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Objective   The aim of this study was to explore the association between occupational exposure to diesel exhaust 
and polycyclic aromatic hydrocarbons (PAH), respectively, and breast cancer subtypes.
Methods   The study included 38 375 women <70 years with incident breast cancer, identified in the Danish 
Cancer Registry, and 5 breast cancer-free controls per case who were randomly selected from the Danish Civil 
Registration System and matched on year of birth. Full employment history was obtained for all study subjects 
from a nationwide pension fund, and exposure to diesel exhaust and PAH was assessed using a job exposure 
matrix. Conditional logistic regression was used for estimation of odds ratios (OR) with adjustment for reproduc-
tive factors and socioeconomic status.
Results   No noteworthy associations were observed for overall breast cancer in women exposed to diesel exhaust. 
However, diesel exhaust modestly elevated the risk of estrogen receptor negative breast tumors before age 50 
[OR 1.26, 95% confidence interval (CI) 1.09–1.46]. Duration– and dose–response relationships were further 
observed for this subtype in this age group. No notable risk patterns were generally observed for PAH exposure.
Conclusion   Occupational exposure to diesel exhaust may increase the risk of early-onset estrogen receptor nega-
tive breast tumors in women. Future studies exploring this association are warranted.
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Breast cancer has the highest incidence rate of all can-
cers in women and it has been increasing over the last 
half of the 20th century (1). Further, breast cancer is a 
heterogeneous disease, and the various subtypes are often 
characterized by the presence or absence of particular 
biomarkers, ie, hormonal and growth receptors (2, 3).

Acknowledged breast cancer risk factors include 
early age at menarche, late age at menopause, advanced 
age at childbearing and nulliparity, use of oral con-
traceptives, and hormone replacement therapy (HTR) 
(4). In addition, some lifestyle factors such as obesity, 
alcohol consumption, and physical inactivity as well 
as greater breast density and genetics are also shown 
to increase the risk (5, 6). Most risk factors have been 
observed to be positively associated with different breast 

cancer subtypes in both young and older women (3, 4). 
Nonetheless, the etiology of breast cancer is not com-
pletely understood and acknowledged risk factors cannot 
explain all of the increase in incidence rates (7).

More recently, increasing levels of hormone-mim-
icking chemicals in the environment, including diesel 
exhaust and polycyclic aromatic hydrocarbons (PAH), 
have been suggested to play a role in breast cancer 
development (8) (9). Compared with the general popu-
lation, certain types of workers especially encounter 
higher levels of these air pollutants from various work-
related sources. Diesel exhaust consists of a mixture 
of chemical components, including gases (eg, carbon 
monoxide and nitrogen oxides), particulates compris-
ing metals, sulfates, organic and inorganic carbon, 
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and aromatic hydrocarbons such as benzene and PAH 
(8). Further, PAH also originate from other sources of 
incomplete combustion of organic material (9).

The International Agency for Research on Cancer 
(IARC) has classifed both diesel exhaust and specific 
PAH as carcinogenic to humans (group 1), but this 
classification was primarily based on lung cancer (8) 
(9). Moreover, chemical components of diesel exhaust, 
including PAH, are lipophilic, have estrogenic prop-
erties, and are stored in mammary tissue. Thus, it is 
plausible that these agents may as well be linked to 
carcinogenesis in breast cells (10). In addition, the effect 
of carcinogenic exposures on breast cancer risk among 
women have been suggested to be higher during par-
ticular windows of susceptibility early in life, ie, prior 
to and during pregnancy (11). Further, the effect may 
also be higher in nulliparous women as breast tissue in 
these women is less differentiated (12, 13) and thereby 
perceived as more vulnerable (14).

Nevertheless, only a limited number of incidence 
studies have examined the effect of these occupational 
exposures on the risk of breast cancer among women 
(15–22). Moreover, breast cancer risk in possibly sus-
ceptible subgroups and the risk of hormonal subtypes 
have not been evaluated in different age groups of 
women in previous explorations.

Through the use of lifetime information on employ-
ment history and a job exposure matrix (JEM), we 
conducted a nationwide registry-based case–control 
study exploring the association between occupational 
exposure to diesel exhaust and PAH, respectively, and 
the risk of subtypes of breast cancer in different groups 
of Danish women.

Methods

Case and control selection

Cases were initially identified in the national Danish 
Cancer Registry. Since 1943, this registry has system-
atically registered all cancers in Denmark and holds 
individual-based information on the date of diagnosis 
and details of pathological characteristics. Until 1978, 
the International Classification of Disease revision 7 
(ICD-7) was used to categorize breast cancer. From 1978 
to 2003, a converted version of ICD-10 was used and 
subsequently revision 10 (ICD-10) (23). Employment 
information was available from 1964 (see next section), 
and cases with full employment history, ie, women who 
were born after 1946 and thereby 18 years old in 1964, 
were included in the study. As a result, cases were ≤70 
years old when diagnosed in the study period ending 
in 2016.

The Danish Breast Cancer Group (DBCG) database 
was founded in 1975 and has obtained comprehensive 
information on diagnostics, treatment and control since 
1978 (24). We retrieved additional information on sub-
types of breast cancer from DBCG covering the period 
1978–2015, which included data on estrogen receptor 
(ER) status.

