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Abstract

Smoking burdens are greatest among underserved patients. Lung
cancer screening (LCS) reduces mortality among individuals at
risk for smoking-associated lung cancer. Although LCS programs
must offer smoking cessation support, the interventions that best
promote cessation among underserved patients in this setting are
unknown. This stakeholder-engaged, pragmatic randomized
clinical trial will compare the effectiveness of four interventions
promoting smoking cessation among underserved patients
referred for LCS. By using an additive study design, all four arms
provide standard “ask-advise-refer” care. Arm 2 adds free or
subsidized pharmacologic cessation aids, arm 3 adds financial
incentives up to $600 for cessation, and arm 4 adds a mobile
device-delivered episodic future thinking tool to promote
attention to long-term health goals. We hypothesize that smoking
abstinence rates will be higher with the addition of each
intervention when compared with arm 1. We will enroll 3,200

adults with LCS orders at four U.S. health systems. Eligible
patients include those who smoke at least one cigarette daily and
self-identify as a member of an underserved group (i.e., is Black or
Latinx, is a rural resident, completed a high school education or
less, and/or has a household income <200% of the federal poverty
line). The primary outcome is biochemically confirmed smoking
abstinence sustained through 6 months. Secondary outcomes
include abstinence sustained through 12 months, other smoking-
related clinical outcomes, and patient-reported outcomes. This
pragmatic randomized clinical trial will identify the most effective
smoking cessation strategies that LCS programs can implement to
reduce smoking burdens affecting underserved populations.

Clinical trial registered with clinicaltrials.gov (NCT 04798664). Date
of registration: March 12, 2021. Date of trial launch: May 17, 2021.
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CLINICAL STUDY DESIGN

Smoking remains the leading cause of
preventable morbidity and mortality
worldwide, causing more than 5 million
deaths annually, including 500,000 in the
United States (1). The National Lung
Screening Trial found that annual lung
cancer screening (LCS) among patients aged
55-74 years who are current or former heavy
smokers (=30 pack-years) reduces mortality
due to lung cancer (2). Thus, annual LCS
became widely recommended by national
guidelines and adopted by payers (3, 4). In
2020, a U.S. Preventive Services Task Force
simulated optimal screening strategies and
concluded that expanding screening
eligibility to patients aged 50-80 years with at
least 20 pack-years of smoking history
would increase the benefit and reduce
existing disparities in lung cancer mortality
by race, ethnicity, and sex compared

with using the prior minimum age of 55

and a minimum smoking history of 30
pack-years (5).

LCS provides a unique opportunity to
engage the more than 5 million eligible
Americans who continue to smoke tobacco
(6, 7). The prevalence of smoking among
individuals presenting for LCS is considerably
higher than among those in the community,
with 48-70% of those undergoing LCS
actively smoking (8). Patients receiving
abnormal results from their LCS stop
smoking at higher rates than those with
normal LCS results and those among the
general population (9). Those who quit
smoking during the period of LCS eligibility
gain an average of 4 life-years, which is more
than the number of life-years gained through
early lung cancer detection (10). Therefore,
smoking cessation interventions are a
required core component of LCS as per
national guidelines (3, 11) and the Centers for
Medicare and Medicaid Services (12).

Embedding smoking cessation
interventions within LCS programs may also
mitigate the disproportionate impact of
smoking on patients who are Black or Latinx,
live in rural communities, and/or have a low

socioeconomic status (SES) (13-15). These
underserved populations (by which we mean
historically underresourced or disenfranchised
populations) (16) are overrepresented among
patients eligible for LCS yet are less likely to
successfully quit (17-19). Therefore, providing
systematic smoking cessation support during
LCS may begin to reduce health inequities
attributable to tobacco use (20, 21).

Despite these compelling reasons to
embed intensive smoking cessation services
within LCS programs, numerous studies,
systematic reviews, and consensus statements
have noted the uncertainty regarding which
interventions best promote cessation among
patients undergoing LCS (4, 11, 12, 22, 23). A
common approach is “ask-advise-refer”
(AAR), whereby patients are asked if they
smoke, advised of the benefits of cessation,
and referred to local cessation resources (23).
Yet few patients achieve cessation when
exposed to the AAR approach (24). Because
information alone is often ineffective in
modifying health behaviors, interventions are
needed that target specific barriers to
successful smoking cessation, such as
physiologic craving, the lack of an impetus to
initiate the quitting process, and the human
tendency to be present biased, neglecting the
future health benefits resulting from cessation
(Figure 1). We designed the Healthy Lungs
trial to compare the effectiveness of
combinations of interventions that target
these barriers with the effectiveness of the
AAR approach for promoting sustained
smoking abstinence among underserved
patients referred for LCS.

