoring trends in cancer incidence and mortality
is important to plan and evaluate cancer control policy.
Cancer mortality data was monitored in all prefectures
from vital statistics and was used in cancer control
planning. Cancer incidence data, however, are available
in some prefectures where population-based cancer
registries have been conducted, and then the availability
for cancer control planning was limited in some local
governments. The Osaka Cancer Registry has a long
history since 1962 and has exploited the registry data for
the local cancer control activities. We used to evaluate
the trends of age-standardised incidence and mortality.
Trend analysis using only age-standardised rate cannot
examine how the change of the distribution of age and
birth cohort and period at diagnosis or death affected the
whole trends. We aimed to estimate the effects of age,
period and birth cohort on trends in cancer incidence
and death for all sites and selected sites of cancer in
Osaka, using an age-period-cohort model. Age-period-
cohort model has been used to evaluate trends in cancer
incidence and mortality for a long time. Most of the

previous studies evaluate only incidence or mortality. In
this study, we examined the both incidence and mortality
trends and evaluated the cancer control activities in
Osaka, Japan.

Materials and Methods

Data sources

Cancer incidence data during 1968-2003 were
obtained from the Osaka Cancer Registry, and
cancer mortality data with population data in Osaka
during1968-2007 were obtained from vital statistics.

Statistical analysis

Joinpoint regression model. First, we applied annual
age-standardised incidence and mortality rates in 1968-
2007 to joinpoint regression model to show trends using
a conventional approach for all ages. This is a piecewise
log linear regression model, which is able to identify
the years when the trends in incidence or mortality rate
statistically changed, using the established Joinpoint 3.3
package (Kim et al., 2000; US National Cancer Institute,
2008).

!Department of Cancer Control and Statistics, Osaka Medical Centre for Cancer and Cardiovascular Diseases, Osaka,*Department
of Data Science, Institte of Statistical and Mathematics, Tokyo, Japan *For correspondence : itou-yu2@mc pref.osaka jp
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Age-period-cohort model. The 5-year age specific
incidence and mortality rate were applied to the age-

period-cohort model. We estimated age, period and birth
cohort effects using Nakamura’s Bayesian Poisson age-
period-cohort model (BAPC model)(Nakamura, 1986)

as follows:

yy ~ Poisson(A,),i=1...1, j=1,.,J

X
logh, =log P, + 8%+ B+ B} + Zw'j'kpf

Lo, bl B X
Zﬁi =2ﬁ, ‘22%,&5& =0, Zwi/.k"]

where ¥, is the number of observed deaths or incidence
in the ith age group of jth period and are assumed to
have a Poisson distribution with a mean A and an offset

the size of the population at risk. The parameters
ﬁé B2 (3” and P are the grand mean, age, period
and cohort effect, respectively. The weight Wik (=0) is
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Figure 1. Trends in Age-standardised Incidence and
Mortality Rates for All Sites of Cancer

introduced to analyse a set of data arranged in general
cohort table whose range of age group is not equal to the
interval between periods and determined by the extent of
overlap between the cohort ranges of data cell (i) and
the kth cohort effect parameter.

As birth cohorts are determined from period and
age, the relation among age, period and cohort causes
an identification problem in that the linear components
of age, period and cohort effects cannot be uniquely
separated. Among many researchers to entangle this
problem, Nakamura’s BAPC model overcomes the
problem by using an assumption that the effects change
gradually or minimizing the weighted sum of squares of
first-order differences of the effects parameters:

2(1, e 2(; ¢”'; EO) )

The hyperparameters are introduced to control the
smoothness of the parameters by minimizing Akaike’s
Bayesian Information Criterion (ABIC, (Akaike, 1980)).
This assumption enables us to estimate not only the non-
linear components but also the linear component of the
effects.

Results

Joinpoint regression model

The results of joinpoint regression analysis are shown
in Table 1 for trends of mortality and in Table 2 for trends
of incidence. The trends in the overall cancer incidence
and mortality by sex are shown in Figure 1. The trends
in incidence and mortality by sex and cancer sites are
shown in Figure 2.

The overall cancer mortality for men increased until
1985, and levelled-off between 1985 and 1998, then
decreased by -2.0% per year since 1998. Similar trends
were observed for the overall incidence. For women, the
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trends of incidence increased by 1.3% per year between
1971 and 1985 (P < 0.05), then levelled-off from
1998. The overall mortality rates for women decreased
gradually throughout. Both incidence and mortality for
most sites of cancer decreased or levelled-off, while
incidence for cancers of oral and pharynx, oesophagus,
kidney renal pelvis, prostate, lung (women) and breast
still increased.

Age-period-cohort model

All sites of cancer: For both incidence and mortality
in both sexes, the age effect increased linearly with
increasing age (Figure 3, left). The period effect was
negligible (Figure 3, middle), while the cohort effect
showed distinctive trends (Figure 3, right). The cohort
effect in men increased for those who were born in 1900-
1930s, and decreased for those born in mid-1930s to

Table 1 Trends in Age-standardised (Japanese Model Population in 1985) Mortality Rates with Joinpoint
Analysis for 1975-2007 in Osaka, Japan, by Sex and Cancer Sites for All Ages

