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REVIEW

Occupational Trichloroethylene Exposure and Kidney
Cancer

A Meta-analysis

Michael A. Kelsh,* Dominik D. Alexander,® Pamela J. Mink,“* and Jeffrey H. Mandel®

Background: We conducted a meta-analysis of occupational stud-
ies of trichloroethylene-exposed workers to evaluate patterns of
associations by study design, exposure assessment methods, and
occupational groups.

Methods: Estimates of summary relative risk (RR) were calculated
using inverse-variance weighting methods. Cohort studies were
classified as group I or group II, depending on quality of the study
design and exposure assessment procedures. We conducted sensi-
tivity analyses to examine sources of heterogeneity.

Results: Across all studies meeting our inclusion criteria (n = 23),
the summary RR was 1.42 (95% confidence interval = 1.17-1.77),
with heterogeneity present (test for heterogeneity: P = 0.001). After
removal of 3 outlier studies, the summary RR for the remaining
studies was 1.24 (1.06—1.45 (test for heterogeneity: P = 0.616)).
The summary RR for studies of workers who were identified as
more likely exposed to trichloroethylene (group I studies) was 1.34
(1.06-1.68). With outlier studies removed, the group II summary
RR estimates for the cohort studies was 0.88 (0.58—1.33) and for the
case-control studies was 1.33 (1.02-1.73). The summary RR for
studies that used biomarkers to classify exposure (n = 3) was 1.02
(0.59-1.77) and for studies of aerospace/aircraft workers (n = 7)
was 1.14 (0.84-1.57).

Conclusions: Positive associations were observed across various
study groups. However, considerations of unmeasured potential
confounding, lack of quantitative exposure assessment and lack of
exposure-response patterns limit epidemiologic insight into the role
of trichloroethylene exposure and its potential causal association
with kidney cancer.
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C ancer of the kidney and renal pelvis account for approx-
imately 4% of all new cancer cases and 2% of cancer
deaths among US men and women.! Worldwide, the inci-
dence of kidney cancer in men is twice as high as in women.?
Incidence and mortality rates for renal cell carcinoma have
increased over the past 30 years.>* Cigarette smoking, obe-
sity, and hypertension are the most commonly reported risk
factors.?>->° Inconsistent associations have been reported for
exposure to asbestos, polycyclic aromatic hydrocarbons, die-
sel exhaust, cadmium, and trichloroethylene.> >’

Trichloroethylene (also known as TCE) has been
widely used as a solvent since the early 1900s.® It has been
used primarily in industrial degreasing involved with metal
fabricating and manufacturing, especially in the aircraft/
aerospace industry.® Trichloroethylene is also used in dry
cleaning, textiles, leather processing, electronics, health ser-
vices, agriculture, and the food and chemical industry.®~!°
However, workers engaged in metal degreasing appear to be
the most heavily exposed.®!!

Trichloroethylene has been shown in animals to pro-
duce higher rates of cancer of the kidney, liver, lung, and
hematopoietic tissue.''”!” However; these findings are not
consistent, and some effects appear to be specific only to
certain species or strains of animals.'®!” Reviews of the
epidemiologic evidence regarding the carcinogenicity of tri-
chloroethylene have not produced a consensus.?’ % In this
meta-analysis, we included recently published cohort studies
of Danish workers,?*?* aerospace workers,”®?’ and electron-
ics manufacturing workers,?® and 3 case-control studies’-*%->
not evaluated in previous reviews. Our objectives were as
follows (1) to calculate summary relative risks and (2) to
examine potential sources of heterogeneity across studies.
We also conducted sensitivity and influence analyses, and
assessed the potential role of confounding, information bias,
selection bias, and publication bias.

