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. Introduction

The Department of Veterans Affairs (VA) and Department of Defense (DOD) Evidence-Based
Practice Work Group (EBPWG) was established and first chartered in 2004, with a mission to
advise the “...Health Executive Council (HEC) on the use of clinical and epidemiological
evidence to improve the health of the population across the Veterans Health Administration
(VHA) and Military Health System (MHS),” by facilitating the development of clinical practice
guidelines (CPGs) for the VA and DOD populations.(1) The development and updating of
VA/DOD CPGs is funded by VA Evidence Based Practice, Office of Quality and Patient Safety.
The system-wide goal of evidence-based CPGs is to improve patient health and well-being.

The VA/DOD EBPWG initiated the creation of the VA/DOD Tobacco Cessation CPG in 2024.
This CPG provides an evidence-based framework for evaluating and managing adult patients, 18
years or older, who are eligible for care in the VA and/or DOD healthcare systems and may
benefit from tobacco cessation. Successful implementation of this CPG will:

e Emphasize the use of patient-centered care using risk factors and event history;
e Minimize preventable complications and morbidity;
o Optimize each patient’s health outcomes and improve quality of life; and

e Assess the patient’s condition and in collaboration with the patient, family, and
caregivers, determine optimal treatment.

Il. Background

A. Description

Tobacco use consistently ranks as the top preventable cause of death in the United States (U.S.)
and mortality worldwide.(2) The short-term effects of combustible tobacco use include increased
amounts of carbon monoxide in the blood, leading to diminished oxygen metabolism, as well as
increases in blood pressure and heart rate.(3) Long-term effects of tobacco use include numerous
types of cancer, cardiovascular diseases, and lung diseases, as well as negative effects on all
major organ systems. Tobacco use is associated with a tremendous economic burden to the U.S.,
with $240 billion in tobacco-related healthcare spending (4,5); $185 billion in lost productivity from
smoking-related health conditions (4); and $180 billion in lost productivity from smoking-related
premature death.(4) Additionally, tobacco use can negatively impact surgery outcomes and
recovery, further increasing mortality risks.(6) In the military population in particular, tobacco use
is a readiness issue, making cessation a mission essential goal. Most individuals who use tobacco
desire to quit (6), making evidence-based treatment options vital.(7) Reducing tobacco use
confers little health benefit compared to quitting altogether, therefore, total abstinence is the
ultimate goal of treatment. However, cessation is a process that includes multiple phases and
typically requires repeated efforts. As such, intermediate goals, including reduced use and making
quit attempts, are part of the path to abstinence and may be useful for moving persons who use
tobacco toward abstinence.(8) Overall, this guideline puts forth evidence for why tobacco
cessation is vital and explores the best practices to achieve this goal.
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Overall Prevalence in the United States

Over the past 60 years, the use of tobacco products has been decreasing in the U.S. Data from
2022 revealed that 19.8% of the U.S. population continues to use tobacco products.(9) The most
commonly used tobacco products are combustible cigarettes, with 11.6% of the population
reporting use.(9) Data from the National Health Interview Survey from 2017 — 2023 showed a
further decline in exclusive cigarette smoking, with a reduction to 7.9%. This reduction in cigarette
smoking was offset by an increase in the use of electronic nicotine delivery systems (ENDS, e.g.,
e-cigarettes, vaping) from 1.2% in 2017 to 4.1% in 2023.(10) The use of ENDS is more common
among younger populations (ages 18 — 44).(10) The development of new products, including
ENDS and nicotine pouches have led to dual or polyproduct usage with 3.8% of adults using
multiple nicotine products.(9,11,12) The use of other tobacco products, including ENDS, is
increasing, with 6% of the U.S. population using ENDS in 2022.(9,13) Data reported for the U.S.
population in 2022 also showed cigar use in 3.7%, smokeless tobacco use in 2.1%, and pipe
smoking in 0.9%. Cigarette smoking remains more prevalent among men at 13.2% compared to
10% of women. Despite declines in cigarette smoking in the general U.S. population, certain
groups continue to have a higher prevalence of smoking. This includes people with disabilities,
anxiety disorder, and depression. Smoking continues to be the leading cause of preventable
illness, disability, and mortality in the U.S., with one in every five deaths attributable to tobacco
use.(14)

Tobacco products, in particular combustible products such as cigarettes, are the source of

many significant negative health consequences enumerated above. Recent years have seen the
introduction of new commercial tobacco and nicotine products. Emerging evidence suggests that
ENDS use has measurable adverse effects on cardiovascular, pulmonary, and systemic health,
with potential carcinogenic risk from chronic exposure.(15-19) Less is known regarding the health
consequences of nicotine, the psychoactive substance underlying dependence on tobacco and
other commercial nicotine products. However, nicotine dependence leads to multiple harms,
including loss of behavioral control, neuroadaptive changes in brain reward circuits, and increased
rates of anxiety and depression.(20,21) As such, both tobacco and nicotine products are important
targets for cessation.