Methods

Design and Overview

We are conducting a stakeholder-engaged,
pragmatic, four-arm randomized clinical trial
(RCT) among 3,200 underserved patients
who smoke tobacco at the time of LCS
referral. The trial was designed to be highly
pragmatic by using the PRagmatic-

Explanatory Continuum Indicator Summary
2 criteria (PRECIS-2) (Figure 2; see also
Table E1 in the online supplement) (25, 26).
Patients will be assigned to one of four trial
arms, including one, two, three, or four
smoking cessation interventions. All arms
will provide AAR care. Arm 2 will add free or
subsidized U.S. Food and Drug
Administration (FDA)-approved
pharmacologic cessation aids, arm 3 will add
financial incentives to stop smoking, and
arm 4 will add an episodic future thinking
(EFT) tool to prompt patients to think about
their future health. Participants will be
offered enrollment in the program after LCS
referral and will be randomized once their
eligibility based on self-identified
sociodemographic characteristics has been
confirmed. The primary outcome is
sustained, biologically confirmed smoking
abstinence, requiring negative results from
biochemical evaluations of nicotine
metabolites at 2 weeks, 3 months, and 6
months. Relapse and other outcomes will be
assessed at 12 months (clinicaltrials.gov
identifier NCT 04798664; date of
registration: March 12, 2021; date of

trial launch: May 17, 2021) (Figure 3).

Patient and Stakeholder Engagement
An 11-member Stakeholder Advisory
Committee (SAC) was formed to ensure that
the study’s aims reflect critical questions
important to affected groups and that the
study materials and design were appropriate
for the target populations (Figure 4). The
SAC co-developed, reviewed, and revised
study materials and study procedures to
improve responsiveness to patient and health
system needs and reduce the burden on
participants. They reviewed the statistical
analysis plan, including proposed covariates
and potential confounders, for face validity
and suggested secondary and sensitivity
analyses. During the analysis stage, SAC
members will identify the findings of greatest
interest to patients and stakeholders and help
design figures that portray the core results in

Correspondence and requests for reprints should be addressed to Rachel Kohn, M.D., M.S.C.E., Hospital of the University of Pennsylvania, 836
Gates Building, 3400 Spruce Street, Philadelphia, PA 19104. E-mail: rachel.kohn2@pennmedicine.upenn.edu.

This article has an online supplement, which is accessible from this issue’s table of contents at www.atsjournals.org.
Ann Am Thorac Soc Vol 19, No 2, pp 303-314, Feb 2022

Copyright © 2022 by the American Thoracic Society
DOI: 10.1513/AnnalsATS.202104-499SD
Internet address: www.atsjournals.org

304

AnnalsATS Volume 19 Number 2 | February 2022


mailto:rachel.kohn2@pennmedicine.upenn.edu
http://www.atsjournals.org
http://dx.doi.org/10.1513/AnnalsATS.202104-499SD
http://www.atsjournals.org
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Intervention

Figure 1. Conceptual model.

understandable ways. In addition, SAC platforms and through community andcommunication expectations. The SAC
partners will participate in manuscript organizations and health systems. A SAC reviewed and approved the SAC Charter,
preparation and result dissemination and Charter was developed to help guide research protocol, recruitment plans, and
implementation via media and internet responsibilities, reimbursement, remuneration on June 14, 2019.

Eligibility - Who is selected to participate in the trial?

Recruitment - How are participants

Primary analysis - To what extent are all IHTHIE )
recruited into the trial?

data included?

Primary outcome - How
relevant is it to participants?

Setting - Where is the trial
being done?

Organization - What expertise
and resources are needed to
deliver the intervention?

Follow-up - How closely are
participants followed-up?

Flexibility - What measures are in place to make sure Flexibility - How should the intervention be
participants adhere to the intervention? delivered?

