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Project Summary 
 

Aims and Rationale: Tobacco use is the leading preventable cause of premature death in 
the United States. Veterans smoke at a higher rate than the U.S. population (21.6% vs. 15%), 
and therefore suffer disproportionately from smoking–related illness. To reduce the enormous 
health and economic harms of smoking amongst Veterans, we need a comprehensive approach 
to engage all Veterans who smoke in treatment that effectively helps them stop smoking. 
Unfortunately, most smokers are unwilling to make a quit attempt at any given time (70%-90%), 
and we know little about how to effectively engage such smokers in treatment and help them 
quit. The standard recommended intervention for such smokers, brief advice to quit, is far too 
minimal to mobilize most smokers to make an aided quit attempt. Thus, a critical public health 
challenge is to identify successful interventions that motivate smokers to make quit attempts 
and improve their likelihood of success when they try. The proposed research will address gaps 
in smoking treatment by evaluating Enhanced Chronic Care, an intervention designed to 
increase treatment engagement and abstinence amongst Veterans initially unwilling to quit 
smoking. Enhanced Chronic Care provides ongoing motivational interventions and interpersonal 
support designed to promote readiness to change, with facilitated access to both smoking 
reduction and cessation treatments that are appropriate for all smokers (both those willing and 
unwilling to make quit attempts). Enhanced Chronic Care will be compared with Standard Care 
(brief advice to quit once per year) on criteria that are of great clinical and public health 
importance: long-term abstinence (primary outcome), treatment reach, cost-effectiveness, and 
implementation. Such comprehensive data will permit identification of an optimal smoking 
treatment strategy for VA clinical practice.  

Methods: We will evaluate these interventions using a rigorous 2-arm randomized 
controlled trial (RCT). Veterans who smoke daily, but who are not willing to enter smoking 
cessation treatment (the vast majority of smokers), will be eligible to participate, with no 
obligation to quit or reduce their smoking. Participants (N=500) will be randomized to one of the 
following treatments: 1) Enhanced Chronic Care (n=250) or 2) Standard Care (n=250). These 
intervention conditions will last 2 years to permit analysis of their cumulative impact on 
abstinence (primary outcome) and treatment use, and to gather information on factors, including 
cost-effectiveness, that could affect the implementation and effectiveness of Enhanced Chronic 
Care.   

Significance: This research will provide the most comprehensive evaluation of a chronic 
care smoking treatment to date, one that rigorously tests the effectiveness of a chronic care 
intervention involving an ongoing motivational intervention with ready access to evidence-based 
reduction and cessation treatment, while simultaneously gathering implementation data to 
inform subsequent implementation efforts and research. This research has important clinical and 
public health significance because smoking is especially common amongst Veterans and is the 
leading preventable cause of disease and disability. Success in treating smoking in healthcare has 
been limited because smokers use smoking treatments far too infrequently and the treatments 
that they do receive are typically of modest intensity and effectiveness. The proposed research 
builds on our expertise and prior research findings to address these critical knowledge gaps by 
identifying an intervention that, over time, should greatly increase both Veterans’ use of effective 
treatments and their quitting success, thereby leading to significant declines in tobacco-related 
morbidity and mortality.    
   
 
 
 

Background and Significance 
 

The health, economic, and human costs of tobacco use are profound. Smoking is the leading 
preventable cause of death and disease, and causes about 30% of all cancer deaths in the 
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US18. Smoking cessation reduces the risk of cancer, cardiovascular disease, and stroke19. US 
Veterans smoke at a higher rate than the US population (21.6% vs. 15%10), and therefore suffer 
disproportionately from smoking–related illness. During 2010, VHA spent 2.7 billion on smoking-
related ambulatory care, prescription drugs, hospitalization, and home healthcare. Helping more 
Veterans quit could result in millions of dollars in savings from averted medical costs and result 
in substantial reductions in morbidity and mortality10. This starkly illuminates the importance of 
improving the tobacco treatment provided in the VA healthcare system.     
The VA offers evidence-based treatment comprising counseling and medication that can 
increase cessation rates 2-3 fold11,12, but Veterans who smoke rarely use such treatments13. A 
recent study of over 5,000,000 Veterans over a 1-year period found that only 3.8% of Veterans 
with tobacco use disorder received appropriate evidence-based treatment that included both 
counseling and medication20. This means that 96% of Veterans who smoke did not receive 
recommended, effective tobacco treatment – a core element of healthcare. Thus, at present, the 
smoking treatment resources of the VA are underused.  
Gaps in Smoking Treatment 
Several factors contribute to the limited reach and effectiveness of smoking treatments. One is 
that the vast majority of smokers in the VA healthcare system receive only brief provider advice 
to quit as a smoking treatment. This results in a huge gap between this very brief, relatively 
ineffective intervention11 and the dire needs of the Veterans who smoke. Many such smokers 
have risk factors that thwart success in quitting: severe tobacco dependence, poverty, 
psychiatric comorbidities,21-23 motivational deficits, and an unwillingness to use quitting aids. 
Their unwillingness to quit and their many risk factors mean that few will succeed if they receive 
only brief provider advice. This underscores the need to provide chronic care that increases 
smoker involvement in more intense and effective treatment over time.   
One factor limiting smoking treatment reach is that most healthcare systems (including the VA) 
offer and provide effective treatment only to smokers who are already motivated to make aided 
quit attempts. Healthcare systems offer little to those who are not ready to make a quit attempt 
immediately— a group comprising the majority of smokers at any given time (70%-90%)14,24. 
This means that at any point in time few Veterans leave healthcare visits with effective 
treatment for tobacco dependence13. Thus, a critical public health challenge is to identify 
interventions that effectively engage more Veterans in evidence-based treatment to help them 
quit, including smokers who are not initially willing to quit.   
This study will address gaps in smoking treatment by comparing Standard Care (SC) with 
Enhanced Chronic Care (ECC), a treatment designed to increase cessation treatment 
engagement and abstinence amongst Veterans who smoke. ECC provides ongoing motivational 
interventions and interpersonal support designed to promote readiness to change, with 
facilitated access to smoking treatments that are appropriate for all smokers (both those willing 
and unwilling to make quit attempts). We have enhanced chronic care by providing ongoing, 
easy access to both smoking cessation and reduction treatment. Reduction treatment is an 
evidence-based approach that provides smokers unwilling to quit with a non-cessation 
treatment alternative, one that increases quit attempts and the success of those attempts.  This 
research will compare SC (brief advice to quit once per year) and ECC on criteria that are of 
great clinical and public health importance: long-term abstinence (primary outcome), treatment 
reach, cost, cost-effectiveness, reach and representativeness, treatment acceptability, 
implementation, and maintenance. Such comprehensive data will permit identification of an 
optimal smoking treatment strategy for VA clinical practice.  
Rationale for Interventions 
Chronic Care. The US Public Health Service (PHS) Clinical Practice Guideline, Treating 
Tobacco Use and Dependence 11, recommends advising patients to quit at every clinic visit; 
however, this intervention is too rarely executed and too minimal to mobilize most smokers to 
make an aided quit attempt11. In addition, when the small percentage of smokers who choose to 
use smoking treatment do so, the great majority typically use it once, relapse, and then 
essentially disengage from the treatment process for months or often, years. We need a chronic 
care strategy that over time efficiently involves many more smokers in treatment, including 
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those unwilling to quit. Such a treatment should comprise elements that are supported by prior 
research, establish an ongoing supportive relationship with the smoker, and adjust treatment in 
response to the smoker’s evolving needs. The ECC strategy proposed here has three major 
elements: 1) Motivational components; 2) Enhanced Treatment Access, and 3); Availability of 
Effective treatments for smokers who are either willing or unwilling to quit. Thus, ECC is 
intended to motivate the smoker to make change attempts, reduce barriers to treatment, and 
provide effective treatments when the smoker is ready to change. Importantly, these three 
resources are coordinated so that intervention is adjusted to meet the Veteran’s needs and 
goals as they evolve over time. The Motivational components are intended to activate three 
major motivational dimensions consistent with Self-Determination Theory (SDT25); i.e., it will 
activate intrinsic motives for change, provide interpersonal support, and affirm the patient’s 
sense of agency and control over his/her change efforts25,26. The Treatment Access component 
will offer treatment over time, provide treatment choice, and facilitate access via mechanisms 
such as warm hand-offs. The Effective treatments will comprise both cessation and reduction 
treatments (treatments for smokers willing or unwilling to quit) that each include counseling and 
medication interventions that have been shown to work well together to achieve clinically 
meaningful change.    
The proposed ECC intervention involves manualized, continuing (i.e., longitudinal) care with 
proactive, phone-based outreach, patient education and support, and coordination of care27 
delivered by a trained research Health Counselor (HC)28. Tobacco dependence chronic care 
models have been tested in two RCTs2,3, both of which suggest that chronic care improves 
treatment use and abstinence over at least 18 months. ECC adds important elements to 
treatments used in those prior successful RCTs11,29; our approach will involve phone-based 
delivery of proactive treatment invitations, motivational interventions designed to promote 
readiness to change and offer of cessation treatment, promotion of lifestyle changes supportive 
of change attempts, support for current treatment use, and so forth30. Such a chronic care 
approach answers repeated recommendations to treat smoking as a chronic condition11,31,32. Its 
feasibility is also consistent with the increasing use of chronic care approaches to improve the 
clinical management of costly chronic conditions such as diabetes and depression27,33,34. 
However, tobacco use, the most costly and lethal preventable chronic condition, remains 
undertreated relative to other chronic conditions29.   
Evidence Base for Enhanced Chronic Care 
Substantial research evidence supports the proposed elements of ECC. For instance, evidence 
shows that the Motivation components can enhance both treatment entry/use and treatment 
success35-38. Thus, we will use the decisional balance exercise39 to encourage smokers to weigh 
intrinsic reasons for quitting vs. motives for smoking (e.g., smoking is rewarding or enjoyable)40. 
And, the assignment of feasible specific steps, including lifestyle modifications such as home 
smoking bans and eliminating smoking in a few key contexts, are intended to serve two 
purposes. First, they should foster later cessation likelihood41, because decreasing smoking 
cues and increasing smoking restrictions both support quit attempts and quitting success2,3,42. 
Second, success with these feasible goals should build self-efficacy, which is highly associated 
with cessation success43, which the HC will reinforce with social support. The social support 
from the HC will form a strong working alliance with the participant, a construct associated with 
making increased quit attempts via phone counseling43,44. There is also considerable support for 
the Treatment Access element of the proposed ECC intervention. Studies show that the 
following all increase treatment engagement: 1) proactive calls offering treatment45,46, 2) choice 
between reduction and cessation treatment1, and 3) warm hand-offs to reduce barriers to 
treatment access30,47. These resources will be made especially effective as they will be 
sustained over time; research shows that ongoing delivery of similar resources significantly 
increases smokers’ treatment engagement and abstinence2,3,37,45. Such research shows that 
relapsed smokers are often willing to make an additional quit attempt if treatment access is easy 
and treatment offers are sustained over time1. 
Reduction Treatment. Although chronic care shows great promise for engaging smokers and 
promoting abstinence, its effects would likely be enhanced by providing a non-cessation 
treatment alternative for smokers initially unwilling to quit. Such a treatment would ideally 



