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OBJecTIVES — The goal of this study was to determine the risk of lymphohematopoietic malignan-
cies for workers exposed to styrene.

MEeTHODS — This was a historical cohort study. The observed numbers of newly diagnosed cases of
lymphohematopoietic malignancies in the study population were compared with expected numbers
based on the national rates. The study took place in the Danish reinforced plastics industry, in which
high exposure levels of styrene occur frequently in an environment free of most other suspected car-
cinogens. Altogether 36 525 male employees of 386 companies producing reinforced plastics and 14 254
nonstyrene exposed employees of similar industries were studied.

REsuLTS — An insignificantly increased standardized incidence ratio (SIR) of 1.22 [95% confidence
interval (95% CI) 0.88—1.65] was found for leukemia among all employees of the reinforced plas-
tics industry. Workers employed in the 1960s (the period with the highest recorded styrene levels) or
in companies with the highest exposure probability showed increased SIR values of 1.54 (95% CI
1.04—2.19) and 1.38 (95% CI 0.75—2.32), respectively. Both estimates increased when a 10-year
latency period was considered.

ConcLusions — An increased risk of leukemia was shown for workers in the early phase of the rein-
forced plastics industry in Denmark. If this association is not due to chance or confounding, the most
likely cause is styrene exposure.

KEY TERMS — cohort study, Hodgkin’s disease, leukemia, lymphoma, neoplasms, occupational expo-

sure.

Styrene is a major component of plastics and syn-
thetic rubbers. Small amounts of styrene are found
in foods kept in plastic containers and also in the ur-
ban atmosphere (1), while high exposure levels oc-
cur in the plastics industry (2). Increased mortality
from non-Hodgkin’s lymphoma, Hodgkin’s disease,
and leukemia has been indicated in some studies (3—
7) but has not been found in all (8—12). The objec-
tive of this study was to evaluate the incidence of
lymphohematopoietic malignancies among employ-
ees exposed to styrene in the reinforced plastics in-
dustry, in which particularly high styrene levels are
recorded in an environment free of most other sus-
pected carcinogens.
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Subjects and methods

Companies

All companies producing reinforced plastics in Den-
mark at any point between the early 1960s and 1988
were traced with assistance from the Work Inspec-
tion Service, the National Institute of Occupational
Health, the Danish Plastic Federation, the Unskilled
and Semiskilled Worker’s Union, local authorities for
protection of the external environment, and the Cen-
tral Bureau of Statistics and from an examination of
telephone books (13). Altogether 552 companies
were identified.

On the basis of independent reviews of the pro-
duction by two dealers of plastic raw materials, the
companies were classified as ever or never produc-
ing reinforced plastics. The companies unknown to
the dealers were classified as having unknown pro-
duction. The two dealers agreed independently on the
production in all but 4 of 328 companies known by
both of them (kappa 0.94).

The companies were classified in a similar man-
ner according to information on production given by
368 employers responding to a postal questionnaire,
to which 184 employers did not reply. The employ-
ers and dealers agreed on the production for 281 out



of the 309 companies known by the dealers and men-
tioned in the questionnaires (kappa 0.72) (table 1).

Most of the companies producing reinforced plas-
tics were boat yards or manufacturers of containers
produced by hand lamination. According to the deal-
ers the companies not involved in the production of
reinforced plastics were producing wooden boats
(N = 17) or thermoplastics (N = 19) or were within
the metal industry (N = 17) or were dealers of rein-
forced plastics goods (N = 31).

The companies were all rather small. Fifty percent
had an average work force of fewer than five em-
ployees. Fifty percent of the companies were closed
by the end of the study (1989).

Subjects

All employees of the 552 companies were identified
by means of unique personal identification numbers
in the Supplementary Pension Fund, which has ad-
ministered a pension system for all Danish wage
earners since 1964. A total of 53 720 male workers
employed at any point between 1964 and 1988 and
resident in Denmark after 1 January 1970 was in-
cluded in the study. (Six employees with invalid per-
sonal identification numbers were not included.) Ac-
cording to the dealers this figure represented over
90% of all reinforced plastics workers in Denmark
between 1964 and 1988. Female workers (N =
10 799) were excluded from the study since the ma-
jority were not involved in the production of rein-
forced plastics.

