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Background: There is great interest in whether exposure to
tobacco smoke, a substance containing human carcinogens,
may contribute to a woman’s risk of developing breast cancer. To date, literature addressing this question has been
mixed, and the question has seldom been examined in large
prospective study designs. Methods: In a 1995 baseline survey, 116 544 members of the California Teachers Study
(CTS) cohort, with no previous breast cancer diagnosis and
living in the state at initial contact, reported their smoking
status. From entry into the cohort through 2000, 2005 study
participants were newly diagnosed with invasive breast cancer. We estimated hazard ratios (HRs) for breast cancer
associated with several active smoking and household passive smoking variables using Cox proportional hazards models. Results: Irrespective of whether we included passive
smokers in the reference category, the incidence of breast
cancer among current smokers was higher than that among
never smokers (HR ⴝ 1.32, 95% confidence interval [CI] ⴝ
1.10 to 1.57 relative to all never smokers; HR ⴝ 1.25, 95%
CI ⴝ 1.02 to 1.53 relative to only those never smokers who
were unexposed to household passive smoking). Among active smokers, breast cancer risks were statistically significantly increased, compared with all never smokers, among
women who started smoking at a younger age, who began
smoking at least 5 years before their first full-term pregnancy, or who had longer duration or greater intensity of
smoking. Current smoking was associated with increased
breast cancer risk relative to all nonsmokers in women
without a family history of breast cancer but not among
women with such a family history. Breast cancer risks
among never smokers reporting household passive smoking
exposure were not greater than those among never smokers
reporting no such exposure. Conclusion: Our study provides
evidence that active smoking may play a role in breast
cancer etiology and suggests that further research into the
connection is warranted, especially with respect to genetic
susceptibilities. [J Natl Cancer Inst 2004;96:29 –37]
Breast cancer is the most frequently diagnosed cancer in
women (1,2) and its incidence has increased over the past two
decades (3). Changes in breast cancer rates over time and among
migrants, as well as the finding that geographical areas differ in
incidence, suggest that environmental factors may play a role in
breast cancer etiology (4 – 8). Tobacco is one of the most widely
examined environmental exposures for disease risk. Despite
considerable research, however, the relationship of tobacco exposures to breast cancer incidence remains controversial (9 –16).
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Tobacco smoke contains a number of human carcinogens
(17), and metabolites of cigarette smoke have been found in the
breast fluid of smokers (18,19). However, smoking also has
anti-estrogenic effects (20 –25) that could, paradoxically, act to
lower breast cancer risk. Recently, a number of studies have
reported that smoking increases breast cancer risk only in
women who began smoking at an early age (26 –32) or before
(or during) a first pregnancy (33–35), when breast epithelial
tissue is thought to be especially susceptible to damage from
environmental insults (29,36 –38). Other studies have reported
that smoking increases the risk of breast cancer only in young
women (27,28) or women with a family history of breast cancer
(39). The inconsistencies in the literature may be due to heterogeneity of risk according to timing of exposure, age of diagnosis, or
genetic susceptibilities. Furthermore, many of the earlier active
smoking studies failed to take into account passive smoking
exposures among nonsmokers, that is, exposure to the cigarette
smoke of others (40,41). If, as some studies (11,35,42,43) have
suggested, passive smoking is also related to breast cancer risk,
we would expect that failing to exclude passive smokers from
the analysis would dilute risk estimates for active smoking
(9 –11).
We examined the breast cancer risk associated with active
and passive smoking in the California Teachers Study (CTS)
cohort, a large cohort of female professional school employees.
This cohort was designed specifically to study breast cancer
etiology. The extensive information collected by the CTS on
tobacco use, coupled with the highly detailed information collected on other important breast cancer risk factors, offered us
the opportunity to address a number of the hypotheses still
unanswered following these recent reports (9 –16). Specifically,
we examined the independent relationship between both active
and passive smoking and breast cancer incidence in this cohort
of women. Our analyses included evaluations of the timing of
exposure and considered, separately, breast cancer in pre- and
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postmenopausal women and in women with and without a
family history of breast cancer. In our analyses of active smoking variables, we also examined the effect of alternately including and excluding passive smokers in the referent category.

METHODS
Study Population
The CTS cohort was established from respondents to a 1995
mailing to all 329 000 active and retired female enrollees in
the California State Teachers Retirement System (CalSTRS).
CalSTRS Defined Benefit Program members include California
public school employees who teach at the kindergarten through
community college levels, are involved in the selection and
preparation of instructional materials for these levels, or supervise persons engaged in these activities. Enrollment in the CTS
with completed baseline questionnaires was 133 479 (41%). A
full description of the CTS cohort is available elsewhere (44).
Use of human subjects data in this study was reviewed by the
California Health and Human Services Agency, Committee for
the Protection of Human Subjects, and was found to be in
compliance with their ethical standards as well as with the U.S.
Code of Federal Regulations, Title 45, Part 46, on the Protection
of Human Subjects.
Outcome Assessment
The CTS cohort is followed annually for cancer diagnosis,
death, and change of address. Cancer outcomes are identified
through annual linkage with the California Cancer Registry
(CCR), a legislatively mandated statewide population-based
cancer reporting system (45). Modeled after the National Cancer
Institute’s Surveillance, Epidemiology, and End Results (SEER)
Program, the CCR maintains high standards for data quality and
completeness and is estimated to be 99% complete (46). Linkage
between the CTS cohort and the CCR database is based on full
name, date of birth, address, and Social Security number; it
includes a manual review of possible matches. Mortality files, as
well as reports from relatives, are used to ascertain date and
cause of death. Changes of address are obtained by annual
mailings, responses from participants, and linkages to the U.S.
Postal Service National Change of Address database. For our
analysis, we defined a case subject as any woman diagnosed
with invasive breast cancer after the date she completed her
baseline questionnaire through December 31, 2000. We excluded women who were diagnosed with invasive or in situ
breast cancer before joining the cohort (N ⫽ 6171).
Calculation of Follow-up
We based person-months at risk on the first 5 years of
follow-up. Person-months were calculated as the number of
months between the time a woman joined the cohort (i.e., the
date she completed her baseline survey) and the earliest of four
dates: the date of her breast cancer diagnosis, the date of her first
non-California address, the date of her death, or December 31,
2000. Women diagnosed with in situ breast cancer during the
follow-up period were censored at the time of their diagnoses.
Active smoking status. We classified women’s active smoking status based on their answers to two questions from their
baseline surveys. Respondents were asked if they had ever
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smoked 100 or more cigarettes during their lifetime and, if so,
when they started and stopped smoking. Based on their responses, respondents were categorized as never, former, or current smokers.
Active smoking history. The baseline survey also collected
information on active smoking history among the former and
current smokers. We categorized the average number of cigarettes smoked per day (i.e., smoking intensity) during the period
that the women smoked as less than 10, 10 –19, and 20 or more.
We categorized both total years of smoking and smoking packyears (i.e., number of packs smoked per day times number of
years smoked) as 10 or less, 11–20, 21–30, and 31 or more. We
categorized age at smoking initiation as less than 20 years and 20
or more years. Former smokers reported the number of years
since they quit; we categorized this variable as less than 5 years,
5–9 years, 10 –19 years, and 20 or more years. Additionally, for
parous cohort members, we constructed variables characterizing
active smoking behavior in relation to the time of their first
full-term pregnancy. Parous women were categorized into the
following hierarchical groups: parous never smoker (referent);
pre-partum smoker for less than 5 years; pre-partum smoker for
5 or more years; and postpartum-only smoker. Because we
constructed this variable from the responses to two different
questions (age at first live birth and age at smoking initiation),
our data were not sufficiently precise to create a variable representing women who smoked only during their first pregnancy.
However, the number of women in this category is likely to be
small.
Passive smoking exposure. We categorized never smokers
into two groups: those with exposure to household passive
smoking and those without such exposure. Household passive
smoking exposure was based on the women’s report of ever
having lived with a smoker. Women also reported on the period
of household passive smoking exposure, and we further grouped
them into categories of no exposure, only childhood exposure,
only adulthood exposure, and both childhood and adulthood
exposure.
Personal risk factors. Age was broken into four categories:
less than 45 years old; 45–54 years old; 55– 64 years old; and 65
years old or older. Race/ethnicity was divided into five categories: non-Hispanic white; African American; Hispanic; Asian/
Pacific Islander; and other/not provided. Family history of breast
cancer was defined as breast cancer in a first-degree relative; this
variable was summarized as yes, no, and adopted/not provided.
Women’s age at menarche was categorized as less than 12 years
old, 12–13 years old, 14 years old or older, and not provided.
Pregnancy history was described as either nulliparous or parous,
with six categories for age at first full-term pregnancy: less than
20 years old; 20 –24 years old; 25–29 years old; 30 –34 years
old; 35 years old or older; and unknown age. Physical activity,
defined as the average number of hours per week of moderate or
strenuous activity over a woman’s lifetime, was categorized as
none, less than 2 hours per week, 2– 4 hours per week, 5 or more
hours per week, and not provided. Women were grouped into
tertiles according to body mass index (BMI): less than 25.8
kg/m2, 25.8 –32.2 kg/m2, 32.3 kg/m2 or more, and height or
weight not provided. Women’s menopausal status was defined
as pre-/perimenopausal, postmenopausal, and not able to determine. To account for the different risks associated with BMI for
pre-/peri- and postmenopausal women, we included six terms
representing the joint levels for BMI and menopausal status in
Journal of the National Cancer Institute, Vol. 96, No. 1, January 7, 2004