Figure 2. Pragmatism of the proposed trial based on PRagmatic-Explanatory Continuum Indicator Summary 2 criteria (PRECIS-2) (25, 26).
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Figure 3. Study schema. CT = computed tomography; LCS =lung cancer screening; PRO = patient-reported outcomes.
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Study Setting

We are testing the interventions among
patients referred for LCS at the University of
Pennsylvania Health System (Penn),
Geisinger Health System (Geisinger), Henry
Ford Health System (Henry Ford), and
Kaiser Permanente Southern California
(KPSC). We selected these sites because each
serves a core constituent of our underserved
patient groups. Penn serves the Philadelphia
Metro area, nearly half of Penn’s patients are
Black, and many of Penn’s patients have a
low SES (nearly 70% have a high school
degree or less; over 25% live below the
federal poverty line [FPL]). Lancaster
General Health (LGH), a part of Penn, serves
patients from both low-SES urban and low-
SES rural residences in Pennsylvania
(approximately 75% have a high school
degree or less; approximately 30% live below
the FPL), including a >35% Latinx
population. Geisinger serves patients who are
predominantly white (>90%) from rural
residences in Pennsylvania, and more than
half have a low SES (65% have a high school
degree or less; approximately 15% live below
the FPL). Henry Ford serves patients in the
Detroit Metro area, >20% of their patients
are Black, and approximately 70% have a low
SES (>60% have a high school degree or less;
approximately 40% live below the FPL).
KPSC is an integrated health system that
serves a population that is approximately
40% Latinx and also includes those who have
alow SES (>60% have a high school degree
or less; approximately 40% live below the
FPL) (27).

Population

We aim to enroll 3,200 adult patients who
have had an LCS order placed in the
electronic health record by any clinician,
smoke at least one cigarette daily (not
including e-cigarettes) at the time of study
eligibility screening, have access to a phone
with text messaging, and are underserved,
defined as having one or more of the
following characteristics: Black or Latinx race
or ethnicity; rural community residence
based on self-report or, in the absence of self-
reported data, residence within an area with
a Rural-Urban Commuting Area code of >1
as determined by using the ZIP code;
completion of a high school education or
less; and/or a household income <200% of
the FPL. For the first 2 months of the trial,
we required that patients smoke at least five
cigarettes per day to be eligible, consistent
with our prior trials (28, 29). However, in

Clinical Study Design

light of more recent evidence that a quarter
of Americans who smoke do so lightly (30),
the recognition of the financial barriers to
heavier smoking in our target sample, and
the unanimous recommendation of our
SAC, we have since modified the criterion to
one cigarette per day or more.

All study-related activities will rely on a
web-based platform, text messaging, and
intermittent internet access for participation.
To facilitate participation and inclusivity, our
SAC community partners prepared
comprehensive lists of locations with free
internet access throughout each health
system catchment, which will be provided to
participants. For full program participation,
patients will be required to participate in a
minimum of six web-based activities over a
12-month study period (registration on study
platform/eligibility screening/randomization/
baseline survey; setting a target quit date
[TQD]; and short assessments at 2 wk, 3 mo,
6 mo, and 12 mo) (Figure 3). All study-
related activities will be offered in English
and Spanish; patients fluent in neither
language will be excluded. We anticipate that
LCS orders will reflect national screening
guidelines, but we will not exclude any adult
patients for whom clinicians have ordered
LCS (5, 31). Patients will receive all study-
related payments through reloadable prepaid
cards that can be used as debit cards or
redeemed for cash at any bank (Figure 3).

Interventions

Patients will be randomized to one of four
study arms. Each arm is additive and
contains the interventions from the prior
arm. All randomized patients will be asked to
set a TQD within 60 days of enrollment,
which was decided on the basis of SAC
feedback. If no TQD is selected, a default
TQD will be set to 60 days after enrollment.
All study-related activities will be based on
each patient’s TQD (Figure 3).

Arm 1: AAR. AAR is a minimum
standard to promote smoking cessation
during LCS (32). Clinicians may ask patients
whether they smoke, advise them regarding
the benefits of cessation if they are actively
using tobacco, and refer patients who are
using tobacco to local or national resources.