According to the dealers’ classification of the com-
panies each worker was categorized into one of the
following exposure categories (in order of priority):
(1) exposed: ever employed in a company producing
reinforced plastics during a period of production, (ii)
unexposed: employed in a company never produc-
ing reinforced plastics or in a company producing
reinforced plastics but only outside years of produc-
tion, (iii) exposure unknown: employed in a company
with unknown production only. According to this
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classification 36 525 male workers were classified as
exposed (table 1). Similar categories were constructed
from the employers’ classifications.

For the exposed employees the first and last year
of exposed employment was recorded, and for all the
other workers the first and last year of any employ-
ment was recorded. Duration of employment was
calculated from the amount paid each year by the
employers to each employee’s account in the Sup-
plementary Pension Fund. For the exposed workers
only payments recorded during exposed employment
were included. For 60% of the workers the payments
corresponded to less than 12 months of employment.

For each company the dealers estimated the pro-
portion of all employees working in the production
of reinforced plastics. For 99 companies the estimate
was between 1 and 49% of a work force of 23 688
employees, and for 287 companies it was between
50 and 100% of a work force of 12 837 employees.
If a mean proportion of 25% is applied for the com-
panies employing less than 50% reinforced plastics
workers and a mean proportion of 75% is applied for
the companies employing 50% or more, then an es-
timated total of 15 550 [(0.25 - 23 688) + (0.75 -
12 837)] reinforced plastics workers is obtained, cor-
responding to 43% of all employees of companies
producing reinforced plastics.

A total of 292 employers reported the proportion
of all workhours spent producing reinforced plastics
in their company. This measure was assumed also
to indicate the employees’ probability of working
with reinforced plastics. The dealers’ estimates cor-
related well with the employers’ reports (figure 1).

The 12 837 male workers of companies with an
estimated proportion of reinforced plastics workers
above 50% were included in an international cohort
study of cancer mortality among workers of the re-
inforced plastics industry (14).

In the Central Population Register, vital status for
all workers was reported by 31 December 1989 (ta-
ble 2). In the Danish Cancer Register 1915 newly
diagnosed cancer cases, including 161 cases of lym-

Table 1. Exposure classification of 53 720 male employees in the Danish reinforced plastics industry and similar industries
according to reports from employers and dealers on the production of 552 employing companies.

Production according to employers?

Reinforced No reinforced

Production according plastics plastics No reports Total
to dealers

Com- Em- Com- Em- Com- Em- Com- Em-

panies ployees panies ployees panies ployees panies ployees

(N) (N) (N) (N) (N) (N) (N) (N)

Reinforced plastics 233 26 784 14 1774 139 7 967 386 36 525
No reinforced plastics 14 1013 48 12 357 22 884 84 14 254
Company unknown 30 721 29 1716 23 504 82 2941
Total 277 28 518 e 15 847 184 9355 522 53720

a2 Companies were classified according to ever or never producing reinforced plastics; employees were classified according
to ever or never employment during the period of production of reinforced plastics.
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Figure 1. Proportion of reinforced plastics workers, as esti-
mated by two dealers of plastic raw materials, and the pro-
portion of all workhours spent on production of reinforced
plastics, as reported by the employers of 292 companies.

Table 2. Vital status of 53 720 male employees in the Danish
reinforced plastics industry and similar industries in 1970—
1989, as of 31 December 1989.

Male
Vital status employees
(N)
Alive 48 454
Deceased 4281
Emigrated 937
Disappeared 48
All included in follow-up 53720
Employees with a lymphohematopoietic
diagnosis
Non-Hodgkin's lymphoma 61
Hodgkin’s disease 24
Leukemia 61
Multiple myeloma 15

phohematopoietic malignancies, classified according
to the seventh revision of the International Classifi-
cation of Diseases (ICD—7) by the codes 200—203,
were identified between 1 January 1970 and 31 De-
cember 1989.

