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Abstract

In this chapter we review the epidemiology of lung cancer incidence and mortality among never
smokers/ nonsmokers and describe the never smoker lung cancer risk models used by CISNET
modelers. Our review focuses on those influences likely to have measurable population impact on
never smoker risk, such as secondhand smoke, even though the individual-level impact may be
small. Occupational exposures may also contribute importantly to the population attributable risk
of lung cancer. We examine the following risk factors in this chapter: age, environmental tobacco
smoke, cooking fumes, ionizing radiation including radon gas, inherited genetic susceptibility,
selected occupational exposures, preexisting lung disease, and oncogenic viruses. We also
compare the prevalence of never smokers between the three CISNET smoking scenarios and
present the corresponding lung cancer mortality estimates among never smokers as predicted by a
typical CISNET model.

1. BACKGROUND: THE EPIDEMIOLOGY OF LUNG CANCER IN NEVER
SMOKERS

Most of the papers in this volume focus on smoking rates or the role of smoking in lung
cancer. Indeed, most lung cancer is attributable to smoking, with between 80% and 90% of
lung cancer attributable to smoking(®). Nevertheless, that still leaves a large number of lung
cancer victims who have never smoked. Indeed, of all cancer deaths, lung cancer deaths
among never smokers have been estimated to be the 7th leading cause of cancer mortality(®.
The purpose of this chapter is to consider those lung cancer deaths. We consider the reasons
for lung cancer in never smokers and trends in lung cancer deaths among never smokers as
suggested by the CISNET models presented in chapters 7-123-9 and based on findings
from the published literature.

The following review of the epidemiology of lung cancer in never smokers relies on a
literature that generally did not use biologically-validated definitions of nonsmokers. For the
purposes of this chapter, we will accept the definition of never smoker as an adult who has
never smoked as many as 100 cigarettes in a lifetime. This is consistent with World Health
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Organization nomenclature(9). This review was prompted in part by newer literature that
does report biomarker-validated exposure to cigarette smoking, but critical new findings
more often than not still relied exclusively on non-validated self-reports. All conclusions are
therefore conditional on how well the authors minimized missclassification of never
smokers in the individual studies cited. Moreover, much of the literature reported only
current smoking status, not lifetime smoking status, in which case the term "nonsmoker"
was used instead of "never smoker."”

1.1. Literature Review on Causes of Lung Cancer

As a prelude to modeling lung cancer risks in never smokers, we updated earlier reviews by
Subramanian and Govindan (2007)(1), Sun et al. (2007)(12), and Samet JM et al. (2009)(13)
by reviewing below the following etiological influences on lung cancer incidence and
mortality in never smokers: age, environmental tobacco smoke, cooking fumes, inherited
genetic susceptibility, occupational and environmental exposures to carcinogens, hormonal
factors, pre-existing lung disease, and oncogenic viruses. Lung cancer associations with
hormonal factors remain speculative and were therefore not included in this review4). In
contrast, exposure to ionizing radiation is consistently associated with lung cancer risk and
was therefore included here(%). The 1SI Web of Science database and PubMed were
searched for relevant abstracts for the period January, 2006 through June, 2010, to update
previous reviews. Search terms used included: “lung cancer,” or “lung carcinoma” or
“adenocarcinoma of the lung” or “non-small cell cancer” in conjunction with “nonsmok*,”
or “never smok*.” Only articles with abstracts in English were considered.

1.2. Risk factors

1.2.1. Age—Perhaps because its influence on cancer risk is so pervasive and unavoidable,
age is often given short shrift in discussions of risk factors for predicting cancer risk in never
smokers. For most of the risk factors to be discussed below, duration of exposure is an
implicit modifier. As a proxy for duration of exposure to lung carcinogens (e.g., cigarette
smoke, radon gas, etc.), age is empirically an important predictor of lung cancer in both
smokers and never smokers(16), and arguably the most important risk factor among never
smokers. The strong influence of age on lung cancer among never smokers has been
reported in a number of papers(17-19),