METHODS

Literature Search

We searched Medline and EMBASE, specifying tri-
chloroethylene and human studies (including occupational
studies); trichloroethylene or organic solvents with case-
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control or cohort studies; degreasers and cancer; hazardous
waste sites and cancer outcomes; and trichloroethylene, or-
ganic solvents, or chlorinated solvents and kidney cancer or
renal cell cancer. We also searched the bibliographies of
recent review articles. 2072331734

Study Inclusion Criteria

We included epidemiologic studies that (1) used a cohort
or case-control study design; (2) examined occupational trichlo-
roethylene exposure and kidney cancer among workers; (3)
specifically identified trichloroethylene exposure by reference to
industrial hygiene records, individual biomarkers, job exposure
matrices, or industrial processes that involved the use of trichlo-
roethylene (cohort studies), or included questions regarding
trichloroethylene exposure (case-control studies); (4) reported
results specifically for kidney cancer or renal cell carcinoma; and
(5) presented associations as relative risk estimates with corre-
sponding measures of variability (eg, confidence intervals).
Case-control studies included in this meta-analysis assessed
trichloroethylene from self-reports of exposure or from job
exposure matrices.”?%%3338 Case-control studies that collected
nonspecific or general exposure information such as “solvents”
or “chemicals,” or that analyzed findings by a single job title
only that is, without a job exposure matrix were not included.
Studies of dry cleaners and laundry workers were excluded
because of exposure classification and study design limitations.
Prior to the 1960s, dry cleaning work involved some exposure to
trichloroethylene in addition to carbon tetrachloride and Stod-
dard solvent; however, perchloroethylene has been the predom-
inant agent used in the dry cleaning industry since the early
196055374 Dry cleaners did comprise a small proportion
(<1%) of the study populations in 2 “multiple industry” studies
included in this meta-analysis.***> We identified a total of 25
peer-reviewed epidemiologic studies that assessed the rela-
tion between trichloroethylene exposure and kidney cancer
and met our inclusion criteria. Two of those studies reported
on largely overlapping cohorts?®?’ leaving 24 studies in our
primary analyses.

Classification of Studies and Data Extraction
Cohort studies were categorized into 2 groups. Group
I studies (n = 10) specifically identified trichloroethylene
as a workplace exposure through biomonitoring, industrial
hygiene data, identified work practices, or job titles that
involved trichloroethylene. Group I studies also demonstrated
sufficiently complete enumeration of the workforce?* 2741746
Three cohort studies®**>*® obtained urinary trichloroacetate
measurements from workers, whereas other studies® 2741~
assessed exposure to trichloroethylene through chemical
inventory, industrial hygiene, or other records (eTable,
http://links.Iww.com/EDE/A354). Group II cohort studies (n =
7) were more limited in that they lacked specific, detailed
trichloroethylene exposure information. For the group II stud-
ies,?®47752 the reports mentioned trichloroethylene but provided
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little or no documentation of actual exposure®®#”= or identified
trichloroethylene but did not specify an exposed subcohort>'-%;
alternatively, the cohort consisted of aerospace or aircraft work-
ers who were presumed to be exposed to trichloroethylene
(eTable, http:/links.lww.com/EDE/A354).4347

Relative risk (RR) estimates and associated 95% con-
fidence intervals (Cls) were abstracted from each publication
for (1) analyses that reflected the entire cohort under study
(“total cohort”), or the exposure category that included all
trichloroethylene exposed workers; (2) the “Subcohort” of
workers in the group I cohort studies that were identified
specifically as more likely exposed to trichloroethylene; and
(3) exposure-response results (cumulative exposure or dura-
tion of exposure/employment). For studies based on urinary
trichloroacetate monitoring,>**>%¢ the same data were used in
both the total cohort and subcohort analyses. One group I
cohort study did not specifically report data for an exposed
subcohort and kidney cancer,** and was included only in the
total cohort analyses. Two studies**~’ analyzed largely over-
lapping populations from the same occupational cohort in
Southern California (Rocketdyne): Zhao et al*’ evaluated
kidney cancer incidence whereas Boice et al*® evaluated
kidney cancer mortality among the total cohort and a smaller
group of workers identified as being more likely to have been
exposed. The Boice et al study cohort was larger (n = 8372)
and included more follow-up time (1948-1999) than the
Zhao et al study (n = 5049 male workers follow-up from
1988—-2000). Data from Boice et al were used in our primary
meta-analysis, and we conducted sensitivity analyses using
Zhao et al results were used in the separate analyses of kidney
cancer incidence. For cohort studies that had been updated,
we used the most recently published findings.**** Results for
men and women were combined.