Demographic information on all residents in Den-
mark has been registered systematically in the Danish 
Civil Registration System since 1968 (25). Five controls 
matched on year of birth were chosen for each case at 
random using this registry (the incidence-density sam-
pling approach). Controls were required to be alive and 
free of breast cancer at the date of diagnosis, and controls 
as well as cases were required to be born in Denmark in 
order to ensure complete information on work history. 
The Danish Cancer Registry, DBCG, and the Danish Civil 
Registration System all entail a unique 10-digit personal 
identification number (PIN), which serves as a unique key 
to all public administration of Danish residents, including 
healthcare, and all relevant information in these registries 
was linked using this PIN. As the study was registry-
based, no ethical approval was required.

Occupational history

The Danish Supplementary Pension Fund Register 
(ATP) was established in 1964 and has held compulsory 
membership for all wage earners working ≥9 hours/
week. All jobs are registered with information on the 
unique PIN of the employee, date of start and end of 
each employment, company name, and a unique 8-digit 
company number for tax purposes. All information is 
kept even if a company closes or employees emigrate 
or die (26). Statistics Denmark has classified companies 
into a five-digit branch/industry code (in Danish: Dan-
marks Statistisk Erhvervsgrupperingskode, DSE) (27) 
according to an extended version of the International 
Standard Industrial Classification of all Economic Activ-
ities (ISIC) (26, 28). The PIN was also used to link the 
occupational history from ATP, and registration in this 
registry, which was an indicator of labor force participa-
tion, was a prerequisite for being eligible for the study.

Exposure assessment

To translate the industrial employments into exposure 
to diesel exhaust and PAH, respectively, a Danish JEM 
(NOCCA-DANJEM) was used, which includes metrics 
of the probability of job-specific exposure (P) and mean 
intensity level of exposure (L) for each relevant agent of 
exposure and occupational group. Further, this informa-
tion is available for four periods of time (1945–1959, 
1960–1974, 1975–1984 and 1985–1995).

The JEM is based on the Nordic Occupational Can-
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cer Study job exposure matrix (NOCCA-JEM) (29), 
and as exposed jobs in the NOCCA-JEM are founded 
on the Nordic Classification of Occupations (NYK), the 
construction of the NOCCA-DANJEM had involved 
a development of a crosswalk between Nordic NYK 
and Danish DSE codes, which was conducted by a 
Danish occupational expert. As specific DSE77 codes 
corresponded to several NYK codes with various expo-
sure estimates, the development of this crossroad had 
involved an expert evaluation of the average exposure 
in these Danish industries representing various jobs in 
which both men and women are employed.

In order to improve specificity, we categorized 
employment with a probability of exposure ≤20% and 
women employed less than one year as unexposed. As 
the JEM did not entail measurements of exposure after 
1995, metrics of exposure probability and level for this 
period were assumed to reflect those in the most recent 
era (1985–1995).

Covariates

In the supplementary material (www.sjweh.fi/show_
abstract.php?abstract_id=3923), figure S1 provides 
a directed acyclic graph (DAG) with an overview of 
the presumed causal interplay of risk factors for breast 
cancer, and obtainment of information on potential 
confounders was partly based on this. As a result, we 
included information from the Danish Civil Registra-
tion System on job title reflecting socioeconomic status 
(SES) and reproductive factors were included. Infor-
mation on last known job title was self-reported and 
was initially attained from annual tax returns or official 
change of address forms. We grouped this information 
according to SES using the Danish Institute of Social 
Sciences’ definition: group 1 (highest status) included 
academics, group 2 included middle education, group 
3 included shorter education, group 4 included skilled 
workers, and group 5 included unskilled workers (30). 
Further, group 6 consisted of women with missing infor-
mation on job title, which comprised a relatively large 
proportion of especially the younger women included in 
the study (approximately 30%). Information on repro-
ductive factors, including parity (0, 1–2, ≥3 children) 
and the exact age at first live birth (<25, 25–29, 30–34 
and ≥35 years), was available. In addition, possible con-
founding by work-related physical activity was assessed 
using the NOCCA-DANJEM and categorized according 
to “ever” versus “never” having worked in a job with 
“heavy or rather heavy physical work”.

Statistical analysis

We used conditional logistic regression for matched data 
sets to estimate odds ratios (OR) with corresponding 

95% confidence intervals (CI), and all analyses were 
thereby conditioned on the matching variable, ie, year 
of birth. The full adjusted models further included age at 
first live birth, parity and work-related physical activity. 
Due to the relatively large proportion of women who 
had missing data on SES, we conducted a subsequent 
full case analysis including women with no missing 
data on this variable, which yielded analogous results 
(only results for the overall findings are shown). All 
analyses were stratified according to the women’s age 
at the index date (<50, ≥50 years old), approximating 
menopausal status.

We used different dimensions of exposure, including 
duration of exposure as well as cumulative exposure. 
Duration of exposure was calculated by summing the 
years of employment in all exposed calendar periods 
across all industries (1–9, 10–20, >20 years). Fur-
ther, cumulative exposure was the product of the pro-
portion exposed, intensity level and years worked in 
each exposed time period, which was summed over all 
exposed jobs in a woman’s occupational history. The 
categorization of cumulative exposure was based on the 
percentiles among the controls (>0–25, >25–50, >50–75, 
>75). Trend tests were conducted to explore duration- 
and dose–response relationships by using ordinal scores.