1.2.2. Environmental tobacco smoke (ETS)—Meta-analyses and reviews of the
scientific literature have been commissioned by regulatory bodies such as the U.S.
Environmental Protection Agency or the California Environmental Protection Agency, and
more recently by the U.S. Surgeon General(?%). These reviews have concluded on the basis
of over 100 studies of nonsmokers chronically exposed to other people’s smoke that the
evidence, although often weak at the level of the individual study, was sufficiently strong in
the aggregate to support the conclusion that nonsmokers increase their risk of lung cancer
mortality if they are chronically exposed to other people’s smoke. More recently, a meta-
analysis of 55 recent studies of spousal smoking on the lung cancer risk of the nonsmoking
spouse showed a pooled relative risk of 1.27 (95% CI: 1.17-1.37), with risk increasing
monotonically with increasing exposure(1). This association was replicated in different
populations across three continents: Asia, Europe and North America®L). In addition,
downward trends in cotinine-validated self-reported exposure to secondhand smoke suggest
that the contribution of environmental tobacco smoke exposure to nonsmokers’ risk of lung
cancer should also decline if the association between exposure to secondhand smoke and
lung cancer is causal(®223) In the EPIC cohort, the authors reported a hazard rate of 1.65
(95% CI: 1.04 — 2.63) for lung cancer in nonsmokers exposed to ETS at work(?4).,
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1.2.3. Cooking fumes—Especially in developing countries such as China, nonsmoking
women chronically exposed to cooking fumes generated from burning wood or frying fat at
high temperatures appear to be at increased risk of lung cancer, especially
adenocarcinoma(®®-27). The International Agency for Research on Cancer has classified
emissions from burning wood or from high-temperature frying as ‘probably carcinogenic to
humans (group 2A)’(8). The potential carcinogens implicated in these associations include
polycyclic aromatic hydrocarbons(®) and trans, trans-2, 4-decadienal (high-fat
frying)(29-31),

1.2.4. lonizing radiation—The U.S. per-capita annual effective dose of ionizing radiation
from medical procedures has increased about six-fold (0.5 mSv [1980] to 3.0 mSv [2006]
over the last 25 years(32). The effective dose is defined as the sum of weighted equivalent
doses in all the organs and tissues of the body Much of this increased exposure to radiation
can be attributed to the twenty-fold increased usage of CT scans in the U.S. over the last 25
years(33). Medical exposures now represent, for the first time, more than half of the
cumulative effective dose to which individuals in the US are exposed(32). While most
diagnostic CT scans are associated with very favorable ratios of benefit to risk, there is
increasing concern that too many CT studies are being performed in the United States and
are contributing to an increased lung cancer risk in the U.S. population(33). Another source
of ionizing radiation, namely the disintegration products of radon gas-222 is discussed
below.

1.2.5. Radon gas—Exposure to short-lived radioactive disintegration products of the
chemically inert gas radon-222, a natural product of the decay of uranium-238 ubiquitously
present in rock and soil, was first shown to affect lung cancer rates in uranium miners(34-40),
Hazelton et al. (2001) analyzed lung cancer mortality in a cohort of tin miners exposed to
tobacco smoke (both cigarettes and Chinese pipes), arsenic and radon using the two-stage
clonal expansion (TSCE) model*1), which is the principal exposure-response model used by
the CISNET groups. While individual studies yield inconsistent results, meta-analyses
suggest a linear exposure-response relationship among smokers. Results of a recent meta-
analysis of 13 European studies examining the impact of residential radon gas exposure on
lung cancer risk indicate a greater absolute hazard to cigarette smokers and recent ex-
smokers than to lifelong non-smokers(42) This difference by smoking status was not
confirmed in a meta-analysis of seven North American case-control studies of radon
exposure and lung cancer risk, even though the meta-analysis did confirm a general
increased lung cancer risk for residents exposed to higher levels of alpha-track detected
levels of radon gas(3). Radon concentrations in homes tend to be higher in rural areas than
in urban areas, in part because urban dwellers are more likely to live in upstairs apartments
at least one floor removed from the foundation(*4). The foundation is where the
concentration of radon gas tends to be greatest. As population density rises, the proportion
of the population living upstairs will increase, thereby likely decreasing the population
average daily exposure to radon.

1.2.6. Asbestos—Although asbestos is known to cause cancer in humans, there are no
reliable epidemiologic data to demonstrate an increased risk of asbestos-associated disease
following average cumulative exposures of less than about 15 fibers per milliliter (f/mL) per
year (f/mL-year). Most of the quantitative information on the risk of disease following
exposure to asbestos is derived from epidemiological studies of cohorts of occupationally
exposed workers. The most contemporary analyses of these cohorts have been undertaken
by Berman and Crump (2008)(45). The average cumulative exposure in most of these cohorts
is considerably higher than 15 fibers/mL- year. In addition to cohort studies, there are
numerous case-control studies (e.g., Veglia et al., 2007(24)) of the association between

Risk Anal. Author manuscript; available in PMC 2013 July 01.