Most studies reported results for malignant neoplasms of
the kidney and renal pelvis together (ICD versions 8 and 9 codes
189.0 and 189.1, respectively). In 2 group II cohort studies,
cancer of the kidney was combined with cancer of other urinary
organs.*®* Excluding these studies from the meta-analyses,
however, did not materially change summary estimates.

Statistical Analysis

We conducted separate meta-analyses for group I co-
hort studies (total cohort and subcohort), group II cohort
studies, group I and II cohort studies combined, case-control
studies, and all types of studies combined. In addition, we
conducted separate analyses of studies of (1) cancer incidence
studies, (2) workers who were biomonitored for trichloroeth-
ylene exposure, (3) workers in the aircraft/aerospace industry,
(4) workers from multiple industrial groups that used trichlo-
roethylene, (5) duration of exposure/employment, and (6)
cumulative exposure. Random effects meta-analysis methods
were used to calculate summary estimates of relative risk and
95% Cls, with estimates of individual studies weighted by the
inverse of their variance. We also conducted univariate meta-
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regression analyses by study classification and study design.
The relative influence of each study on the summary RR was
examined by calculating a summary RR that included all
studies, followed by recalculation of the summary RR after
removing each study one at a time. Publication bias was
assessed by evaluation of funnel plots and use of the Begg
and Matzumdar test and Egger regression method.*

All analyses were performed using Comprehensive
Meta-Analysis version 2.2.046°* and verified by Episheet.>

RESULTS

A table in the electronic appendix summarizes char-
acteristics of the studies, including the size of the study
population, type of industrial/occupational group, follow-up
time or enrollment periods, exposure assessment methods,
and approximate trichloroethylene exposure levels (eTable,
http://links.lww.com/EDE/A354). Study-specific kidney can-
cer results are also summarized in this table. The group I

cohort studies consisted of 5 US studies of aerospace manu-
facturing or aircraft maintenance workers, 1 study of uranium
processing workers, and 4 European studies of workers from
various industries using trichloroethylene. Three of the Euro-
pean studies used urinary trichloroacetic acid measurements to
identify trichloroethylene-exposed workers. The 7 group II co-
hort studies consisted of aircraft, electronics, Coast Guard, mil-
itary, and cardboard manufacturing workers. Of the 7 case-
control studies, one was nested within a cohort of transformer
assembly workers®’ and one analyzed French workers from a
region where trichloroethylene was used in a screw cutting
industry.*® Three case-control studies were hospital-based and
one identified cases from a statewide cancer surveillance system.

All Studies Combined

The summary RR for all studies combined (group I
[total cohort data], group II cohort, and case-control studies)
was 1.30 (95% CI = 1.04-1.61). Strong heterogeneity was