ICD-10 code Segment 1 Segment 2 Segment 3 Segment 4 AAPC®
Years APC*  Years APC*  Years APC*  Years APC: Ist 2nd
Both Sexes
All sites C00-96 1968-1976 -04 1976-1985 0.9* 1985-1998 -0.2 1998-2007 -1.69* -1.7%-1.7*
Oral and Pharynx C00-14 1968-1991 1.3* 1991-1997 5.6* 1997-2007 -0.3 -03 -03
Esophagus C15 1968-1983 -2.5% 1983-2007 0.7* 0.7 0.7*
Stomach C16 1968-1993 -3.3* 1993-2007 -2.9* -2.9%.2 9%
Colon CI8 1968-1993 3.7+ 1993-2007 -0.7* -0.7%-0.7*
Rectum C19-20 1968-1981 14* 1981-2007 -0.3 * -03*-03*
Colon & Rectum C18-20 1968-1991 2.4* 1991-2007 -0.2 -02 -02
Liver Cc22 1968-1976 27%* 1976-1985 7.0* 1985-1997 0.5 1997-2007 -4.50* -4.5%-45%
Gallbladder C23-24 1968-1987 7.0* 1987-2007 -1.7* -17%-1.7*%
Pancreas C25 1968-1988 3.7+ 1988-2007 0.3 03 03
Larynx C32 1968-1986 -3.9% 1986-1992 -8.2% 1992-1995 12.4 1995-2007 -4.75% -47*-47*
Lung C33-34 1968-1979 4.7* 1979-1989 2.7* 1989-2007 -0.2 -0.2%-0.2%
Kidney Renal Pelvis C64-66,68 1968-1988 53* 1988-2007 0.9* 0.9* 0.9*
Urinary Bladder C67 1968-2007 -0.4%* -04*-04%
Malignant Lymphoma C81-85,96 1968-1984 2.9%* 1984-2000 04  2000-2007 -2.3* -1.7%-2.3%
Multiple Myeloma  C88-90 1968-1980 7.6* 1980-2007 0.6* 0.6* 0.6*
Leukemia C91-95 1968-1986 2.2* 1986-2007 -1.0%* -1.0%-1.0*
Men
All sites C00-96 1968-1974 -0.1  1974-1985 1.6* 1985-1998 -0.1 1998-2007 -2.0%+ -2.0*-2.0*
Esophagus Cl15 1968-1971 43 1971-1981 -2.9* 1981-2007 0.9*% 0.9* 0.9*
Stomach Cl16 1968-1984 -2.7* 1984-1993 -3.5* 1993-1996 -04 1996-2007 -3.1* -3.1%-3.1%
Colon Ci8 1968-1993 44* 1993-2007 -1.1* DR NL
Rectum C19-20 1968-1980 2.6* 1980-2007 0.0 0 0
Colon & Rectum C18-20 1968-1984 3.5* 1984-1996 1.5*% 1996-2007 -0.8 -0.8 -0.8
Liver C22 1968-1972 1.0 1972-1985 7.2*% 1985-1996 05 1996-2007 -47* -47%-47
Lung C33-34 1968-1979 53* 1979-1989 2.8* 1989-2007 -0.4* -04*-04*
Prostate C61 1968-2007 2.9* 2.9% 2.9%
Malignant Lymphoma C81-85,96 1968-1984 3.4* 1984-2007 -04 04 -04
Multiple Myeloma  C88-90 1968-1973 21.5% 1973-2003 1.9* 2003-2007-10.4 -3.8-104
Leukemia C91-95 1968-1984 3.3* 1984-2007 -0.7* -0.7%-0.7*
Women
All sites C00-C96  1968-1999 -04* 1999-2007 -1.6* -14%-1.6%
Esophagus C15 1968-1991 -3.5* 1991-2007 0.1 0.1 0.1
Stomach Cleé 1968-2007 -3.7* -37%-37%
Colon C18 1968-1995 3.0* 1995-2007 -1.2% -1.2%-1.2%
Rectum C19-20 1968-2007 -0.7* -0.7%-0.7*
Colon & Rectum C18-20 1968-1995 1.7% 1995-2007 -1.1* -1 -1 0
Liver C22 1968-1977 -0.5 1977-1985 4.9% 1985-2000 0.9* 2000-2007 -4.6* -3.4*-46*
Lung C33-34 1968-1988 3.8* 1988-2007 -04 -04 -04
Breast C50 1968-2007 1.8* 1.8*% 1.8*
Cervix Uteri C53 1968-1981 1.5 1981-2007 -0.8* -0.8*-0.8*
Corpus Uteri C54 1968-2007 5.7* 5.7% 5.7%
Uterus C53-C55  1968-1993 -4.9* 1993-2007 -1.2%* -12%-12%
Cervix + Uterus NOS (53,55 1968-1979 -43* 1979-1992 -6.4* 1992-2007 -2.4% -2.4% .2 4%
Ovary C56 1968-1987 3.8* 1987-2007 -0.7* 0.7%-0.7*
Malignant Lymphoma C81-85,96 1968-1988 2.6* 1988-2007 -0.2 -02 -02
Multiple Myeloma  C88-90 1968-1983 5.8* 1983-2007 0.5 05 05
Leukemia C91-95 1968-1988 1.3* 1988-2007 -1.5* -1.5%-1.5%

*Statistically significant; “Annual percentage change in the segment; "Average annual percentage change; 1st, 1998-2007; 2nd,

2003-2007
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Table 2. Trends in Age-standardised (Japanese Model Population in 1985) Incidence Rates with Joinpoint
Analysis for 1975-2007 in Osaka, Japan, by Sex and Cancer Sites for all Ages