Analyses exploring the impact of lag time (the years 
between initial exposure and the index date) on the main 
results (>1–9, 10–20 and >20 years) as well as timing 
of exposure among parous women (before versus after 
first live birth) were conducted as well. In addition, the 
same analyses were conducted with a further stratifica-
tion by ER status. We also conducted a stratified analysis 
exploring the effect of parous status on the risk of overall 
breast cancer in the two age groups. Lastly, as the popu-
lation of women in the study were ≤70 years of age, 
the lag time for women exposed late in their work life 
would have been too short for potential breast tumors 
to develop. Hence, we conducted a sensitivity analysis 
excluding women exposed after age 50.

All analyses were performed with Stata statistical 
software v 14.2 (StataCorp, College Station, TX, USA).

Results

A consequence of restricting the study population to 
women aged ≤70 years in 2016 was the relatively high 
proportion of breast cancer cases diagnosed before age 
50. The distribution of known major breast cancer risk 
factors in both age groups was consistent with current 
knowledge, ie, cases were generally more likely than 
controls to have a higher SES, lower parity, and higher 
age at first full-term birth, although a slightly higher 
proportion had never been employed in work with heavy 
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physical requirements (table 1). Regarding ER status, a 
relatively larger proportion of cases in both age groups 
were diagnosed with ER+ tumors and thus the distribu-
tion of hormonal cancer subtypes followed an expected 
pattern as well. Approximately 7% and 6% of the study 
population of women had been occupationally exposed 
to diesel exhaust and PAH, respectively, from working 
in industries entailing these exposures. Women exposed 
to diesel exhaust had most often been employed in con-
struction as well as different transportation industries 
entailing this exposure whereas women exposed to PAH 
most often had been employed in industries involving 
work with metal and machinery (see supplementary 
table 1 for a complete overview of the proportion of 
exposed women employed in industries with diesel 
exhaust and PAH, respectively).

Adjustment for the selected potential confounders 
did not affect our results, which showed no striking 
elevation in the risk of breast cancer before or after age 
50 years in women exposed to diesel exhaust and PAH 
(table 2). Cumulative exposure to diesel exhaust tended 
to increase the risk before age 50 in a dose–response-
like pattern. However, analyses by other dimensions 
of exposure as well as exposure time windows did not 
indicate any convincing positive associations for diesel 
exhaust and PAH in both age groups (table 3). Parous 
status was shown to affect the association between diesel 
exhaust and overall breast cancer after age 50 years as 
only exposed nulliparous women in this age group had 
an increased risk (OR 1.61, 95% CI 1.13–2.31) (table 4).

When conducting a further stratification by hormonal 
subtype of breast cancer, diesel exhaust was primarily 

Table 1. Characteristics of included cases and matched controls among the population of Danish women included in the study (N=230 250) by age 
at diagnosis. [SD=standard deviation.]

<50 years ≥50 years

Cases  
(N=17 332) %

Mean (SD) Controls  
(N= 86 660) %

Mean (SD) Cases  
(N=21 043) %

Mean (SD) Controls  
(N=105 215) %

Mean (SD)

Socioeconomic status
Academics 4.9 4.8 4.7 4.7
Middle education 9.7 8.9 11.7 10.1
Shorter education 15.5 14.7 19.2 18.9
Skilled 20.9 21.2 26.3 26.9
Unskilled 18.5 19.1 22.7 24.5
Unknown 30.5 31.3 15.4 14.9

Reproductive factors
Age (years) at first live birth a 26.1 (4.9) 25.8 (4.8) 24.7 (4.7) 24.5 (4.5)

<25 43.9 47.7 57.7 59.9
25-29 34.7 33.6 28.3 28.2
30-34 16.5 13.9 10.2 8.8
≥35 4.9 4.8 3.8 3.1

Parity 1.8 (1.2) 1.9 (1.0) 1.9 (1.1) 1.9 (1.3)
0 13.5 11.6 10.7 10.3
1-2 82.7 83.0 84.6 84.2
≥3 3.8 5.4 4.7 5.5

Work-related physical activity
Ever 48.6 47.9 52.5 51.9
Never 51.4 52.1 47.5 48.1

Breast cancer subtypes
Estrogen receptor negative 23.2 14.5
Estrogen receptor positive 60.6 74.1
Missing 16.2 11.4

a Among parous women.

Table 2. Observed number of cases, controls and odds ratios (OR) with 95% confidence intervals (CI) for breast cancer before and after age 50 among 
Danish women with diesel exhaust and polycyclic aromatic hydrocarbons (PAH) exposure.

Agent Total population of women Subgroup of women a

Cases Controls OR 95% CI OR b 95% CI Cases Controls OR 95% CI OR c 95% CI

<50 years
Diesel exhaust 999 4616 1.08 1.01–1.16 1.07 1.00–1.15 720 3176 1.15 1.06–1.26 1.14 1.05–1.25
PAH 912 4719 0.96 0.89–1.03 0.95 0.88–1.02 631 3208 0.95 0.87–1.05 0.94 0.85–1.03

≥50 years
Diesel exhaust 1294 6163 1.05 0.98–1.12 1.04 0.98–1.11 1105 5273 1.05 0.98–1.13 1.05 0.98–1.13
PAH 1304 6420 1.01 0.95–1.08 1.00 0.94–1.07 1104 5439 1.05 0.95–1.09 1.01 0.94–1.09

a Women with information on socioeconomic status (SES).
b Adjusted for parity, age at first live birth and work-related physical activity.
c Adjusted for SES.
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Table 3. Observed number of exposed cases (obs.) and odds ratios (OR) with 95% confidence intervals (CI) for breast cancer before and after age 50 
among Danish women with diesel exhaust and polycyclic aromatic hydrocarbons (PAH) exposure by various dimensions of exposure and latency.