TABLE. Summary of Meta-analysis Results of Occupational Trichloroethylene Exposure and
Kidney Cancer
Test for
No. Heterogeneity
Studies/Study Groups Included in Analysis Studies SRRE (95% CI) P
All studies
All studies: total cohort data 23 1.30 (1.04-1.61) <0.001
All studies: subcohort data from group I studies® 23 1.42 (1.13-1.77) 0.001
All studies®: data from outlier studies removed® 20 1.24 (1.06-1.45) 0.616
Cohort studies
Group I cohort studies: subcohort data® 8 1.34 (1.07-1.67) 0.854
Group II cohort studies 7 1.58 (0.75-3.32) <0.0001
Group II studies: data from outlier studies removed® 5 0.88 (0.58-1.33) 0.985
Cobhort studies—cancer incidence findings summarized
All cohort studies® 16 1.34 (1.00-1.81) 0.011
All cohort studies®: data from outlier studies removed? 14 1.19 (0.98-1.44) 0.826
Group I and group II cohort studies®: aircraft/aerospace 7 1.14 (0.84-1.57) 0.588
worker cohorts
Group I cohort studies™: aircraft/aerospace worker cohorts 4 1.44 (0.94-2.21) 0.579
(note: mortality studies conducted in the United States)
Group I cohort studies®: worker from various industries 4 1.31 (1.01-1.69) 0.754
(note: incidence studies conducted in Europe)
Group I cohort studies: workers biomonitored for TCE 3 1.02 (0.59-1.77) 0.899
exposure (all conducted in Europe)
Case control studies
All case-control studies 7 1.57 (1.06-2.30) 0.003
Case-control studies: data from outlier studies removed® 6 1.33 (1.02-1.73) 0.143
Exposure response
Duration of exposure/employment: shortest 7 1.50 (0.96-2.36) 0.272
Duration of exposure/employment: longest 7 1.24 (0.69-2.23) 0.085
Cumulative exposure: low 3 1.29 (0.68-2.47) 0.330
Cumulative exposure: high 3 1.39 (0.75-2.59) 0.331

*TCE-exposed subcohort data used for the group I cohort studies.
®Vamvakas et al,*® Henschler et al,> and Sinks et al*’ removed.

°Ritz** included in the group I total cohort analysis but not the subcohort analysis, as these data were not reported.

9Henschler et al>? and Sinks et al*’ removed.
*Vamvakas et al*® removed.
SRRE indicates summary relative risk estimate.
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present (test for heterogeneity: P < 0.001). This heterogene-
ity remained when analysis was restricted to the trichloroeth-
ylene-exposed subcohorts from group I and all other studies
(1.42 [1.13-1.77; test for heterogeneity: P = 0.001]) (Table,
Fig. 1). Three studies were limited in study design, exposure
assessment, or control selection procedures.>®*”-5? After ex-
cluding these 3 studies, the summary RR was 1.24 (1.06—1.45
[test for heterogeneity: P = 0.62]).

Cohort Studies

The summary RR for the group I cohort studies was
1.34 (1.07-1.67; test for heterogeneity: P = 0.85) (Table, Fig.
2). The Raaschou-Nielsen et al study®> contributed the great-
est relative weight (57%) and other studies each contributed
a relative weight of 9% or less. Removal of this large study
slightly reduced the estimate to 1.27 (0.90-1.78; test for
heterogeneity: P = 0.79). The result for the 3 studies with
biomonitoring was 1.02 (0.59-1.77; test for heterogeneity:
P =0.90) (Table). Among aerospace/aircraft worker cohorts,
the estimate was 1.44 (0.94-2.21) for group I studies and
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FIGURE 1. Meta-analysis of occupational trichloroethylene ex-
posure and kidney cancer: Individual study results and sum-
mary relative risk for all studies (with studies that followed-up
cluster investigations removed: Henschler et al,>? Vamvakas et
al,®® Sinks et al*”) summary RR = 1.24 (1.06-1.45); P value for
heterogeneity = 0.616. For group | cohort studies, TCE-
exposed subcohort data used when available.
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FIGURE 2. Meta-analysis of occupational trichloroethylene ex-
posure and kidney cancer: Individual study results and sum-
mary relative risks for trichloroethylene-exposed subcohorts in
group | studies.

1.14 (0.84—1.57) for group I and II studies combined (Table).
Among workers from various industries (all European stud-
ies), the summary RR was 1.31 (1.01-1.69, test for hetero-
geneity: P = 0.75) (Table).

Meta-analysis of the 7 group II cohort studies resulted
in a summary RR of 1.58 (0.75-3.32); (test for heterogeneity:
P < 0.001) (Table, Fig. 1). After excluding the 2 potential
outlier studies, the estimate was 0.88 (0.58—1.33) with no
heterogeneity (P = 0.99) (Table).