ICD-10 code Segment | Segment 2 Segment 3 Segment 4 AAPCh
Years APC*  Years APC Years APC*  Years APC? Ist 2nd
Both Sexes
All sites (incl. in situ)  C00-967 1968-1971 -3.5*% 1971-1986 1.9* 1986-1999 0.1  1999-2003 -2.6* -1.1* -2.6*
All sites C00-96 1968-1971 -3.8% 1971-1986 2.0% 1986-1999 0.0 1999-2003 -2.6* -1.2% -2.6%*
Oral & Pharynx C00-14 1968-1987 2.6* 1987-2003 0.9* 0.9% 0.9%*
Esophagus Cl15 1968-1981 -2.2* 1981-2003 1.5% 1.5% 1.5%
Stomach Cl6 1968-1971 -5.8* 1971-1985 -1.2* 1985-2001 -2.3* 2001-2003 -6.9*% -3.4% -4.7*
Colon Ci18 1968-1992  6.4* 1992-2003 -1.0* -1.0% -1.0%
Rectum C19-20 1968-1972 -0.5 1972-1981 4.7* 1981-1994 1.8* 1994-2003 -1.4* -14% -14%*
Colon & Rectum C18-20 1968-1972 1.5 1972-1980 6.2* 1980-1993 4.3* 1993-2003 -13* -13% -13%*
Liver C22 1968-1976 24* 1976-1985 82* 1985-1996 1.0* 1996-2003 -5.0* -3.7% -50%*
Gallbladder C23-24 1968-1987 7.1% 1987-2003 -1.9* -1.9% -1.9%
Pancreas C25 1968-1974 0.8 1974-1987 4.7% 1987-2003 -0.1 -0.1 -0.1
Larynx C32 1968-2003 -1.8* -1.8% -1.8%
Lung (C33-34 1968-1978 5.0* 1978-1987 2.9% 1987-2003 0.4* 0.4* 04%*
Renal + Pelvis C64-66,68 1968-1973 0.0 1973-1987 7.5% 1987-2003 0.7* 0.7% 0.7*
Urinary Bladder C67 1968-1985 3.1* 1985-2003 -0.8* -0.8*% -0.8%
Malignant Lymphoma C81-85,96 1968-1985 4.1*% 1985-2003 0.4 04 04
Multiple Myeloma C88-90 1968-1982 7.4* 1982-2003 0.2 02 02
Leukemia C91-95 1968-1982 3.7*% 1982-2003 0.2 02 02
Colon' cig 1968-1994 6.3*% 1994-2003 -1.4* -1.4% -14%
Rectum' C19-20° 1968-1972 -0.6 1972-1980 4.9* 1980-1995 2.1* 1995-2003 -1.5% -1.1%* -1.5%
Colon & Rectum! C18-20° 1968-1972 1.5 1972-1980 6.2*% 1980-1994 4.4* 1994-2003 -1.0* -1.0% -1.0*
Men
All sites (incl. in situ)  C00-96° 1968-1973 -1.0 1973-1985 2.9% 1985-1998 03  1998-2003 -2.7* -14* -27%
All sites C00-96 1968-1973 -1.0 1973-1985 2.9* 1985-1996 03 1996-2003 -1.9* -14%-19%
Esophagus C15 1968-1980 -1.9* 1980-2003 1.7* 1.7% 1.7%
Stomach Cl6 1968-1974 -3.3* 1974-1984 -04  1984-2000 -2.0* 2000-2003 -5.4* -3.1* -4.6*
Colon C18 1968-1992  7.1* 1992-2003 -1.6* -1.6% -1.6*
Rectum C19-20 1968-1971 -0.7 1971-1981 5.2%* 1981-1994 2.1* 1994-2003 -13%* -13% .]3%
Colon & Rectum C18-20 1968-1973  3.2* 1973-1980 7.3* 1980-1993 4.5* 1993-2003 -1.6% -1.6* -1.6%
Liver C22 1968-1972 02  1972-1986 7.8% 1986-1996 0.2  1996-2003 -5.5* -43* .55%
Lung (C33-34 1968-1985 4.6* 1985-2003 0.1 0.1 0.1
Prostate C61 1968-1971 -4.7 1971-1987 6.8% 1987-1990 -5.0  1990-2003 5.7* 57% 5.7%
Malignant Lymphoma C81-85,96 1968-1972 -14 1972-1983 53* 1983-2003 0.1 0.1 0.1
Muitiple Myeloma C88-90 1968-1982 8.1* 1982-2003 0.0 0.0 00
Leukemia C91-95 1968-1982 43* 1982-2003 03 03 03
Colon'’ Ci8? 1968-1994  7.0% 1994-2003 -2.1* W20 20
Rectum' C19-20¢ 1968-1971 -0.7 1971-1981 52%* 1981-1996 2.2 * 1996-2003 -1.9* -1.0 -1.9%
Colon & Rectum' C18-20° 1968-1973  3.1* 1973-1980 7.3* 1980-1995 4.5* 19952003 -2.0% -13% -2%
Women .
All sites (incl. in situ)  C00-962 1968-1971 -3.6* 1971-1985 1.3* 1985-2000 0.0  2000-2003 -2.5 -08 -1.8
All sites C00-96 1968-1971 -4.1* 1971-1985 1.3* 1985-2000 0.0 2000-2003 -2.7 09 2.0
Esophagus Cl15 1968-1992 -2.4% 1992-2003 1.3 13 13
Stomach Cl6 1968-1971 -5.5% 1971-1985 -1.7* 1985-2001 -3.1* 2001-2003 -7.9 -4.2% .55%
Colon Ci8 1968-1992 5.7* 1992-2003 -0.5 0.5 05
Rectum C19-20 1968-1991  2.3* 1991-2003 -1.6* -1.6% -1.6*
Colon & Rectum C18-20 1968-1970 -2.5 1970-1992 44* 1992-2003 -0.9* -0.9% -0.9*
Liver C22 1968-1977 -0.6 1977-1988 54* 1988-1999 1.1* 1999-2003 -6.0% -2.1* -6.0%
Lung (C33-34 1968-1985 4.1* 1985-2003 0.9* 0.9% 0.9*
Breast C50 1968-1985 4.2% 1985-2003 2.2* 2.2% 2.2%
Cervix Uteri C53 1968-1981 -1.3* 1981-2000 -5.7* 2000-2003 4.2 25 17
Corpus Uteri C54 1968-1970 -22.1* 1970-1980 11.7* 1980-2003 1.9* 1.9% 1.9%
Uterus C53-55 1968-1983 -2.7* 1983-1992 -5.5% 1992-2003 -1.1 -1 -11
Ovary C56 1968-1986 4.6* 1986-2003 -04 04 -04
Malignant Lymphoma C81-85,96 1968-1986 4.4* 1986-2003 0.7* 0.7% 0.7*
Multiple Myeloma C88-C90 1968-1983  6.7* 1983-2003 0.1 0.1 0.1
Leukemia C91-C95  1968-1982 3.1* 1982-2003 0.1 0.1 0.1
Colon'! ci8 1968-1994  5.6* 1994-2003 -0.8 -08 -08
Rectum' C19-20° 1968-1992  2.3* 1992-2003 -1.4* -1.4% -1.4%
Colon & Rectum! C18-20° 1968-1970 -2.5 1970-1993 4.4* 1993-2003 -0.6 06 -0.6
Breast! C50¢ 1968-1985 4.2* 1985-2003 24* 24% 24%
Cervix Uteri! C537 1968-1979 0.7  1979-2001 -4.5* 2001-2003 9.5 -16 23
Uterus' (C53-C557  1968-1980 -14* 1980-1993 -43* 1993-2003 -1.1 -1 -11
Cervix + Uterus NOS' (C53,C557 1968-1981 -2.0* 1981-1989 -6.0* 1989-2001 -3.5% 2001-2003 7.0 -13 16
Cervix + Uterus NOS  C53,C55  1968-1983 -3.5*% 1983-1992 -7.1* 1992-2003 -2.5* -2.5% . 5%