<50 years ≥50 years

Diesel exhaust PAH Diesel exhaust PAH

Obs. OR a 95% CI P-value Obs. OR a 95% CI P-value Obs. OR a 95% CI P-value Obs. OR a 95% CI P-value

Exposure duration (years)
1–9 812 1.05 0.97–1.13 739 0.95 0.87–1.03 1045 1.10 1.03–1.18 972 1.02 0.95–1.09
10–20 146 1.27 1.06–1.52 130 0.97 0.80–1.17 153 0.80 0.67–0.95 199 1.01 0.87–1.18
>20 years 41 1.04 0.74–1.47 43 0.86 0.62–1.20 97 0.94 0.75–1.16 133 0.91 0.75–1.10

Trend test 0.00 0.30 0.12 0.98
Cumulative exposure (%) b

>0–25 212 0.98 0.84–1.13 150 0.88 0.74–1.05 322 1.13 1.00–1.28 239 0.94 0.82–1.08
>25–50 245 1.01 0.88–1.16 169 0.91 0.77–1.08 332 1.03 0.91–1.16 403 1.05 0.94–1.18
>50–75 254 1.11 0.96–1.27 345 1.03 0.91–1.16 328 1.02 0.90–1.15 346 1.05 0.93–1.18
>75 288 1.19 1.05–1.36 248 0.92 0.80–1.05 312 0.99 0.88–1.12 316 0.95 0.84–1.07

Trend test 0.00 0.48 0.35 0.68
Latency (years) c

1–9 209 1.07 0.92–1.24 205 1.01 0.87–1.18 128 1.00 0.83–1.22 98 0.90 0.76–1.19
10–20 355 1.02 0.91–1.15 333 0.97 0.86–1.09 200 1.01 0.87–1.18 209 1.13 0.94–1.29
>20 435 1.12 1.01–1.25 374 0.90 0.81–1.01 966 1.05 0.98–1.13 997 0.99 0.92–1.08

Timing of first exposure d
Prior to first live birth 509 1.06 0.95–1.17 441 0.93 0.83–1.03 471 1.06 0.95–1.17 492 0.96 0.87–1.06
After first live birth 349 1.07 0.95–1.21 368 1.03 0.92–1.16 639 0.97 0.88–1.06 689 1.06 0.97–1.15

a Adjusted for parity, age at first live birth and work-related physical activity.
b Probability×intensity×years summed over all exposed time periods in all exposed jobs and categorized according to the percentiles among the controls.
c Years between first exposure and diagnosis.
d Among parous women.

Table 4. Observed number of exposed cases (obs.) in Danish women 
and odds ratios (OR) with 95% confidence intervals (CI) by parous 
status and age at diagnosis.

Agent Parous Nulliparous
Obs. OR a 95% CI Obs. OR b 95% CI

Diesel exhaust
<50 years 858 1.06 0.98–1.15 141 1.08 0.77–1.52
≥50 years 1110 1.00 0.94–1.07 184 1.61 1.13–2.31

PAH
<50 years 809 0.97 0.90–1.05 103 0.57 0.38–0.86
≥50 years 1181 1.02 0.95–1.09 123 1.19 0.80–1.75

a Adjusted for parity, age at first live birth and work-related physical activity.
b Work-related physical activity.

associated with a modest increased risk of ER- tumors 
before age 50 (OR 1.26, 95% CI 1.09–1.46). Before age 
50, longer duration of exposure to diesel exhaust was 
also positively associated with the risk of ER- tumors and 
cumulative exposure was indicated to increase the risk of 
both ER- and ER+ breast cancers in a dose–response-like 
manner, but this observation was most pronounced for 
ER- tumors. In addition, women exposed >20 years prior 
to the index date had the highest risk of ER- tumors (OR 
1.49, 95% CI 1.19–1.88). Exposure to diesel exhaust after 
first live birth also increased the risk of ER- breast cancer 
before age 50 (OR 1.39, 95% CI 1.09–1.76). After age 50, 
no convincing associations between diesel exhaust and 
hormonal subtypes of breast cancer were observed (table 
5). Subsequent adjustment for PAH exposure did not 
alter these findings (data not shown). No substantial risk 
patterns were generally observed for PAH exposure and 
hormonal subtypes in both age groups (supplementary 
table S2), and adjustment for diesel exhaust did not affect 

these findings either (data not shown). Excluding women 
exposed after age 50 did not affect the risk estimates. 

Discussion

The present study showed no marked elevated risk of 
overall breast cancer diagnosed before or after age 50 
following occupational exposure to diesel exhaust and 
PAH, respectively. However, diesel exhaust modestly 
elevated the risk of early-onset (before age 50) ER- 
tumors, and duration– and dose–response relationships 
were also observed for this particular subtype in this 
age group as well as a positive association with longer 
latency. Diesel exhaust exposure after first live birth 
increased the risk of early-onset ER- tumors. After age 
50, diesel exhaust was associated with an increased risk 
of overall breast cancer among nulliparous women. No 
other notable positive risk patterns were observed for 
diesel exhaust exposure after age 50 as well as for PAH 
exposure in both age groups.