Years at observation were counted from 1 Janu-
ary 1970 or 1 January the year following the first
year of employment if 1970 or later to ensure that
only cancer cases occurring after the start of expo-
sure were included, as no information on day or
month of employment was available. Follow-up con-
tinued until the date of death, emigration, disappear-
ance, or the end of the study on 31 December 1989,
whichever came first. A mean follow-up of 10.9
years with a range of 0 to 20 years and a total of
584 556 person-years were observed.

Measurements of styrene exposure

The Work Inspection Service collected 2473 personal
air samples containing styrene from work sites in
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Denmark between 1964 and 1988 as part of their sur-
veillance routines (2). During 1964—1970, 1971—
1975, and 1976—1988 the mean styrene levels were
180, 88, and 43 ppm, respectively. The level thus
decreased significantly over time. Of the measure-
ments, 1814 were sampled from 128 companies in-
cluded in the study, but the identity of the sampled
workers was not available. The mean annual level
of styrene was therefore calculated for each of the
128 companies.

Altogether 9335 workers were employed in these
companies during the year of measurement. These
workers were selected for a separate analysis.

Statistics

Standardized incidence ratios (SIR) were calculated
from a comparison of the number of malignancies
observed in the study population with the number of
expected cases according to the national incidence
rates, standardized for gender, age, and year of di-
agnosis. Ninety-five percent confidence intervals
(95% CI) were calculated according to the Poisson
distribution (15). Internal comparisons were made for
the incidence rates with Poisson regression models
(16). In tests for linear trend, the exposure variables
were treated as continuous variables.

Results

The overall cancer incidence for the 53 720 male
employees equaled the expected number based on
national incidence rates (observed 1915, SIR 1.02,
95% CI 0.97—1.07). The SIR values for Hodgkin’s
disease (observed 24, SIR 1.09, 95% CI 0.70—1.63)
and multiple myeloma (observed 15, SIR 0.81, 95%
CI 0.46—1.34) were close to 1. Non-Hodgkin’s lym-
phoma and leukemia showed slightly nonsignificant-
ly increased SIR values (observed 61, SIR 1.29, 95%
CI 0.99—1.66 and observed 61, SIR 1.17, 95% CI
0.90—1.51, respectively).

In table 3, the SIR values are presented for lym-
phohematopoietic malignancies by the production
and proportion of reinforced plastics workers of each
company according to the dealers’ reports. Among
the exposed workers of companies producing rein-
forced plastics the SIR values for non-Hodgkin’s
lymphoma and leukemia were slightly higher than
those obtained for the total study population (ob-
served 42, SIR 1.33, 95% CI 0.96—1.80 and ob-
served 42, SIR 1.22, 95% CI 0.88—1.65, respective-
ly). Non-Hodgkin’s lymphoma showed a significant-
ly increased risk among employees of companies
with 1—49% reinforced plastics workers. The in-
crease was seen in particular during the first 10 years
after the start of employment. For both Hodgkin’s
disease and leukemia the SIR values were higher for
employees of companies with 50—100% reinforced
plastics workers, but none of these risk estimates sig-
nificantly exceeded 1. For Hodgkin’s disease the in-



crease was confined to the first 10 years after start
of employment, while for leukemia the increase was
confined to the period of 10 years or more after the
start of employment (observed 10, SIR 1.92, 95% CI
0.92—3.52). All lymphohematopoietic malignancies,
except multiple myeloma, showed increased risks for
workers of companies assumed to produce reinforced
plastics but the production was unknown to the deal-
ers. The estimates were based on small numbers and
only non-Hodgkin’s lymphoma showed a significant-
ly increased SIR value, however, during the first 10
years of follow-up.