*Statistically significant; “Annual percentage change in the segment; *Average annual percentage change; 1st, 1998-2007; 2nd, 2003-2007;
Yincluding in situ; 2D00-09; *D010, *D011-12; D011-13; *D05; D06
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Figure 3. Age, Period and Birth Cohort Effects for all
Sites of Cancer Dotted line, incidence, solid, mortality

mid-1940s. A small peak was observed at the cohort born
in 1950s and then decreased. The cohort effect in women
peaked at the cohort born in 1900-1910s and decreased
with small re-ascending at the cohort of 1950s. The
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Figure 4. Age, Period and Birth Cohort Effects
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cohort effect of the latest born after 1960s has decreased;
the trend was more remarkable in mortality than in
incidence.
Stomach

Age effects increased as ageing. For incidence, the
effects were levelled-off after age of 70. Period effects
were stable. Cohort effects decreased dramatically after
the 1900s birth cohort for both incidence and mortality
(Figure 4).

Colon and rectum

Age effects showed linear increase for incidence and
mortality in both sexes (Figure 5, left). For incidence,
distinctive period effects were observed. The period
effects for incidence increased until the mid-1990s, and
then decreased.

For mortality, similar period effects were observed,
but more moderate (Figure 5, middle). Cohort effects
increased rapidly until the generation born in the 1900s,
and then levelled-off/moderately increased. After
peaking vwith the generation born in the 1950s, cohort
effects were decreased in the latest generation (Figure 5,
right).

Liver

Almost all effects showed similar trends between
incidence and mortality. Increasing age effects were
observed. Period effects increased until the middle of
the 1980s, and decreased from the end of the 1990s.
The cohort effect peaked with the birth cohort in the
early 1930s and decreased immediately. Both sexes
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Figure 5. Age, Period and Birth Cohort Effects of
Colorectal Cancer in Osaka, Japan Dotted line,

incidence, solid, mortality
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Figure 6. Age, Period and Birth Cohort Effects of
Liver Cancer in Osaka, Japan

showed similar trends, but period effects in women were
moderate (Figure 6).
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Lung

Almost all effects showed similar trends between
incidence and mortality. Ageing effect was similar with
other sites of cancer. Period effects were relatively small.
For men, Cohort effect increased rapidly until the 1900s
birth cohort and then levelled-off. Subsequently a dip in
incidence in the late 1930s birth cohort was observed.
The cohort effect then increased again and peaked with
the 1950s cohort. The latest cohort effects (1950-60s)
were still striking. For women, these effects showed
similar trends in men. A small dip in the cohort born
in the late 1920s was observed, and the cohort effects
peaked with the1950s cohort (Figure 7).

Breast

Ageing effects showed different trends in incidence
and mortality (Figure 8). For mortality, rapid increase of
age effect until 50s and then moderate increase until 80s,
subsequently increased rapidly again. On the other hand,
age effects for incidence showed levelled-off after 40s.
For mortality trends, age-cohort model was selected. This
means that there was no period effect for breast cancer
mortality. For incidence, small increase of period effects
was observed. Cohort effects increased and peaked with
the cohort born in the 1950s, and then slightly decreased.

Cervix (C53+C55)

Age and cohort effects showed different trends in
incidence and mortality (see Figure 10). Ageing effect
for mortality increased until the middle 50s and then
levelled-off. While ageing effects for incidence peaked
with the age of 40 and then decreased. Period effects
were small for both incidence and mortality. Cohort
effects peaked with the cohort born in the 1900s and
subsequently decreased. Cohort effects for incidence
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Figure 8. Age, Period and Birth Cohort Effects of
Breast Cancer in Women in Osaka, Japan

5 / 5 5 ~ ] N N
£ L — Eo- = 5 4 ) 5
g g g H . H . 3
& & S EoT7 ke §° "
<4 - < g4/ 1 S \ S
y -] {/Women o] o] Nl
S & ¥ ]
o . o
@ o o
2 o °
T ¥4 ¥4
40 50 60 70 80 90 19701980 1980 2000 188019001920194015 A 7" —— T
i 20 40 60 80 100 1970 1980 1890 2000 188019 18401560°
Age Period Cohort Aoe boi 0t 001%7&10" 5601960

Figure 7. Age, Period and Birth Cohort Effects of
Lung Cancer in Osaka, Japan
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Figure 9. Age, Period and Birth Cohort Effects of
Cervical Cancer (ICD 10: C53+C55) in Osaka, Japan
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Figure 10. Age, Period and Birth Cohort Effects of
Oral/ Pharynx Cancer in Both Sexes in Osaka, Japan

Figure 14. Age, Period and Birth Cohort Effects of
Ovarian Cancer in Females in Osaka, Japan
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Figure 11. Age, Period and Birth Cohort Effects of
Esophageal Cancer in Both Sexes in Osaka, Japan
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Figure 12. Age, Period and Birth Cohort Effects of
Gallbladder Cancer in Both Sexes in Osaka, Japan
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Figure 13. Age, Period and Birth Cohort Effects of
Pancreas Cancer in Both Sexes in Osaka, Japan
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Figure 15. Age, Period and Birth Cohort Effects of

Prostate Cancer in Males in Osaka, Japan

increased again after the 1950s birth cohort, while the
effects for mortality still decreased. Parameters for age-
cohort effects are illustrated in Figure 9.