Version 10; 10/23/2025 5 

increase treatment reach and provide alternative pathways to abstinence, either by directly 
encouraging quit attempts (without use of formal cessation treatment1,5), or indirectly by 
encouraging subsequent uptake of cessation treatment1. Fortunately, smoking reduction 
treatments have been developed that are expressly designed to increase treatment use and 
abstinence rates in smokers not yet ready to quit. Smoking reduction treatment comprises use 
of nicotine replacement therapy (NRT) and brief reduction counseling, consistent with PHS 
clinical practice guidelines, that are intended to help smokers reduce their smoking and motivate 
quitting. Reduction counseling is offered at the VA Tobacco Treatment Clinic. The goal of this 
research is to greatly increase the use of reduction treatment and benefits amongst Veterans.   
Cessation Treatment. There is also strong support for the cessation treatment that will be 
made available to participants in this study; it includes combination NRT (nicotine patch + 
nicotine gum or lozenge) and counseling that is consistent with the PHS Clinical Practice 
Guideline. Both treatment elements are supported by numerous studies11. Moreover, the use of 
this cessation treatment enhances the dissemination potential of this research since this form of 
cessation treatment is widely available in VA healthcare. However, this treatment resource is 
currently underutilized in VAHC; an ultimate goal of this research is to greatly increase its use 
and benefits across the whole population of VA smokers. 
Rationale for the Combined Elements of Enhanced Chronic Care. There are sound reasons 
for combining the elements of ECC. The Motivation components are intended, over time, to 
induce a high proportion of Veterans to enter reduction and/or cessation treatment and to 
increase the success of those treatments when the Veteran decides to use them. For instance, 
proximal goals of the Motivation intervention such as increased motivation for change, 
reductions in smoking contexts, and increased self-efficacy, are all significantly related to 
cessation success43,49. The Treatment Access components are made to “strike while the iron is 
hot.” There is copious evidence that smokers are much more likely to engage in treatment if 
offered immediate connection to it (e.g., warm hand-offs). Further, access to evidence-based 
treatments will be offered repeatedly over time because smokers often make multiple change 
attempts before quitting smoking permanently. In addition, evidence shows that willingness to 
enter treatment is fairly labile; the smoker who is disinterested on one day is often willing to 
enter treatment a short time later50. Finally, the availability of both reduction and cessation 
treatments should increase the number of smokers entering evidence-based treatment. 
Moreover, easy transfer from reduction to cessation treatment will leverage the head start that 
reduction treatment provides for the quit attempt; i.e., earlier exposure to reduction appears to 
increase the success of cessation treatment1. Thus, we believe that all of these elements will 
work together in a complementary manner so that ECC, relative to SC, will significantly: 1) 
enhance smoking abstinence rates (primary aim); 2) Enhance quit attempts; and, 3) Enhance 
entry into evidence-based cessation treatment.   
Suitability of Interventions among Vulnerable VA Populations. ECC should be well suited to 
two VA subpopulations especially likely to suffer from smoking related harms: those with mental 
health and/or substance use disorders. These subpopulations, relative to others, are more likely 
to: smoke, have greater difficulty quitting, and die from smoking51. The Practice Guidelines for 
the Treatment of Patients with Substance Use Disorders52 recommends smokers with mental 
health and substance use disorders receive long-term smoking treatment that addresses 
motivational deficits and provides combined behavioral support and pharmacotherapy. 
Consistent with these recommendations, the features of ECC (ongoing motivational 
interventions and interpersonal support designed to promote readiness to change, with 
facilitated access to smoking treatments) address such needs. In addition, offering a reduction 
treatment goal (versus cessation) may be especially attractive to smokers with a history of failed 
quit attempts (though abstinence is the ultimate goal of reduction treatment). Consistent with 
this notion, patients who endorse heavier alcohol consumption and those with history of 
treatment for anxiety are more likely to enter reduction than cessation treatment4. In the 
proposed research, we will determine the proportion of smokers with mental health and/or 
substance use disorders who enter reduction versus cessation treatment, and whether initial 
use of reduction treatment increases the likelihood of eventual abstinence amongst these 
smokers.  
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Evaluation of Implementation Factors    
The overarching aim of this research is to develop an effective treatment for smokers who are 
unwilling to quit: one that is suitable for dissemination in VA healthcare. Since implementation 
challenges are major impediments to adoption and use of smoking treatments in healthcare 
(e.g., 53,54), we will collect data on factors that might affect ECC adoption, implementation, and 
effectiveness in VA settings. This Hybrid Type 1 design, in which implementation assessment is 
integrated with a comparative effectiveness design6,7, should significantly enhance the 
translation potential of this work. Cost-effectiveness is one such factor that could affect ECC 
implementation. While smoking cessation treatment is the gold standard for cost-effective 
preventive interventions8, a recent review found wide variation in the cost-effectiveness of 10 
counseling and 27 pharmacotherapy treatments55. Thus, relative cost-effectiveness could be a 
key element in decisions about treatment adoption. As recommended by the US Panel on Cost-
Effectiveness in Health and Medicine, we will compute cost per quit and incremental cost-
effectiveness ratios (ICERs) for ECC relative to SC. 
This project will also gather information on other key factors that influence treatment adoption, 
implementation, and effectiveness as suggested by the RE-AIM (Reach, Effectiveness-
Adoption, Implementation, and Maintenance56) model and by research on tobacco treatment 
implementation57,58. RE-AIM factors, adapted to be appropriate for this Hybrid Type 1 research, 
will be assessed for both SC and ECC as appropriate, generating important comparative data. 
The RE-AIM Effectiveness component will be measured via abstinence (primary aim) as 
described elsewhere in this proposal. Measures of reach and representativeness, treatment 
acceptability by Veterans, implementation, and patient-level maintenance will be gathered via 
multiple methods (surveys, semi-structured interviews, electronic medical records (EMR), and 
quantification of study processes/outcomes). We will not assess system-level maintenance or 
staff or setting adoption, as these factors are not appropriate for this research (e.g., research 
personnel will serve as Health Counselors, only one site is involved56). VA leaders, 
administrators, and VA clinical personnel will be consulted during the development of the 
implementation assessments to ensure that information gathered addresses information needs 
of vital stakeholders within VA healthcare. Finally, we will carefully evaluate how the research 
methods per se might affect the clinical relevance of the implementation findings.  
Rationale for the Research Approach 
Use of Standard Care (SC) as the Comparison Group. The aim of this research is to evaluate 
whether ECC improves abstinence and treatment engagement when compared with SC, a 
clinically meaningful treatment used by the VA (i.e., a treatment of representative length, 
intensity, and content). This research is not intended to tease apart the effects of intervention 
content or intensity; e.g., we will not compare ECC with a less meaningful control treatment of 
the same length/intensity. As such, the proposed design reflects effectiveness research 
principles that enhance the rapid translation of research findings into clinical practice; i.e., 
establishing that ECC performs better than a representative standard of care9. However, in 
order to increase internal validity of this research, both ECC and SC will be administered by 
research staff. Thus, we balance internal and external validity by delivering treatments with 
good dissemination potential in a manner that decreases some sources of variability (e.g., 
provider variability).  
Use of Proactive Care. Although primary care is an important venue for treating smoking11, we 
opted to use proactive care (i.e., treatment invitation mailings to all tobacco users with low-
barrier phone-based interventions) for several reasons. In primary care, smoking treatment is 
limited by whether 1) the Veteran makes a healthcare visit; 2) the Veteran is willing to engage in 
treatment at the time of the visit; and 3) the clinician has the time, motivation, and knowledge to 