The risk of leukemia was significantly increased
among the exposed workers starting employment in
companies producing reinforced plastics during the
1960s. This was in particular the case among em-
ployees followed 10 years or more after the start of
employment (observed 25, SIR 1.69, 95% CI 1.09—
2.49) (table 4). Among the workers starting employ-
ment in the 1960s in a company with 50% or more
reinforced plastics workers, an SIR of 2.02 (observed
6, 95% CI 0.74—4.40) was found (data not present-
ed). The risk pattern for Hodgkin’s disease by year
of first employment was similar to that of leukemia,
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but not significant. The occurrence of non-Hodgkin’s
lymphoma showed little difference across the three
time periods. In the Poisson model the incidence ratio
for leukemia showed a significantly declining trend
during subsequent periods 1964—1970, 1971—1975,
and 1976—1988 (P = 0.02). When time since first
employment was included in the model, the slope
was reduced to an insignificant value.

In table 5 the SIR values for lymphohematopoi-
etic malignancies in exposed workers is presented
according to the time since first employment and the
duration of employment, as calculated from the con-
tributions to the Supplementary Pension Fund. Non-
Hodgkin’s lymphoma showed increased SIR values
within the first 10 years after the start of employ-
ment, while no increase in risk was seen when 10
years of latency was taken into account. A statisti-
cally significant increased risk of leukemia was
found after 10 years of latency (observed 32, SIR
1.57, 95% CI 1.07—2.22). The increase was confined
to workers employed for less than one year.

Direct comparisons with the unexposed population
by Poisson regression modeling showed rate ratios
close to the results presented.

Table 3. Standardized incidence ratios (SIR) of lymphohematopoietic malignancies in 1970—1989 for 53 720 male employees,
by production of employing companies and the proportion of reinforced plastics workers within each company and time since
first employment. (O =observed number of cases, E =expected number of cases, 95% Cl=95% confidence interval)

Non-Hodgkin's lymphoma Hodgkin's disease

Production

All lymphohematopoietic

Leukemia malignancies

Multiple myeloma

O E SR 9%%Cl O E SR 9%Cl

O E SR 9%CIl O E SR 9%C O E SR 9%Cl

Companies not
producing reinforced
plastics

<10 years since
first employment
>10 years since
first employment

Total

Companies producing
reinforced plastics

1—49% of employees
in reinforced
plastics production

<10 years since
first employment
=10 years since
first employment
Total
50—100% of employees
in reinforced plastics
production
<10 years since
first employment
210 years since
first employment