Other sites of cancer

For oral and pharyngeal cancer in both sexes,
increasing period effects were observed for both
incidence and mortality (Figure 10). The cohort effects
for oesophageal cancer were peaked at the cohort born
in 1900s. Small dip was observed at the cohort born in
the early 1920s, and then the cohort effects increased in
the latest cohort (Figure 11). For gallbladder cancer, the
period effects increased until the mid-1980s and then
gradually decreased. The cohort effects were higher in
the cohort born between 1900s and 1930s (Figure 12).
For pancreas cancer, higher cohort effects were observed
in the cohorts born in between 1910s and 1950s. (Figure
13)

The period effects were small for ovarian cancer.
Decreased cohort effects were observed in the oldest
and youngest cohorts. (Figure 14). For prostate cancer,

largest aging effects were observed. Strongly increasing -

period effects were observed especially for incidence,
while the cohort effects were small (Figure 15). Similar
period effects were observed for trends in kidney cancer
incidence with those in prostate cancer. The cohort
effects increased until the cohort born in 1910s (Figure
16). For mortality of bladder cancer, the period effects
were small. The cohort effects were peaked at the cohort
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Figure 16. Age, Period and Birth Cohort Effects of
Kidney Cancer in Both Sexes in Osaka, Japan
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Figure 17. Age, Period and Birth Cohort Effects of
Bladder Cancer in Both Sexes in Osaka, Japan
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Figure 18. Age, Period and Birth Cohort Effects of
Malignant Lymphoma in Both Sexes in Osaka, Japan
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Figure 19. Age, Period and Birth Cohort Effects of
Multiple Myeloma in Both Sexes in Osaka, Japan
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Figure 20. Age, Period and Birth Cohort Effects of

Leukemia in Both Sexes in Osaka, Japan

born in 1900s, and then decreased (Figure 17).

Malignant lymphoma, multiple myeloma and
leukaemia showed similar trends. Small increase in the
period effects were observed for incidence trends but not
for mortality. Cohort effects in the latest cohort decreased
(Figure 18-20).

Discussion

Ageing effects for incidence and mortality are well-
known in biological reason. For most sites of cancer,
people increase the risk of growing cancer by ageing.
Period effects reflect immediate effects to cancer
incidence/mortality such as development of the effective
treatment and screening programme. For all sites of
cancer, the small period effects were observed. On the
other hand, cohort effects reflect distant effects of risk
factors such as smoking, dietary habits, and infectious
agents. The cohort effects for all sites of cancer showed
small peak at the 1950s birth cohort and decreased in
the younger generation. The declining cohort effect for
incidence and mortality may be mainly related with the
decrease of prevalence of cancer risk factors. But the risk
factors of cancer varied according to site of cancer. We
need precise monitor of the trends by site, comparing
with trends in the prevalence of each risk factor.

Remarkable cohort effects strongly related with
decrease of the prevalence of the risk factor for stomach
cancer, due to improvement of hygiene, the decrease
of salt intake (Ministry of Health Labour and Walfare
1975-2007) and the prevalence of H. pylori infection
(Haruma et al. 1997; Kobayashi et al. 2004). As a result,
both age-standardised incidence and mortality rates also
showed constant decrease. Small period effects indicated
that there was little improvement of treatment and early
detection, which should have showed immediate effect
for stomach cancer.

Increasing age-standardised incidence and mortality
of colorectal cancer until the mid-1990s would be
explained as a result of increasing period and cohort
effects. Increases of meat intake, obesity and less
physical activities were risk factors of colorectal cancer.
The prevalence of these risk factors is increasing in
Japan, because of the change to Western lifestyle.
Smoking is also one of the risk factors of colorectal
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cancer. We need further investigation whether the trends
of the prevalence of these risk factors corresponded with
the trends in incidence and mortality. Trends of period
effect indicated possibility of the immediate effect of the
risk factor (Westernised lifestyle) to colorectal cancer
incidence. This was confirmed at the previous study that
Japanese immigrants in the US had higher incidence
of colon cancer than Japanese in Japan (Haenszel and
Kurihara, 1968; Shimizu et al., 1987). Improvement of
diagnostic tools and treatments would be also related
with the period effects.

With the liver the earlier increase in period effect
could be the influence of improved diagnosis of liver
cancer due to the development of diagnostic tools such
as ultrasound sonography. The recent decrease was
possibly caused by the effect of treatment for viral
hepatitis. The influence of the prevalence of risk factors
on cohort effects is clearly shown. The birth cohort
born in around 1935 was suggested to show highest
prevalence of HCV antibodies. The prevalence decreased
in the younger generation (Tsukuma et al., 2005). As
previous descriptive studies have reported, the highest
cohort effect of incidence and mortality of liver cancer
was observed at the cohort with the highest prevalence
of HCV. The prevalence of HCV has been decreasing, so
the incidence of liver cancer will continue to decrease.

Regarding the lung, the observed small period
effect suggested that there was no change from
immediate effects, such as development of treatment
and introduction of effective screening programmes.
Cohort effects reflecting change of prevalence of risk
factors showed distinctive trends. The observed small
dip in the middle 1930s birth cohort was consistent with
the generation who had limited access to tobacco after
World War Il (Marugame et al., 2006). The early 1950s
birth cohort peaked at the highest risk of incidence of
lung cancer; they will be common age for lung cancer
in the near future. Therefore the incidence will start
to increase again. In some countries in Europe where
tobacco control has been successful, the cohort effect of
lung cancer mortality in men decreased dramatically. We
need further efforts for tobacco control to decrease lung
cancer in Japan (Bray and Weiderpass, 2009).

The pattern of age effect for breast cancer incidence
was distinctive, which was different from the patternin the
US and western countries (Holford et al., 2006; Matsuno
et al., 2007) and similar with many Asian countries(Sim
etal.,2006). The pattern of age effect in mortality showed
similar pattern with some other countries (Cayuela et al.,
2004; Choi et al., 2006). Increasing cohort effect may
be related with the recent Westernised lifestyle in Japan,
in addition to dietary factor(Ministry of Health Labour
and Walfare 1975-2007), reproductive factor related
with the tendency to marry later and decrease of birth
rate(Iwasaki et al. 2007; Ministry of Health Labour and
Walfare 2010). Period effect in incidence increased in
succession, while there was no effect in mortality. In
some countries, decreasing period effect for mortality
was observed by the improvement of treatment and
effective mammography screening.(Cayuela et al., 2004;
Niclis et al., 2010; Oberaigner et al., 2010).

In the cervix, decreasing cohort effect for incidence
and mortality was mainly due to the improvement of the
public hygiene. Since 1983, cervical cancer screening
started in Japan as a nationwide public health service.
But the proportion of the screening participation has been
very low (about 20%) . The period effect of cervical cancer
incidence and mortality did not show any trend, this is
because the screening programme was not successful as
some countries in Europe (Quinn etal., 1999; Sasieni and
Adams, 1999; Bray et al., 2005). Increase of incidence in
the latest cohort possibly explained by the earlier onset
of sexual activities, as the results, the prevalence of HPV
also increased. Opportunistic cervical cancer screening
at the gynaecological checkups also may be related with
the increasing cohort effects of the younger generation in
incidence.