the model, with our reference group consisting of pre-/perimenopausal women with a BMI of less than 25.8 kg/m2. Alcohol
consumption categories, measured in grams per day, included
nondrinkers, consumers of less than 5 grams per day, 5–9 grams
per day, 10 –14 grams per day, 15–19 grams per day, 20 grams
or more per day, and unknown/missing. We categorized women’s hormone therapy use as never used estrogens (with separate
categories for women ⬍50 years old and ⱖ50 years old), used
estrogens for 5 years or less, used estrogens for more than 5
years, and unable to determine.
Statistical Analysis
We limited our statistical analyses to those CTS members
who were living in California at the time that they completed
their baseline questionnaire, who had no personal history of
breast cancer, and who provided sufficient information on the
baseline survey to determine active smoking status (N ⫽
116 544). The analysis of passive smoking was limited to lifetime never smokers who provided complete household passive
smoking exposure information. Using the frequency procedure
in SAS (47), we evaluated the distribution of the active and
passive smoking exposure categories, active smoking history,
period of passive smoking exposure, and personal risk factors
among cohort members. We estimated hazard ratios (HRs) and
95% confidence intervals (CIs) associated with active and passive smoking exposure using Cox proportional hazards regression models. Examination of Kaplan–Meier survival curves and
log-minus-log survival plots indicated no apparent violation of
the underlying assumption of proportional hazards on which the
Cox regression model is predicated (48,49). We calculated hazard ratios for active smoking status both with and without
inclusion of passive smokers in our referent category of never
smokers. Where appropriate, we performed linear tests for trend
across categories of exposure, modeling levels of exposure as an
ordinal variable. We adjusted our multivariable models for the
personal risk factors of interest (age, race, family history of
breast cancer, age at menarche, pregnancy history, physical
activity, BMI, menopausal status, BMI and menopausal status
interaction, alcohol consumption, and hormone therapy use). We
repeated these same analyses separately for pre-/peri- and postmenopausal women. Additional Cox modeling was performed,
stratifying on family history of breast cancer. Formal tests of
two-way statistical interactions were performed by conducting
likelihood ratio tests comparing the model fit with and without
an interaction term. We used SAS version 8.1 to perform all our

analyses (47). All statistical tests were two-sided, and P values
less than .05 were considered statistically significant.

RESULTS
We identified 2005 breast cancer case subjects among the
116 544 eligible CTS cohort members included in our active
smoking analysis. Among the subset of never-smoking women
who provided detailed information on timing of household passive smoking (N ⫽ 76 189), we identified 1150 breast cancer
case subjects to include in our detailed passive smoking analyses. The cohort is predominantly non-Hispanic white (87%), and
approximately half is postmenopausal. We noted no substantial
differences in demographic characteristics or risk profiles between the subset of the cohort analyzed here and that reported in
the baseline analyses (44) (data not shown).
Table 1 shows the distribution of smoking status among the
cohort members. Overall, 67% of study subjects were lifetime
nonsmokers, 28% were former smokers, and 5% were active
smokers at the time they completed their baseline questionnaire
(referred to henceforth as “current smokers”). The prevalence of
never smokers was lower among women who developed breast
cancer (59%) than among those who did not (67%), although the
prevalence of current smokers was approximately the same in
both groups (7% and 5%, respectively). Among lifetime nonsmokers, approximately 70% reported some household passive
smoking exposure.
Table 2 presents the adjusted hazard ratios for breast cancer
associated with household passive smoking exposure among
lifetime never smokers. Hazard ratios were close to unity for all
passive smoking exposure categories examined (HRs ranged
from 0.87 to 1.01 and were not statistically significant). Risk
estimates did not appear to vary for different periods of exposure
(i.e., childhood versus adulthood) or by menopausal status.
There was no evidence of interaction between menopausal status
and passive smoking exposures (all P⬎.10; data not shown).
We first evaluated the risk of breast cancer associated with
active smoking status both including and excluding passive
smokers in our never smoker referent category (Table 3). Regardless of the referent category used, current smokers exhibited
a statistically significantly increased risk of breast cancer (HR ⫽
1.32, 95% CI ⫽ 1.10 to 1.57, relative to all never smokers;
HR ⫽ 1.25, 95% CI ⫽ 1.02 to 1.53, relative to never smokers
who were not exposed to household passive smoking). Stratification by menopausal status suggested that the association of

Table 1. Distribution of active and passive smoking status among California Teachers Study (CTS) cohort members (N ⫽ 116 544)*

Smoking status
Never smokers
No passive exposure
Some passive exposure
Unknown passive exposure
Former smokers
Current smokers
Total

Entire cohort

Breast cancer cases†

Cohort members without breast cancer

N (%)

N (%)

N (%)

77 708 (67)
22 659 (29)‡
54 421 (70)‡
628 (1)‡
32 929 (28)
5907 (5)
116 544 (100)

1174 (59)
316 (27)‡
848 (72)‡
10 (1)‡
690 (34)
141 (7)
2005 (100)