B. Risk Factors Contributing to Tobacco Use

Tobacco use arises from a wide array of interacting factors that make it a complex and
challenging behavior to address. Furthermore, the introduction of new products, such as ENDS
and oral nicotine pouches, has led to an increase of dual product and polyproduct use.(11)

Multiple factors, such as genetic, neuropharmacological, psychological, environmental, and
comorbid addictions, influence the decision to start and continue using tobacco and nicotine
products.(22) Understanding factors contributing to tobacco and nicotine use can support the
development of more effective prevention and treatment options.

Nicotine addiction has a substantial heritable component.(23) Genetic predisposition and
neuroadaptation play key roles in the development of dependence. Genetic factors affect both
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nicotine metabolism and the function of nicotinic receptors. Variations in receptor-encoding genes
can alter receptor availability and responsiveness, influencing vulnerability to dependence.(24)

Just as genetic predisposition can contribute to addiction susceptibility, environmental factors play
a significant role in shaping nicotine use patterns. Peer influence in young adults and adolescents,
settings such as the military in which tobacco use is normalized, and parental influence contribute
to tobacco use behaviors. Children of parents or guardians who smoke are at a higher risk of
adopting the habit.(25) Certain job environments also influence smoking behavior.

Conversely, exposure to strong anti-tobacco media campaigns has been linked to a reduced risk
of initiating nicotine use.(26) The DOD and VA maintain comprehensive strategies to combat
nicotine use that combine policy restrictions, clinical guidelines, and targeted cessation resources.

Despite these coordinated initiatives, tobacco use among Service members and Veterans
remains a persistent challenge. This persistence is partly driven by occupational and cultural
influences within the military. Cultural norms, deployment stress, and easy access to nicotine
products continue to reinforce their use. Emerging products, such as oral nicotine pouches, are
gaining popularity, particularly because they are discreet and easy to use in settings where
smoking is prohibited, circumventing smoke-free restrictions and policies.(27)

Beyond environmental influences, nicotine use commonly co-occurs with other substance use
disorders and mental health conditions such as anxiety, depression, and chronic pain syndrome,
as smoking is associated with worsened mental health and an increased risk of suicide.(28)
These comorbidities are particularly concerning in military and Veteran populations, where
exposure to combat, operational stress, and high-risk environments often contributes to high
smoking, depression, and post-traumatic stress disorder (PTSD) rates.(29) Nicotine and other
addictive substances share overlapping risk factors that reinforce both initiation and dependence,
further complicating cessation efforts.

C. Tobacco in the Department of Veterans Affairs and Department of
Defense Populations

Tobacco use among Veterans and active-duty military has historically been higher than in civilian
populations. The tobacco industry has targeted military Service members for decades.(30) The
U.S. military includes a disproportionate number of persons at high risk for nicotine addiction prior
to joining the military (e.g., male sex, young age, lack of higher education, and exposure to family
members who smoke).(11,31) While recent data suggest that smoking rates across both active-
duty Service members and Veterans have decreased in the past decade, the use of ENDS
products has increased.(32-35,36 ,37-39)

Tobacco use and the diseases caused by tobacco use are major drivers of health care costs and
negatively impact military readiness. A retrospective study released in 2024 (33) utilized Defense
Health Agency data from 1.8 million MHS patients, which includes active-duty military, military
dependents, and retirees, to assess rates of tobacco use, which included cigarettes, cigars,
smokeless tobacco, and ENDS. Overall, 22.6% of the population used tobacco in 2022, with the
highest prevalence of use among the active-duty population (28.26%).(33)

DOD Population
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The Health-Related Behaviors Survey (HRBS) and the Periodic Health Assessment (PHA) are
two important surveys that collect questions about the health, health behaviors, and well-being
of Service members. The HRBS is a large population health survey, which assesses the health
and health-related behaviors of Service members that have a potential impact on readiness.
Unlike the PHA, which evaluates all military personnel, the HRBS only surveys a sample of
Service members.(32)

The most recent data available, comparing all service components, shows that the largest user
of cigarettes in 2018 was the Marine Corps at 27.7% as compared to the lowest user, the U.S.
Air Force at 11.9%.(36) Among the service branches, the Marine Corps and Navy had the
highest prevalence of any current tobacco use (49% and 40.6%, respectively), and the Air Force
had the lowest (31.2%). Of note, reported use included use of at least one tobacco product in
the last 30 days. When reporting tobacco use, Service members often report a combination of
two or more types of products. It was also reported that the Marine Corps maintained the
highest level of ENDS use at 22.6% with the Army having the lowest percentage at 13.9%.