1X31-)lew1a1ems 1X31-){Jewiaremsg

1Xa1-)lewarems

McCarthy et al.

Page 4

asbestos exposure and lung cancer risk. The case-control studies have focused on exposure
in specific industries or for specific job categories but do not have reliable quantitative
information on either the intensity of exposure or the cumulative exposure. Asbestos fibers
also interact with cigarette smoking in increasing the risk of lung cancer. The risk of lung
cancer associated with asbestos exposure appears to depend on the type of asbestos fiber(46).

Cigarette smoke is a far stronger lung carcinogen than is asbestos, either amphibole or
chrysotile. A smoker with a twenty pack-year habit increases his/her risk of lung cancer ten-
fold or more(18:4147) |n contrast, heavy exposure to asbestos in never smokers (far higher
than 100 f/mL-yr) is required just to double the risk(4>48-51)_ The relative risk for joint
exposure to asbestos and smoking is generally taken to be multiplicative, often described as
being “synergistic,” although there is some evidence to suggest that it may be less than
multiplicative but greater than additive(52-54),

1.2.7. Inherited genetic susceptibility—Genome-wide association studies have
identified several chromosome regions that may help explain variations in lung cancer
risk(®5). One region that has been repeatedly identified as a promising susceptibility locus
across different genome-wide association studies (GWAS) has been region
5p15.33(35-59)(36), The locus 5p15.33 was confirmed to be a significant correlate of lung
cancer risk, but only for the adenocarcinoma histological subtype. This locus has been
associated with the telomerase gene TERT, a reverse transcriptase that is critical for
telomere replication and stabilization by controlling telomere length®7?),

Another susceptibility locus identified as possibly explaining family history of lung cancer
incidence in Chinese nonsmoking women(®) is region 6p21. Underlying genetic
susceptibility is suggested by studies demonstrating familial aggregation®). A family
linkage study of lung cancer has identified linkage of lung, laryngeal, and pharyngeal cancer
in families to a region on chromosome 6¢23-25(62). More recent confirmatory results
identified a region of chromosome 6q that increases risk for lung cancer, particularly for
never and light smokers(63).

1.2.8. Occupational and workplace environmental exposures to carcinogens—
Workers in both the U.S.(64.65) and the UK(23) have been experiencing progressively lower
exposure to secondhand smoke over the last 20 years as workplace restrictions on smoking
increased. For example, data from 2504 CARDIA participants (Black and Whites, ages 18—
30 when recruited in 1985-86) showed a reduction from 16.3 hours of exposure in 1985/86
to 2.3 hours in 2000/2001 among college-educated workers, a reduction of 86%. Various
occupational lung diseases, such as beryllium disease, sarcoidosis, asbestosis, and silicosis
are associated with higher lung cancer risk but these diseases are considered “rare” diseases
by orphanet because they have a prevalence rate of less than 1/2000, (http://www.orpha.net)
and therefore do not contribute importantly to population attributable lung cancer risk(66-70),

1.2.9. Pre-existing lung disease including chronic obstructive pulmonary
disease (COPD)—The largest meta-analysis to date relating previous lung disease to lung
cancer risk showed increasing risk of lung cancer with increasing history of pneumonia and
tuberculosis in never smokers(’1). The authors conjectured that the most likely explanation
for the increased risk associated with these diseases was the inflammatory effects of these
diseases on lung tissue. The recruitment and activation of inflammatory cells at a site of
infection involves the orchestrated expression of leukocyte and vascular adhesion molecules,
as well as the establishment of chemotactic gradients via the generation of proinflammatory
cytokines and chemokines("2). In turn, evidence suggests that inflammation plays a pivotal
role in the development of lung cancer(73-75), particularly among never smokers(3),
Inflammation may increase the risk of cancer development as an initiator or promoter
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through a variety of processes, including increased genetic mutations, anti-apoptotic
signaling and increased angiogenesis(76). Other worldwide research also supports an
association between previous lung disease and increased lung cancer risk.(69) (77) Authors of
a systematic review of 37 case-control and 4 cohort studies examining the link of
tuberculosis infection and subsequent lung cancer risk concluded that there is a direct
relation between tuberculosis infection and subsequent lung cancer risk, at least for
adenocarcinoma(’®). Another group reviewed the literature examining associations between
asthma incidence and subsequent risk of lung cancer incidence(’9) and concluded that the
evidence supports a direct relation between asthma and lung cancer in never smokers. They
conjectured that asthma may increase the risk of lung cancer by reducing the clearance of
inhaled toxins and carcinogens that are found in the bronchoalveolar epithelium(79).