After enrollment, we will offer all
patients information through the patient
portal that includes national quit hotlines
and local health system resources (e.g.,
smoking cessation clinics) they may choose
to pursue. We will advise patients to speak
with their clinician about these and other

available resources. We will inform them that
they will be sent text messages and/or e-mails
on their TQD and at 2 weeks, 3 months, and
6 months to assess their smoking cessation
status. Because usual care at KPSC includes
no-cost provision of smoking cessation
pharmacotherapy for all patients, no KPSC

patients will be randomized to arm 1.
Arm 2: FDA-approved

pharmacotherapy. Pharmacotherapy (e.g.,
nicotine replacement therapy [NRT],
varenicline, and bupropion) can reduce
nicotine withdrawal symptoms and decrease
tobacco cravings. NRT is direct nicotine
replacement. Varenicline is a partial
neuronal a3, nicotinic receptor agonist,
which prevents nicotine stimulation of the
mesolimbic dopamine system associated
with nicotine addiction. Bupropion is
believed to enhance central nervous system
noradrenergic and dopaminergic release
(33-35). NRT, varenicline, and bupropion all
improve smoking cessation rates compared
with placebo and are recommended as first-
line therapies for tobacco dependence (36).
We do not offer e-cigarettes as part of this
trial because they are not FDA-approved for
smoking cessation.

Some insurers (e.g., KPSC) have already
adopted Affordable Care Act guidance to
cover all copays associated with smoking
cessation aids for most of their members
(37). However, many underserved patients
do not receive such coverage (38, 39).
Patients assigned to arms 2—-4 may order
NRT (i.e., patches, lozenges, or gum) directly
from their patient portal at no cost for mail
delivery, as in our recent trial, because these
are available without prescriptions (29).
Because of vendor limitations, some forms of
NRT are not available (i.e., nasal sprays and
oral inhalers). Patients who receive
prescriptions from their clinicians for
varenicline or bupropion will submit receipts
through the patient portal for co-payment or
out-of-pocket reimbursements up to $300
total. Educational materials about optimal
pharmacotherapy use, co-developed with the
SAC, will be available in the portal and will
be mailed in a participant welcome packet.

Arm 3: financial incentives. Patients
will be eligible to earn $100, $200, and $300 if
they submit negative test results for nicotine
metabolites at 2 weeks, 3 months, and 6
months after their TQD, respectively (Table
E2). These are the identical financial
incentives and schedule that have been
shown to triple quit rates among similarly
nonselected people who smoke who also
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Patient partners representing:

e Those who formerly smoked tobacco (n=2)
e Smoking-associated diseases like COPD (n=1)

Community, policy, and advocacy leadership from:
* A local government tobacco policy program

(n=1)

¢ A lung cancer foundation (n=1)

CLINICAL STUDY DESIGN

Stakeholder partners, including:
¢ Healthcare executive and payer leadership

from two integrated health systems (n=2)

¢ Clinician and program management
leadership within two large health
system-run smoking cessation clinics (n=2)

e A tobacco prevention network and civil rights

organization (n=1)
* A community organization leader focused on
Black health, wellness, and opportunity (n=1)
e A Latino health communications agency (n=1)

Geographical coverage in:

(n=11)

o 5 states, including PA, NC, IL, CA, and Ml

e Rural and urban communities (n=11)

Figure 4. Stakeholder Advisory Committee members. COPD = chronic obstructive pulmonary disease.

have access to free cessation aids (29), and
these incentives and this schedule have
recently been demonstrated to be highly
cost-effective from a societal perspective (40).
This strategy is based in behavioral economic
theory, including 1) providing substitute,
proximal reinforcers of cessation in the form
of incentives (41); 2) using large payments to
reinforce target behaviors (42); and 3)
providing the largest payment at the end of
the intervention to offset the present bias of
patients who smoke (43).

Arm 4: EFT. Patients who smoke tend
to be “present biased” with a propensity to
discount future benefits (e.g., greater health
after smoking cessation) in favor of
immediate satisfaction (e.g., the pleasures of
smoking and avoidance of the discomfort of
nicotine withdrawal) (44, 45). By contrast,
cancer screening is an event that naturally
motivates people to adopt a future orientation
(44, 46) as they contemplate how their future
health may be affected by tobacco use (20,
47). EFT as an intervention is an evidence-
based, personalized behavioral tool that
promotes prospective thinking about longer-
term rewards (48). EFT interventions have
been used successfully to promote behavior
change in a variety of contexts, such as
obesity, alcohol use disorder, and tobacco
dependence (49-51). EFT prompts
individuals to engage in thinking about
delayed rewards (e.g., the benefits of smoking
cessation) to overcome a focus on immediate
rewards (e.g., the relief from a nicotine
craving) through two mechanisms: the
process of generating personalized future
positive event “cues” about positive future
experiences (see the online supplement for a
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sample cue) and then the delivery of these
personalized cues by text message at regular
intervals and on demand to promote future
orientation as needed (e.g., when craving
cigarettes) (49-51). EFT may work in a
complementary fashion with financial
incentives, with incentives providing an
immediate, extrinsic motivation to quit and
EFT helping to sustain abstinence by
enhancing people’s intrinsic motivations to
quit. EFT has previously proven effective
among patients living in poverty (52).

