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Residential Radon Gas Exposure and Lung Cancer

The lowa Radon Lung Cancer Study

R. William Field,' Daniel J. Steck,? Brian J. Smith,® Christine P. Brus,' Eileen L. Fisher,' John S. Neuberger,*
Charles E.Platz,® Robert A. Robinson,® Robert F. Woolson,® and Charles F. Lynch'

Exposure to high concentrations of radon progeny (radon) produces lung cancer in both underground miners
and experimentally exposed laboratory animals. To determine the risk posed by residential radon exposurs, the
authors performed a population-based, case-control epidemiologic study in lowa from 1993 to 1997. Subjects
were female lowa residents who had occupied their current home for at least 20 years. A total of 413 lung cancer
cases and 614 age-frequency-matched controls were included in the final analysis. Excess odds were calculated
per 11 working-level months for exposures that occurred 5-19 years (WLM__, ) prior to diagnosis for cases or
prior to time of interview for controls. Eleven WLM,__ is approximately equal to an average residential radon
exposure of 4 pCl/liter (148 Bg/m?3) during this period. After adjustment for age, smoking, and education, the
authors found excess odds of 0.50 (95% confidence interval: 0.004, 1.81) and 0.83 (95% percent confidence
interval: 0.11, 3.34) using categorical radon exposure estimates for all cases and for live cases, respectively.
Slightly lower excess odds of 0.24 (95 percent confidence interval: —0.05, 0.92) and 0.49 (95 percent confidence
interval: 0.03, 1.84) per 11 WLM,  were noted for continuous radon exposure estimates for all subjects and live
subjects only. The observed risk estimates suggest that cumulative ambient radon exposure presents an

important environmental health hazard. Am J Epidemiol 2000;151:1091-1102.
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Lung cancer has been the leading cause of cancer
death in US women since 1987 (1). Risk estimates
derived from epidemiologic studies of underground
miners attribute about 18,600 lung cancer deaths
(range, 3,000-38,600) in the US population to residen-
tial *?radon decay product (radon) exposure (2).
Residential radon exposure risk estimates extrapolated
from miners to the public are subject to many uncer-
tainties (3) because of inherent differences between
these populations and differences between the mine
and home environments (4, 5).
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Empirical evidence showing an increased lung cancer
incidence from residential radon exposure is lacking.
Numerous epidemiologic investigations using either eco-
logic (6-8) or case-control (9—19) designs have attempted
to examine the relation between residential radon expo-
sure and lung cancer. The case-control study design over-
comes many of the limitations inherent in ecologic stud-
ies (20-24). Ten of the more rigorously designed
case-control studies published to date (3—18) have not
shown a consistent pattern regarding the association
between radon exposure, cigarette smoking, and lung
cancer. Poor radon exposure estimates have impeded the
ability of case-control studies to detect underlying associ-
ations (19, 25). We conducted a population-based case-
control study of Iowa women that incorporated a unique
combination of study design and enhanced dosimetric
techniques (19), including individual mobility assess-
ment, population stability, expert histologic review, and a
high percentage of live cases, to determine whether or not
residential radon exposure exhibits a statistically signifi-
cant positive association with lung cancer.

MATERIALS AND METHODS

The Iowa Radon Lung Cancer Study (JRLCS) had
four major components: 1) rapid reporting of cases; 2)
a mailed questionnaire followed by a face-to-face
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interview; 3) a comprehensive radon exposure assess-
ment; and 4) independent histopathologic review of
lung cancer tissues. The IRLCS protocols received
approval from the University of Iowa’s Institutional
Review Board in accordance with guidelines from the
US Department of Health and Human Services.

Lung cancer cases

Lung cancer cases met the following inclusion criteria:
1) newly diagnosed with a microscopically confirmed pri-
mary invasive (not in situ) lung carcinoma, without any
prior primary invasive lung carcinoma; 2) female Iowa
resident at time of diagnosis; 3) age 40-84 years; and
4) residence in the current home for 20 consecutive years
or more. A total of 1,974 female lung cancer cases were
identified by the lowa Cancer Registry between May 1,
1993 and October 30, 1996. The Iowa Cancer Registry
has been a member of the Surveillance, Epidemiology,
and End Results Program of the National Cancer Institute
since 1973. The consent of each case’s physician was
obtained prior to contacting the subject. Rapid reporting
identified 90.3 percent of the cases, with a median time
between diagnosis and ascertainment of 20 days.