It is not just restrictive lung disease, such as asthma, that has been associated with increase
risk of lung cancer incidence. Chronic obstructive lung disease (COPD) in women has been
found to have precursors similar to those that predict lung cancer risk, such as exposure to
environmental tobacco smoke and exposure to ashestos(%. COPD and restrictive lung
disease were found to contribute equally to lung cancer risk in Swedish construction
workers, both more often associated with squamous and small cell lung cancer, than with
adenocarcinoma(®d),

1.2.10. Oncogenic viruses—Observational studies have linked the presence of various
types of the human papillomavirus (HPV) with increased risk of lung cancer(82). The authors
of one meta-analysis of this literature concluded that the data suggest that HPV was an
important contributor to lung cancer incidence(®3),

1.3. Incidence and mortality

Approximately 10 to 15% of all lung cancers arise in never smokers, making lung cancer in
never smokers about the seventh most important cause of cancer-related mortality after
smoking(2:1984) The earliest lung cancer incidence estimates were based on just a few
large cohort studies, beginning with the British Doctors study(®), Prevention Study | of the
American Cancer Society, and Prevention Study 1 of the ACS(8). U.S. incidence data for
long-term trends (1975 to 2007) and data on lifetime probability of developing cancer were
obtained from the Surveillance, Epidemiology, and End Results (SEER) program of the
National Cancer Institute, covering about 26% of the US population (National Cancer
Institute, 2011). Recent incidence data (1995 to 2007) were obtained from cancer registries
that participate in the SEER program or the Centers for Disease Control and Prevention
(CDC)’s National Program of Cancer Registries (NPCR) through the North American
Association of Central Cancer Registries (NAACCR)(®84). Because of the historically high
correlation between incidence and mortality, time trends have usually focused on mortality
rates. Figure 1 shows gender- and age-specific trends in lung cancer mortality for each of the
two Cancer Prevention Study cohorts of mostly white never smoker volunteers.

1.4. Smoker versus never smoker differences in lung cancer survival

Survival in never smokers with lung cancer has been slightly better than survival in smokers
with lung cancer, but mortality remains the typical result of diagnosis within five
years(11.87),

Rudin and associates reviewed cohort studies of survival across stages in never smoker
versus smoker lung cancer cases and found a 30% survival advantage for the never
smokers(88), Postsurgical outcomes appeared to favor nonsmokers in two studies of
surgically resected stage | nonsmall cell lung cancer(89.99), although the difference was small
and disappeared when age, T stage, pleural invasion, and gender were included as covariates
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in a multivariate analysis(®9). In two cancer treatment trials, the never smokers randomly
assigned to the placebo arm had a statistically non-significant one-month survival advantage
over lung cancer patients with a smoking history(91.92)_n the active treatment arm of a
related lung cancer treatment study, however, the survival advantage of the never smokers
over former and current smokers was statistically significant, even after controlling for age,
gender, stage, and performance status(®3). Two other trials reported no difference in survival
after lung cancer diagnosis between never smokers and those with a history of tobacco
smoking(94.95) One possible resolution of these conflicting findings is the emerging clinical
consensus that lung cancer patients with minimal or no history of tobacco use showed
markedly better clinical outcomes when treated with getfitnib and erlotinib(®8) than patients
with substantial smoking history. Getfitnib and erolotinib are epidermal growth factor
receptor (EGFR) small molecule tyrosine kinase inhibitors. Retrospective studies of patients
have shown that compared with ever smokers, never smokers show more clinical benefit
from treatment with an EGFR inhibitor including statistically significant higher responses
rates, longer times to progression, and/or longer median overall survival(®8). The better
clinical response was seen especially in patients of East Asian ancestry, in women, and in
tumors with adenocarcinoma histology(96).