76 534 (67)
22 343 (29)‡
53 573 (70)‡
618 (1)‡
32 239 (28)
5766 (5)
114 539 (100)

*Limited to CTS cohort members living in California at baseline without a previous history of breast cancer who provided valid data on active and passive smoking
status.
†Cases diagnosed prospectively, 1996 –2000.
‡Percentage of never smokers.
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Table 2. Hazard ratios (HRs) and 95% confidence intervals (CIs) for invasive breast cancer incidence and exposure to household passive smoking among
California Teachers Study (CTS) cohort members*
Period of household passive
smoking exposure among never
smokers
Never exposed
Only childhood exposure
Only adulthood exposure
Childhood and adulthood exposure

Full study sample†

Pre-/perimenopausal at baseline

Postmenopausal at baseline

No. of cases

HR‡ (95% CI)

No. of cases

HR§ (95% CI)

No. of cases

HR§ (95% CI)

316
307
211
316

1.00 (referent)
0.92 (0.78 to 1.07)
0.94 (0.79 to 1.12)
0.93 (0.79 to 1.09)

78
96
31
49

1.00 (referent)
0.93 (0.69 to 1.26)
1.01 (0.66 to 1.54)
0.87 (0.60 to 1.25)

205
180
161
232

1.00 (referent)
0.93 (0.76 to 1.14)
0.88 (0.71 to 1.08)
0.91 (0.76 to 1.12)

*Limited to never-smoking CTS cohort members living in California at baseline without a previous history of breast cancer who provided valid smoking data and
detailed data on timing of household passive smoking exposures (N ⫽ 76 189).
†Full sample includes women with indeterminable menopausal status at baseline (coded as unknown).
‡Multivariable model was adjusted for age, race, family history of breast cancer, age at menarche, parity, age at first full-term pregnancy, physical activity, alcohol
consumption, body mass index (BMI), menopausal status, BMI and menopausal status interaction, and hormone therapy use.
§Multivariable model was adjusted for age, race, family history of breast cancer, age at menarche, parity, age at first full-term pregnancy, physical activity, alcohol
consumption, BMI, and hormone therapy use.

current smoking with increased breast cancer risk may be limited to postmenopausal women, although the likelihood ratio
statistic indicated that there was no statistically significant interaction between smoking status and menopausal status
(P⬎.10). The hazard ratios for breast cancer among former
smokers were slightly elevated but were not statistically significant, either in the entire sample (HR ⫽ 1.08, 95% CI ⫽ 0.98 to
1.19, relative to all never smokers; HR ⫽ 1.03, 95% CI ⫽ 0.89
to 1.18, relative to never smokers who were not exposed to
passive smoking) or when stratified by menopausal status. There
was no evidence of an association with any household passive
smoking (HR ⫽ 0.94, 95% CI ⫽ 0.82 to 1.07, for any household
passive smoking compared with none). Risk estimates from
initial models that adjusted for only age and race (data not
shown) were similar to those from the fully adjusted models
reported here. Additional adjustment for the entire set of covariates had the effect of moving the point estimates slightly closer
to 1.0. Because we saw no evidence for a passive smoking effect
on breast cancer risk and no evidence that including passive
smokers in our referent group affected risk estimates for active
smoking status, we performed all subsequent analyses of active

smoking history using the entire group of never smokers as the
referent group.
We analyzed active smoking history measures individually in
multivariable models (Table 4). Smoking intensity (i.e., cigarettes per day) appeared to be related to breast cancer risk. A
statistically significant hazard ratio was seen in the full study
sample (HR ⫽ 1.22, 95% CI ⫽ 1.05 to 1.42) and in both
menopausal groups for those women averaging 20 or more
cigarettes smoked per day during the time that they smoked
relative to all never smokers. The test for linear trend across
categories of cigarettes smoked per day was statistically significant in the entire study sample (P ⫽ .004) and in the postmenopausal group (P ⫽ .037), and it almost reached statistical
significance among the pre-/perimenopausal group (P ⫽ .081).
There was no evidence of statistical interaction between smoking intensity and menopausal status (P ⫽ .42, data not shown).
Duration of smoking appeared to be related to breast cancer
risk in the full sample (Ptrend ⫽ .009) and among postmenopausal women (Ptrend ⫽ .032) but not among pre-/perimenopausal women (Ptrend ⫽ .616), although no statistical interaction
with menopausal status was found (P ⫽ .80; data not shown).

Table 3. Hazard ratios (HRs) and 95% confidence intervals (CIs) for invasive breast cancer associated with active smoking status with and without exclusion
of passive smokers from the never-smoking referent category*
Full study sample†
Tobacco exposure
Never smokers
Former smokers
Current smokers
Never smokers with no passive
exposure
Never smokers with passive
exposure
Former smokers
Current smokers

No. of cases
1174
690
141
316

HR‡ (95% CI)

Pre-/perimenopausal at baseline
No. of cases

HR§ (95% CI)

Passive smokers included in reference category
1.00 (referent)
258
1.00 (referent)
1.08 (0.98 to 1.19)
108
1.12 (0.89 to 1.42)
1.32 (1.10 to 1.57)
15
1.02 (0.60 to 1.72)
Passive smokers excluded from reference category
1.00 (referent)
78
1.00 (referent)

Postmenopausal at baseline
No. of cases

HR§ (95% CI)

796
512
106

1.00 (referent)
1.07 (0.95 to 1.20)
1.29 (1.05 to 1.58)

205

1.00 (referent)

848

0.94 (0.82 to 1.07)

179

0.93 (0.71 to 1.22)

583

0.92 (0.78 to 1.08)

690
141

1.03 (0.89 to 1.18)
1.25 (1.02 to 1.53)

108
15

1.07 (0.79 to 1.44)
0.96 (0.55 to 1.68)

512
106

1.01 (0.85 to 1.19)
1.21 (0.95 to 1.54)

*Limited to California Teachers Study (CTS) cohort members living in California at baseline without a previous history of breast cancer who provided valid data
on active and passive smoking status. There are 2005 cases in the analyses with passive smokers included in the reference category and 1995 cases in the analyses
with passive smokers excluded (the latter group was restricted to women for whom some information on passive exposure was available).
†Full sample includes women with indeterminable menopausal status at baseline (coded as unknown).
‡Multivariable model was adjusted for age, race, family history of breast cancer, age at menarche, parity, age at first full-term pregnancy, physical activity, alcohol
consumption, body mass index (BMI), menopausal status, BMI and menopausal status interaction, and hormone therapy use.
§Multivariable model was adjusted for age, race, family history of breast cancer, age at menarche, parity, age at first full-term pregnancy, physical activity, alcohol
consumption, BMI, and hormone therapy use.
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Table 4. Hazard ratios (HRs) and 95% confidence intervals (CIs) for invasive breast cancer associated with active smoking history among California Teachers
Study (CTS) members*
Full study sample†
Active smoking history
Never smokers
Smoking intensity (average No.
of cigarettes per day)
⬍10
10–19
ⱖ20

No. of
cases
1174

HR‡
(95% CI)
1.00 (referent)

Pre-/perimenopausal at baseline
No. of
cases
258

HR§
(95% CI)

Postmenopausal at baseline
No. of
cases

HR§
(95% CI)

1.00 (referent)

796

1.00 (referent)