Previous similar studies exploring the association 
between diesel exposure and breast cancer incidence in 
women are somewhat inconsistent. A Swedish cohort 
study using a similar JEM for the exposure assess-
ment reported an increased risk of post-menopausal 
breast cancer with longer duration (HR 1.69, 95% CI 
1.01–2.82) and higher cumulative exposure (HR 1.61, 
95% CI 0.93–2.79) (17). Using the same cohort, a sub-
sequent study with improved exposure estimates also 
detected an increased risk of post-menopausal breast 
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cancer among women with diesel exhaust exposure (22). 
These findings do not resemble those observed in this 
present study, which only indicated an increased risk of 
early-onset ER- tumors. The Swedish study population 
was somewhat smaller compared to ours and a different 
categorization of employment was used, which may in 
part explain the inconsistency in results.

An Australian case–control study used occupational 
experts to assess exposure to diesel exhaust and reported 
a modest increased risk of pre-menopausal breast cancer 
(OR 1.29, 95% CI 0.77–2.18), but no risk elevations 
were observed for post-menopausal breast cancer (20). A 
Finish case-control study also using a JEM for the expo-
sure assessment similarly detected an increased risk of 
pre-menopausal breast cancer in women with medium/
high level of exposure to diesel exhaust (SIR 1.48, 
95% CI 0.48–4.61) (15) while no association between 
occupational exposure to diesel exhaust and overall 
breast cancer was detected in a Swedish cohort study 
(18). These last reports in part support our results as we 
did not detect an overall increased risk of breast cancer 
before or after age 50 and, moreover, only observed 
an indication of an increased risk of early-onset breast 
cancer with cumulative exposure. However, when strati-
fying by ER status, we observed a somewhat consistent 
pattern of an increased risk of ER- tumors before age 
50. As these previous studies did not stratify by ER 
status in women with pre-menopausal breast cancer, a 
potential increased risk of early-onset ER- tumors may 
have been overlooked.

Our somewhat consistent findings of an increased 
risk of ER- tumors before age 50 among women exposed 
to diesel exhaust may be biologically plausible; diesel 
exhaust is classified as carcinogenic to humans (8) and 
chemical components are lipophilic, have estrogenic 
properties, and are stored in mammary tissue where 
they may cause carcinogenesis (10). Further, it has 
been theorized that ER- tumors may be more sensitive 
to hormonal imbalance and that they are therefore more 
strongly affected by acknowledged risk factors (31). 
Hence, it is possible that diesel exhaust may affect the 
risk of this subtype more strongly as well. Moreover, 
young women exposed to diesel exhaust may have an 
increased breast cancer risk as they experience several 
time windows of heightened biological susceptibility 
to carcinogenic exposures, ie, the time prior to first 
full-term pregnancy, where breast cells are less differ-
entiated, and during pregnancy, where hormones and 
growth factors mediate maximal development of breast 
tissue (32). However, only exposure to diesel exhaust 
after first live birth was observed to increase the risk of 
early-onset ER- tumors in our study, which implies that 
the time after pregnancy may also constitute a window 
of susceptibility to carcinogenic exposures increasing 
the risk of this breast cancer subtype. However, this 
observation cannot be confirmed by previous studies as 
similar examinations have not been undertaken. Since 
the period following birth has not been highlighted as 
critical in a recent review on influences of environmental 
chemicals on breast cancer risk (11), our observation 

Table 5. Observed number of exposed cases (obs.) among Danish women (N=198 888) and odds ratios (OR) with 95% confidence intervals (CI) by 
age group and estrogen receptor (ER) status, and various dimensions and time windows of exposure relating to diesel exhaust.

<50 years ≥50 years

ER- ER+ ER- ER+

Obs. OR a 95% CI P-value Obs. OR a 95% CI P-value Obs. OR a 95% CI P-value Obs. OR a 95% CI P-value

Overall exposure 243 1.26 1.09–1.46 634 1.05 0.96–1.15 203 1.16 0.99–1.36 971 1.07 1.00–1.15
Exposure duration (years)

1–9 202 1.25 1.07–1.47 508 1.02 0.92–1.13 171 1.26 1.06–1.50 779 1.13 1.04–1.23
10–20 30 1.20 0.80–1.80 97 1.27 1.01–1.59 20 0.77 0.47–1.21 118 0.83 0.68–1.01
>20 11 1.60 0.81–3.15 29 1.00 0.67–1.50 12 0.89 0.48–1.65 74 0.97 0.75–1.25

Trend test <0.00 0.07 0.52 0.34
Cumulative exposure (%) b

>0–25 50 1.12 0.82–1.52 138 0.95 0.79–1.14 62 1.53 1.15–2.04 238 1.14 0.99–1.32
>25–50 60 1.21 0.90–1.61 141 1.00 0.83–1.20 48 1.07 0.78–1.46 251 1.08 0.94–1.24
>50–75 65 1.34 1.01–1.77 173 1.06 0.90–1.25 54 1.18 0.87–1.59 242 1.03 0.90–1.19
>75 68 1.36 1.04–1.79 182 1.18 1.00–1.39 39 0.88 0.62–1.24 240 1.04 0.90–1.20

Trend test (P–value) <0.00 0.02 0.58 0.09
Latency (years) c

<10 58 1.33 0.99–1.79 115 1.00 0.82–1.22 20 1.06 0.65–1.72 97 1.06 0.85–1.32
10–20 85 1.03 0.81–1.31 217 1.04 0.90–1.21 34 1.15 0.79–1.68 145 1.02 0.85–1.22
>20 100 1.49 1.19–1.88 302 1.08 0.95–1.22 149 1.17 0.97–1.41 729 1.09 1.00–1.18

Timing of exposure d
Before first live birth 110 1.11 0.89–1.37 341 1.07 0.95–1.22 63 1.01 0.76–1.34 364 1.12 1.00–1.26
After first live birth 94 1.39 1.09–1.76 210 1.00 0.86–1.16 110 1.10 0.89–1.36 472 0.98 0.89–1.09

a Adjusted for parity, age at first live birth and work-related physical activity.
b Probability*intensity*years summed over all exposed time periods in all exposed jobs and categorized according to the percentiles among the controls.
c Years between first exposure and diagnosis.
d Among parous women.