For prostate, kidney and renal pelvis cancer, the
increased period effects in incidence may be explained
by the wider spread use of diagnostic tools; PSA for
prostate cancer and ultrasound diagnosis for kidney
cancer. These earlier detections, however, have not
shown the decrease of period effect in mortality yet.
For oesophageal, pancreas, kidney cancer, higher cohort
effects were observed in the cohort born after 1950s.
These trends suggested the possibility of increase in the
incidence or mortality for these sites of cancer in future.

Although we have long-term data for both incidence
and mortality in Osaka, the timeliness of incidence data
is not so well at the moment. These results might not
generalise to whole Japanese population, because the
cancer incidence and mortality have been a little different
in Osaka from other prefectures. Incidence and mortality
of some sites of cancer (Jung and liver) were higher than
those in whole Japan.

We need to keep in mind the change in the
completeness of cancer registration in Osaka when
we evaluate incidence data. The percentage of under-
ascertainment cases was not estimated routinely, but as
an alternative index, the percentage of cases registered
by death certificate only (% of DCO) was approximately
10-15% and stable in Osaka Cancer Registry during
most recently two decades.(Parkin et al. 2005; Curado et
al., 2007)

Among many approaches to disentangle the
identification problem in the age-period-cohort model,
Holford’s is the most popular one in the descriptive
cancer epidemiology area (Holford, 1985) and some
other approaches (Yang et al., 2004; Carstensen, 2007)
are still developing. Although Nakamura’s method has
been scarcely used in articles concerning cancer data,
we adopted the method because it tackles straight on and
overcome the problem in that the linear components of
the three effects cannot be identified. Controlling the
weighted sum of squares of first-order differences of the
parameters as small as possible is a key to overcome the
identification problem and Nakamura’s method realizes
to separate the three effects by using the framework
of Bayesian approach and the minimization of the
information criterion ABIC. When we compare such
results, we need to pay close attention to the difference
between the methods. In near future, we will need to
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evaluate the difference between those methods and
Nakamura’s one.

In conclusion, this is the first report to show the
effects of age, period and birth cohort using both
incidence and mortality for various sites of cancer in
Japan. Age-period-cohort model is useful approach to
show these effects separately. We could evaluate cancer
control activities through the results and can exploit next
cancer control planning.
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ABSTRACT

Background: Evidence for a link between long-term exposure to air pollution and lung cancer is limited to Western
populations. In this prospective cohort study, we examined this association in a Japanese population.

Methods: The study comprised 63 520 participants living in 6 areas in 3 Japanese prefectures who were enrolled
between 1983 and 1985. Exposure to particulate matter less than 2.5 um in aerodynamic diameter (PM; s), sulfur
dioxide (SO,), and nitrogen dioxide (NO,) was assessed using data from monitoring stations located in or nearby
each area. The Cox proportional hazards model was used to calculate the hazard ratios associated with the average
concentrations of these air pollutants.

Results: The 10-year average concentrations of PM; s, SO,, and NO;, before recruitment (1974-1983) were 16.8 to
41.9 pg/m?, 2.4 to 19.0ppb, and 1.2 to 33.7 ppb, respectively (inter-area range). During an average follow-up of 8.7
years, there were 6687 deaths, including 518 deaths from lung cancer. The hazard ratios for lung cancer mortality
associated with a 10-unit increase in PM; 5 (ug/m>), SO, (ppb), and NO, (ppb) were 1.24 (95% confidence interval:
1.12-1.37), 1.26 (1.07-1.48), and 1.17 (1.10-1.26), respectively, after adjustment for tobacco smoking and other
confounding factors. In addition, a significant increase in risk was observed for male smokers and female never
smokers. Respiratory diseases, particularly pneumonia, were also significantly associated with all the air pollutants.
Conclusions: Long-term exposure to air pollution is associated with lung cancer and respiratory diseases in Japan.

Key words: air pollution; lung neoplasms; nitrogen dioxide; particulate matter; sulfur dioxide

diseases."'® However, these findings might not apply to

Asia, where both the levels and constituents of air pollutants
may differ from those in the West. For example, while

INTRODUCTION

Many epidemiological studies of US and European

populations have demonstrated an association between long-
term exposure to ambient air pollution and mortality from
lung cancer, cardiovascular diseases (CVDs), and respiratory

the annual average ambient concentration of sulfur dioxide
(SO,) in Tokyo during 2000-2005 was below 10 ug/m?
(3.8 ppb)—which was similar to levels in the least polluted
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Abbreviations: CI, confidence interval; CVD, cardiovascular disease; HR, hazard ratio; ICD, International Classification of Discases; NO,, nitrogen dioxide;
PM, s, particulate matter <2.5 um in aerodynamic diameter; SO,, sulfur dioxide; SPM, suspended particulate matter.
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cities of Europe, such as Copenhagen and Barcelona—the
annual average ambient nitrogen dioxide (NO,) concentration
in Tokyo was 60 ug/m® (31.9 ppb), a value higher than those
in the most polluted cities of Europe, such as Paris and Athens
(unit conversion factors are based on the same citation).'” This
raises the possibility that the magnitude of the mortality
association in Asian populations differs from those in the
United States and Europe.

National air quality monitoring networks have been
established in Japan, and data on concentrations of SO,,
NO,, particulate matter (PM), and other substances have been
available in selected areas for several decades. In the present
study, we examined the long-term effect of air pollution on
mortality from lung cancer and respiratory diseases, using data
obtained from a large-scale population-based Japanese cohort
study of individuals enrolled between 1983 and 1985.