1.5. Gender differences in lung cancer risk among never smokers

There are more than twice as many women as men age 60 years and older who have never
smoked(9), which helps to explain why never smokers diagnosed with lung cancer are more
likely to be women. Thun 2008, Thun 2006 and Meza 2008 report, contrary to earlier
studies, that men never smokers have similar rates of lung cancer incidence as women never
smokers(2:18.19) Wakelee et al. (2007) disagree, partly on the basis of data from the Nurses'
Health Study and Health Professionals Follow-up Study(®?). Freedman and associates also
reported increased lung cancer incidence in women never smokers compared to men never
smokers(98), Further confusing the picture is the advent of more sensitive screening
technology, which may be detecting in women never smokers prevalent indolent lung
cancers that would not have been detected previously and that would not have contributed to
lung cancer mortality(!3), Lung cancer detection has improved over time as new, more
sensitive screening technology has become available. There is, as a result, no consensus yet
on whether women and men never smokers differ with respect to risk of lung cancer
incidence.

With respect to lung cancer survival, however, the evidence consistently favors women
never smokers, both for small cell lung cancer(®® and for non-small cell lung cancer(100),
Five year survival remains poor for both genders (< 50%), however, but particularly so for
men (<40%)(100). The reasons for this survival advantage have not been identified. This
advantage is seen in untreated lung cancer patients as well as in treated patients, suggesting
that the advantage cannot be attributed to different treatment patterns or better response to
treatment by women(190),

1.6. Ethnic, genetic differences in lung cancer risk

Subramanian (2007) and Thun (2008) noted the higher incidence of never smoker lung
cancer in South East Asia compared to never smokers elsewhere(211). Subramanian
conjectures that differences in genetics may explain discrepancies. Schwartz and colleagues
discounted earlier conjectures about Blacks being at high risk of lung cancer susceptibility
than Whites when they found no differences in incidence in a case control study in Detroit,
Michigan, with the exception of Black men ages 40-54 having higher risk than White men
of the same age(1%1). Thun and associates (2008) disagree, concluding from their review of
the literature that African American women never smokers had significantly higher
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incidence rates from lung cancer than women of European descent who had never smoked
(RR =1.56, 95% Cl = 1.1- 2.1)@,

1.7. Lung cancer incidence among never smokers by histologic subtype

Never smokers have more adenocarcinomas(®”) and are said to have tumors biologically
distinct from those seen in smokers(!1). Lung cancers in persons with a history of active
cigarette smoking are proportionately more small cell and squamous cell lung cancers(102),
A recent review of studies of lung cancer in never smokers concluded that lung cancers
arising in never smokers have a distinct natural history, profile of oncogenic mutations, and
response to targeted therapy(®®). It’s not clear that the changing pattern of histologic
subtypes has any relevance to changes in overall lung cancer mortality(103),

1.8. Nonsmoker lung cancer status and trends

Relative to other incident cancers, lung cancer among never-smokers would rank 11th
among the 12 most common incident cancers in SEER areas of the US in 2004(). Relative
to other fatal cancers, if never smoker lung cancer rates were applied to the whole
population, lung cancer mortality would rank as the 7t most common fatal cancer in
2004.(2). With respect to lung cancer time trends, Thun and associates (2008) concluded
from their review that there was no discernible time trend and Thun (2006) said that there
was a small, nearly negligible trend towards higher rates of lung cancer incidence in white
women nonsmokers only(219). Wakelee and associates(®”) made the point, after reviewing
the results of six cohort studies, that not enough time has elapsed between the start of these
cohort studies and the most recent data collection period to permit confident extrapolations
about rate changes over time. More research is therefore needed to determine whether lung
cancer rates among never smokers have remained constant over time.

2. LUNG CANCER IN NEVER SMOKERS - RISK MODELS

In this section we review some of the never smoker lung cancer risk models used by
CISNET modelers and compare the number of never smokers by age and gender between
the three CISNET smoking scenarios(1%4) and discuss the corresponding lung cancer
mortality predictions among never smokers for a typical CISNET model.

As discussed in the previous sections, several risk factors have been associated with the lung
cancer risk among never smokers. Nevertheless, among all of these factors, age remains as
the most significant contributor to lung cancer risk in never smokers. For this reason and
because many of these other risk factors have been identified only recently or because there
is not much information about the historical exposure to these agents in the US, the lung
cancer risk models used in CISNET at this point consider mainly age and gender as risk
factors for never smokers.