343
260
209

1.04 (0.92 to 1.18)
1.14 (0.99 to 1.30)
1.22 (1.05 to 1.42)
Ptrend ⫽ .004

52
35
34

0.97 (0.72 to 1.32)
1.08 (0.75 to 1.54)
1.50 (1.04 to 2.15)
Ptrend ⫽ .081

257
193
153

1.06 (0.92 to 1.22)
1.11 (0.95 to 1.31)
1.18 (0.99 to 1.41)
Ptrend ⫽ .037

Total No. of smoking years
ⱕ10
11–20
21–30
ⱖ31

176
193
163
251

0.99 (0.85 to 1.17)
1.17 (1.00 to 1.37)
1.17 (0.99 to 1.38)
1.15 (1.00 to 1.33)
Ptrend ⫽ .009

52
33
21
7

1.14 (0.85 to 1.55)
1.10 (0.76 to 1.58)
1.06 (0.67 to 1.66)
0.99 (0.46 to 2.13)
Ptrend ⫽ .616

101
140
113
230

0.95 (0.77 to 1.17)
1.22 (1.02 to 1.47)
1.07 (0.88 to 1.31)
1.16 (0.99 to 1.34)
Ptrend ⫽ .032

No. of smoking pack-years
ⱕ10
11–20
21–30
ⱖ31

338
165
94
173

1.02 (0.91 to 1.16)
1.24 (1.05 to 1.46)
1.12 (0.91 to 1.39)
1.25 (1.06 to 1.47)
Ptrend ⫽ .002

67
26
4
15

1.03 (0.78 to 1.35)
1.31 (0.87 to 1.98)
0.46 (0.17 to 1.24)
2.05 (1.20 to 3.49)
Ptrend ⫽ .136

231
124
75
144

1.02 (0.88 to 1.18)
1.23 (1.02 to 1.50)
1.13 (0.89 to 1.44)
1.19 (0.99 to 1.42)
Ptrend ⫽ .019

Years since quitting smoking
ⱖ20
10–19
5–9
⬍5

352
179
79
39

1.08 (0.95 to 1.22)
1.08 (0.92 to 1.27)
1.23 (0.97 to 1.54)
0.80 (0.58 to 1.11)
Ptrend ⫽ .480

44
33
15
7

1.19 (0.86 to 1.66)
1.02 (0.71 to 1.47)
1.39 (0.82 to 2.35)
0.78 (0.37 to 1.66)
Ptrend ⫽ .677

274
123
57
29

1.06 (0.92 to 1.22)
1.07 (0.88 to 1.29)
1.23 (0.93 to 1.61)
0.87 (0.60 to 1.26)
Ptrend ⫽ .472

285
507

1.03 (0.90 to 1.17)
1.17 (1.05 to 1.30)

31
82

1.00 (0.68 to 1.46)
1.13 (0.88 to 1.46)

232
359

1.03 (0.89 to 1.20)
1.16 (1.02 to 1.32)

110
406
42

0.99 (0.80 to 1.21)
1.13 (1.00 to 1.28)
0.89 (0.65 to 1.21)

10
60
3

1.04 (0.53 to 2.03)
1.01 (0.75 to 1.36)
0.94 (0.29 to 3.02)

93
298
37

1.01 (0.81 to 1.26)
1.15 (0.99 to 1.33)
0.90 (0.64 to 1.26)

Age of smoking initiation
ⱖ20
⬍20
Smoking in relation to timing
of first pregnancy㛳
Smoked pre-partum ⬍5 y
Smoked pre-partum ⱖ5 y
Smoked postpartum only

*Limited to CTS cohort members living in California at baseline without a previous history of breast cancer who provided valid smoking data.
†Full sample includes women with indeterminable menopausal status at baseline (coded as unknown).
‡Multivariable model was adjusted for age, race, family history of breast cancer, age at menarche, parity, age at first full-term pregnancy, physical activity, alcohol
consumption, body mass index (BMI), menopausal status, BMI and menopausal status interaction, and hormone therapy use.
§Multivariable model was adjusted for age, race, family history of breast cancer, age at menarche, parity, age at first full-term pregnancy, physical activity, alcohol
consumption, BMI, and hormone therapy use.
㛳Reference group comprised 883 parous never smokers.

Pack-years of smoking was associated with elevated hazard
ratios overall (Ptrend ⫽ .002) and among postmenopausal women
(Ptrend ⫽ .019). Among pre-/perimenopausal women, the hazard
ratio for the highest category of pack-years (i.e., ⱖ31 packyears) was statistically significantly elevated (HR ⫽ 2.05, 95%
CI ⫽ 1.20 to 3.49), although the test for trend was not statistically significant (P ⫽ .136). The likelihood ratio test for interaction between pack-years and menopausal status was close to
but did not reach statistical significance (P ⫽ .07; data not
shown).
Among former smokers, the number of years since quitting
smoking did not appear to be related to breast cancer risk in the
full sample or in either menopausal group. The hazard ratio point
estimates for the different time intervals since quitting ranged
from 0.78 to 1.39, with all 95% confidence intervals including
1.0 and with statistically nonsignificant tests for trend. We also
found no interaction between years since quitting and menopausal status (P ⫽ .76; data not shown).
Compared with never smokers, women who started smoking
at age 20 or older did not show an increased risk of breast cancer
(HR ⫽ 1.03, 95% CI ⫽ 0.90 to 1.17). Women who started
smoking before age 20 had a statistically significant increase in
Journal of the National Cancer Institute, Vol. 96, No. 1, January 7, 2004

their risk of breast cancer (HR ⫽ 1.17, 95% CI ⫽ 1.05 to 1.30).
In stratified analyses, point estimates of risk associated with
early smoking initiation were similar among pre-/perimenopausal and postmenopausal women.
We found some evidence that women who smoked before
their first full-term pregnancy increased their risk of breast
cancer, but this effect was restricted to those who smoked for at
least 5 years before their first full-term pregnancy (HR ⫽ 1.13,
95% CI ⫽ 1.00 to 1.28). When we stratified the data by menopausal status, this effect was limited to postmenopausal women
(postmenopausal women: HR ⫽ 1.15, 95% CI ⫽ 0.99 to 1.33;
pre-/perimenopausal women: HR ⫽ 1.01, 95% CI ⫽ 0.75 to
1.36), although no evidence of statistical interaction between
smoking before a first pregnancy and menopausal status was
found (P ⫽ .84; data not shown). Hazard ratios for women who
started smoking after their first full-term pregnancy did not
differ from unity (HR ⫽ 0.89, 95% CI ⫽ 0.65 to 1.21).
Finally, we examined the relationship between active smoking status and the risk of breast cancer separately in women with
(12%) and without (88%) a family history of breast cancer
(Table 5). Among women without such a family history, current
smoking was associated with a statistically significant increase
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Table 5. Hazard ratios (HRs) and 95% confidence intervals (CIs) for invasive breast cancer incidence associated with active smoking status stratified by family
history of breast cancer among California Teachers Study (CTS) members*
Full study sample†
Active smoking status

No. of cases

HR‡ (95% CI)

Pre-/perimenopausal at baseline
No. of cases

HR§ (95% CI)

Postmenopausal at baseline
No. of cases

HR§ (95% CI)