According to the 2022 Health of the Force Report (reporting on the U.S. Army Active
Component (AC) Soldier population), 27% of soldiers reported using any type of tobacco
product in 2021: 13% reported smoking, 9.8% reported smokeless tobacco use, and 12%
reported ENDS use.(40)

According to the 2023 Health of the Force Report, about 1 out of 5 AC Service members
reported using any tobacco product, with a greater percentage of male AC Service members
(25%) reporting tobacco use relative to female AC Service members (13%). The adjusted
prevalence for tobacco product use was higher among the Army (26%) and Marine Corps
(26%), and lowest among the Air Force (17%).(41)

Of the AC Service members who reported tobacco use, the greatest percentage reported the
use of ENDS (n=112,087; 13%), followed by those who reported smoking (n=75,886; 8.6%) and
smokeless tobacco use (chewing or dipping) (n=57,402; 6.5%).(41)

While military personnel are at high risk for tobacco use, the most vulnerable time for personnel
to reinitiate or initiate tobacco use is during occupational training, immediately following basic
military training.(42) Recent surveys suggest that this younger military cohort may have high
rates of novel nicotine product use, including ENDS and oral nicotine pouches. Mancuso et
al.(2024) found that 27.9% of 17—24-year-olds reported ENDS use, which is higher than the
15.3% rate of use among the U.S. population.(32)

An annual survey of soldiers stationed at Fort Bragg in 2022 and 2023 found that 23.8% of
survey participants reported past 30-day oral nicotine pouch use.(27) Users of nicotine pouches
were mostly younger, white, unmarried males. Moreover, initiation of cigarette smoking and use
of nicotine products have been shown to increase among military recruits, during deployments,
and following exposure to combat.(34,43) Up to 38% of new recruits start smoking after joining
the armed services, and deployment has been shown to increase the risk of starting smoking by
60%.(34)
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Notably, observed prevalence rates of tobacco use are impacted by methodological differences
in both the study setting (e.g., clinic-based assessment versus anonymous surveys) and the
way tobacco and nicotine use, or current smoking, are defined. For example, active-duty
Service members consistently report a much lower prevalence of all types of tobacco and
nicotine use on the PHA (where results are often reviewed face-to-face by a healthcare
provider) compared to results obtained from the HRBS (a confidential cross-sectional survey
most recently conducted in 2018 by the RAND Corporation).(32) Although self-identification as a
person who smokes is a strong indicator of smoking behavior, many individuals who smoke
nondaily do not identify as such, thus underestimate the risk for tobacco-related disease.(44)
Smoking rates are higher based on behaviorally anchored questions that do not rely on self-
identification as an individual who smokes (e.g., have you smoked all or part of a cigarette in the
past 30-days), such as those utilized in the HRBS, compared to the PHA. The 2018 PHA
indicated that 25.3% of Service members reported using any tobacco products. In contrast, the
2018 DOD HBRS indicated that 37.8% reported use of any tobacco product.(32)

According to the 2018 DOD HRBS active-duty report on racial and ethnic differences, non-
Hispanic White had the highest current tobacco or nicotine use (41.2%), compared to Hispanic
(34.8%), non-Hispanic Asian (33.5%), and non-Hispanic Black (29.4%).(32) The 2022 Health of
Force Report, which assesses past-month tobacco use, provides information on racial and
ethnic differences in reported use of tobacco products, including cigarettes, smokeless tobacco,
and ENDS.(40) Overall, tobacco use was lowest among Hispanic (12% female, 23% male) and
Black (14% female, 24% male) soldiers and most common among Native Hawaiian or Pacific
Islander (21% female, 40% male) soldiers. Lesbian, gay, and bisexual Service members in the
2016 Millennium Cohort Study were more likely to report smoking than heterosexual Service
members.(45)

There are few studies or surveys assessing the delivery of tobacco use treatment to the military
population. MHS data indicates that tobacco cessation counseling substantially declined by
17.4% (28.4 to 11%) overall from July 2016 to March 2022. Declines were seen over this time
period in active-duty as well as retiree and military dependent populations, as well as among all
service branches.(33) The authors did not assess tobacco cessation medication use and noted
that counseling may be under-reported due to lack of reimbursement and issues with inaccurate
clinical coding.