Case-Control Studies

The summary RR for the 7 case-control studies was
1.57 (1.06-2.30), test for heterogeneity: P = 0.003 (Table,
Fig. 1). Excluding one study with many limitations®® lowered
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"SRRE (95% Cl) for Longest Duration = 1.24 (0.69-2.23)

Test for heterogeneity: p = 0.085
FIGURE 3. Meta-analysis of occupational trichloroethylene ex-
posure and kidney cancer: Individual study results and sum-
mary relative risk estimates for duration of exposure/employ-
ment (Data for Ritz** included kidney and bladder cancer
cases; data for Costa et al*® included urinary system cases.)
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the summary odds ratio and decreased heterogeneity (1.33
[1.02-1.73, test for heterogeneity: P = 0.14]). Six studies
adjusted for smoking, 3 studies adjusted for BMI, and 2
studies adjusted for hypertension.

Analysis of Exposure Response and
Publication Bias

Analysis of 10 studies with data on exposure categories
showed no apparent exposure response patterns by duration
or cumulative exposure (Table, Figs. 3, 4). Using funnel plots
to assess potential publication bias, we observed slight asym-
metry and identified 3 outlier studies*®*’->* (Fig. 5). We
conducted meta-analyses including and excluding these stud-
ies. Overall, statistical evaluations did not confirm publica-
tion bias, although the power to demonstrate this bias is
generally low.”?

DISCUSSION

A recent committee review by the National Research
Council recommended that meta-analysis of trichloroethylene
and cancer should (1) identify and include all relevant studies
and if studies are excluded, provide objective criteria for
exclusion, (2) avoid use of subjective quality scoring, (3)
assess heterogeneity, (4) analyze all studies combined (unless
this introduces heterogeneity), and (5) conduct sensitivity
analyses.>® All of these standard procedures for meta-analysis
have been applied in this review.’’ In addition, this meta-
analysis included (1) recently published studies; (2) evaluated

Author & Year  Cumlative RR (95% Cl)
Exposure
Blair 1998 <5 unityr a
Charbotel 2006® Low _
Morgan 1998 Low L
Blair 1998 >24 unityr 1
Charbotel 2006% High B
Morgan 1998 High ——
f
01 02 05 10 2 5 10

3SRRE (95% ClI) for Low Cumulative Exposure = 1.29 (0.68-2.47)
Test for heterogeneity: p = 0.330
®SRRE (95% CI) for High Cumulative Exposure = 1.39 (0.75-2.59)
Test for heterogeneity: p = 0.331

FIGURE 4. Meta-analysis of occupational trichloroethylene ex-
posure and kidney cancer: All studies: Individual study results
and summary relative risk estimate for cumulative exposure
(Morgan et al*?: TCE categorization of high and low based on
months of exposure multiplied by potential exposure score.
Charbotel et al*°: Cumulative exposure categorization calcu-
lated based on total exposure doses for each job period and
duration in each job period.)
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FIGURE 5. Funnel plot of standard error by log relative risk:
occupational studies of kidney cancer.

subgroups of studies defined by type of work, exposure
assessment methods, and study design; (3) assessed expo-
sure-response patterns; and (4) evaluated potential biases.

Group | Cohort Studies

The group I cohort studies used better exposure assess-
ment methods compared with group II studies and had po-
tentially more homogeneous trichloroethylene exposure com-
pared with the case-control studies. However, the number of
kidney cancer cases in most group I cohort studies was low.
The 3 European cohort studies with biomonitoring had 4—7
cases each; the US aerospace/aircraft workers studies had
7—15 cases in the exposed subcohorts and 30—125 cases in the
total cohorts. The Danish study®® had a total of 103 kidney
cancer cases; the standardized incidence ratio was 1.2 (95%
CI = 0.9-1.5) among all blue-collar workers (76 cases) and
1.4 (1.0-1.8) among the subcohort of blue-collar workers
who were potentially more highly exposed (53 cases)
(eTable, http://links.lww.com/EDE/A354). One of the air-
craft-maintenance-worker studies** appeared to have some of
the highest trichloroethylene exposures and reported no over-
all excess risk or exposure-response pattern (eTable). This
study was recently updated with follow-up through the year
2000, with similar results.’® The group I cohort studies had
summary relative risk estimates ranging from 1.0 (biomoni-
toring) to 1.44 (aerospace workers), with an overall estimate
of 1.34 (1.07-1.64).