Never smoker
Former smoker
Current smoker

894
543
110

Without family history of breast cancer (N ⴝ 98 478)
1.00 (referent)
200
1.00 (referent)
1.11 (0.99 to 1.24)
81
1.10 (0.84 to 1.43)
1.35 (1.11 to 1.65)
11
0.94 (0.51 to 1.74)

600
409
85

1.00 (referent)
1.12 (0.98 to 1.27)
1.39 (1.10 to 1.75)

Never smoker
Former smoker
Current smoker

240
115
26

With family history of breast cancer (N ⴝ 13 684)
1.00 (referent)
49
1.00 (referent)
0.87 (0.69 to 1.10)
22
1.06 (0.63 to 1.80)
1.19 (0.79 to 1.79)
4
1.47 (0.52 to 4.13)

169
80
17

1.00 (referent)
0.81 (0.61 to 1.06)
0.95 (0.57 to 1.57)

*Limited to CTS cohort members living in California at baseline without a previous history of breast cancer who provided valid smoking data. Women who were
adopted or did not provide information on family history of breast cancer were excluded from this analysis. Family history was defined as breast cancer in a
first-degree relative. A total of 112 162 women were included in this analysis.
†Full sample includes women with indeterminable menopausal status at baseline.
‡Multivariable model was adjusted for age, race, age at menarche, parity, age at first full-term pregnancy, physical activity, alcohol consumption, body mass index
(BMI), menopausal status, BMI and menopausal status interaction, and hormone therapy use.
§Multivariable model was adjusted for age, race, age at menarche, parity, age at first full-term pregnancy, physical activity, alcohol consumption, BMI, and
hormone therapy use.

in risk (HR ⫽ 1.35, 95% CI ⫽ 1.11 to 1.65), and being a former
smoker was associated with a less dramatic, statistically nonsignificant increase in risk (HR ⫽ 1.11, 95% CI ⫽ 0.99 to 1.24). In
contrast, among women with a family history of breast cancer,
current smokers had a slightly elevated risk, although the increase was not statistically significant (HR ⫽ 1.19, 95% CI ⫽
0.79 to 1.79), and former smokers showed no increase in risk
(HR ⫽ 0.87, 95% CI ⫽ 0.69 to 1.10). The likelihood ratio test
for interaction indicated that the risks estimated for smoking
status were different (P⬍.001; data not shown) for women with
and without a family history of breast cancer.
We further stratified these analyses by menopausal status and
found that, among women without a family history of breast
cancer, the risk associated with current smoking appeared to be
limited to postmenopausal women (postmenopausal women:
HR ⫽ 1.39, 95% CI ⫽ 1.10 to 1.75; pre-/perimenopausal women: HR ⫽ 0.94, 95% CI ⫽ 0.51 to 1.74). Among women with a
family history of breast cancer, however, the hazard ratio among
current smokers was elevated only among pre-/perimenopausal
women, albeit with wide confidence intervals that included 1.0
(HR ⫽ 1.47, 95% CI ⫽ 0.52 to 4.13). The likelihood ratio tests
for interaction indicated no statistically significant interactions
between smoking status and menopausal status within either of
these two groups (data not shown).