Patients will be able to view introductory
videos, co-developed and narrated by SAC
members, on the study platform to orient
them to personalizing and using the EFT tool
(see the online supplement for links to the
participant-facing explanatory videos
designed for the study). This information will
also be provided in the mailed participant
welcome packet. When first engaging with
EFT, patients will generate three EFT cues
that are positive, specific, vivid descriptions of
events that they are looking forward to and
that are enhanced by smoking cessation. Over
the 6-month intervention period, the mobile
study platform will regularly prompt patients
to focus on delayed rewards from smoking
cessation through scheduled and on-demand
text messages with their personalized EFT
cues. Patients may update their cues at any
time during the study period. Patients will
receive cues from the TQD through the end
of the intervention period unless they ask to
stop receiving cues sooner. Patients who
create three cues will be paid $20 and
classified as having engaged with the
intervention for the purposes of analysis
(Table E2).

Recruitment

Recruitment began in May of 2021 at Penn,
and a staggered roll-out across Penn
radiology clinics was used to enable quality
assessments of all study-related procedures.
Recruitment will begin at the other health
systems in serial fashion over the ensuing 4
months. On the basis of annual screening
volumes from each health system and
estimates of the proportions of screened
patients who will be eligible, we anticipate
that recruitment will continue for 32 months
to enroll the target of 3,200 patients.
Consistent with the goals of a large, scalable,
pragmatic RCT to assess the real-world
effectiveness of interventions, recruitment
will occur via a three-pronged approach that
will not rely on on-site research personnel
(Table E3). Patients will receive financial
remuneration for study-related tasks and will
be sent up to five reminder text message and/
or e-mail reminders at each study milestone
to promote retention. Because of the
pragmatic nature of this trial, retention
efforts delivered outside of automated means
are incompatible with the goals of this study.
Patients recruited after shared decision-
making visits who were referred to cessation
resources or prescribed cessation
pharmacotherapy remain eligible for study
participation. Patients who have an LCS
referral or order but do not schedule an
appointment within 120 days will also be
contacted for study enrollment via a text
message, e-mail, and/or letter. There is a
centralized study telephone hotline staffed
with English- and Spanish-speaking research
staff to answer questions and assist in
enrollment and study participation.

AnnalsATS Volume 19 Number 2 | February 2022
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Eligible patients may opt out of study
participation after reviewing study-related
materials, including an optional review of a
detailed frequently-asked-questions
document describing all elements of the trial
(29, 53). Such opt-out consent is advocated
for in pragmatic RCTs that are testing
methods for improving the delivery of
interventions within health systems (54, 55).
Our SAC co-developed the approach to opt-
out consent for this study, and our prior
work has demonstrated that it is acceptable
to underserved patients (56, 57). Details of
the study arms will not be disclosed to
potential study participants to avoid feelings
of resentment or deprivation due to arm
assignment (29, 58).

Patient Remuneration for Study-
related Tasks

The 12-month maximal remuneration
schedule for surveys, biochemical samples,
and financial incentives is shown in Table E2.
All enrolled patients will be asked to
complete 6- and 12-month surveys,
regardless of their self-reported smoking
abstinence, and will be compensated $40 for
each. At the 2-week and 3-, 6-, and 12-month
time points, patients will report whether they
are actively smoking and will be
compensated $5 for completing this short
assessment. Patients who self-report
abstinence will be paid $45 for submitting a
sample at an outpatient laboratory or $15 for

Table 1.

submitting a sample by using a mobile
service that collects samples at home through
6 months; these payments will be increased
to $95 and $35, respectively, at 12 months to
promote long-term retention.