Group Il Cohort Studies

The group II cohort studies had less-specific trichloro-
ethylene exposure information. Some of those studies had
other design limitations including short latency,?® lack of
individual exposure data, and limited exposure information
(eg, material safety data sheets information only*’). Hen-
schler et al’? conducted a small cohort study of 169 workers
exposed to trichloroethylene at a cardboard factory in Ger-
many, where exposures are reported to be relatively high
(eTable). Numerous limitations of this study have been dis-
cussed in previous reviews.?®?!>3 After excluding 2 studies
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that introduced considerable heterogeneity and had serious
design limitations, the group II studies do not indicate excess
kidney cancer risk among workers potentially exposed to
trichloroethylene (Table).

Case-Control Studies

The findings of the case-control studies were mixed—
some reported positive associations and others reported
equivocal or no associations. Two studies in one region of
Germany identified an increased risk of kidney cancer related
to self-reported trichloroethylene exposure or work his-
tory.?>*® Vamvakas et al conducted a case-control study
using cases defined as all renal cell cancer patients from the
Urology Department of a specific hospital in Germany. How-
ever, shortcomings in case identification procedures, selec-
tion of controls, potential interview bias, and problems with
matching may have led to biased results.>*?' The Bruning et
al study?® improved upon several study design aspects of the
Vamvakas et al study; however, hospital referral patterns in
the region and the use of hospital-based controls may have
introduced bias. All other studies collected data on work
histories and job titles that were incorporated into a job-
exposure matrix for trichloroethylene. Studies of self-re-
ported trichloroethylene exposure reported higher relative
risks than those based on a matrix, which could either
indicate a cancer effect or reflect potential recall bias. A more
recent investigation of occupational exposures in a wider
region of Germany did not find substantial increases in renal
cell cancer risk among men with “high exposure” to trichlo-
roethylene.” Among French workers there was an expo-
sure-response trend, with an odds ratio of 2.2 in the high
cumulative-exposure group.>’ Greenland et al®’ reported
no increased risk of kidney cancer among workers from a
US transformer assembly plant. Similarly, Siemiatycki®
evaluated self-reported trichloroethylene exposure as well as
specific occupations and industries, and did not find elevated
odds ratios for kidney cancer. In summary, the interpretation
of the case-control studies depends largely on the weight
given to, and the validity of, the 2 German studies. If these
are included, the estimate is 1.59 (1.00-2.54; test for heter-
ogeneity: P = 0.002); if excluded, the estimate is 1.14
(0.93—-1.76; test for heterogeneity: P = 0.80).

Exposure Assessment

A recent comprehensive review of trichloroethylene
exposure in the United States reported several general trends
relevant to this meta-analysis (1) exposures are higher in
degreasing and vapor degreasing activities; (2) metal workers
will likely have higher exposures; (3) trichloroethylene use
was very limited in the dry-cleaning industry; (4) trichloro-
ethylene use dropped dramatically in the 1980s; and (5) for
many industries, trichloroethylene is reported as “having
been used,” but there are only limited data available that
quantify the potential exposures to workers. Many job groups
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that have often been listed as “trichloroethylene-exposed”
(eg, electric components, rubber industry, paints, and lac-
quers) likely have had very limited trichloroethylene expo-
sures, which suggests the possibility that case-control studies
overestimate exposure.®

Exposure assessment has been a critical limitation
among epidemiologic studies of trichloroethylene-exposed
workers. Most studies have relied on some type of qualitative
job exposure matrix, often with a dichotomous yes/no clas-
sification. Three European studies used biomonitoring data to
establish their study cohorts, but the number of observed
cancers was small, thus limiting the opportunity to use the
more quantitative exposure information.**>#¢->° In addition,
the use of the urinary trichloroacetate biomarker may be
limited in assessing long term/historical trichloroethylene
exposure because the half-life of urinary trichloroacetate is
relatively short (ie, days)*® and because, for nearly all par-
ticipants, only a few biomarker measurements were available
to represent an entire work history. The recent case-control
study in France integrated more semi-quantitative exposure
data, thus representing an improvement over most previous
case-control studies.