DISCUSSION
In this large prospective analysis, we observed an elevated
risk of breast cancer associated with active smoking that increased with smoking intensity and, to a lesser extent, duration.
The association with intensity was present in both pre-/peri- and
postmenopausal women, but the association with duration appeared to be limited to postmenopausal women. In contrast, we
found no evidence of a relationship between household passive
smoking exposure and breast cancer risk. Accounting for household passive smoking exposure when analyzing the association
of active smoking with breast cancer risk did not substantially
change the risk estimates.
Paradoxically, early studies of smoking and breast cancer
seemed to suggest a positive association between breast cancer
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and passive, but not active, smoking (50,51). Numerous investigators have speculated that the inconsistency in these early
findings may have been caused by including passive smokers in
the unexposed referent category when examining the effects of
active smoking (9,10,13,40,43). In our analyses of active smoking, however, the exclusion of passive smokers from the unexposed referent group did not substantially affect the risk estimates for active smoking. This finding is not surprising, given
the null findings for passive smoking. More recent reviews of the
passive smoking literature (11) have concluded that there is a
possible positive association between passive smoking and
breast cancer, but there remains considerable inconsistency in
findings, even among studies that have used quantitative exposure measures (9,10,40).
Our passive smoking analysis was limited to household
sources and did not include quantitative measures of intensity or
duration. More detailed information on passive smoking, including quantitative measures of exposure in household, workplace,
and social settings, was collected after the baseline survey.
Initial analyses of these data (52) show that, among this cohort
of women, household spousal sources of exposure comprised the
primary source of all passive smoking exposures until the 1980s.
Although these data will constitute the basis for a future, more
detailed analysis of passive smoking exposures, this preliminary
assessment suggests that the crude measures of passive smoking
used in the analysis presented here likely captured the majority
of lifetime passive exposures, although they may have inadequately estimated more recent passive exposures. Nonetheless,
most literature on this topic has used passive smoking from
household sources to estimate passive smoking exposures.
In contrast to earlier studies (53–59), more recent studies
(26,30,33,42,60) have provided increasing evidence of a positive
association between active smoking and breast cancer. One of
the most current literature reviews on this topic, published in
2002 (9), concluded that, although substantial inconsistencies in
reported results persist, the preponderance of evidence to date,
particularly among more recent and better-designed studies,
suggests that active smoking may be associated with a small
increase in risk. That review also suggests that the risk may be
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limited to exposures of long duration and/or to exposures occurring before a first full-term pregnancy. The results of our
study are generally consistent with this conclusion in that we
found a statistically significant association between active smoking and breast cancer that increased with both intensity and
duration of smoking. Furthermore, this association was limited
to women who began smoking before age 20 and who smoked
for at least 5 years before their first full-term pregnancy.
A recently published international pooled analysis of 53
studies examining alcohol and tobacco use and breast cancer
(16) found that the association between smoking and breast
cancer was substantially confounded by alcohol consumption so
that when the analysis was limited to nondrinkers, no relationship was found between active smoking (ever or current) and
breast cancer. In contrast, when we restricted our analyses to the
35 123 nondrinkers in our cohort (data not shown), current
smokers continued to have an elevated risk of breast cancer
(HR ⫽ 1.66, 95% CI ⫽ 1.15 to 2.40).
The association of smoking and breast cancer in relation to
first full-term pregnancy was first examined in 1988 in a study of
premenopausal women (55), which found no clear association.
More recently, an analysis of the Nurses’ Health Study cohort
(31) reported that women who smoked for at least 5 years before
their first full-term pregnancy had an increased risk of breast
cancer (odds ratio [OR] ⫽ 1.13, 95% CI ⫽ 0.99 to 1.26), with
a risk estimate remarkably similar to the one generated in our
analysis. By contrast, a recent case– control study in Germany
(60) reported no increased risk associated with smoking before
first pregnancy (OR ⫽ 0.92, 95% CI ⫽ 0.52 to 1.65). In a 1999
population-based case– control study in Massachusetts, Lash and
Aschengrau (35) initially reported increased breast cancer
risk associated with active smoking before a first pregnancy
(OR ⫽ 5.6, 95% CI ⫽ 1.5 to 21.0). However, a follow-up
study by the same authors that used a similar design and
population (61) failed to replicate these findings.
Numerous studies (9,26,27,29 –32,35,42,54,55,57,58,60,62–
65) have examined the association between age at smoking
initiation and breast cancer risk with inconsistent results. Because early age at smoking initiation is likely to be highly
correlated with smoking for long durations, as well as with
smoking before a first pregnancy, disentangling the independent
effects of smoking initiation at an early age can be problematic,
and it was something we could not adequately examine in our
analyses due to the high degree of collinearity between these
variables.
In general, our results were similar for pre-/peri- and postmenopausal women. The only statistically significant effect
modification we observed in our data was the stronger association between breast cancer risk and active smoking among
women without a family history of breast cancer than among
women with such a history. Statistical tests for interaction,
however, are not particularly powerful, and some of our subgroup analyses, although hindered by small numbers, are somewhat provocative. When we limited our analysis to women
without a family history of breast cancer, current smoking was
associated with an increased risk of breast cancer only among
postmenopausal women. Conversely, among women with a family history of breast cancer, there was no association with current
smoking among postmenopausal women but there was a statistically nonsignificant increase in risk among pre-/perimenopausal women. An earlier study (39) also reported an interaction
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between family history of breast cancer and smoking, although
in that study there was a stronger smoking effect among women
with familial risk of breast cancer. That study, however, did not
report risk estimates by menopausal status. This avenue of
research warrants further study.
There are several limitations to our study. One is that we
based women’s active smoking status on their smoking status at
the time they joined the CTS cohort (1995/1996), and we do not
know how many women changed their smoking status or behavior during the 5 years of follow-up. Given the relatively older
age structure of the cohort, however, it seems unlikely that many
nonsmoking cohort members would have begun smoking during
the follow-up period. If any changes in smoking behavior occurred, it is more likely that smokers quit. However, based on
retrospective CTS data, it appears unlikely that a large percentage of women would have quit smoking within the 5 years of
this study. Approximately 9.8% of the women who were former
smokers on entering the cohort reported quitting within the
previous 5 years. Thus, although our inability to account for
changes in smoking status during the follow-up period may have
caused some exposure misclassification, the effect is likely to be
minimal. Furthermore, the elevated risks we found were strongest for current smokers and were not apparent in former smokers. Therefore, women who quit smoking during the study and
were incorrectly classified as current smokers would bias our
results for current smoking toward the null.
Our analysis examined risks associated with a number of
tobacco exposure metrics and several strata of interest. Because
of the large number of resulting comparisons, we cannot discount the possibility that some of our statistically significant
results may be due to chance. However, the overall pattern of
elevated risks associated with longer-term chronic exposures
seems more consistent with probable causation than with
chance.
Finally, the risk estimates generated by our analysis are fairly
modest, and we cannot fully discount the possibility of residual
confounding. The covariates included in our analysis, however,
were specified in some detail and included a broad range of
breast cancer risk factors. Two variables of potential importance
that were not included were mammography use and age at
menopause. However, mammography screening is nearly universal in this cohort of women, with remarkably little variability
(44). Therefore, it is unlikely that the risk estimates provided
here were confounded by differences in mammography use.
Unfortunately, data on cohort members’ age at menopause was
not yet available at the time we were conducting our analysis.
There is some evidence that smoking is associated with an
earlier age of menopause (23), and earlier menopausal age is
associated with decreased breast cancer risk (66). Hence, adjusting our models for this covariate would likely increase our
estimates of smoking-related risk.
Our study also has a number of strengths. The prospective
design of this cohort analysis circumvents problems of recall and
selection biases common to case– control studies. With approximately 2000 cases identified during follow-up, more than half
of which occurred in never-smoking women, this study provides
very good statistical power to examine risks associated with
passive smoking. Additionally, because the CTS cohort was
designed to study breast cancer, we have extensive information
on many important potential confounding variables and effect
modifiers, such as menopausal status and family history of breast
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cancer. Although we did not explore gene– environment interactions, a number of preliminary results indicate that breast
cancer risk associated with tobacco exposures is likely to be
modified by polymorphisms in genes whose products are responsible for tobacco metabolism (67–75). Particularly intriguing is the recent finding by Chang-Claude et al. (72), suggesting
that polymorphisms in the N-acetyltransferase 2 (NAT2) gene
may act differentially in modifying breast cancer risk associated
with exposures to active and passive smoking. That study reported that active smoking was associated with increased breast
cancer risk among slow acetylators but not among rapid acetylators, whereas passive smoking was associated with a higher
risk in both rapid and slow acetylators, although the effect was
stronger and only statistically significant among the rapid
acetylators.
Evaluating our results in the context of current literature is
difficult, given the widely inconsistent results published to date.
Although our results confirm those of some earlier studies
(26,30,31,33,35,42,60), they contradict the findings of others
(16,50,51,53,59 – 61). Heterogeneity in genetic susceptibility
across study populations may explain some of the inconsistencies reported in the literature. Research into how genetic polymorphisms influence breast cancer risk associated with tobacco
exposures holds great promise in adding to our understanding of
this issue. Plans are under way to collect genetic information on
the CTS cohort in the future that will allow us to evaluate this
issue.
Our results, which suggest that active smoking may be associated with an increased risk of breast cancer, argue for further
research that can account for heterogeneity in individual susceptibility. Exposures to tobacco smoke, if causally related to breast
cancer, could offer one of the few available modifiable avenues
for preventing this disease.

REFERENCES
(1) Cancer incidence in five continents. Vol. VIII. IARC Sci Publ 2002;(155):
1–178.
(2) Greenlee RT, Hill-Harmon MB, Murray T, Thun M. Cancer statistics, 2001
[published erratum appears in CA Cancer J Clin 2001;51:144]. CA Cancer
J Clin 2001;51:15–36.
(3) Edwards BK, Howe HL, Ries LA, Thun MJ, Rosenberg HM, Yancik R, et
al. Annual report to the nation on the status of cancer, 1973–1999, featuring
implications of age and aging on U.S. cancer burden. Cancer 2002;94:
2766 –92.
(4) Staszewski J, Haenszel W. Cancer mortality among the Polish-born in the
United States. J Natl Cancer Inst 1965;35:291–7.
(5) Nasca PC, Greenwald P, Burnett WS, Chorost S, Schmidt W. Cancer
among the foreign-born in New York State. Cancer 1981;48:2323– 8.
(6) McMichael AJ, Giles GG. Cancer in migrants to Australia: extending the
descriptive epidemiological data. Cancer Res 1988;48:751– 6.
(7) Parkin DM, Steinitz R, Khlat M, Kaldor J, Katz L, Young J. Cancer in
Jewish migrants to Israel. Int J Cancer 1990;45:614 –21.
(8) Nagata C, Kawakami N, Shimizu H. Trends in the incidence rate and risk
factors for breast cancer in Japan. Breast Cancer Res Treat 1997;44:75– 82.
(9) Terry PD, Rohan TE. Cigarette smoking and the risk of breast cancer in
women: a review of the literature. Cancer Epidemiol Biomarkers Prev
2002;11:953–71.
(10) Morabia A. Smoking (active and passive) and breast cancer: epidemiologic
evidence up to June 2001. Environ Mol Mutagen 2002;39:89 –95.
(11) Khuder SA, Simon VJ Jr. Is there an association between passive smoking
and breast cancer? Eur J Epidemiol 2000;16:1117–21.
(12) Russo IH. Cigarette smoking and risk of breast cancer in women. Lancet
2002;360:1033– 4.