provide smoking treatment. All these factors make it unlikely that patients in primary care will 
receive effective smoking treatment59. Also, treating smokers in primary care disadvantages 
those who do not live near VA medical centers (e.g., Veterans living in rural areas), whereas 
proactive care increases treatment access60. Fu et al.60 found that a proactive smoking 
intervention decreased smoking prevalence in Veterans. However, that study involved only one 
proactive call offering cessation treatment. We believe that the benefits of proactive care can be 
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enhanced greatly by offering it repeatedly (via chronic care) and by offering treatment that 
appeals to smokers who are both ready and not ready to quit (reduction and cessation 
treatment)46. 
Innovation 
To date, little research has been done to engage smokers unwilling to quit in treatment. 
Therefore, the great majority of smokers seen in clinical settings receive no smoking 
intervention, other than brief advice to quit. It is critical that we identify interventions that 
motivate smokers to make quit attempts and that also improve the success of those attempts. 
While smoking is a chronic, relapsing condition and there have been repeated calls for the 
development of effective chronic care interventions for it11,63, little research exists on the chronic 
care of smoking2,3, including amongst Veterans. The proposed research is innovative in multiple 
ways: 1) It will be the first study to experimentally evaluate chronic care for smokers who are 
initially unwilling to make a quit attempt. 2) It will evaluate the most comprehensive chronic care 
treatment to date, involving an ongoing motivational intervention, heightened treatment access, 
with access to evidence-based reduction and cessation treatment. 3) It will be the first study to 
examine the effects of such a comprehensive chronic care program on a wide range of 
outcomes of great relevance to its potential for adoption, implementation and dissemination: 
long-term abstinence, quit attempts, use of cessation treatment (expanding cessation treatment 
reach), representativeness of reach, maintenance of participants in treatment over time, 
treatment acceptability, cost-effectiveness, and so on. Rigorously evaluating the effectiveness of 
ECC while simultaneously gathering implementation data is highly innovative and will support 
rapid translation of findings into implementation research, thereby accelerating ultimate 
dissemination into the VA healthcare setting7.  
Relevance for Veterans  
Smoking is a common and treatable addictive disorder that remains the leading preventable 
cause of death65. US Veterans smoke at a higher rate than the US population (21.6% vs. 
15%10), and therefore suffer disproportionately from smoking–related illness. About 50% of 
Veterans who smoke will die prematurely from a smoking-related illness unless they quit66. 
Thus, of the estimated 4,117,200 Veterans who currently smoke, over 2 million will die 
prematurely from smoking-related causes10. Those Veterans who continue to smoke, despite 
the decreasing prevalence of smoking in the general population, represent smokers for whom 
current motivational efforts and contemporary cessation therapies have failed. This starkly 
illuminates the importance of utilizing innovative treatment and methodologies to increase the 
effectiveness of tobacco treatment provided in the VA healthcare system. The VA has 
enormous potential to promote abstinence from tobacco through connecting all smokers with 
evidence-based care. Results from this project will offer the VA a blueprint for optimized ways to 
connect more Veterans with evidence-based smoking cessation treatment and decrease 
smoking prevalence, thereby decreasing smoking-related death and disease.      
PRELIMINARY STUDIES  
Relevant Experience and Expertise 
The research team has a long history of successful collaboration, including: 1) collaborating with 
the VA for Dr. Cook’s (PI) currently funded VA Merit grant; 2) recruiting over 1700 primary care 
patients interested in smoking treatment14,70,71; 3) engaging over 1000 patients who are unwilling 
to quit in reduction treatment1; 4) evaluating implementation of tobacco use assessment and 
treatment, including inclusion of smoking status in vital signs assessment in primary care, which 
is now the standard of care (marker of quality on which healthcare systems are measured) (e.g., 
67), 5) conducting cost-effectiveness analyses of smoking interventions (e.g., 68,69) ; 6) providing 
phone-based behavioral interventions (e.g., motivational interventions; smoking reduction 
counseling) including among Veterans 1,70-73, 7) administering behavioral interventions to 
Veterans72,73, and, 8) using qualitative and mixed methods to inform intervention refinement and 
implementation (e.g., 74,75).  
Evidence for Use of Smoking Reduction in Smokers Unwilling to Quit  
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Dr. Cook (PI) completed a randomized 4-factor (2X2X2X2) factorial experiment to identify 
especially promising intervention components that increase quit attempts and cessation success 
among smokers unwilling to quit (N=517, not Veterans1). Results of this research showed that 
offering reduction treatment increased participation in evidence-based treatment by about 1/3 
and showed that a standard 6-week treatment comprising reduction counseling and nicotine 
gum yielded especially promising effects with respect to quit attempts, smoking reduction, and 
abstinence (the nicotine patch showed no benefit1). In addition, participants had excellent rates 
of treatment engagement: attendance rates ranged from 70% - 87% for all treatment contacts 
(phone/in-person). Moreover, over half of participants chose to continue receiving additional 
treatment after completion of the initial 6-week intervention (i.e., repeat the motivation treatment 
or enroll in cessation treatment). Finally, among those assigned to Nicotine Gum, 257/264 
(97.3%) reported using the gum; they used an average of 3.61 (SD=2.10) pieces per day. 
Strong adherence rates for nicotine gum suggest that smokers who are not yet ready to quit are 
willing to use ad lib NRT. Finally, nicotine gum was well tolerated by smokers not ready to quit. 
Thus, the reduction treatments used in our previous work were acceptable and effective for 
smokers unwilling to quit. Based on the results of this factorial experiment, we have identified an 
abstinence-optimized treatment that is both effective and well-tolerated by smokers unwilling to 
quit: 6 weeks of reduction counseling plus nicotine gum or lozenge (with the option to repeat the 
6-week treatment).    
Evidence for Use of Chronic Care Treatment  
Our P01 Longitudinal Treatment Project is a study of the feasibility of chronic care, involving 
repeated offers of treatment over time. Patients (not Veterans) participating in an initial 
cessation treatment are offered retreatment repeatedly thereafter (chronic care) if they have 
relapsed. As of July 2018, among 593 participants who relapsed after the initial cessation 
treatment, 485 (82%) have transitioned to continued treatment. There is virtually no attrition 
from those making this transition; 97% (472 of 485) remain in chronic care. The chronic care 
strategy, similar to that proposed in this research, has produced a 65% cessation re-
engagement rate, with many of the participants receiving only a small number of retreatment 
offers. Thus, as suggested by other research2,3 our findings suggest that smokers stay involved 
in chronic care and that it can lead to a high rate of treatment engagement and re-engagement. 
Recruitment 
Our research group has recruited very successfully for multiple studies over the past decade. 
Some have used a proactive outreach recruitment strategy similar to that proposed in this 
experiment. For instance, in a recent study funded by CMS76 we offered Wisconsin State 
quitline users $40 to contact the research program, which required an in-person visit. Of the 
2418 smokers who were notified of the study opportunity via the quitline and who were eligible 
(e.g., smokers and Medicaid recipients), 980 (41% of the 2418) entered cessation treatment. 
We believe we will be even more successful in the proposed research in recruiting since an in-
person assessment visit is not required and because recruits do not have to initially commit to 
trying to make a quit attempt and use treatment.  
Summary of Preliminary Studies  
In sum, our prior research demonstrates our success in: engaging smokers unwilling to quit in 
treatment, meeting enrollment goals, evaluating implementation and using mixed and qualitative 
methods to inform intervention implementation, maintaining engagement in long-term treatment, 
and delivering behavioral and pharmacologic treatments. Moreover, our research provides 
evidence for the feasibility and effectiveness of chronic care treatment for smoking. Our 
experience uniquely positions this research group to address key knowledge gaps and enable 
us to successfully complete the proposed research and produce a smoking treatment that 
promotes abstinence in Veterans who are initially unwilling to quit smoking.  
 