Randomization

Patients will be randomized individually to
one of the four study arms by using random
number generation within the mobile study
platform, stratified by health system. At
Penn, Geisinger, and Henry Ford, patients
will be assigned equally to each of the four
arms. Although LGH is part of Penn,
randomization will occur separately because
LGH has a separate LCS program and a
separate electronic health record system.
Patients enrolled at KPSC will only be
assigned to arms 2-4, each with a 33%
probability, as KPSC provides smoking
cessation aids to all patients at no additional
cost, making arm 2 the KPSC minimum
standard of care, as no patients will receive
AAR (arm 1) alone.

Outcomes

Our primary outcome is sustained
abstinence for 6 months, requiring self-
reported smoking cessation followed by
biochemical confirmation at 2 weeks, 3
months, and 6 months (Table E4), as
supported by professional societies and
stakeholders, including our SAC, and used in
our prior RCTs (4, 28, 29, 59). To allow for a

Secondary patient-reported outcomes

recommended grace period after the TQD
(60), all patients will be allowed a “second
chance” if they do not demonstrate
abstinence at 2 weeks. From that date,
patients will be given an additional 2 weeks
to quit and demonstrate abstinence. Patients
who do not complete study-related tasks,
including survey completion and
confirmatory biochemical specimen
submission, will be classified as not having
sustained abstinence (28, 29).

Secondary outcomes, co-developed with
the SAC, include point-prevalent
biochemically confirmed quit rates at 2
weeks, 3 months, and 12 months; point-
prevalent self-reported quit rates at 2 weeks,
3 months, 6 months, and 12 months; point-
prevalent self-reported other tobacco use at 2
weeks, 3 months, 6 months, and 12 months;
and patient-reported outcomes, including
motivation to quit (61), self-efficacy to quit
smoking (62), perceived barriers to cessation
(63), temporal discounting (64), and health-
related quality of life (65) (Table 1).

Analytic Plan

Sample size and power. On the basis of our
previous trials and the target population, we
anticipate a 6-month smoking abstinence
rate of 2.5% with AAR (arm 1). Although
higher rates were observed in the National
Lung Screening Trial usual-care arm (10),
that trial used self-reporting to determine

Patient-reported Outcome

Motivation to quit

Self-efficacy to quit smoking

Perceived barriers to cessation

Temporal discounting

Health-related quality of life

Measure

Stages of change (78)

Situational measure of self-efficacy (62, 79)

Challenges to stopping smoking scale (63)

Five-trial adjusting delay task (64)

EuroQol-5 dimensions (80)

Description

Validated 1-item measure to assess a
patient’s self-reported motivation to quit

Validated 10-item measure to assess how
certain a patient is that they can avoid
smoking under various situational
circumstances

Validated 21-item measure to assess a
patient’s perceived barriers to smoking
cessation. It contains two subscales:
intrinsic factors (physical, psychologic, or
cognitive aspects of quitting) and
extrinsic factors (social or environmental
aspects of quitting)

Validated 5-item measure to assess a
patient’s temporal discounting toward
delayed rewards

Validated 25-item measure used to assess
a patient’s perceived health-related
quality of life across the domains of
mobility, self-care, usual activities, pain/
discomfort, and anxiety/depression

Definition of abbreviation: EuroQol = European Quality of Life Scale.