36 ARTICLES

(13) Burton RC, Sulaiman N. Active and passive cigarette smoking and breast
cancer: is a real risk emerging? Med J Aust 2000;172:550 –2.
(14) Lillington GA, Sachs DP. Cigarette smoking, pulmonary metastases, and
breast carcinoma: coincidence or causality? Chest 2001;119:1627– 8.
(15) McPherson K, Steel CM, Dixon JM. ABC of breast diseases. Breast
cancer-epidemiology, risk factors, and genetics. BMJ 2000;321:624 – 8.
(16) Hamajima N, Hirose K, Tajima K, Rohan T, Calle EE, Heath CW Jr, et al.
Alcohol, tobacco and breast cancer– collaborative reanalysis of individual
data from 53 epidemiological studies, including 58,515 women with breast
cancer and 95,067 women without the disease. Br J Cancer 2002;87:1234 –
45.
(17) U.S. Environmental Protection Agency, Office of Health and Environmental Assessment. Respiratory health effects of passive smoking: lung cancer
and other disorders. Washington (DC): U.S. Environmental Protection
Agency; 1992. EPA/600/6 –90/006F.
(18) Petrakis NL, Gruenke LD, Beelen TC, Castagnoli N Jr, Craig JC. Nicotine
in breast fluid of nonlactating women. Science 1978;199:303–5.
(19) Petrakis NL, Maack CA, Lee RE, Lyon M. Mutagenic activity in nipple
aspirates of human breast fluid. Cancer Res 1980;40:188 –9.
(20) McKinlay SM, Bifano NL, McKinlay JB. Smoking and age at menopause
in women. Ann Intern Med 1985;103:350 – 6.
(21) Weisberg E. Smoking and reproductive health. Clin Reprod Fertil 1985;3:
175– 86.
(22) Hopper JL, Seeman E. The bone density of female twins discordant for
tobacco use. N Engl J Med 1994;330:387–92.
(23) Baron JA, La Vecchia C, Levi F. The antiestrogenic effect of cigarette
smoking in women. Am J Obstet Gynecol 1990;162:502–14.
(24) Jensen J, Christiansen C, Rodbro P. Cigarette smoking, serum estrogens,
and bone loss during hormone-replacement therapy early after menopause.
N Engl J Med 1985;313:973–5.
(25) Jensen J, Christiansen C. Effects of smoking on serum lipoproteins and
bone mineral content during postmenopausal hormone replacement therapy. Am J Obstet Gynecol 1988;159:820 –5.
(26) Calle EE, Miracle-McMahill HL, Thun MJ, Heath CW Jr. Cigarette smoking and risk of fatal breast cancer. Am J Epidemiol 1994;139:1001–7.
(27) Chu SY, Stroup NE, Wingo PA, Lee NC, Peterson HB, Gwinn ML.
Cigarette smoking and the risk of breast cancer. Am J Epidemiol 1990;
131:244 –53.
(28) Brownson RC, Blackwell CW, Pearson DK, Reynolds RD, Richens JW Jr,
Papermaster BW. Risk of breast cancer in relation to cigarette smoking.
Arch Intern Med 1988;148:140 – 4.
(29) Palmer JR, Rosenberg L, Clarke EA, Stolley PD, Warshauer ME, Zauber
AG, et al. Breast cancer and cigarette smoking: a hypothesis. Am J
Epidemiol 1991;134:1–13.
(30) Marcus PM, Newman B, Millikan RC, Moorman PG, Baird DD, Qaqish B.
The associations of adolescent cigarette smoking, alcoholic beverage consumption, environmental tobacco smoke, and ionizing radiation with subsequent breast cancer risk (United States). Cancer Causes Control 2000;
11:271– 8.
(31) Egan KM, Stampfer MJ, Hunter D, Hankinson S, Rosner BA, Holmes M,
et al. Active and passive smoking in breast cancer: prospective results from
the Nurses’ Health Study. Epidemiology 2002;13:138 – 45.
(32) Smith SJ, Deacon JM, Chilvers CE. Alcohol, smoking, passive smoking
and caffeine in relation to breast cancer risk in young women. UK National
Case-Control Study Group. Br J Cancer 1994;70:112–9.
(33) Innes KE, Byers TE. Smoking during pregnancy and breast cancer risk in
very young women (United States). Cancer Causes Control 2001;12:179 –
85.
(34) Band PR, Le ND, Fang R, Deschamps M. Carcinogenic and endocrine
disrupting effects of cigarette smoke and risk of breast cancer. Lancet
2002;360:1044 –9.
(35) Lash TL, Aschengrau A. Active and passive cigarette smoking and the
occurrence of breast cancer. Am J Epidemiol 1999;149:5–12.
(36) Pike MC, Krailo MD, Henderson BE, Casagrande JT, Hoel DG. ‘Hormonal’ risk factors, ‘breast tissue age’ and the age-incidence of breast
cancer. Nature 1983;303:767–70.
(37) Russo J, Russo IH. Development pattern of human breast and susceptibility
to carcinogenesis. Eur J Cancer Prev 1993;2 Suppl 3:85–100.
(38) Kelsey JL, Gammon MD, John EM. Reproductive factors and breast
cancer. Epidemiol Rev 1993;15:36 – 47.