Veteran Population

The National Survey on Drug Use and Health (NSDUH) reports prevalence and trends among
the total population of Veterans in the U.S. The 2023 NSDUH reported past-month tobacco
product use by 25.1% of Veterans aged 18 and older, and past-month ENDS use by 6.3% of
Veterans.(39) Of the Veterans who used tobacco or ENDS, 77.4% of Veterans used tobacco-
containing products only, 10.1% used ENDS only, and 12.6% used both types of products in the
past month. Younger Veterans, aged 18 to 49, had the highest rates of ENDS use, with 18.1%
of the population reporting past-month ENDS use, compared to 2.8% of Veterans aged 50 or
more.(39) To date, surveys have not assessed the prevalence of use of newer nicotine-
containing products (such as oral nicotine pouches) among the Veteran population.
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The 2023 US National Health Interview Survey data reported that the smoking prevalence
among Veterans (not limited to VHA enrollees) was 13.2% compared to 10.6% among non-
Veterans.(46) In a population-based analysis comparing Hispanic Veterans to Hispanic non-
Veterans, Hispanic Veterans reported higher smoking levels, had a lower likelihood of attempts
to quit smoking, and had less confidence in their ability to quit smoking despite similar interest in
quitting.(47)

Historically, in contrast to the general population, smoking rates have also been higher among
women Veterans than men Veterans when compared to the general population. From 2010-
2015, 29% of women and 21% of men Veterans reported current smoking.(48) More recent data
from the 2024 survey of VHA enrollees reported similar smoking prevalence rates among
women (10.9%) and men (11%) enrollees. However, women Veterans may experience unique
barriers to quitting, including co-morbid mental health conditions, differences in social support,
and lack of access to resources.(49) Smoking rates are also higher among lesbian, gay, and
bisexual Veterans than among heterosexual Veterans.(50)

There is substantial interest in quitting among Veterans. However, the majority of Veterans who
smoke still do not receive comprehensive, state-of-the-science treatment for tobacco use that
includes combination pharmacotherapy and behavioral treatment. Within the VA, a recent report
on health equity found that no significant differences were observed for the extent of screening for
tobacco use or offers to assist cessation by racial/ethnic group.(51) However, a study from 2005
reported that Black and Hispanic Veterans reported lower use of nicotine replacement therapy
(NRT) and lower participation in group smoking cessation programs than non-Hispanic White
Veterans.(52) Prior research has suggested that the lower utilization of evidence-based cessation
treatments, whether due to access or culturally influenced choice, is a main contributor to
disparities in cessation experienced by racial/ethnic minorities.(53,54) However, when provided
equivalent access to effective smoking cessation treatment through proactive outreach, one
study observed that Black Veterans quit at higher rates than non-Hispanic White Veterans.(55)

The 2023 NSDUH also reported that Veterans with any mental iliness in the past year were
significantly more likely to have used tobacco products or ENDS in the past month than
Veterans without a mental illness (39.9% versus 25.4%).(39) Additionally, among Veterans,
smoking increases the risk of chronic disease and premature death.(56)

VHA Population

VHA conducts an annual survey of Veterans enrolled for health care and assesses current use
of cigarettes, smokeless tobacco products, and ENDS either every day, some days, or not at all.
The enrollee survey does not report an overall prevalence of any tobacco product use. Due to
differences in the survey questions, these rates are not directly comparable to the tobacco use
prevalence among all Veterans determined by the NSDUH survey (which assesses past month
use). In 2024, 11.0% of Veterans enrolled in VHA reported current use (smoking every day or
some days) of cigarettes, 4.9% reported current use of smokeless tobacco products and 4.9%
reported current use of ENDS devices.(57) Cigarette smoking rates were highest among
Veterans aged 45-64 (14.4%), while smokeless tobacco use and ENDS use were highest
among Veterans younger than 45 (10% and 14%, respectively). Among enrollees of the VHA, in
2024, 54.2% reported ever smoking cigarettes, with 11% reporting current smoking (8% daily
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smoking, 3% nondaily smoking). Across all racial and ethnic groups, American Indian/Alaska
Native non-Hispanic (Al/AN) (18.5%), Asian non-Hispanic (15.9%), and Black non-Hispanic
enrollees (15.4%) had higher current smoking rates than White non-Hispanic (10.3%) and
Hispanic enrollees (7.8%).(58)

Between 2019 and 2024, the proportion of enrollees who currently smoked declined from 14.6%
to 11.0%. In 2024, 77.6% of Veterans in VHA who had ever smoked cigarettes had successfully
quit, and 127,993 Veterans reported successfully stopping between 2023 and 2024.(58)