Clinical Study Design
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smoking status and enrolled motivated
patients, in contrast to the unselected
population to be enrolled in this pragmatic
trial. For example, patients may enroll in the
trial who are not interested in cessation (e.g.,
they may not select a TQD, and a default
TQD will be assigned to them). On the other
hand, the rate of 2.5% is higher than the 1%
observed in the usual-care arm of our prior
pragmatic trial of smoking cessation (29),
accounting for the greater propensity of
patients undergoing LCS to quit. We wish to
detect absolute differences of =5% in
smoking abstinence rates between arm 1 and
any arm among arms 2—4 or between any
two arms among arms 2—4 (six total
contrasts). This difference is clinically
important, given the dramatic health benefits
of smoking cessation and the low rates of
success of available interventions, and is
identical to that used to determine power in
our recent pragmatic RCTs (28, 29). We
project enrollment of 470 patients in arm 1
and 910 patients per arm in arms 2-4 (as no
patients from KPSC will be randomized to
arm 1), for a total of 3,200 patients. This
sample and distribution will yield >80%
power to detect a difference of 5% in each of
the six contrasts of interest while using the
Proschan method of comparing arms 2-4
with arm 1 by using a P value of 0.05 divided
by 3 and comparing arms 2-4 with one
another by using a P value of 0.05 divided by
3, preserving the familywise type I error rate
of 5% (66). We will classify patients lost to
follow-up as having continued smoking.
Primary analyses. We will use
intention-to-treat analyses incorporating a
generalized linear model with a logit link
function to estimate the effect of each arm
among arms 2—4 as compared with the effect
of arm 1 to compare the overall effectiveness
of the interventions in achieving sustained
smoking abstinence among all randomized
patients at 6 months. Analyses will include the
prespecified baseline covariates (67), including
age, sex, race, ethnicity, education, income,
self-reported rurality or Rural-Urban
Commuting Area code, the burden of chronic
comorbid conditions, temporal discounting,
the degree of nicotine dependence (68), the
number of prior LCSs, and LCS results. We
include the number of prior LCSs and LCS
results because LCS has been demonstrated to
be a “teachable moment,” and concerning
results may further increase patients’
engagement with or interest in smoking
cessation (20, 69). Analyses will also include
fixed-effect terms for the health system,
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preventing confounding by system and
adjusting variance estimates to account for
potential similarities among patients within a
given system.

Secondary analyses. We will perform
similar analyses for sustained smoking
abstinence at 12 months. We will use logistic
and Poisson models to assess the point-
prevalent and patient-reported secondary
outcomes at the specified time points.

To test for heterogeneity of treatment
effects, we will include terms for statistical
interactions between a priori-selected patient
characteristics (Table E5) and the contrast of
each study arm in the foregoing primary
analytic model. In addition, because the
intention-to-treat approach will yield effect
sizes that are influenced by the fact that some
randomized patients will not use the
interventions offered to them, we will
compare interventions’ complier average
causal effects (CACEs) by using a two-stage
residual inclusion model (70) in which the
randomization arm is used as an
instrumental variable (71, 72). Unlike per-
protocol analyses, CACE analyses use data
on all randomized patients to provide
unbiased estimates of the effects of using the
interventions, after accounting for
differences in uptake rates across arms.

Finally, we will conduct sensitivity
analyses of the primary contrasts that include
health system fixed effects but not patient-
level covariates. We will follow all
CONSORT (Consolidated Standards of
Reporting Trials) reporting guidelines (73).
Statisticians blinded to the trial arm will
prepare reports describing all data by using
appropriate summary statistics with
estimates of variance and graphic
representations of the distributions. We will
compare distributions of the characteristics
of enrolled patients with those of all patients
identified as potentially eligible to quantify
the trial’s external validity.

Ethics

Regulation. The trial has been approved by
the Penn Institutional Review Board (IRB),
which serves as the single IRB for the study,
including the alteration to the informed-
consent requirement (74).

Data Safety and Monitoring Board. To
guide the safe and ethical conduct of this
study, we assembled a Data Safety and
Monitoring Board (DSMB). The DSMB
consists of five individuals with relevant
expertise who reviewed and approved the

DSMB Charter, statistical analysis plan,
research protocol, and plans for ongoing data
and safety monitoring before the start of
recruitment. The DSMB will evaluate patient
risk versus benefit; make recommendations to
ensure identified issues are appropriately
addressed; and make recommendations about
study progress, safety, or trial continuation on
the basis of the futility of patient accrual. We
have no prespecified adverse or serious
adverse events that will be monitored during
the study. All patient-, family-, and clinician-
reported concerns arising during the study will
be reported to the IRB and DSMB. The SAC
also advised on the study design, including the
informed-consent processes, compensation,
and risk communication among underserved
groups. For potential risks to trial patients, see
the online supplement.

Discussion

Comparison with Other Trials

This trial will add novel knowledge to the
findings of prior studies assessing smoking
cessation interventions in the context of LCS.
The largest smoking cessation intervention
collaboration to date is the SCALE (Smoking
Cessation within the Context of LCS)
Collaboration. We aim to enroll a larger
sample of participants than has been used in
prior similar trials (3,200 patients vs. 1,650
patients in the largest SCALE trial). Our trial
is the first using a pragmatic RCT study
design to exclusively enroll underserved
patients (100% underserved patients vs. 37%
Black patients and 33% Latinx patients as the
largest underserved populations in SCALE
trials) for whom LCS has been ordered.
Healthy Lungs is also the first study to
incorporate additive interventions, including
those demonstrated to promote smoking
cessation among underserved populations,
into smoking cessation trials within the
context of LCS (Table 2).