Total

All companies
producing reinforced
plastics

Total
Production of company
unclassified

<10 years since
first employment 4
=10 years since
first employment - 134

Total 4 238

5 527 095 031—221 4 37 0.29-2.76

10 804
15 13.30

1.24
1.13

060—229 2
063—186 6

232
6.03

0.86
1.00

0.10-3.11
0.37—2.17

19 808 235 1.42—367 5 571 0.88 0.28—2.04

17 13.77
36 21.88

1.23
1.65

0.71—198 4
1.15—-228 9

410
9.80

0.98
0.92

0.27—2.50
0.42—1.74

2 460 043 005—157 6 3.34 1.80 0.66—3.91

4 506 079
6 966 062

022—202 1
023—135 7

1.62
4.96

0.62
1.41

0.02—3.44
0.57—2.91

42 3152 0.96—1.80 16 14.76

08 0.62—1.76

1.04 386 1.05—-985 1 076 0.03—7.33

0.00
1.68

0.00—275 1
046—430 2

0.40
1.17

250
1.71

0.06—13.92
021-6.17

056 001—313 5§ 581 0.8 0.28—2.01 16.73 0.90

23.55 0.93
40.28 0.92

0.50—1.48

22
37

0.59—1.41
0.65—1.27

2 368
3 546

0.54
0.55

00719 8
011—161 13

9.30
15.11

0.86
0.86

0.37—1.70
0.46—1.47

&

0.24—1.44 3

b~

0.39—362 6 9.09 06 25.96 1.31 0.91—1.83

&>

4 588
8 872

0.68
0.92

39.3 1.20
65.26 1.24

0.88—1.59
0.99—1.54

0.19—-1.74
0.40—1.81

22 15.16
28 24.25

1.45
1.15

091—-220 47
0.77—1867 8

140 0.17—-505 4 492 0.81 0.22—2.08 14.41 0.97 0.53—163

2 197
4 339

1.02
1.18

0.12—-3.67
0.32—3.02

10 522

10.14

1.92
1.38

0.92—3.52
075—232 31

14.00 1.21
28.41 1.09

0.71—1.94
0.74—1.55

12 1211 051—173 42 34.39 0.88—165 9367 1.20 0.98—1.44

— 031 000 000—11.90 2 1.10 182 0.22—657 7 3.232.16 0.87—4.47

0.43—3.10
0.89—2.99

— 054
0.86

0.00
0.00

000—6.83 4 143
000—429 6 253

0.76—7.16 5
087516 12

3.76 1.33
7.00 1.71

278
237
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Table 4. Standardized incidence ratios (SIR) of lymphohematopoietic malignancies in 1970—1989 for 36 525 male employees
of companies producing reinforced plastics, by year of first employment. (O = observed number of cases, E = expected number

of cases, 95% Cl=95% confidence interval)

. Non-Hodgkin's lymphoma Hodgkin's disease Multiple myeloma Leukemia All lymphohematopoietic
First year malignancies
of employment

O E SIR 95%Cl O E SIR 95%Cl O E SIR 95%Cl O E SR 9%Cl O E SIR 95%Cl

1964—1970

<10 years since

first employment 7 348 2.01 0.81—4.14 4 256 1.56 0.42—4.00 3 1.62 1.85 0.38—5.41 5 470 1.06 0.35—248 19 1251152 0.91—2.37

=10 years since

first employment 14 12.93 1.08 0.59—1.82 5 3.64 1.37 0.45—3.21 3 5.89 0.51 0.11—1.49 25 14.83 1.69 1.089—249 47 37.651.25 0.92—1.66

Total 21 16.40 1.28 0.79—196 9 6.20 1.45 0.66—2.76 6 7.51 0.80 0.29—1.74 30 19.53 1.54 1.04—2.19 6 50.161.32 1.02—1.67
1971—1975

<10 years since

first employment 5 351 142 046—3.32 3 261 1.15 0.24—3.36 3 1.31 2.29 0.47—6.69 2 422 047 0.06—1.71 13 11.76 1.11 0.59—1.88

=10 years since

first employment 5 493 101 0.33—2.37 —1.63 0.00 0.00—2.26 3 1.70 1.76 0.36—5.16 7 4.79 1.46 0.59—3.01 15 13.161.14 0.64—1.88

Total 10 8.44 1.19 0.57—2.18 3 4.24 0.71 0.15—2.07 6 3.01 1.99 0.73—4.34 9 9.01 1.00 0.46—1.90 28 24.921.12 0.75—1.62
1976—1988

<10 years since

first employment 9 571 1.58 0.72—2.99 4 3.88 1.03 0.28—2.64 — 132 0.00 0.00—2.79 3 510 0.59 0,12—1.72 16 16.100.99 0.57—1.61

=10 years since

first employment 2 098 2.04 025—7.37 —0.78 0.00 0.00—4.73 —0.26 0.00 0.00—14.19 — 0.76 0.00 0.00—4.85 2 2.490.80 0.10—2.90
Total 11 6.69 1.64 0.82—2.94 4 433 0.92 0.25—237 —1.59 0.00 0.02—-350 3 585 0.51 0.11—1.50 18 18.590.97 0.57—1.53

Table 5. Standardized incidence ratios (SIR) of lymphohematopoietic malignancies in 1970— 1989 for 36 525 male employees
of companies producing reinforced plastics, by duration of employment? and time since first employment. (O = observed number
of cases, E=expected number of cases, 95% Cl=95% confidence interval)