Tobacco use was estimated to cost VHA $2.7 billion in 2010, representing 7.6% of all
healthcare expenditures.(59) Comparatively, tobacco cessation treatment in the VHA has been
shown to be cost-effective with an incremental cost-effectiveness ratio of $4,700 per quit.(60)
Approximately half of all Veterans who smoke attempt to stop each year, yet despite the interest
in quitting, use of treatment remains low. In 2024, close to half (49.1%) of Veteran enrollees
who currently smoke reported making an unsuccessful past-year cessation attempt. Less than
one-third of those with an unsuccessful cessation attempt, 31.9%, reported using any smoking
cessation medication for their quit attempt, while the majority, 67.1%, did not use any
medication.(58) Pharmacotherapy, as well as behavioral treatment, increases the likelihood of
successful cessation. This effectiveness has furthermore been demonstrated among Veterans
enrolled in VHA; Veterans who received any type of pharmacotherapy had 24% higher odds of
abstinence compared to those who did not receive pharmacotherapy.(61) Increasing treatment
utilization may help more Veterans successfully stop smoking and tobacco use.

D. Tobacco and Nicotine Impact on Readiness in the Military

Nicotine and tobacco product use poses a direct threat to military readiness, impairing Service
members’ health, performance, and overall operational effectiveness. Among active-duty Service
members in 2023, current (within the past month) tobacco use was 22%; with 13% utilizing ENDS
products, 8.6% using smoking products, and 6.5% using smokeless products.(41) More recently,
ENDS use has emerged as a growing issue, specifically amongst younger Service members (<35
years old), with Service members being three times more likely to use ENDS when compared to
civilians.(32,56) Importantly, an estimated 38% of Service members who smoke began using
tobacco only after joining the military (22,62) Thus, tobacco use reduction efforts in military
populations need to focus on preventive strategies tailored to unique military experiences and risk
factors, and emphasize the improved performance related to non-use.

The adverse effects of nicotine and tobacco product use are particularly detrimental to the military,
where optimal performance and readiness are essential. Acute nicotine withdrawal can reduce
vigilance, impair cognitive function, and negatively impact performance in high-risk occupations
such as aviation, affecting visual adaptation to the dark and reducing visual awareness in low
lighting.(56) Regular use of tobacco products is linked to decreased physical endurance,
increased rates of exercise-related injuries, and a higher risk of accidents and motor vehicle
crashes. Nicotine and tobacco use also contribute to hearing loss, impaired underwater diving
performance, and overall reductions in both short- and long-term health. Smoking also impairs
strength and physical endurance by reducing the capacity of blood to carry oxygen.(56) From a
force readiness standpoint, tobacco use leads to higher absenteeism and decreased productivity,
compounding its impact beyond individual health risks.(63)
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Addressing nicotine use in the military presents unique challenges. Unfounded concerns amongst
Service members and medical providers about the safety of cessation medications for personnel
on flight/arming status or during deployment often limit treatment options. There is also debate
over whether deployment is the right time to initiate or continue tobacco cessation efforts. This
concern stems from the potential adverse effects of cessation medications (similar to concerns for
any medication changes in theater), as well as the stresses of deployment and competing mission
priorities, which may make it a less desirable time to begin cessation attempts. However, despite
these challenges, some Service members also find deployment the ideal time to make drastic life
changes due to reduced family responsibilities and increased time for other valued activities (i.e.
exercise, new hobbies, socializing). Finally, tobacco cessation may be viewed as a lower priority
relative to immediate operational needs, which can hinder sustained population-level progress in
reducing use across the force.

While these barriers are important to note, it is also vital to remember that military service provides
members with access to high-quality health care, often at no cost. This removes a significant
barrier to care, primarily the financial burden that may be associated with cessation medications
and behavioral therapy. Additionally, due to the dynamic nature of military medicine, telehealth
services may be available to Service members in locations where they would otherwise be unable
to access care — increasing availability for care regardless of where the mission takes them. Thus,
although military service does create unique risk factors for tobacco and nicotine product initiation,
it also provides ample resources to enhance cessation efforts.