Limitations of the Present Study

This highly pragmatic trial has certain
limitations. First, a fundamental challenge of
pragmatic trials is designing a flexible yet
effective intervention adherence plan to
enhance fidelity. Although co-investigators
and SAC members have collaborated to
develop methods that optimize uptake and
use of the interventions, including a
systematic approach of multifaceted patient
reminders and compensation to encourage
timely completion of surveys and
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Table 2. Comparison of Healthy Lungs (present study) with the SCALE Collaboration trials

Domain

Study design

Sites (n)

Types of lung cancer screening facilities

Sample size

Population

Intervention

Lung cancer screening eligible vs. completed

Baseline vs. annual screen

Healthy Lungs

e Pragmatic RCT

e Four large health systems

e Academic clinics
e Community clinics
e Radiology sites

e 3,200 patients

e Black

e Latinx

e Rural

e High school education or less

e Household income <200% of the federal
poverty line

e Arm 1: AAR

e Arm 2: AAR + free or subsidized
pharmacotherapy

e Arm 3:
AAR + pharmacotherapy + financial
incentives

e Arm 4:
AAR + pharmacotherapy + financial
incentives + episodic future thinking

e Both

e Both

SCALE Trials (22)

e Traditional RCTs

e Cluster RCTs

e Sequential multiple-assignment RCTs

e Factorial experimental designs
(multiphase optimization strategy)

e Modeling of lung cancer screening
outcomes

e 1-26 health systems

e Academic clinics

e Community clinics

e Radiology sites

e Veterans Health Administration clinics

e 616—1,650 patients

e Black: 8-37%
e Latinx: 0-33%

e Quitlines
e Pharmacotherapy

o Tailored, individual smoking cessation
counseling

e Development of implementation toolkits
for integrating evidence-based smoking
cessation strategies into lung cancer
screening

o Digital resources (e.g., web-based
cessation programs and text message-
delivered cessation information)

e Gain vs. loss message framing of the
effects of smoking cessation on health

e Both: 1 study
o Eligible: 1 study
e Completed: 6 studies

e Baseline: 1 study
e Both: 7 studies

Definition of abbreviations: AAR = ask—-advise-refer; RCT =randomized clinical trial; SCALE = Smoking Cessation within the Context of Lung

Cancer Screening.

biochemical sample collection, some
participants will not engage in the offered
interventions. However, the secondary
CACE analysis will provide unbiased
estimates of the specific efficacy of using the
interventions among all patients who would
use the interventions if assigned to receive
them. Second, the underserved populations
we seek to enroll may lack access to text
message—capable phones or reliable internet
access. Although our study relies on a web-
based platform and text messaging for
participation, we worked with the SAC to

Clinical Study Design

design the study to require only text message
capabilities (i.e., rather than smartphone
access) and intermittent internet access. To
facilitate participation, our SAC community
partners prepared comprehensive lists of
locations with free internet access
throughout each health system catchment,
which will be provided to participants. In
addition, over 95% of Americans have been
shown to have a cellphone, with 85% having
a smartphone (75). Third, patients who have
primary languages other than English and
Spanish will not be represented in our study.

However, 92% of the U.S. population is
fluent in English or Spanish (76). Fourth, this
study does not seek to increase LCS, which is
underutilized (77). Finally, we chose to use
urine anabasine for a smoking abstinence
biochemical confirmatory test for patients
reporting NRT use rather than serum
carboxyhemoglobin for participant ease and
retention.

Potential Outcomes and Conclusions

The interventions being tested in this trial
represent the first application of smoking
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cessation approaches specifically focused on
and tailored to underserved populations for
whom LCS has been ordered. Our pragmatic
RCT among four large U.S. health systems is
powered to detect differences in outcomes
that are important to patients, clinicians,
health systems, and payers. Most
importantly, the interventions being tested
are highly scalable, thereby facilitating
widespread adoption if they are shown to be

programs that maximally capitalize on the
opportunity LCS presents to promote
smoking cessation and reduce healthcare
inequities. M
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