160	 Scand J Work Environ Health 2021, vol 47, no 2

Occupational risk factors for breast cancer in Danish women

may as well be due to chance or uncontrolled confound-
ing and therefore needs to be studied further.

In this present study, nulliparous women exposed to 
diesel exhaust were observed to have an increased risk 
after age 50, which supports the hypotheses that undif-
ferentiated breast cell structures in these women are 
more susceptible to carcinogenic exposures (12–14). To 
the authors’ knowledge, no prior incidence studies have 
addressed the risk of breast cancer among nulliparous 
women with occupational diesel exhaust exposure as 
well. However, a previous study on breast cancer risk 
with occupational exposure to benzene, which is one of 
the chemical components in diesel exhaust, reported an 
elevated risk among nulliparous women (OR 1.94, 95% 
CI 0.9–4.1) (33) and thus partly supports our finding. 
However, this result needs to be confirmed in future 
studies.

Our explorations of a potential effect of PAH expo-
sure on breast cancer risk did not yield any convinc-
ing positive findings. This is generally not supported 
by previous incidence studies indicating an increased 
breast cancer risk among women with occupational PAH 
exposure (16, 17, 19, 21). When using a JEM for the 
exposure assessment, all workers employed within the 
same industry are assigned the same exposure, despite 
the fact that there may well be exposure variance due to 
factors such as job, job tasks and protective equipment. 
In addition, we used a JEM that was not gender-specific, 
which may also be considered a limitation as women 
and men in the same industry may be exposed differ-
ently due to different jobs and job tasks. Consequently, 
non-differential exposure misclassification may have 
been an issue and led to an attenuation of risk estimates. 
However, as we considered women in exposed jobs with 
a probability of <20% to be unexposed, exposure mis-
classification may have been reduced. In addition, the 
JEM entailed specific dimensions such as specific time 
periods, probability and intensity, which are features 
that have been shown to increase validity and reduce 
the attenuation of risk estimates (34). As several prior 
studies detecting an increased breast cancer risk with 
PAH exposure also used a JEM with no gender-specific 
dimensions to assess exposure to PAH (17, 19, 21), 
additional methodological issues may as well have con-
tributed to the discrepancy in results. Other limitations 
in our study involve that the oldest generation of women 
included in the study that held jobs in a very young age, 
ie, <18 years, might have been misclassified with respect 
to exposure as these jobs would not have been registered 
in the ATP register. Further, the classification of employ-
ment in the various versions of the NOCCA-JEM was 
based on different classifications of employment. Hence, 
the crosswalk between the original NOCCA-JEM and 
the Danish version was somewhat imperfect and may 
have increased the exposure misclassification slightly. 

Moreover, we did not have information on exposure 
after 1995 and, therefore, metrics of probability and 
level of exposure in this period may have been slightly 
imprecise as they were based on metrics in the most 
recent era in the JEM (1985–1995). As the ATP register 
has high validity (26), other misclassification errors 
regarding industrial classification were not considered to 
have weakened our results. The Danish Cancer Registry 
and DBCG also have high validity and almost complete 
coverage in the study period (23) (24), and therefore we 
do not consider misclassification of breast cancer status 
to be an issue either.

More importantly, it was not possible to account for 
potential confounding due to certain lifestyle factors 
such as obesity, alcohol consumption, physical inactiv-
ity, use of oral contraceptives and hormone replacement 
therapy (4). As several of these factors are associated 
with socioeconomic group, we may have indirectly 
accounted for these potential effects by controlling for 
the variable SES in our full case analyses, which did 
not change our risk estimates. These analyses may still 
be considered somewhat limited since our SES variable 
was based on self-reported job title and a relatively 
high percentage of the women in our study had missing 
information on this variable. However, as most of these 
lifestyle factors present a modest risk of breast cancer 
(35) and adjustment for these variables in most previous 
studies in this research area had marginal or no effect on 
the diesel exhaust and PAH exposure risk estimates (16, 
17, 20, 21), lack of this information in our study are not 
presumed to be a critical limitation. Nonetheless, as our 
overall risk estimates are considered somewhat modest, 
they may still be explained by unknown confounding or 
chance. We choose not to make adjustment for multiple 
comparisons, as it has been argued that this strategy will 
lead to fewer errors of interpretation (36). Instead, posi-
tive associations were discussed according to biological 
plausibility and compared with the existing literature.

The exposures under study are also found in the 
general environment, however, normally to a lower 
extent than in some sectors of the working environment. 
Not being able to account for individual level exposure 
outside work is generally considered to be a limitation 
in occupational studies, including this one.