Tobacco and nicotine cessation efforts in the military require effective population health efforts in
order to reach Service members during vulnerable periods in their service. For example, research
suggests that advanced training is a vulnerable time for Service members to re-initiate tobacco
use following forced abstinence during basic training.(64) This provides a possible opportunity for
intervention that may have lasting impacts on Service members’ readiness and fitness across
their careers. Similarly, the increased risk of tobacco and nicotine product initiation on deployment
provides another opportunity for targeted interventions.(65) Understanding that the factors that
lead to use for specific tobacco products may vary, for example, smokeless tobacco initiation is
related to combat exposure, can also help with targeted interventions.(66) Of note, not everyone
who begins tobacco use on deployment desires to continue use after re-deployment, suggesting a
natural target for a tailored intervention.(41) Finally, the majority (77%) of individuals currently
serving on active-duty are tobacco-free, suggesting that while tobacco use may be a coping skill
for stress related to military service, it is not as common as many may assume. (41,66) Thus,
while there are a variety of risk factors related to military service and tobacco use, there are also
multiple targets for prevention and health promotion efforts that can potentially reduce use and
improve readiness across the force.

The DOD spends over $1.6 billion annually on tobacco-related medical care, increased
hospitalization, and lost workdays.(56) This has led to DOD-wide policy changes over the past
several decades, highlighting tobacco and nicotine product use as a readiness issue.(14) The
DOD Instruction 1010.10 (Health Promotion and Disease Prevention) establishes DOD policy to
prevent tobacco use initiation, promote cessation, and restrict where tobacco can be used by
military personnel, aiming for a tobacco-free environment and a healthier force.(67) Policies
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include banning smoking across most military installations (other than in designated smoking
areas at least 50 feet from buildings), implementing pricing regulations for tobacco products, and
integrating tobacco cessation programs into healthcare services. However, understanding and
evaluating the overall effectiveness of these policies is an ongoing challenge. Service-specific
guidance also exists regarding tobacco regulation and health promotion (AFI 48-104, AR 600-63,
and SECNAVINST 5100.13F). The overall theme of the instructions is that due to the higher
standards for overall health and well-being that are required of Service members, the DOD must
guard against unnecessary risks (i.e., tobacco use). Framing tobacco use as a threat to
readiness, and thus a threat to mission effectiveness, is the overarching tone of these
publications; the importance of correctly understanding tobacco use in this framework cannot be
overstated. Work must also be done to correct misconceptions that may persist in Service
members, such as the belief that some products may improve performance (i.e., nicotine for
physical performance) or the fear of tobacco cessation medications. Without dismantling these
beliefs, uptake of best available treatments may not increase despite efforts to increase access.

Overall, tobacco and nicotine product use continues to compromise health, readiness, and
mission effectiveness. Military service is associated with increased risk of initiation, and certain
periods of military service (i.e., technical training or deployment) appear to be unique periods of
vulnerability. Targeted strategies that balance operational demands with long-term health
promotion are essential to reducing the burden of nicotine in military populations. Continued
reinforcement of tobacco cessation as a readiness enhancer, through DOD policy, can help
encourage increased research into effective tobacco cessation efforts at the individual and
population level.

E. Tobacco Use in Select Sub-Populations

Prevalence rates of cigarette smoking and tobacco use vary by sociodemographic factors,
including sex, age, race, ethnicity, rurality, sexual orientation, and socioeconomic status. Men are
more likely to smoke cigarettes and use smokeless tobacco than women; younger individuals are
more likely to use ENDS than older individuals; lesbian, gay, bisexual and transgender (LGBT)
populations have higher rates of tobacco use than heterosexual populations; and rural populations
have higher rates of tobacco use than urban populations.(68) Similar patterns are also observed
in the military and Veteran population.(48)

Among U.S. adults in 2022, only half reported receiving advice and assistance from a health care
professional to quit.(48) Hispanic adults reported lower rates of advice and assistance with
quitting than both Black and White adults; however, both groups reported significantly lower rates
of smoking cessation treatment utilization than White adults.(48)

Population with Mental Health Conditions

Smoking is a significant health problem for people with mental health diagnoses. People with a
mental health diagnosis exhibited 2-4 times higher rates of smoking than the general population.
While this data is not specific to Veteran and military populations, it demonstrates the higher
rates of morbidity and mortality from smoking-related conditions in populations with mental
health diagnoses.(69,70)
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Tobacco use also contributes to persistent inequalities and lower quality of life for these
individuals and may lead to significant financial strain. Persons with schizophrenia were found to
spend an average of 27% of their total income on cigarettes(71), and those with serious mental
health diagnoses (e.g., schizophrenia) die on average 25 years earlier than the general
population, and 60% of this excess mortality risk is due to smoking-related illnesses.(72)
Tobacco-related chronic diseases such as cardiovascular disease, Chronic Obstructive
Pulmonary Disease (COPD), diabetes, and cancers are higher among this population when
compared to the general population.(73,74)