Forty-three percent of the 1,974 cases had lived in
their current home for at least 20 years. Thirty-one per-
cent (n = 603) of the 1,974 cases identified met all eli-
gibility criteria. Of these, 440 cases (73 percent) con-
sented to take part in the study. Each subject or her next
of kin provided written informed consent prior to enroll-
ment into the IRLCS. Of the consenting cases, 431 (98
percent) completed the process of filling out mailed
questionnaires with follow-up in-person facilitation of
the questionnaires and placement of radon detectors.
The questionnaires included information concerning
family health history, demographics, occupational expo-
sures, smoking history, passive smoke exposure history,
previous nonmalignant lung disease, diet, and a detailed
section on characteristics of the home. Questionnaire
data were manually double-entered into the computer,
and a 10 percent random sample was selected to manu-
ally check against the original coded reports.

To obtain a reliable histologic diagnosis, we
retrieved pathologic materials after obtaining signed
permission from 423 of the 431 eligible lung cancer
cases or their next of kin. Two board-certified surgical
pathologists from the Department of Pathology at The
University of lowa Hospitals and Clinics reviewed the
pathologic material upon which a diagnosis of lung
cancer was made for these subjects. The reviewers
were blinded to the diagnosis on the pathology report
as well as to each other’s review diagnosis. The major
diagnostic groups were based on the World Health
Organization’s histologic typing of lung tumors and
included the major categories of small cell carcinoma,

squamous cell carcinoma, adenocarcinoma, and large
cell carcinoma (26). Additional details concerning the
histologic review are available elsewhere (27).

Final review of the 431 cases excluded 18 cases from
the study because their detectors were discarded by next
of kin after the case died. Radon measurements were
completed for 413 of the cases. Histologic materials
were not available for eight of these cases, and eight
others refused to sign the consent form granting permis-
sion to obtain histologic materials. The registry-reported
histologic subtype was used for classification of these
16 cases. The two surgical pathologists provided a con-
sensus histologic diagnosis for 397 (96 percent) of the
413 cases. Thirty-three lung cancers included in the
analyses were classified as carcinoma not otherwise
specified because there was either insufficient patho-
logic material to review or the material was of poor
quality. Risk analyses were performed on the 413 cases.

Controls

Controls met the following eligibility criteria: 1) no
prior primary invasive lung cancer at the time of initial
contact; 2) female Iowa resident at time of initial con-
tact; 3) age 40-84 years; 4) alive at time of interview;
and 5) residence in the current home for 20 consecutive
years or more. Controls aged 4064 were selected from
current driver’s license tapes provided by the Iowa
Department of Transportation. Controls aged 65-84
were selected from a current tape made available
through the Health Care Financing Administration.
These two databases were chosen to provide a popula-
tion-based sampling frame (28, 29). Both controls
selected from driver’s license tapes and those selected
from Health Care Finance Administration records were
age-frequency matched with the lung cancer cases by
S-year age groups. Additional information concerning
contact with controls and the population representative-
ness is available elsewhere (27-29).

Forty-eight percent of the controls initially identified
through either current driver’s license tapes or Health
Care Financing Administration records had lived in
their current home for at least 20 years. A total of 1,337
eligible controls were identified between May 1, 1993
and October 30, 1996. Of the controls, 693 (52 percent)
consented to take part in the study, and of these, 625 (90
percent) completed the process of filling out the mailed
questionnaires with follow-up in-person review of the
questionnaire and placement of radon detectors. All
controls were alive at the time of the home visit. Risk
analyses were performed on the 614 controls who com-
pleted yearlong radon measurements.

A follow-up questionnaire that compared smoking
and working histories was routinely sent to eligible
controls who refused to participate in the study (n =
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