Research Design and Methods 
 
Study Objective 
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The primary goal of the proposed research is to examine whether Enhanced Chronic Care 
(ECC), relative to Standard Care (SC), improves abstinence at 2 years post study entry in 
Veterans who are not initially willing to enter smoking cessation treatment.  
 
Specific Aims/Study Objectives 
Primary Aim: 

Aim 1: To compare ECC with SC on biochemically confirmed abstinence at 2 years post 
study entry. It is hypothesized that ECC will significantly increase 2-year abstinence 
compared with SC.    

Secondary Aim:  
Aim 2: To compare ECC with SC on treatment use (reach): i.e., use of cessation treatment 
over 2 years of treatment access.    

Tertiary Aim:  
Aim 3: Gather information on factors with the potential to affect the implementation and 
effectiveness of ECC relative to SC, including: a) cost and cost-effectiveness, b) treatment 
acceptability (e.g., overall satisfaction with the program, satisfaction with transitions across 
care), c)  representativeness of reach/treatment use (e.g., with regard to race, gender, 
psychiatric comorbidities entering and using treatments), d) implementation (e.g., percent 
treatment calls taken, perceived burden of treatment elements), and e) patient-level 
maintenance (patient attrition/loss of contact rates for treatment elements, persistence of 
behavior change).    

Design Overview 
The proposed research is a 2-arm RCT designed to evaluate whether ECC, relative to SC, 
increases abstinence amongst smokers initially unwilling to quit. Participants (N=550) will be 
randomized to one of two treatments: 1) Enhanced Chronic Care; ECC (n=275); 2) Standard 
Care; SC (n=275). ECC involves four calls per year to provide ongoing motivational 
interventions, interpersonal support, and facilitation of smoking cessation and reduction 
treatment access. SC involves one intervention call per year involving brief advice to quit and 
information on cessation treatment access (viewed as a minimal acceptable level of treatment 
offer11). Participants can elect to engage in treatment (or not) at any time up to Month 22 of the 
24 Month study period (to allow completion of treatment prior to 2-year follow up). They may 
engage in the same treatment multiple times as this is a goal of chronic care (e.g., to re-engage 
smokers in cessation treatment after a relapse), and because we do not believe over-use will be 
a problem. All participants will complete phone assessments at Baseline and Months 6, 12, 18, 
and 24 post-study enrollment. The primary outcome is biochemically confirmed point-prevalence 
abstinence at 2 years; the secondary outcome is: use of cessation treatment.   
 