2.1. TSCE Model

The two-stage clonal expansion (TSCE) model posits that cells initiated via a Poisson
process undergo clonal expansion and malignant conversion via a birth-death-mutation
process. The details of this model are presented in a number of publications(105:106) The
model has the following parameters, the rate of initiation, poX; the rate of cell division, a,
and cell death, B, of initiated cells and the rate of malignant conversion, ;. Not all 4
parameters can be estimated from incidence data alone.

The hazard or age-specific mortality (incidence) function is the standard measure of cancer
risk. The cancer hazard for the TSCE model can be expressed in terms of the model
parameters as:
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where pand gare the roots of a quadratic equation, with p+ g= g=-(a — B - pz) and
—-pg=ap ;. Note that g represents roughly the net rate of proliferation of initiated cells (since
[L1 is a mutation rate and much smaller than a and B), g~ p#/(Z — p/a), and ppX'is what
Fisher has called the index of diversity.

The TSCE model has been fitted to the lung cancer incidence and mortality in several US
cohorts. Although most analyses have concentrated in estimating the effects of tobacco
smoking on lung cancer risk, the background (never smoker) lung cancer risk as a function
of age (hazard) is a byproduct of these kinds of analyses.

2.1.1. CPSI and CPSIll—Hazelton et al. fitted the TSCE model to the lung cancer
mortality in three cohorts, the ACS Cancer Prevention Study (CPS) | and CPSII cohorts and
the UK British Doctors study(197). Table I shows the parameter estimates obtained by
Hazelton et al. Figure 2 shows the CPS | lung cancer age-specific mortality rates among
never smokers and the corresponding TSCE hazard functions.

2.1.2. NHS and HPFS—Meza et al. fitted the TSCE model to the lung cancer incidence in
never smokers in the Nurses Health (NHS) and Health Professionals Follow-Up (HPFS)
studies(8). From their analysis, Meza et al. concluded that the lung cancer incidence among
never smokers was identical in both datasets, therefore deriving a common never smoker
model for women and men. Table | shows the parameter estimates obtained by Meza et al.
Figure 3 (upper panels) shows the lung cancer age-specific incidence rates among never
smokers in the NHS and HPFS and the corresponding TSCE model hazard functions (data
points and CI reproduced from Meza (2008)(18)).

The lung cancer mortality data in NHS and HPFS have been analyzed using the TSCE
model as part of the CISNET project. Table | shows parameter estimates obtained after
fitting the TSCE hazard function to the NHS and HPFS lung cancer mortality rates in never
smokers as reported in Thun (2008)(). Figure 3 (lower panels) shows the corresponding
hazard functions and the NHS and HPFS lung cancer age-specific mortality rates among
never smokers (data points and Cl as reported in Thun (2008)(2)).

Table Il shows estimations of the lifetime lung cancer risk in never smokers with and
without adjustment for other cause mortality. US decennial life tables for 1989-1991(108)
were used to adjust for competing causes of mortality.

model
Knoke et al. fitted a power of age model (Armitage-Doll) to the lung cancer mortality

among male nonsmokers in CPSI and found that the mortality rates increase with between
the fourth and fifth power of age(109):
hy(a)=ad’,

where a =9.21E-13and B =4.60. This is consistent with previous estimates from the British
Doctors study(8). Figure 2 shows the CPSI data and Knoke’s model hazard function.
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2.3. Never smokers’ lung cancer risk in the three CISNET smoking scenarios

As discussed in chapters 2, 4, and 5 of this monograph(110-112) the CISNET modelers have
investigated the consequences of existing tobacco control policies on lung cancer risk using
three US smoking history scenarios. The Actual Tobacco Control (ATC) scenario reflects
the actual smoking patterns observed in the US from 1890 until 2000. The Complete
Tobacco Control (CTC) scenario simulates the US smoking histories assuming that
everyone quit smoking in 1965 and that no one else picked up the habit afterwards. The No
Tobacco Control (NTC) scenario simulates the US smoking rates assuming that the smoking
behaviors of the US population were not affected by the discovery of the harmful effects of
smoking on human health.

To simulate the three smoking scenarios, CISNET modelers relied on the smoking history
generator (SHG)(12). The SHG is a CISNET-shared precursor model that produces cohort-
specific smoking histories and related other cause death rates as inputs for the larger dose/
response, survival generation models. For each smoking scenario (ATC, NTC, CTC), the
SHG simulates detailed individual level smoking histories for individuals born between
1890 and 1985 over the period 1975-2000. For more details on the SHG please see chapter
5 in this monograph.