Time since first employment

Malignancy <10 years =10 years
(o} E SIR 95% ClI o E SIR 95% Cl

Non-Hodgkin’s lymphoma

<1 year of employment 12 738 162 0.84—2.384 11 865 1.27 063—2.28

>1 year of employment 9 530 170 0.78—3.22 i0 10.18 098 0.47—1.81

Total 21 1268 168 1.03—2.53 21 1883 1.12 0.69—1.70
Hodgkin’s disease

<1 year of employment 7 586 1.19 0.48—2.46 3 3.08 0.97 0.20—2.85

=1 year of employment 4 320 1.25 0.34—3.20 2 264 076 0.09—2.74

Total 1" 9.06 121 061-—217 5 572 0.87 0.28—2.04
Multiple myeloma

<1 year of employment 2 218 092 0.11-38.17 5 3.09 162 0.53—3.78

>1 year of employment 4 208 192 052—4.92 1 476 021 0.01—1.17

Total 6 426 141 052-3.07 6 785 0.76 0.28—1.66
Leukemia

<1 year of employment 7 793 088 0.35—1.82 20 855 234 1.43—3.61

=1 year of employment 3 6.07 049 0.10—1.44 12 1184 1.01 052—-1.77

Total 10 1400 0.71 0.34—1.31 32 2033 157 1.07—222
All lymphohematopoietic malignancies

<1 year of employment 28 2356 1.19 0.79—1.72 39 2357 165 1.18—2.26

>1 year of employment 20 16.80 1.19 0.73—1.84 25 2972 0.84 054—1.24

Total 48 4036 1.19 0.88—1.58 64 5329 120 0.92—1.53

Y

Duration of employment was estimated from the payment

In the subpopulation of employees of companies
for which styrene measurements were available,
Hodgkin’s disease showed an SIR of 2.48 (observed
5, 95% CI 0.80—5.78) for employees of companies
with a recorded mean styrene level above 50 ppm
and an SIR of 1.37 (observed 2, 95% CI 0.17—4.95)
for employees of companies with a mean level be-
low 50 ppm. The SIR values of the other lympho-
hematopoietic malignancies were not increased in

276

records of the Supplementary Pension Fund.

this population and did not correlate with increasing
styrene level (data not shown).

Discussion

A slightly increased incidence of leukemia was found
among male employees in the reinforced plastics in-
dustry. The incidence was significantly increased
among employees in the early years of production.



When account was taken for an appropriate latency
period, a significantly increased risk was also ob-
served. The estimates were slightly higher for work-
ers employed in companies where the majority
worked with reinforced plastics than in companies
where less than 50% were employed in this produc-
tion. No increase was, on the other hand, seen in the
subpopulation of workers of companies with avail-
able measurements of styrene. The risk patterns of
non-Hodgkin’s lymphoma and Hodgkin’s disease
were less consistent. No indications of an increased
risk of multiple myeloma were found.

Among the workers of the 82 companies unknown
to the dealers, increased risks for leukemia and lym-
phomas were observed. We traced the owners of 59
of these companies, and 30 verified a production of
reinforced plastics, while 29 denied ever having pro-
duced this material. The risk of lymphomas and
leukemia was increased for the exposed workers in
the 30 companies (observed 4, SIR 3.33, 95% CI
0.91—8.46), which may have been due to higher ex-
posure levels of styrene in less known companies.
On the other hand, an increased risk for leukemia
(observed 5, SIR 3.63, 95% CI 1.18—8.46), but no
excess for lymphomas, was found for the presuma-
bly unexposed workers of the 29 companies. This
finding could indicate an aggregation of nonoccupa-
tional risk factors for leukemia among workers in less
known companies.

Only a few women took part in the production of
reinforced plastics according to both the employers
and the dealers of plastic raw materials, and female
employees were not included. We have earlier pre-
sented a significantly reduced risk of non-Hodgkin’s
lymphoma (observed 1, SIR 0.16, 95% CI 0.00—
0.88) for the women of this population, while the
observed number of cases of Hodgkin’s disease, mul-
tiple myeloma, and leukemia among the women were
close to the expected values based on the national
rates (13).

Almost all of the employees of the Danish rein-
forced plastics industry between 1964 and 1988 were
included in this study, and it can be assumed that vir-
tually all diagnosed cancers were involved. Selection
bias was unlikely since the loss to follow-up was
negligible (less than 2%) and mainly due to emigra-
tion.