Recruitment 
The proposed research will be conducted at the Madison VA Medical Center (VAMC). The 
Health Factors Database identified 10,269 Veterans as tobacco users at the Madison VAMC (of 
42,671 Veterans). Tobacco users identified via this database will receive mailed study 
invitations offering Veterans an opportunity to call to learn about resources for smokers. A 
website with the consent form will be included in the mailed study invitations. Veterans will be 
told that they do not need to try to quit smoking to participate in the program and that they will 
earn $40 for making the call regardless of whether they decide to participate. We believe that far 
more than 10% of these Veterans will call to learn more about the program based on our prior 
research: as per Fraser et al.86. Research Health Counselors (HC) will first obtain oral consent 
to record the caller’s identity and demographics, and to send the $40 payment. (We must record 
who receives payment to reduce multiple claims; data on participant demographics will allow us 
to characterize those who do not join the research program). Then, the HC will assess interest 
in quitting within the next 30 days (an approach consistent with real-world practice21), and refer 
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all smokers interested in quitting to the VA Tobacco Treatment Clinic (approximately 20%6,7). 
Next, the HC will describe available VA resources including the study, screen for interest and 
eligibility, and obtain oral consent for study procedures for interested and eligible patients. A 
printed informed consent form will follow by mail. Consent will also be documented in VA 
medical records. Our prior research suggests that at least 50% of Veterans unwilling to quit will 
be eligible and willing to participate21. The estimated 5% who are interested in treatment but 
ineligible for the study will be referred to the VA Tobacco Treatment Clinic (our exclusion criteria 
are minimal). We will send multiple mailings each year, as treatment motivation is fluid and it 
may take multiple offers for a smoker to engage in the program. Additionally, flyers will be 
posted at physical and online locations with high Veteran traffic.  

 
Inclusion and Exclusion Criteria 

Five hundred fifty participants will be enrolled. For inclusion in the study, participants 
must: 1) be uninterested in setting a quit date in the next 30 days; 2) report smoking an average 
of 4 or more cigarettes daily for at least six months; 3) read, write, and speak English; 4) be 
medically eligible to use NRT; 5) if female, use an approved method of birth control if they use 
nicotine replacement therapy; 6) agree to participate in the study.  Exclusion criteria related to 
NRT use will be re-assessed prior to initiating treatment as these may change over the course 
of the study.  

To enhance generalizability, prior treatment use or participation in prior smoking 
cessation research, use of other forms of tobacco or e-cigarettes, and psychiatric status are not 
exclusionary, but will be tracked and analyzed. Veterans who express imminent intent for harm 
to self or others at any point in the study will be referred for VA emergency care. 

 
Assessments 
Participants in this project will complete four types of assessments: 1) Universal, 2) Treatment 
Initiated (if they initiate cessation or reduction treatment), and 3) Biochemically Confirmed 
Abstinence. 4) A subset of 40 randomly selected Veterans from the Enhanced Chronic Care 
arm (20 who are abstinent and 20 who are smoking at 2-years post study enrollment) will 
receive a semi-structured phone interview regarding treatment acceptability and burden. 
Assessments may be mailed to the participant if they are not able to be completed via phone. 
Universal Assessments. All participants will complete a baseline telephone assessment with 
the HC upon entering this research (see Table 1). The 15-minute assessment will include: the 
Fagerstrom Test for Cigarette Dependence77; self-efficacy/motivation items; demographics, 
mental health and substance use disorders78; a brief Smoking History Questionnaire; decisional 
balance items; mood questionnaires; treatment knowledge items; smoking context items; quit 
plans items; healthcare use and VA treatment use items.; and COVID-19 items. Participants will 
also complete the Universal Assessment calls at months 6, 12, 18, and 24 post-study entry. 
These 15-minute calls will assess smoking frequency and heaviness, use of alternative nicotine 
products, use of any smoking treatment, withdrawal, craving, self-efficacy/ motivation, quit 
attempts and quit plans, and healthcare-related items. Universal Assessments that occur within 
1 month of a Treatment Initiated Assessment call will be combined into a single assessment call 
to reduce burden. At the 24-Month call, 40 randomly selected participants from the Enhanced 
Chronic Care arm will complete surveys evaluating their treatment in terms of burden and 
acceptability, and satisfaction with program features80.  
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Treatment Initiated 
Assessments. All 
participants initiating a 
cessation or reduction 
treatment will receive 
phone assessments 
from research 
personnel. For 
cessation treatment, 
assessments will occur 
at 1-week pre-Target 
Quit Day (TQD), TQD, 
and at 2 and 12 Weeks 
following the TQD. For 
reduction treatment, 
assessments will occur 
weeks 1, 3, 6, 12 
weeks. following 
treatment initiation. 
These 10-minute 
assessment calls, for 
both treatment types, 
will collect information 
on smoking status over 
the past week including 
abstinence days and 
smoking heaviness on 
days of smoking, 
alcoholic drinks per day 
over the past week, use 
of all tobacco products, 
use of study 

medication, as well as withdrawal, mood, self-efficacy, and adverse events.  
Assessment Description 

Demographic Information Questionnaire. Standard demographic information will be 
gathered via self-report at baseline to describe the study sample and to allow examination of 
any systematic differences between the two treatment groups. 

Mental Health and Alcohol. While not exclusionary, psychiatric status and history will be 
tracked and analyzed.  Participants will be asked whether they have been diagnosed with or 
treated for a list a mental health disorders (i.e., depression, anxiety disorder, PTSD, panic 
disorder, etc.). Participants will also be asked about their drinking habits for the past 12 months. 

Smoking History Questionnaire and Nicotine Dependence Assessment. Standard 
smoking history information such as number of previous quit attempts and years smoked will be 
collected. The Fagerstrom Test for Nicotine Dependence (FTND)93 will be used as a continuous 
measure of nicotine dependence.  

Self-efficacy/motivation. HC will assess participant’s motivation to quit smoking and 
confidence that they have the skills to quit, and mood. These single-item constructs, all which 
have been successfully used in our prior research, will be assessed via 7-point rating scales.  

Decisional Balance. We will assess participant’s opinions on factors related to their 
decision to smoke on a 5-point scale. 

Mood. We will assess positive and negative mood states using items from the Profile of 
Mood States (POMS) and Patient Health Questionnaire (PHQ).  

Treatment Knowledge. HC will assess participant’s knowledge of smoking resources at 

Table 1.  Universal Assessment Schedule  
Assessments  Baseline 6 Mo 12 Mo 18 Mo 24 Mo 
Demographics X     
Mental health and alcohol 
use  X     

Smoking history  X     
Self-efficacy, Motivation   X X X X X 
Decisional Balance  X X X X X 
Mood (POMS, PHQ, 
Stress)   X X X X X 

Treatment knowledge X X X X X 
Smoking contexts   X X X X X 
Smoking 7-day follow-
back   X X X X 

Quit attempts   X X X X 
Quit plans  X X X X X 
Universal Medication Use   X X X X 
Alcohol, Other Tobacco 
Products   X X X X X 

Healthcare Use  X X X X X 
Quality of Life  X  X  X 
Salivary 
cotinine/anabasine & CO      X* 

Study Treatment and HC 
Satisfaction     X 

VA Treatment 
Satisfaction, VA Use  X    X 

COVID-19 Impact X  X  X 
*Participants who report 7-day point prevalence abstinence will be invited to 
biochemically confirm abstinence. 
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the VA using a 7-point scale.  
Smoking Contexts. We will assess the contexts of the participant’s environment where 

smoking is allowed. 
Smoking Status. Number of cigarettes smoked each day will be assessed at baseline 

and at every call. We will assess long-term outcomes in a manner consistent with the 
recommendations of the Society for Research on Nicotine and Tobacco (SRNT) Workgroup on 
Biochemical Confirmation1. The main outcome analyses are based on 7-day point prevalence 
abstinence (i.e., reported abstinence for at least the 7 days prior to the assessment).  

Quit Attempts and Plans. Participant’s plans to quit will be assessed at baseline and at 
every assessment call. We will also assess any quit attempts made by the participant and days 
abstinent. 

Alcohol Consumption. Number of alcoholic drinks consumed each day for the past seven 
days will be assessed during all follow-up assessment visits.  