Despite concerns from mental health professionals, smoking cessation does not lead to
worsening symptoms in persons with mental health diagnoses, but rather results in
improvement of symptoms over time.(75) People with mental health diagnoses are interested in
quitting tobacco use at about the same rate as the general population.(76,77)

Most research focused on the implementation of tobacco use treatment has taken place in
primary care.(78,79) Relying on primary care to address tobacco will miss the 30-55% of people
who are engaged in mental health care but do not visit primary care regularly.(80,81) People
with psychotic disorders and bipolar disorder in particular have some of the highest smoking
rates, yet are significantly less likely to have a routine primary care follow-up compared to
people without mental health conditions.(82)

Multiple barriers exist to increasing tobacco treatment in mental health clinics. Although efforts
have been made to address tobacco use cessation training for mental health providers, there is
a paucity of research on how to best change systems of care to optimize tobacco use treatment
delivery and uptake in mental health care settings.(83)

Populations with Substance Use'

Tobacco use and other substance use disorders (SUDs) frequently co-occur.(84) Addressing
tobacco use concurrently with other SUDs can significantly improve the chances of successful
recovery and long-term health outcomes.(85) A substantial amount of the premature morbidity
and mortality experienced by individuals with SUDs is directly attributable to their tobacco
use.(85)

Individuals with SUDs often face a higher risk of tobacco use, and vice versa, due to a complex
interplay of shared risk factors, neurological mechanisms, and behavioral patterns. This
interconnectedness poses significant challenges for both patients and healthcare providers.
(84,86)

A key factor contributing to this comorbidity is the overlap in vulnerability. Genetic
predispositions, environmental influences such as exposure to substance use, and co-occurring
mental health conditions like depression or anxiety can increase the likelihood of engaging in
both tobacco and other drug use.(84,86) This shared vulnerability often results in the use of
multiple substances, complicating treatment efforts.

' See the 2021 VA/DOD Clinical Practice Guideline for the Management of Substance Use Disorder. Available at:
https://www.healthquality.va.gov/
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Furthermore, the addictive properties of nicotine mirror those of other recreational drugs.
Nicotine, similar to substances like cocaine or heroin, stimulates the brain's reward system by
increasing dopamine levels, leading to feelings of pleasure and reinforcing addictive
behaviors.(87,88) This neurobiological commonality makes quitting tobacco extremely difficult,
particularly when other substances are also impacting these neural pathways.

The phenomenon of cross-tolerance further complicates clinical care. Using tobacco can lower
the body's sensitivity to other substances, leading individuals to require higher doses to achieve
the desired effect.(89) Concurrent cigarette smoking has been shown to reduce the
effectiveness of cocaine abuse treatment.(90) Additionally, quitting multiple substances
simultaneously can lead to a cascade of withdrawal symptoms, making recovery even more
challenging.(91)

Tobacco use can directly interfere with the effectiveness of treatments for other SUDs.
Moreover, the presence of one addictive substance can act as a powerful trigger for relapse to
others.(92) Addressing tobacco use is therefore not merely about mitigating the health risks of
smoking, but also about improving the overall prognosis for individuals with substance use
disorders.

Populations with other Chronic Conditions

For the comprehensive management of patients presenting with tobacco use and one or more
of the following concerns or treatment needs, healthcare providers should refer to the
appropriate VA/DOD Clinical Practice Guideline, as available, at
http://www.healthquality.va.gov/. CPGs are available for Asthma, Bipolar Disorder, Chronic
Insomnia Disorder and Obstructive Sleep Apnea, Chronic Kidney Disease, Chronic
Multisymptom lliness, COPD, Diabetes Mellitus, Headache, Hypertension, Low Back Pain,
Major Depressive Disorder (MDD), Mild Traumatic Brain Injury, PTSD, Opioid Therapy for
Chronic Pain, Osteoarthritis, Schizophrenia, Stroke, SUD, and Suicide. Adjustments to
treatment should be made consistent with existing clinical practice guidelines, if indicated, with a
focus on concurrent treatment for both conditions.

F. Strategies to Promote Treatment Engagement

Over two-thirds of U.S. adults who use tobacco report wanting to stop smoking, with less than
10% achieving success each year. In 2024, 49% of Veterans enrolled in VHA who currently
smoked reported making a past-year cessation attempt.(58) For active military personnel, the
2018 DOD HRBS reported that 46.5% of current individuals who smoke had attempted to quit in
the past year.(36) Approximately half of U.S. adults who smoke and saw a health professional in
2022 reported receiving advice and recommendations on tools for tobacco cessation during their
health encounters.(49,93) Evidence supports that brief advice for tobacco cessation from health
professionals is cost-effective and can promote success. Furthermore, providing individuals who
use tobacco with tools to stop smoking and explaining the safety and effectiveness of evidence-
based therapies may reduce barriers to tobacco cessation.