Although based on limited data, there were no overall
exposure-response patterns for duration of employment or cu-
mulative exposure (Table, Figs. 3, 4). Similarly, study-specific
exposure estimates did not show a consistent pattern of exposure
response (eTable, http:/links.lww.com/EDE/A354).

Several studies relied on job exposure or facility expo-
sure matrices to assign individual worker exposure, which
can be limited by unaccounted-for within-worker variability.
For example the largest study® classified all workers at
trichloroethylene companies with 200 or fewer employees as
“high trichloroethylene” assuming that a high proportion of
workers at such facilities were exposed. In fact, the percent-
age of workers actually exposed at these smaller facilities
varied from 1% to 100%.°%%°

Thus it appears that exposure classification protocols in
the Danish and perhaps US studies labeled more workers as
exposed to trichloroethylene than were truly exposed. If this
exposure misclassification was nondifferential it could lead to
underestimating the summary relative risks; if differential, it
could lead to either over- or underestimation of summary
relative risks.

Confounding and Other Potential Biases
Smoking has been consistently identified as a risk
factor for kidney cancer, with an average 2-fold relative risk
and increasing risk with duration of smoking and total pack-
years.®®! Although data on smoking were not available in the
trichloroethylene cohort studies, general surveys of smoking
prevalence by industries labeled as “metal industries,” “ma-
chinery,” and occupational categories such as “fabrication,”
“crafts workers,” “machine operators,” and “extraction-pre-
cision production” indicate that smoking prevalence is higher

© 2009 Lippincott Williams & Wilkins
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among these groups as compared with other occupational
groups and the general population.®*®* The Danish investi-
gators also noted that smoking was likely higher among blue
collar workers compared with the general population.?® Thus,
lack of control for smoking may have upwardly biased the
relative risk estimates in the cohort studies that used external
comparisons, but may not have affected case-control studies
or cohort studies using internal comparison groups.

The impact of uncontrolled confounders (such as obe-
sity) on meta-analysis results remains unknown. Diagnostic
bias among employed populations, who may have better
access to health care and thus may be more likely to have
cancer diagnosed, may contribute to upwardly biased risk
estimates, especially in areas such as the United States where
most health insurance coverage depends on employment.
Conversely, potential nondifferential disease misclassifica-
tion when relying on mortality data could bias risk estimates
towards the null value.

We found no consistent indication of publication bias
based on various assessments, although removal of 3 studies (all
reporting positive results) reduced heterogeneity considerably.
All 3 studies were apparently initiated in response to reported
disease clusters, and although researchers attempted to conduct
a full epidemiologic investigation, the results will be predictably
elevated given that the cohort was defined (or cases and controls
were selected) after identification of the cluster.

CONCLUSIONS

While a simple summary meta-analysis of occupational
exposure to trichloroethylene suggests an association with
kidney cancer, more careful analyses of subgroups of studies
indicate no association or, at best, moderately elevated asso-
ciations. Exposure response analysis, although limited, did
not show a pattern of higher risk with higher exposure. In
addition, sources of systematic bias, such as confounding due
to smoking and diagnostic bias, could plausibly explain the
modest association between trichloroethylene and kidney
cancer. Despite modest elevations in some summary relative
risk estimates, insight into the role of trichloroethylene ex-
posure and its association with kidney cancer is limited by the
consideration of unmeasured confounding, the general lack of
quantitative exposure assessment, and the absence of clear
exposure-response trends.
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