Withdrawal. We will monitor withdrawal severity at baseline, throughout treatment, and 
follow-up using the Minnesota Withdrawal Scale. This will allow for the assessment of the 
severity of withdrawal symptoms.   

Medication use and adverse events. Adherence to the nicotine patch, gum, and lozenge 
will be queried at each treatment call following initiation of NRT. NRT side effects will also be 
assessed at each call. Potential differences in NRT use between treatment groups will be 
examined and incorporated into statistical models if a meaningful relation with outcomes is 
detected but medication use itself is not being tested for efficacy. Participants will also be 
assessed for use of stop smoking medications not provided by study staff.   

Use of other tobacco/nicotine products, alcohol, and CBD. Use of other products 
containing nicotine (smokeless tobacco, cigars, e-cigarettes, etc.) will be assessed. We will also 
assess use of alcohol and CBD oil.  

Healthcare Use, VA Treatment, and Quality of Life. Use of healthcare such as visits to 
see a provider or the Emergency Department will be assessed. We will also assess participant’s 
satisfaction with their healthcare and how good they feel their health is. 

COVID-19. Impact of COVID-19 on participant’s life and smoking.  
Cotinine and CO. Bioverification will be determined for abstinence self-reports made 

during the 24-Month Universal Assessment. Those who report 7-day point-prevalence 
abstinence at these 24-month assessment calls will be invited to the VA clinic to provide a saliva 
sample that will be tested for cotinine and anabasine to verify nicotine abstinence and a CO test 
to verify nonsmoking. Participants who are invited but unable or unwilling to drive to the 
Madison VA will be offered to have the salivary cotinine testing kit mailed to them. The cotinine 
test reflects smoking over a longer time span, but might reflect vaping or NRT use. If NRT or 
vaping is reported, CO will then be the determinant abstinence criterion. Anabasine (a 
biomarker of combustible nicotine) will be used to enhance the specificity of biochemically 
verified measure of abstinence from combustible tobacco. Participants will also report their 7-
day tobacco use at the biochemical confirmation visit.  

System Outcomes.  All participants will receive an assessment at the end of the study 
regarding how effective they think the program was for them, how easy it was obtain treatment 
for their tobacco use, and whether they would recommend the treatment program to other 
Veterans. Items will be assessed on 7-point scales. Treatment-specific questions will also be 
asked to assess satisfaction, motivation for choosing treatment, and ways to improve treatment 
delivery in the future. 

Therapist Competence and Adherence to Treatment. Treatment sessions in both 
conditions will be audio recorded, and a random selection of one session for each condition of 
the audio recordings will be rated shortly thereafter by trained coders to assess therapist 
adherence to and competence with the treatment protocol. Audio recordings will be on a secure 
VA server and accessible only by the study staff and will be stored at the VA indefinitely, per VA 
policy.  Separate rating checklists developed for the Enhanced Chronic Care and Standard Care 
protocols will be used. 
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Study Procedures  
 
Study Consent and Baseline   

Screening Telephone Call. Research Health Counselors (HC) will first obtain oral 
consent to record the callers’ identity and demographics and to send the $40 payment. (We 
must record who receives payment to reduce multiple claims; data on participants’ 
demographics will allow us to characterize those who do not join the research program). Then, 
the HC will assess interest in quitting in the next 30 days (an approach consistent with real-
world practice1), and refer smokers interested in quitting to the VA Tobacco Treatment Clinic 
(TTC) (approximately 20%15,24). Next, the HC will describe VA resources including the study, 
screen for interest and eligibility, and obtain oral consent for study procedures. A printed 
informed consent form and HIPAA authorization will follow by mail.  

Randomization Process. Randomization (via the research database) to either ECC or 
SC will occur at the patient-level and will be stratified by race (White vs. Non-white), and sex 
(biological variable) to ensure adequate representation across the two treatment conditions. 
Consistent with VA TTC procedures, 3 attempted phone calls will be made for every scheduled 
treatment contact. 
 
Treatment Interventions   
 
Enhanced Chronic Care (ECC). ECC involves four 10-minute chronic care calls/year from the 
Health Counselor. During these calls, the HC will follow motivational interventions based on the 
2008 Clinical Practice Guideline11. The motivational interventions are designed to increase 
intrinsic and autonomous motives for quitting, provide intra-treatment support, and tip the 
balance of pros and cons in favor of quitting. During these counseling calls, the HC will help the 
patient explore his/her goals and concerns with regard to smoking, engage in a nondirective, 
supportive motivational intervention, and then adapt counseling and actions to support the 
participant’s current goal(s): e.g., lifestyle changes that support reducing or quitting, support for 
the participant’s current treatment use, and reinforcement for progress. Treatment options 
(reduction or cessation) and ways to initiate treatment will be discussed during each of the calls 
(warm hand-off30 via the HC). Consistent with a chronic care model, participants who elect to 
engage in reduction or cessation will begin treatment with the same HC immediately. Patients 
will work with the same HC for 2 years to foster rapport and trust.  
 
Cessation Treatment. The full experimental sample of N=500 will have access to cessation 
treatment. Cessation treatment involves evidence-based cessation counseling and combination 
nicotine replacement therapy (nicotine patch plus nicotine gum or lozenge). The cessation 
treatment is based on recommendations in the 2008 PHS Guideline11 and  includes all elements 
of cessation treatment offered in VA facilities13. The efficacy of cessation treatment is not being 
tested.  
Cessation Counseling. Cessation counseling will comprise a 20-min telephone preparation 
counseling session with the HC at 1-week prequit, and 15-min phone counseling sessions on 
the target-quit-day (TQD) and at Weeks 1 and 2 postquit. Consistent with VA standard care 
practice, additional counseling calls may be added during the 12-week treatment period to 
support participants as clinically indicated. Prior to quitting, HCs will reinforce reasons for 
quitting, discuss Veterans’ past quit experiences, and develop a plan. Postquit sessions will 
involve anticipating high-risk situations, coping with craving, providing intra-treatment support, 
and dealing with a lapse/relapse11. The efficacy of cessation counseling is not being tested. 
Combination Nicotine Replacement. Participants will be screened for NRT contraindications 
during the initial screening call and then further screened by the HC at the patient’s first 
cessation call (the few participants who cannot safely use NRT will be retained in the study but 
not included in the final analysis sample). NRT will be prescribed consistent with VA standard of 
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care, cessation treatment will involve combination NRT (patch + participant choice of nicotine 
gum or lozenge). All participants will be given complete instructions on proper NRT use11. 
Medication use and side effects will be assessed at all calls. Any concerns regarding nicotine 
patch, gum or lozenge use will be reviewed by Dr. Gruber in the Tobacco Treatment Clinic, who 
may interview participants should further information be required. Dosage/use alterations as per 
good clinical practice will be recommended if the participant experiences symptoms of nicotine 
toxicity or side effects.  The efficacy of NRT for smoking cessation is not being tested. 
Reduction Treatment. Those randomized to ECC will also have access to reduction treatment. 
Consistent with VA standard of care, reduction treatment involves a 12-week regimen of 
nicotine gum or lozenge accompanied by phone counseling.  The efficacy of reduction treatment 
is not being tested. 
Reduction Counseling. Reduction counseling involves 7, 10 to 20-minute phone counseling 
sessions over a 12-week period. During the initial meeting and subsequent counseling calls, the 
HC will work with participants to develop strategies for changing smoking patterns such as 
reducing cigarettes, increasing time between cigarettes, delaying smoking, or eliminating 
smoking in specific situations. The counseling will emphasize the development of smoking 
control skills via feasible, specific, and graded assignments involving the modification of 
smoking patterns. The HC will explicitly address pragmatic issues such as work contexts, 
smoking policies, smokers at home, and habits that interfere with the development of new 
smoking control skills1. Exercises will emphasize competence and self-efficacy, both which will 
be directly linked to the practice of smoking reduction skills and success in changing smoking 
patterns. The HC will suggest the strategic use of nicotine gum/lozenge to help achieve goals, 
and will ask if the participant wishes to enter cessation treatment, but will not pressure the 
smoker to quit1. The efficacy of reduction counseling is not being tested. 
Nicotine gum or lozenge. The HC will instruct participants to use nicotine gum or lozenge in 
place of smoking and in a scheduled manner, consistent with the 2008 PHS Guideline11 and VA 
clinical care. All participants will be given an information sheet that conveys all medication 
instructions as well as a phone number to call if they have concerning side effects or other 
questions about their medication. Any concerns regarding nicotine gum or lozenge use will be 
reviewed by Dr. Gruber in the Tobacco Treatment Clinic, who may interview participants should 
further information be required. Dosage/use alterations as per good clinical practice will be 
recommended if the participant experiences symptoms of nicotine toxicity or side effects.  The 
efficacy of NRT for smoking reduction is not being tested. 
Standard Care (SC). Standard Care involves one call per year, ensuring that treatment is 
offered yearly to every smoker11. During the SC calls, the smoker will be encouraged to quit 
smoking, reminded of the cessation treatment available to him/her, and provided with a number 
to call should they become interested in treatment. This will not involve a formal motivational 
intervention or facilitated treatment entry (i.e., a warm hand-off). Cessation treatment provided 
in both ECC and SC will involve treatment delivery by the same research HCs to increase 
consistency of treatment delivery across the ECC and SC treatments. However, in order to 
approximate current VA clinical practice involving clinician referral for cessation treatment, SC 
participants opting to try to quit will be informed that they will receive a subsequent call to 
schedule the first counseling session (i.e., no warm hand offs or long-term contact with the 
same HC as in ECC).   
 