METHODS

Study population and baseline survey

We used data collected by the prospective Three-prefecture
Cohort Study, which was conducted in 8 selected areas in
Miyagi (Sendai city and Wakuya/Tajiri towns), Aichi (Nagoya
city and Inuyama city), and Osaka (Osaka city, Nose, Kanan,
and Kumatori towns) prefectures.'® The study areas in each
prefecture were selected as a set of polluted and control
areas. Specifically, the cities of Sendai, Nagoya, and Osaka
were selected as the polluted areas, and the other areas were
selected as the control areas. The study areas were chosen
because they have national air pollution monitoring stations
and well-managed cancer surveillance systems. The study
population was defined as all residents in these areas aged 40
years or older. Participants were enrolled between 1983 and
1985 (February 1983 in Nose town, January-February 1984
in Sendai city and Wakuya/Tajiri towns, October-November
1984 in Osaka city, November-December 1984 in Kanan
town, February-March 1985 in Kumatori town, July-August
1985 in Inuyama city, and October-November 1985 in
Nagoya city). A self-administered questionnaire was
distributed to 118820 individuals identified based on
residence registries in cooperation with the municipal
government of each area, and responses were returned by
100615 (84.7%). Individuals were excluded from the study
if they had resided in the study areas for less than 10 years
(n=19542) or provided incomplete answers to questions
related to smoking status, pack-years (ever smokers only),
smoking status of family members, frequency of vegetable
and fruit consumption, or use of indoor charcoal or briquette
braziers (sumi ot rentan in Japanese) for heating (n = 17 553).
The final analytic cohort comprised 63520 participants
(30035 men and 33485 women). Details of the study areas
and participants are summarized in Table 1. The study was
approved by the institutional review board of the National
Cancer Center, Japan.
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Follow-up

The follow-up period was defined as 10 years from the
baseline survey in each study area (through October 1995 at
the latest). Vital status and out-migration were confirmed
through registries kept by the local governments. Causes of
death were confirmed by vital statistics obtained with official
permission, and coded according to the International
Classification of Diseases, 9th revision (ICD-9). Only the
underlying cause of death was used. The endpoint was defined
as lung cancer death during the observation period (ICD-9:
162). Deaths from respiratory diseases (ICD-9: 460-519) were
also analyzed. We did not analyze other causes of death
because we lacked baseline data for potential confounding
factors.

Air pollution data

Since the 1970s, there has been a network of ambient air
monitoring stations in Japan operated by the Ministry of
Environment (formerly the National Environment Agency)
and local governments. The annual mean concentrations
measured from 1974 to 1983 at an air monitoring station in or
nearby each study area were used as surrogate indicators of
individual exposure levels. Figure 1 shows the geographical
distribution of the study areas and the air monitoring stations.
All air monitoring stations were located within the study area,
except those for Nose town and Kanan town in Osaka
prefecture, which were located nearby. For Inuyama city, there
were 2 monitoring stations, and the average values obtained
from the 2 stations were used. The distance from the
population center of each study area to the monitoring
station was 6.5 km for Wakuya/Tajiri towns, 0.9 km for Sendai
city, 1.7km for Nagoya city, 1.4km and 1.7km for Inuyama
city, 0.8 km for Osaka city, 15.7km for Nose town, 10.7 km
for Kanan town, and 0.4 km for Kumatori town.

The concentrations of SPM, SO,, and NO, were measured
by B-ray absorption, conductometry, and absorption
spectrophotometry, respectively. In Japan, SPM is defined as
particles with an aerodynamic diameter of <10um by the
100% cutoff point, which corresponds to approximately PM; o
by the 50% cutoff point. In the 2 areas of Miyagi prefecture,
SPM concentrations were measured in part by gravimetry
incorporated into a low-volume sampler, rather than by
B-ray absorption (1974-1986 in Wakuya/Tajiri towns and
1974-1985 in Sendai city). The SPM concentrations for these
periods were estimated using the concentration ratios between
the 2 measurement methods calculated for the subsequent
years through 1996.

Many epidemiological studies have reported the health
effects of ambient PM <2.5um in aerodynamic diameter
(PM, 5), 411131516 some  of which suggested a stronger
association with the fine fraction of PM than with the coarse
fraction.*!! Because we did not have long-term concentra-
tion data for PM, s, we estimated PM, s concentrations by
converting SPM concentrations using a single ratio, as in

J Epidemiol 2011;21(2):132-143
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Table 1. Average air pollution levels and participant characteristics in the 6 study areas

Miyagi prefecture Aichi prefecture Osaka prefecture
Wakuya/Tajiri ® ::agiailncllgba Inuyama city  Nagoya city N(:ffr/n':g:n/ Osaka city
towns L (2 areas in (5 areas in (Higashinari
(entire towns) and Miyagino the city) Chikusa ward) fowns ward)
wards) (entire towns)
Year of baseline survey 1984 1984 1985 1985 1983-19852 1984
Number of participants in collected datasets 14571 16774 12001 21514 18608 17147
Number of participants in analytic cohorts 7813 9924 7917 13653 10490 13723
Age at baseline; mean (SD) 56.8 (11.3) 57.5 (11.2) 56.2 (11.3) 57.7 (11.1) 559 (11.5) 57.6 (11.3)
40-49 years 30.4% 28.0% 34.0% 27.0% 35.5% 28.4%
50-59 years 33.1% 32.4% 31.1% 33.0% 30.9% 31.6%
60-69 years 20.3% 23.4% 20.3% 23.1% 18.6% 22.9%
270 years 16.2% 16.1% 14.6% 16.9% 15.1% 17.2%
Person-years of follow-up 71579 80927 70819 114 497 94917 117599
% move-out during follow-up 2.9% 22.4% 8.0% 20.3% 5.5% 11.9%
Number of deaths
Lung cancer 49 60 58 132 74 145
Respiratory diseases® 78 116 69 126 120 181
All causes 973 935 789 1333 1033 1624
10-year average air pollution levels
SPM (ug/im®) 1974-1983 24.0 44.8 46.3 49.7 36.0 59.9
1984-1993 21.9 29.0 374 437 36.2 45.0
PMys (ugim®)¢  1974-1983 16.8 314 324 348 252 41.9
1984-1993 15.3 20.3 26.2 306 253 31.5
SO, (ppb) 1974-1983 2.4 12.0 9.5 10.4 135 19.0
1984-1993 2.3 55 6.8 77 6.3 10.6
NO; (ppb) 1974-1983 1.2 18.3 136 20.3 14.6 33.7
1984-1993 2.6 16.1 16.0 239 16.0 33.0
Resuits of baseline survey (1983-1985)
Smoking status (%)
Current smokers® 30.3% 29.1% 35.6% 30.1% 35.1% 33.9%
Former smokers® 9.0% 14.4% 15.4% 17.4% 9.9% 13.9%
Amount of smoking (pack-years)
Current smokers; mean (SD)' 31.5(17.4) 32.0 (19.6) 33.8 (19.4) 34.7 (22.3) 34.8(19.6) 34.5(20.8)
Former smokers; mean (SD)' 27.9 (20.5) 29.4 (24.5) 29.4 (28.0) 30.3 (28.2) 28.5(23.4) 29.8 (26.5)
Passive smoking (%)
Currently from family members® 62.4% 46.2% 48.4% 39.7% 54.3% 50.4%
During childhood from parents® 71.4% 75.1% 74.3% 75.3% 79.3% 82.6%
Daily green and yeliow vegetable consumption (%)° 52.1% 58.0% 41.8% 48.3% 36.6% 34.4%
Daily consumption of other vegetables (%)° 75.5% 67.7% 63.3% 62.1% 49.3% 41.9%
Daily fruit consumption (%)° 64.9% 65.0% 34.8% 54.4% 49.8% 47.2%
Use .of indoor charcoal or briquette braziers for 44.8% 71% 3.0% 1.5% 10.1% 6.3%
heating (%)°
Occupation with potential risk (%)% 29.7% 24.7% 40.5% 27.1% 32.0% 36.3%
History of respiratory diseases (%)® 6.1% 6.9% 8.6% 10.4% 7.6% 6.6%
Health insurance type (%)
National health insurance® 67.8% 44.2% 42.1% 42.2% 47 1% 56.2%
Government/union-managed health insurance® 21.1% 38.8% 48.8% 47.9% 41.9% 40.1%
Mutual aid associations health insurance® 9.0% 14.7% 8.2% 9.0% 10.0% 2.2%
Others 2.1% 2.3% 0.9% 0.9% 0.9% 1.5%