Journal of the National Cancer Institute, Vol. 96, No. 1, January 7, 2004

(39) Couch FJ, Cerhan JR, Vierkant RA, Grabrick DM, Therneau TM, Pankratz
VS, et al. Cigarette smoking increases risk for breast cancer in high-risk breast
cancer families. Cancer Epidemiol Biomarkers Prev 2001;10:327–32.
(40) Wells AJ. Re: “Breast cancer, cigarette smoking, and passive smoking”
[published erratum appears in Am J Epidemiol 1998;148:314]. Am J
Epidemiol 1998;147:991–2.
(41) Morabia A, Bernstein M, Heritier S. Re: “Smoking and breast cancer:
reconciling the epidemiologic evidence by accounting for passive smoking
and/or genetic susceptibility”. Am J Epidemiol 1998;147:992–3.
(42) Johnson KC, Hu J, Mao Y. Passive and active smoking and breast cancer
risk in Canada, 1994 –97. The Canadian Cancer Registries Epidemiology
Research Group. Cancer Causes Control 2000;11:211–21.
(43) Morabia A, Bernstein M, Heritier S, Khatchatrian N. Relation of breast
cancer with passive and active exposure to tobacco smoke. Am J Epidemiol
1996;143:918 –28.
(44) Bernstein L, Allen M, Anton-Culver H, Deapen D, Horn-Ross PL, Peel D,
et al. High breast cancer incidence rates among California teachers: results
from the California Teachers Study (United States). Cancer Causes Control
2002;13:625–35.
(45) California Cancer Registry Data Standards and Quality Control Unit.
California Cancer Reporting System Standards: Vol. 1, 5th ed. Abstracting
and Coding Procedures for Hospitals. Sacramento (CA): California Department of Health Services; 2000. p. 1– 4.
(46) Kwong SL, Perkins CI, Morris CR, Cohen R, Allen M, Wright WE. Cancer
in California: 1988 –1999. Sacramento (CA): California Department of
Health Services, Cancer Surveillance Section; 2001. p. 6.
(47) SAS Institute, Inc. SAS/STAT version 8.1. Cary (NC): SAS Institute, Inc.;
1999.
(48) Katz MH, Hauck WW. Proportional hazards (Cox) regression. J Gen Intern
Med 1993;8:702–11.
(49) Cox D. Regression models and life tables (with discussion). J R Stat Soc
Series B 1972;34:187–220.
(50) Dunn A, Zeise L, editors. Health effects of exposure to environmental
tobacco smoke-final report. Sacramento (CA): California Environmental
Protection Agency, Office of Environmental Health Hazard Assessment;
1997.
(51) Palmer JR, Rosenberg L. Cigarette smoking and the risk of breast cancer.
Epidemiol Rev 1993;15:145–56.
(52) Reynolds P, Goldberg D, Hurley S, The California Teachers Study Steering
Committee. Prevalence and patterns of environmental tobacco smoke exposures among California teachers (United States). Am J Health Promot. In
press 2003.
(53) Rosenberg L, Schwingl PJ, Kaufman DW, Miller DR, Helmrich SP, Stolley
PD, et al. Breast cancer and cigarette smoking. N Engl J Med 1984;310:
92– 4.
(54) Brinton LA, Schairer C, Stanford JL, Hoover RN. Cigarette smoking and
breast cancer. Am J Epidemiol 1986;123:614 –22.
(55) Adami HO, Lund E, Bergstrom R, Meirik O. Cigarette smoking, alcohol
consumption and risk of breast cancer in young women. Br J Cancer
1988;58:832–7.
(56) Meara J, McPherson K, Roberts M, Jones L, Vessey M. Alcohol, cigarette
smoking and breast cancer. Br J Cancer 1989;60:70 –3.
(57) Ewertz M. Smoking and breast cancer risk in Denmark. Cancer Causes
Control 1990;1:31–7.
(58) London SJ, Colditz GA, Stampfer MJ, Willett WC, Rosner BA, Speizer FE.
Prospective study of smoking and the risk of breast cancer. J Natl Cancer
Inst 1989;81:1625–31.
(59) Vatten LJ, Kvinnsland S. Cigarette smoking and risk of breast cancer: a
prospective study of 24,329 Norwegian women. Eur J Cancer 1990;26:
830 –3.
(60) Kropp S, Chang-Claude J. Active and passive smoking and risk of breast
cancer by age 50 years among German women. Am J Epidemiol 2002;
156:616 –26.

Journal of the National Cancer Institute, Vol. 96, No. 1, January 7, 2004

(61) Lash TL, Aschengrau A. A null association between active or passive
cigarette smoking and breast cancer risk. Breast Cancer Res Treat 2002;
75:181– 4.
(62) Baron JA, Newcomb PA, Longnecker MP, Mittendorf R, Storer BE, Clapp
RW, et al. Cigarette smoking and breast cancer. Cancer Epidemiol Biomarkers Prev 1996;5:399 – 403.
(63) Braga C, Negri E, La Vecchia C, Filiberti R, Franceschi S. Cigarette
smoking and the risk of breast cancer. Eur J Cancer Prev 1996;5:159 – 64.
(64) Field NA, Baptiste MS, Nasca PC, Metzger BB. Cigarette smoking and
breast cancer. Int J Epidemiol 1992;21:842– 8.
(65) Gammon MD, Schoenberg JB, Teitelbaum SL, Brinton LA, Potischman N,
Swanson CA, et al. Cigarette smoking and breast cancer risk among young
women (United States). Cancer Causes Control 1998;9:583–90.
(66) Schottenfeld D, Fraumeni JF. Cancer epidemiology and prevention. 2nd ed.
New York (NY): Oxford University Press; 1996. p. 1024 –5.
(67) Ambrosone CB, Freudenheim JL, Graham S, Marshall JR, Vena JE,
Brasure JR, et al. Cigarette smoking, N-acetyltransferase 2 genetic polymorphisms, and breast cancer risk. JAMA 1996;276:1494 –501.
(68) Millikan RC, Pittman GS, Newman B, Tse CK, Selmin O, Rockhill B, et
al. Cigarette smoking, N-acetyltransferases 1 and 2, and breast cancer risk.
Cancer Epidemiol Biomarkers Prev 1998;7:371– 8.
(69) Morabia A, Bernstein MS, Bouchardy I, Kurtz J, Morris MA. Breast cancer
and active and passive smoking: the role of the N-acetyltransferase 2
genotype. Am J Epidemiol 2000;152:226 –32.
(70) Ishibe N, Hankinson SE, Colditz GA, Spiegelman D, Willett WC, Speizer
FE, et al. Cigarette smoking, cytochrome P450 1A1 polymorphisms, and
breast cancer risk in the Nurses’ Health Study. Cancer Res 1998;58:667–
71.
(71) Brunet JS, Ghadirian P, Rebbeck TR, Lerman C, Garber JE, Tonin PN, et
al. Effect of smoking on breast cancer in carriers of mutant BRCA1 or
BRCA2 genes. J Natl Cancer Inst 1998;90:761– 6.
(72) Chang-Claude J, Kropp S, Jager B, Bartsch H, Risch A. Differential effect
of NAT2 on the association between active and passive smoke exposure
and breast cancer risk. Cancer Epidemiol Biomarkers Prev 2002;11:698 –
704.
(73) Gammon MD, Hibshoosh H, Terry MB, Bose S, Schoenberg JB, Brinton
LA, et al. Cigarette smoking and other risk factors in relation to p53
expression in breast cancer among young women. Cancer Epidemiol
Biomarkers Prev 1999;8:255– 63.
(74) Hunter DJ, Hankinson SE, Hough H, Gertig DM, Garcia-Closas M,
Spiegelman D, et al. A prospective study of NAT2 acetylation genotype,
cigarette smoking, and risk of breast cancer. Carcinogenesis 1997;18:2127–
32.
(75) Shields PG, Ambrosone CB, Graham S, Bowman ED, Harrington AM,
Gillenwater KA, et al. A cytochrome P4502E1 genetic polymorphism and
tobacco smoking in breast cancer. Mol Carcinog 1996;17:144 –50.

NOTES
Supported by grant 7RT-0142 (to P. Reynolds) from the California
Tobacco-Related Disease Research Program and Public Health Service grant
R01 CA77398 (to W. E. Wright) from the National Cancer Institute, National
Institutes of Health, Department of Health and Human Services.
We express our appreciation to all of the participants in the California
Teachers Study and to the analysts and staff who have contributed so much to the
success of this research project. We also thank the following people for technical
or administrative support: Mark Allen, Gretchen Agha, Daramol Cabral, Alison
Canchola, LaCreachia Carraway, Catherine Christie, Cher Dallal, Valerie Lee,
Sarah Marshall, Arti Parikh-Patel, Hilary Rosen, Theresa Saunders, Jan
Schaefer, Frank Stasio, Susan Stewart, Jane Sullivan-Haley, Doojduen Villaluna,
and Ying Wang.
Manuscript received May 29, 2003; revised October 31, 2003; accepted
November 24, 2003.

ARTICLES 37