Retention of Participants 
Our prior research indicates that we can recruit 550 smokers unwilling to quit, engage them in 
long-term research participation and achieve anticipated participant flow. Participants will be 
compensated up to $140 for completing Universal Assessment Calls ($30/assessment calls at 
Months 6, 12, and 18, and $50 for the primary outcome assessment call at Month 24). 
Participants who miss their 6, 12, or 18-month Universal Assessment calls may complete the 
assessment by mail and receive $15 for their time. Participants who miss their 24-month 
Primary Outcome Assessment call may complete the assessment by mail and receive $20 for 
their time. Moreover, they will be paid $75 for completing assessments that biochemically 
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confirm abstinence at 2 years post-study enrollment (saliva cotinine/anabasine when assessed 
via mail kit; saliva cotinine/anabasine and CO test when assessed in person). Participants will 
not be informed of the contingency between self-reported abstinence at the 24 Month Universal 
Assessment call and the invitation to make a bioverification visit in an effort to discourage invalid 
reports of abstinence. Thus, if participants complete the abstinence bioverification visit, they can 
earn up to $215. If a participant decides to engage in treatment, they will be paid $10 for 
completing each Treatment Initiated Assessment, or $40 total for completing all assessments 
within a round of treatment. In addition, the subset of 40 Veterans from the Enhanced Chronic 
Care arm (20 who are abstinent and 20 who are still smoking 2-years post study enrollment) 
randomly selected to receive a semi-structured phone interview about their experiences with the 
study will receive $30 for their participation. Finally, retention during follow-up will be promoted 
by making multiple attempts to reach participants at their preferred number, following up with 
letters, or My HealtheVet messages, and reminding participants what they can earn for follow-
up interviews. 
 
Retrospective Chart Review 

A CPRS chart review will collect data from all Veterans who contacted the study team in 
response to a recruitment mailing and consented to screening during the active recruitment 

period (November 2019 – August 2023). This includes Veterans who consented to the full study 
and those who consented to the screening but did not consent to the study, either due to 

ineligibility or choice. Medical records and CPRS problem lists will be reviewed for key markers 
associated with tobacco use, including: physical health conditions, mental health diagnoses, 

substance use diagnoses, service era, religion, race, ethnicity, birth sex, combat veteran status, 
service connection rating, MST (military sexual trauma) status, marital status, suicidality 

screening, tobacco treatment medication use, consults to the Tobacco Treatment Clinic. Data 
will be collected from the Veteran’s medical record cover sheet, problem list, medication history, 

and Tobacco Treatment Clinic notes. Data collected from participants who enrolled in the full 
study will provide additional information that was not collected during study assessments. Data 

will be collected only from the potential participation period (November 2019 – August 2025, 
two-years after enrollment) and will not collect data after potential study participation has ended. 

Chart review data will inform future outreach efforts and determine differences in groups who 
choose tobacco treatment versus research. Waiver of consent requested for retrospective chart 

review as data collected go back to November 2019 and it would not be possible to contact 
previous participants and obtain informed consent. The medical record is the best source of PHI 
and only the minimum necessary PHI needed will be collected. Data will be collected both from 

Veterans who enrolled in the study as well as those who consented to screening but did not 
enroll in the study, either due to ineligibility or choice. Retrospective chart review adds no 

additional risk to the study procedures as the chart review will not impact participants in any 
way. Activities are limited to the use of data from medical records and there are sufficient 

measures in place to protect the data. Data and Safety Monitoring Plan 
 

To identify unanticipated problems or complications, study participants will be provided 
at enrollment with contact information for the studyteam, principal investigator, and the VA 
hospital patient relations representative. Any unanticipated problems or complications will be 
reported to the IRB per UW-Madison campus policy and the VA R&D per VA regulations.  
Corrective actions, such as changes to the research protocol or informed consent process, will 
be taken in order to protect the safety, welfare or rights of study subjects or others. The study 
pharmacist, Dr. Stephanie Gruber, and PI, Dr. Jessica Cook, will determine whether corrective 
actions need to be taken as a result of the SAE and unanticipated event review process. Clinical 
Science Research and Development (CSRD) has decided that due to the low risk nature of this 
study, a CSRD Data Monitoring Committee is not necessary.  
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Safety and Protection of Human Subjects 
 

Subject privacy will be protected during the course of this study and HIPAA regulation 
will be followed. Only relevant, applicable study data will be collected, and will be entered in a 
secure web-based system with restricted access.  Any required paper data will be kept in a 
confidential locked area, with no personal identifying information in our data set.  This will be 
available only to primary study staff directly responsible for this data, and to representatives of 
the VA Research and Development Committee or University of Wisconsin IRB.  Access to data 
will be removed if study staff are no longer part of the study team.  Informed consent will be 
obtained by study staff. The PI and staff pharmacist, Drs. Cook and Gruber, will review all 
serious adverse events.  Medical emergency and safety plans will be established, and serious 
adverse events will be reported in a timely manner to appropriate committees.  

In accordance with VA policy, in the case of reporting incidents, i.e. theft or loss of data 
or storage media, unauthorized access of sensitive data or storage devices or non-compliance 
with security controls, the Information Security Officer, Privacy Officer, and ACOS for Research 
will be notified within one hour to determine an appropriate course of action.   

VA research data and information will be maintained per VA Records Control Schedule 
(RCS) 10-1 regulations for a period not to exceed 7 years after the close of the study.  
 