The central component of each CISNET lung model is a dose-response module that provides
a quantitative description of the age-specific mortality of lung cancer among never smokers,
and among continuing smokers and former smokers by detailed history of smoking. With
the exception of one modeling group, which used logistic regression models, all CISNET
groups used a version of the TSCE model described above as their underlying dose-response
model (please see Chapters 7-13 for a detailed description of each CISNET lung

model G-9)).

For illustrative purposes we present estimations of the number of US lung cancer deaths for
each CISNET smoking scenario using a typical CISNET model. To do this, we first used the
SHG to simulate the population of never smokers in the US under the three CISNET
smoking scenarios. We then applied one of the CISNET models, the FHCRC model (see
Chapter 8 for model details), to produce estimations of the number of lung cancer deaths
among never smokers by age, calendar year and gender for each CISNET smoking scenario.

3. RESULTS

Figure 4 shows the predicted number of lung cancer deaths among never smokers by gender
in the US (1975-2000) from a typical CISNET model for each of the three CISNET
smoking scenarios (see Chapters 2 and 4). Although it would be ideal to compare the ATC
prediction with the actual numbers of yearly LC deaths among never smokers in the US,
there are no reliable statistics of lung cancer mortality in never smokers at the US population
level. This highlights even further the value of the CISNET modeling predictions. Figure 4
also shows the simulated US never smoker populations for each CISNET smoking scenario
(see Chapter 5). As shown in the figure the never smoker population increases with
increasing calendar years in all CISNET smoking scenarios, yielding a commensurate
increase in the corresponding number of predicted lung cancer deaths in never smokers.
Clearly, the never smoker population is highest in the CTC scenario and lowest in the NTC
scenario.

Figure 5 shows in a single panel the population of men and women never smokers in the
ATC scenario and the corresponding lung cancer deaths by calendar year for a typical
CISNET model. The figure shows that the population of never smokers is significantly
higher in women than in men, but that the gap has been diminishing with increasing
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calendar year. Accordingly, the number of lung cancer deaths in never smokers is
significantly higher in women, but the gap has started to diminish.

Figure 6 shows the percentage of never smokers by age and gender in the three CISNET
smoking scenarios. The top panel shows that the percentage of male never smokers in the
ATC scenario increases or remains constant across all ages during the period of analysis. In
contrast, the percentage of female never smokers of ages = 60 decreases steadily, reflecting
the later onset of the tobacco epidemic in women. The medium panel shows that the
percentage of male never smokers remains roughly constant for all ages in the NTC
scenario, whereas the percentage of female never smokers decreases by calendar year
particularly for older ages, reflecting again the later onset of the tobacco epidemic in
women. The bottom panel shows that the percentage of never smokers of ages < 50 in the
CTC scenario increases steadily to 100% independently of gender. In contrast, the
percentage of male never smokers of ages > 50 remains roughly constant while the
percentage of female never smokers older than 50 decreases steadily during the period of
analysis.

4. DISCUSSION

Our review of the scientific literature on major influences on lung cancer risk in never
smokers identified a range of influences, from environmental tobacco smoke, to radiation
exposures, to asbestos. The review relied on studies that generally did not use biologically-
validated definitions of non or never smokers. This literature spanned several decades,
during which time cotinine-validated exposure to environmental tobacco smoke in the U.S.
in self-reported nonsmokers dropped from nearly 100% exposure to 41% exposure(113). On
the other hand, even though detectable cotinine levels in U.S. nonsmokers have fallen 70%
since 1988, 45% of nonsmokers continue to show biological evidence of daily exposure to
secondhand smoke(114)