NO,, nitrogen dioxide; PM, s, particulate matter <2.5 um in aerodynamic diameter; S0, sulfur dioxide; SPM, suspended particulate matter.

21983 in Nose, 1984 in Kanan, and 1985 in Kumatori towns.

bFor respiratory diseases, numbers of deaths were counted after excluding 4970 participants with a previous diagnosis of pneumonia, asthma,
chronic bronchitis, emphysema, or pneumoconiosis.

°Estimated by multiplying the level of SPM by 0.7.

9Experience of occupation with potential risk of exposure to gases, fumes, or dust.

eSignificant difference among areas (chi-square test; P < 0.0001).

fSignificant difference among areas (ANOVA; P < 0.0001).

previous studies.>!? We examined the PM,s/SPM ratio in monitoring stations in the 3 prefectures from 2001 to 2005.
our study areas during a short period (2 weeks) in 1997; the The temporal correlation coefficient between the PM; s and
ratio ranged from approximately 0.6 to 0.8. A similar range ~ SPM concentrations calculated from the data near Osaka city
was observed in the annual average concentration data at the  in 1974-1977 was greater than 0.90. Based on these data, we
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Figure 1. Geographical distribution of the study areas and air monitoring stations.?® 2Study areas are shaded in black

(urban) or gray (rural). "The name and boundaries of each area are those at the time of the baseline survey.
There were 2 air monitoring stations in Inuyama city. “The air monitoring station for Nose town is located to the
south. ®The air monitoring station for Kanan town is located to the west.

assumed that the PM,s concentration in each of the study
areas was well correlated with the SPM concentration and that
variations in the PM; 5/SPM ratio would be small across the
study areas. Thus, we used the PM, 5 concentrations estimated
by multiplying the SPM concentrations by a ratio of 0.7.

In the statistical analysis, the data from Nose, Kanan, and
Kumatori towns were pooled and the average concenirations
across those areas were used because they had similar
air concentration levels (the average concentrations for the
1974-1993 period were: Nose 32.2 pg/m®, Kanan 37.7 pg/m?,
and Kumatori 38.3 ug/m* for SPM; Nose 7.8ppb, Kanan
11.9ppb, and Kumatori 10.0ppb for SO,; Nose 15.4ppb,
Kanan 15.1 ppb, and Kumatori 15.5 ppb for NO,).

Statistical analysis

Person-years of follow-up were calculated for all participants
from the date of the baseline questionnaire to whichever of
the following occurred first: the end of the 10-year follow-up,
date of death, or date of moving out of the study area. Person-
years for participants who died from causes other than those
being analyzed were treated as being censored at the time
of death. The Cox proportional hazards model was used to
calculate the hazard ratio (HR) and 95% confidence interval
(CD). The CI was calculated using the sandwich variance
estimate to adjust for correlated observation within each study
area.?’

For the analysis of deaths from lung cancer, the HRs were
adjusted for sex, age (continuous), smoking status (current,
former, never), pack-years (<10, 10-19, >20), smoking status
of family members living together (current smoking/no
current smoking), daily green and yellow vegetable

consumption (yes/no), daily fruit consumption (yes/no), and
use of indoor charcoal or briquette braziers for heating (yes/
no). Green and yellow vegetable consumption and fruit
consumption were added to the adjusted variables because
fruit and foods containing carotenoids have been judged
as “probably protective” against lung cancer by the World
Cancer Research Fund and the American Institute for Cancer
Research.?! Use of indoor charcoal or briquette braziers for
heating was adjusted for because household combustion of
coal has been classified as carcinogenic to humans, especially
with respect to lung cancer, by the International Agency for
Research on Cancer.”” In our preliminary analysis, we
confirmed that the results were unchanged after adjustment
for use of oil or gas heaters without a flue instead of or
in addition to use of charcoal or briquette braziers. Another
model was applied to additionally adjust for the smoking
status of the parents during the childhood of the participants
(smoking/nonsmoking), daily consumption of vegetables
other than green and yellow vegetables (yes/no), occupation
(experience in occupations with potential exposure to gases,
fumes, or dust or not), and health insurance as an indicator of
socioeconomic status (4 categories: national health insurance,
government or union-managed health insurance, mutual aid
associations health insurance, others). All adjusted variables
were based on the baseline survey. Analyses stratified by sex
and smoking status and analyses excluding participants with a
history of respiratory diseases were also performed. In the
analyses stratified by sex and smoking status, we examined
only male current smokers, male former smokers, and female
never smokers, because the numbers of participants in the
other strata were small.
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