The strengths of this study include the large nation-
wide population-based case–control design, which 
allowed us to evaluate the risk of a high number of 
incident breast cancer cases, including specific subtypes, 
with life-time occupational exposures. Moreover, a 
uniqueness of the study was its unusual high number of 
breast cancer cases in relatively young women allow-
ing us to explore rare subtypes by different age groups. 
Using reliable registry data on occupational history and 
a validated JEM with objective workplace exposure 
measurements and features such as probability and 
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intensity scores in different time periods, which refined 
the exposure assessment, were also considered major 
strengths. Especially information on lifetime occupa-
tional history on Danish women with historical high 
workforce participation rates (37) allowed us not only 
to examine breast cancer, by ever having worked in an 
exposed job, but also by various exposure measures.

Concluding remarks

This study shows no notable association between occu-
pational diesel exhaust and overall breast cancer risk, 
and the same applies to PAH exposure. However, our 
results show a pattern indicating that diesel exhaust 
may increase the risk of ER- tumors in women before 
50 years. Future studies on this issue that differenti-
ate between subtypes of breast cancer in different age 
groups and explore the effect of reproductive status and 
exposure time windows are needed.

Acknowledgements

We thank DBCG for providing clinical data on breast 
cancer for the study.

Conflicts of interest

The authors declare no conflicts of interest.

References

1.	 Ferlay J, Soerjomataram I, Dikshit R, Eser S, Mathers C, 
Rebelo M et al. Cancer incidence and mortality worldwide: 
sources, methods and major patterns in GLOBOCAN 
2012. Int J Cancer 2015 Mar;136(5):E359–86. https://doi.
org/10.1002/ijc.29210.

2.	 Anderson KN, Schwab RB, Martinez ME. Reproductive risk 
factors and breast cancer subtypes: a review of the literature. 
Breast Cancer Res Treat 2014 Feb;144(1):1–10. https://doi.
org/10.1007/s10549-014-2852-7.

3.	 Barnard ME, Boeke CE, Tamimi RM. Established breast 
cancer risk factors and risk of intrinsic tumor subtypes. 
Biochim Biophys Acta 2015 Aug;1856(1):73–85. 

4.	 Labrèche F, Goldberg MS, Weiderpass E. Breast Cancer. In: 
Anttila S, Boffetta P, editors. Occupational Cancers. London: 
Springer London; 2014. p. 391–408.

5.	 Engel CL, Sharima Rasanayagam M, Gray JM, Rizzo J. 
Work and Female Breast Cancer: The State of the Evidence, 
2002-2017. NEW SOLUTIONS: A Journal of Environmental 
and Occupational Health Policy 2018;28:55–78. https://doi.
org/10.1177/1048291118758460

6.	 Nazari SS, Mukherjee P. An overview of mammographic 
density and its association with breast cancer. Breast Cancer 
2018 May;25(3):259–67. https://doi.org/10.1007/s12282-
018-0857-5.

7.	 Harris JR, Lippman ME, Veronesi U, Willett W. Breast 
cancer (1). N Engl J Med 1992 Jul;327(5):319–28. https://
doi.org/10.1056/NEJM199207303270505.

8.	 IARC Working Group on the Evaluation of Carcinogenic 
Risks to Humans. Diesel and gasoline engine exhausts and 
some nitroarenes. Iarc monographs on the evaluation of 
carcinogenic risks to humans. IARC Monogr Eval Carcinog 
Risks Hum 2014;105:9–699. 

9.	 IARC Working Group on the Evaluation of Carcinogenic 
Risks to Humans. Some non-heterocyclic polycyclic 
aromatic hydrocarbons and some related exposures. IARC 
Monogr Eval Carcinog Risks Hum 2010;92:1–853. 

10.	 Santodonato J. Review of the estrogenic and antiestrogenic 
activity of polycyclic aromatic hydrocarbons: relationship 
to carcinogenicity. Chemosphere 1997 Feb;34(4):835–48.  
https://doi.org/10.1016/S0045-6535(97)00012-X.

11.	 Terry MB, Michels KB, Brody JG, Byrne C, Chen S, Jerry 
DJ et al.; Breast Cancer and the Environment Research 
Program (BCERP). Environmental exposures during 
windows of susceptibility for breast cancer: a framework for 
prevention research. Breast Cancer Res 2019 Aug;21(1):96.  
https://doi.org/10.1186/s13058-019-1168-2.

12.	 Britt K, Ashworth A, Smalley M. Pregnancy and the risk of 
breast cancer. Endocr Relat Cancer 2007 Dec;14(4):907–33.  
https://doi.org/10.1677/ERC-07-0137.

13.	 Tiede B, Kang Y. From milk to malignancy: the role of 
mammary stem cells in development, pregnancy and 
breast cancer. Cell Res 2011 Feb;21(2):245–57. https://doi.
org/10.1038/cr.2011.11.

14.	 Paulus JK, Christiani DC. Women and health. 2nd ed. 
London: Academic Press; 2013.

15.	 Weiderpass E, Pukkala E, Kauppinen T, Mutanen P, 
Paakkulainen H, Vasama-Neuvonen K et al. Breast cancer and 
occupational exposures in women in Finland. Am J Ind Med 
1999 Jul;36(1):48–53. https://doi.org/10.1002/(SICI)1097-
0274(199907)36:1<48::AID-AJIM7>3.0.CO;2-2.

16.	 Labrèche F, Goldberg MS, Valois MF, Nadon L. 
Postmenopausal breast cancer and occupational exposures. 
Occup Environ Med 2010 Apr;67(4):263–9. https://doi.
org/10.1136/oem.2009.049817.