Variations in serum cotinine, a well-accepted biomarker for exposure to cigarette smoke,
have been shown to co-vary with self-reported exposure by self-described never
smokers(115), Single measurements of serum cotinine have also been shown to provide
stable estimates of smoking status over one year(116), Validation studies have confirmed the
utility of serum cotinine in nonsmokers for reflecting nonsmokers’ exposure to secondhand
smoke(17). In critically ill patients screened with these biomarkers, 96% of self-reported
nonsmokers had biological evidence of recent exposure to cigarette smoke(118). Even today,
therefore, differences between self-reported ETS-exposed nonsmokers and self-reported
non-exposed honsmokers are likely to be attenuated by misclassification of exposure status.
A more recent, potentially more precise tobacco-specific biomarker highly correlated with
cotinine (r = .92) is trans-3'-hydroxycotinine, urine 4-(methylnitrosamino)-1-(3-pyridyl)-1-
butano (NNA) is more proximally related to cancer risk than cotinine and tends to be
underpredicted by cotinine, especially in small children(119) Use of such tobacco-specific
biomarkers of exposure are called for. Their use would permit more confident inferences
about putative associations between exposure to environmental tobacco smoke and lung
cancer risk(118). In any event, a large fraction of lung cancers occurring in never smokers
cannot be definitively associated with established environmental risk factors, highlighting
the need for additional epidemiologic research in this area3).

In this Chapter we also reviewed some of the never smoker lung cancer risk models used in
CISNET. We then compared the prevalence of never smokers between the three CISNET
smoking scenarios and presented the corresponding never smoker lung cancer mortality
predictions from a typical CISNET model.

Risk Anal. Author manuscript; available in PMC 2013 July 01.



1X31-)lew1a1ems 1X31-){Jewiaremsg

1Xa1-)lewarems

McCarthy et al.

Page 11

The models used in CISNET did not incorporate many of the known or suspected risk
factors described in this monograph, such as environmental tobacco smoke exposure, diet,
radon exposure and air pollution that could have influenced trends in lung cancer mortality
among never smokers in the U.S. However, age and gender remain the most significant
contributors to lung cancer risk among never smokers, and any other risk factors have either
just been recently identified or lack detailed information about their historical exposure
patterns in the U.S. Nevertheless, to compensate for the absence of other lung cancer risk
factors besides age, gender and smoking in their models, some CISNET groups chose to
calibrate their models further to describe actual deaths in the U.S. population over the period
1975-2000 (see Chapters 7-13). However, since most of the current lung cancer risk in the
population is due to smoking and since there is no information available on the humber of
yearly lung cancer deaths among never smokers in the US, it is not clear that these
adjustments are directly applicable to never smokers. Even with these limitations, the
CISNET models constitute an important tool that can help public health policy makers make
predictions about the impact of changes in smoking prevalence on past, current and future
lung cancer rates in US never smokers, predictions that would be otherwise very difficult or
impossible to make(104),

As suggested by our analysis, even if the lung cancer risk among never smokers remains
constant in time, the number of lung cancer deaths among never smokers would be expected
to increase significantly in the near future as the prevalence of smoking continues to fade
and as the population age-structure continues to shift to older ages. This implies that it is
likely that lung cancer will continue to be one of the most prevalent cancers in the US in
spite of the significant improvements in tobacco control.
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Figure 1.

Age

Gender- and age-specific trends in lung cancer mortality among never smokers for the two
Cancer Prevention Study | (CPSI) and 11 (CPSII) cohorts. Points represent the observed
rates, and lines the rates smoothed by using Poisson regression (see Table 2 in Thun

(2006)(19).
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Figure2.
CPS | lung cancer age-specific mortality rates among never smokers by gender and the
corresponding hazard functions from the TSCE and Knoke models.
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Figure 3.

NHS and HPFS lung cancer age-specific incidence and mortality rates among never smokers
and the corresponding TSCE model hazard functions. Notice the difference in scale between

the top and bottom y-axis.
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Figure 4.

Predicted lung cancer deaths among never smokers by gender in the US (1975-2000) from a
typical CISNET model for each of the three CISNET smoking scenarios (ATC- Actual
Tobacco Control; NTC — No Tobacco Control; CTC — Complete Tobacco Control).
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Figure5.
Populations of men and women never smokers in the Actual Tobacco Control (ATC)
scenario and the corresponding lung cancer deaths for a typical CISNET model.
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Figure®6.

Percentage of never smokers by gender and age in the three CISNET smoking scenarios.
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Table Il

Life-time probability (by age 85) of lung cancer (LC) incidence and mortality for never smokers with/without
adjustment for death from other causes.

Unadjusted Adjusted

Modell Men Women Men Women

LCincidence | 1.57% 1.57% 0.93% 1.17%

1X31-)ewiarems 1Xa1-)ew1a1ems

1Xa1-)1ewa1ems

LC mortality | 1.02% 0.93% 0.61% | 0.71%

1: Life-time probabilities were calculated using the parameter estimates based on the analysis of NHS/HPFS data.
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