Exposure data was available only at a company
level, and even though most of the companies were
small, not all employees were exposed. The dealers
estimated that an average of about 40% of the work-
ers classified as exposed actually had worked pro-
ducing reinforced plastics, and from this estimate we
can expect to detect only about 40% of the “true”
excess rate ratios (17). Exposure data were collect-
ed from several independent sources, and agreement
was good. However, a threefold excess risk for non-
Hodgkin’s lymphoma and leukemia was seen for
1774 employees of companies producing reinforced
plastics according to the dealers but not according
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to the employers. This finding may indicate dif-
ferential reporting of exposure by a few employers.
For this reason the analysis was restricted to the ex-
posure data obtained from the dealers.

Few causes of lymphohematopoietic malignancies
are known. Benzene and radiation cause leukemia but
are not used in the reinforced plastics industry. Con-
founding by factors related to occupational career
and the life-styles of the employees is a possibility
(18), but perhaps unlikely, since internal compari-
sons among workers within the enrolled companies
did not change the results very much.

The finding of an increased risk of leukemia
among short-term employees (<1 year) but not
among long-term employees (=1 year) does not ap-
pear to corroborate a causal association, given that
duration of employment calculated from the payment
records in the Supplementary Pension Fund indicates
dose of exposure. The phenomenon of high risk for
short-term workers is well known from other occu-
pational cancer studies and is explained by a higher
mobility among short-term workers. This higher
mobility increases their probability for attracting
carcinogenic exposures in other industries or for hav-
ing more unfavorable life-styles (19). Although this
explanation is a possibility, it is perhaps less likely
since a comparison between the exposed and unex-
posed short-term employees did not yield lower rate
ratios for leukemia (observed 27, rate ratio 1.89, 95%
CI 0.78—4.59).

The contributions to the Supplementary Pension
Fund were assumed to give the most precise esti-
mates of duration of employment, as no exact em-
ployment dates were known. When we instead esti-
mated duration of employment by the extent of em-
ployment (the difference between last and first year
of employment), the risk difference between the
short-term and long-term employees diminished, but
the same pattern was found. However, the estimates
of duration of employment from the Supplementary
Pension Fund did not correlate well with informa-
tion on duration of employment obtained in a ques-
tionnaire from a sample of 671 employees of eight
companies. According to the data, as much as 40%
of the workers classified as short-term workers by
the Supplementary Pension Fund were classified as
long-term workers in the questionnaire, while 13%
of the long-term workers were classified as short-
term workers.

The risk estimates observed for employees of com-
panies with available measurements of styrene
showed inconsistency with the results obtained for
the total exposed population, except for Hodgkin’s
disease. The findings could be due to random varia-
tion, as the wide confidence interval indicates, or
they could be a result of a high proportion of long-
term workers (according to the Supplementary Pen-
sion Fund) in the cross-sections of workers employed
during years of recorded measurements (length-
biased sampling). The short-term workers showed an
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SIR value for leukemia of 2.63 (observed 3, 95% CI
0.54—7.69) when a 10-year latency period was con-
sidered.

The mean follow-up of 10.9 years limited the abil-
ity to elucidate fully the risks of lymphohematopoi-
etic malignancies and may in part explain why in-
creased rate ratios were found mainly among the ex-
posed in the early years.

The reinforced plastics industry is free of most
suspected carcinogens other than styrene, which was
the reason for selecting this industry for the study.
During the 1960s the exposure levels to styrene were
high, and the year of first exposure is probably the
best indicator of exposure level to styrene. A small
but significantly increased risk of leukemia was
found for workers of the 1960s, and the risk estimate
increased when an appropriate latency period was
implemented. On the other hand, the data did not fit
the expected dose-response pattern based on dura-
tion of employment, perhaps because of an inappro-
priate proxy measure of “dose.”

In conclusion, the study shows an increased risk
of leukemia for workers in the early phase of the re-
inforced plastics industry in Denmark. If this asso-
ciation is not due to chance or confounding, the most
likely cause is styrene exposure. The lack of indi-
vidual work histories weakens, however, the strength
of the conclusions to be drawn. Efforts should be
made to collect individual exposure histories in large-
scale studies to clarify the presented findings.
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