 

Statistical Considerations 
 
Sample size was based on the power needed to detect significant differences in 2-year 
abstinence, our primary aim. We increased the number of our initial sample size by 50 to 
account for expected dropouts and non-completers. We used SAS PROC POWER to identify 
the necessary sample size to ensure that comparisons of ECC versus SC would have sufficient 
power to detect an 8% increment in abstinence (≥ .80, 2-tailed test, α < .05), the minimum effect 
size we believe would be cost-effective and of clinical and public health significance for an 
intervention of the ECC intensity. We assume that the rate of 2-year biochemically confirmed 
abstinence for those in SC will range from 4-7%. This is consistent with meta-analyses that 
show abstinence rates of 2-5% in follow-up over 1-2 years in studies involving smokers unwilling 
to quit and who are assigned to control conditions5,17. Not only would an 8 percentage point 
increment be meaningful, but there is considerable evidence that it is feasible. Meta-analytic 
evidence shows that pharmacotherapy + counseling reduction interventions alone produce an 
increment of about 6% over control conditions amongst smokers initially unwilling to quit17. For 
instance, studies amongst smokers unwilling to quit involving nicotine gum produce an 
abstinence rate of 11% in the gum condition vs. 4% in the control condition17. While those 
studies involved participants committed to reducing their smoking, such studies did not use 
chronic care intervention to enhance use of both reduction and cessation treatments. We 
believe that the seamless availability of both cessation and reduction treatments will 
meaningfully enhance abstinence rates when offered via chronic care on an ongoing basis. This 
will occur for several reasons. First, the use of reduction treatment appears to boost use of 
cessation treatment when both are available; within a 4-month period,19% of participants 
receiving reduction treatment entered cessation treatment1 (we expect closer to 50% of 
reduction participants when offers are made over a 2-year period). Second, use of reduction 
treatment may increase cessation treatment effectiveness. We found an abstinence rate of 38% 
amongst primary care patients using both reduction and cessation versus 18% of primary care 
patients using a comparably intense cessation treatment alone1,70. Third, both reduction and 
cessation treatments will be offered with chronic care outreach; similar programs have yielded 
high rates of treatment engagement over time2,3,46. For instance, four, 6-month cycles of chronic 
care outreach led to impressive uptake of pharmacotherapy (with 67%, 41%, 24%, 25% of 
smokers participating/cycle2 and counseling engagement (91%. 68%, 57%, 54%/cycle). 
Therefore, we are confident that the basic 6-percentage point increment produced by NRT 
based reduction treatments will be significantly boosted, at least by 4%, by ready availability of 



Version 10; 10/23/2025 17 

cessation treatment along with ongoing chronic care contacts containing motivational and 
supportive elements. Although we expect to detect at least a 10% increment in ECC over SC, 
there is good power to detect an 8 percentage point increase relative to ST abstinence rates 
ranging from 4-7% (power would be even greater for SC rates < 4%). 
 
 

Data and Record Keeping 
 

Data elements will be collected and stored during the screening assessment, all phone 
contacts, and the final visit. Data elements and study questionnaires will be collected via a web-
based computer program called REDCap. The VA Informatics and Computing Infrastructure 
(VINCI) will be used as a central location for data processing and management. Vanderbilt 
University, with funding from the National Institutes of Health (NIH) and collaboration from a 
consortium of institutional partners, has developed a software toolset and workflow methodology 
for electronic collection and management of research and clinical trial data. REDCap (Research 
Electronic Data Capture) data collection projects rely on a thorough study-specific data 
dictionary defined in an iterative self-documenting process. REDCap was developed specifically 
around HIPAA-Security guidelines. VA REDCap servers are housed at the VA Informatics and 
Computing Infrastructure (VINCI), physically located at the VA Austin Information Technology 
Center (AITC) in Austin, Texas. VA REDCap is accessible through the VA intranet only. Only 
validated members of the study team will have access to the study’s REDCap database. No 
study data will be stored on a PC hard drive 

The study will utilize a unique study ID for storing all data related to individual 
participants.  Information linking that study ID to participant identifying information will be 
maintained by the PI. Subject identifying information will only be available to those study staff 
with whom subjects have direct contact. Data being used for analysis will be identified with the 
study ID only. The study will not routinely utilize any paper or non-electronic records; if paper 
records are used as a back-up during a period when a functioning computer is not available, 
they will be maintained in a locked area after their entry has been properly verified.  Paper data 
will likely be kept in room G22 (VHAMADBrubaE) or G13 (VHAMADWebstK) of the VA hospital.  
Electronic records may be obtained on a mobile device that is protected with VA approved 
encryption technology that is FIPS 140-2 validated. Mobile devices will not contain the only copy 
of research information.  

The name, contact information, and study schedule for interested and enrolled 
participants will be kept in a separate database.  The automated list of potential participants to 
whom informational letters will be sent will be maintained in a separate database as well.  This 
identifiable information is maintained in order to contact and follow-up with interested potential 
participants or enrolled participants.  No study data will be stored in these databases.  All 
identifiable data will be stored on secure, password-protected servers located at the Madison 
VA and only study personnel will be granted access.  All data that is not identifiable (forms 
collected after enrollment that are identified only by study number) is stored on the secure VA 
REDCap server with a copy of this data retained on a VA server. 

Data will be maintained by the Madison, WI VAMC following the completion of the study. 
 

Safety and Protection of Data Collected in REDCap 
 

The research team will manage study data through REDCap. REDCap is an electronic 
data management system that will be used to capture, edit, manage, and export study data for 
analysis. REDCap is a HIPAA-secure survey tool obtained through licensing agreement with the 
University of Wisconsin Department of Medicine and promoted for research by DoIt 

The VA Informatics and Computing Infrastructure (VINCI) will be used as a central 
location for data processing and management. REDCap was developed specifically around 
HIPAA-Security guidelines. VA REDCap servers are housed at the VA Informatics and 
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Computing Infrastructure (VINCI), physically located at the VA Austin Information Technology 
Center (AITC) in Austin, Texas. VA REDCap is accessible through the VA intranet only. Subject 
identifiable information is restricted at multiple levels: 

1. Access to the REDCap system is restricted to those that have been granted access by 
the software administrators. User access requires supervisor approval, completion of 
HIPAA and Human Subjects Protection training, and completion of role-based training in 
the REDCap system.  

2. In addition, users’ access is limited to protocols for which they have some responsibility 
of protocol, subject, or data management.  

3. Within those protocols, the ability to view and modify data is restricted based on their 
role in the conduct of the research project (e.g. regulatory staff do not have the privilege 
to view subject identifiable information). 

 
In addition, the technical components of this software are managed by the UW-

Madison’s Bioinformatics Computing Group (for server maintenance, software upgrades, etc.), 
and security and software support is provided by CTRI staff. CTRI staff are able to access 
subject information in order to help end users of the software program when questions arise.  

All communication between the clients and the REDCap application takes place via 
Hypertext Transfer Protocol over Secure Socket Layer or HTTPS. HTTPS provide the ability for 
normal web based communication over an encrypted Secure Socket Layer (SSL) connection. 
This ensures that data passing between the client and REDCap is protected from unauthorized 
attempts to access the data. 

The REDCap system is web-based software, with data stored on secure servers. Data 
exported from the REDCap system is exported with indirect identifiers (i.e. with study ID number 
per subject) for statistical and data monitoring purposes in an MS Excel or SAS format. Upon 
exportation, the clinical research management system has no control over how it is manipulated 
or managed.  REDCap data is backed up regularly. 
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