17.	 Videnros C, Selander J, Wiebert P, Albin M, Plato N, 
Borgquist S et al. Postmenopausal breast cancer and 
occupational exposure to chemicals. Scand J Work Environ 
Health 2019 Nov;45(6):642–50. https://doi.org/10.5271/
sjweh.3822.

18.	 Boffetta P, Dosemeci M, Gridley G, Bath H, Moradi T, 
Silverman D. Occupational exposure to diesel engine 
emissions and risk of cancer in Swedish men and women. 
Cancer Causes Control 2001 May;12(4):365–74. https://doi.
org/10.1023/A:1011262105972.

19.	 Petralia SA, Vena JE, Freudenheim JL, Dosemeci M, 



162	 Scand J Work Environ Health 2021, vol 47, no 2

Occupational risk factors for breast cancer in Danish women

Michalek A, Goldberg MS et al. Risk of premenopausal 
breast cancer in association with occupational exposure to 
polycyclic aromatic hydrocarbons and benzene. Scand J 
Work Environ Health 1999 Jun;25(3):215–21. https://doi.
org/10.5271/sjweh.426.

20.	 Rai R, Glass DC, Heyworth JS, Saunders C, Fritschi L. 
Occupational exposures to engine exhausts and other PAH 
and breast cancer risk: A population-based case-control 
study. Am J Ind Med 2016 Jun;59(6):437–44. https://doi.
org/10.1002/ajim.22592.

21.	 Lee DG, Burstyn I, Lai AS, Grundy A, Friesen MC, Aronson 
KJ et al. Women’s occupational exposure to polycyclic 
aromatic hydrocarbons and risk of breast cancer. Occup 
Environ Med 2019 Jan;76(1):22–9. https://doi.org/10.1136/
oemed-2018-105261.

22.	 Videnros C, Selander J, Wiebert P, Albin M, Plato N, 
Borgquist S et al. Investigating the risk of breast cancer 
among women exposed to chemicals: a nested case-control 
study using improved exposure estimates. Int Arch Occup 
Environ Health 2020 Feb;93(2):261–9. 

23.	 Gjerstorff ML. The Danish Cancer Registry. Scand J 
Public Health 2011 Jul;39(7 Suppl):42–5. https://doi.
org/10.1177/1403494810393562.

24.	 Blichert-Toft M, Christiansen P, Mouridsen HT. Danish 
Breast Cancer Cooperative Group--DBCG: History, 
organization, and status of scientific achievements at 30-
year anniversary. Acta Oncol 2008;47(4):497–505. https://
doi.org/10.1080/02841860802068615.

25.	 Pedersen CB. The Danish Civil Registration System. Scand 
J Public Health 2011 Jul;39(7 Suppl):22–5. https://doi.
org/10.1177/1403494810387965.

26.	 Hansen J, Lassen CF. The Supplementary Pension 
Fund Register. Scand J Public Health 2011 Jul;39(7 
Suppl):99–102. https://doi.org/10.1177/1403494810394716.

27.	 Statistik D. Danmarks Statistik Erhvervsgrupperingskode, 
DSE 77. København: Danmarks Statistik; 1989.

28.	 Nations U. International Standard Industrial Classification of 
All Economic Activities. New York: United Nations; 1968.

29.	 Kauppinen T, Heikkilä P, Plato N, Woldbaek T, 
Lenvik K, Hansen J et al. Construction of job-exposure 
matrices for the Nordic Occupational Cancer Study 
(NOCCA). Acta Oncol 2009;48(5):791–800. https://doi.
org/10.1080/02841860902718747.

30.	 Hansen EJ. Socialgrupper i Danmark. Copenhagen: Institute 
of Danish Social Science; 1984.

31.	 Suba Z. Triple-negative breast cancer risk in women is 
defined by the defect of estrogen signaling: preventive and 
therapeutic implications. OncoTargets Ther 2014 Jan;7:147–
64. https://doi.org/10.2147/OTT.S52600.

32.	 Lyons TR, Schedin PJ, Borges VF. Pregnancy and breast 
cancer: when they collide. J Mammary Gland Biol 
Neoplasia 2009 Jun;14(2):87–98. https://doi.org/10.1007/
s10911-009-9119-7.

33.	 Peplonska B, Stewart P, Szeszenia-Dabrowska N, 
Lissowska J, Brinton LA, Gromiec JP et al. Occupational 
exposure to organic solvents and breast cancer in women. 
Occup Environ Med 2010 Nov;67(11):722–9. https://doi.
org/10.1136/oem.2009.046557.

34.	 Dosemeci M, Cocco P, Gómez M, Stewart PA, Heineman 
EF. Effects of three features of a job-exposure matrix on 
risk estimates. Epidemiology 1994 Jan;5(1):124–7. https://
doi.org/10.1097/00001648-199401000-00019.

35.	 Singletary SE. Rating the risk factors for breast cancer. Ann 
Surg 2003 Apr;237(4):474–82. https://doi.org/10.1097/01.
SLA.0000059969.64262.87.

36.	 Rothman KJ. No adjustments are needed for multiple 
comparisons. Epidemiology 1990 Jan;1(1):43–6. https://doi.
org/10.1097/00001648-199001000-00010.

37.	 Davidson MJ. Working women in the European community 
- the future prospect. Long Range Plann 1983;16(4):49–54. 
https://doi.org/10.1016/0024-6301(83)90158-9.

Received for publication: 55 May 2020