Utilization of Evidence-Based Therapies
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A recent study of smoking cessation treatment utilization demonstrated that half of U.S.
respondents reporting cessation attempts do not employ any evidence-based treatment.(94) Of
U.S. adults attempting cessation, 45% reported using Food and Drug Administration (FDA)
approved medications, and 5% reported using cessation services (i.e., counseling). These
numbers may be lower among Veterans enrolled in VHA, as only 32% of individuals who smoked
with a past year quit attempt reported using medication during their most recent cessation
attempt.(58) Thus, many people who smoke do not employ any evidence-based assistance when
attempting cessation, and only a small minority utilize optimal treatment, the combination of
medications and counseling, which has the best cessation outcomes.(95) These findings suggest
that overall cessation rates could be dramatically improved by increasing utilization of evidence-
based treatments (96), thereby highlighting the importance of strategies for enhancing tobacco
cessation treatment engagement.

Examples of Current Services Offered in the DOD and VHA

In 2007, the DOD launched the YouCanQuit2 (https://ycg2.org) educational campaign to assist
Service members achieve tobacco cessation. YouCanQuit2 is currently the official DOD Tobacco
Cessation Program that supports Service members, their families, and Veterans to stop using
tobacco. The program aligns with the Defense Health Agency’s mission in efforts to sustain a
ready and resilient force. Participants in the program are provided with educational materials,
counseling (online and in-person), and other resources to support tobacco cessation. In addition
to the YouCanQuit2 program, Service members under TRICARE
(https://tricare.mil/tobaccocessation), the military’s health care program, can receive tobacco
cessation services including counseling and pharmacotherapy. Individual military services and
military treatment facilities may also have their own tobacco cessation programs for enrolled
beneficiaries.

VHA offers behavioral counseling and pharmacotherapy to all enrolled Veterans that use tobacco.
Behavioral counseling is provided without a co-payment per 38 CFR § 17.108(e). VHA has
several national programs available for Veterans, including a telephone quitline, 1-855-QUIT-VET;
a text message program, SmokefreeVET; a smartphone app, Stay Quit Coach; and web tools at
http://veterans.smokefree.gov. Information about all of the resources available to Veterans from
VHA can be found at: https://www.mentalhealth.va.gov/quit-tobacco/.

Motivational Interviewing (MI) for Tobacco Treatment Engagement

Motivational interviewing (M) is a counseling approach designed to strengthen motivation and
commitment for engaging in positive behavioral change.(97) Evidence for MI as a brief stand-
alone treatment for smoking cessation has been equivocal.(98) For example, given its focus on
enhancing motivation and commitment, Ml may hold promise when directed toward treatment
engagement. Accumulating research confirms that the beneficial effects of brief Ml are most
pronounced when used as a proactive approach prior to engaging in existing evidence-based
treatment rather than as stand-alone-treatment. When examined across a wide variety of
substance use and behavioral domains (alcohol, tobacco, illicit drug adherence, etc.) studies
indicate that relative to control groups, brief motivational interventions have repeatedly shown
beneficial effects on treatment entry (99), attendance (100), and adherence.(101) Importantly, the
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efficacy of these brief interventions can be accounted for by enhanced engagement in evidence-
based treatment rather than by increasing motivation for change alone.(102)

Tobacco Dependence is a Chronic Condition

As with other substance use disorders, tobacco dependence should be treated as a chronic
relapsing condition. Treatment guidelines for many chronic disorders, e.g., hypertension (103) and
diabetes (104), instruct providers to give evidence-based therapies by default unless patients
refuse (or opt-out of) treatment. In contrast, tobacco treatment guidelines have historically directed
providers to assess motivation for cessation and only offer treatment for those who express such
motivation, thus employing an opt-in approach.(105)

As with other chronic conditions, treatment of tobacco dependence should also include long-term
follow-up by healthcare professionals to identify and prevent recurrence.

lll. Scope of This Guideline

This CPG is based on published clinical evidence and related information available between
January 1, 2014, to December 10, 2024. It is intended to provide general guidance on best
evidence-based practices (see Appendix A for additional information on the evidence review
methodology). Although the CPG is intended to improve the quality of care and clinical outcomes
(see Introduction), it is not intended to define a standard of care (i.e., mandated or strictly required
care).

A. Guideline Audience

This CPG is intended for use by VA and DOD primary care providers and others involved in the
health care team who provide health care to tobacco or nicotine users (e.g., physicians, nurses,
nurse practitioners, physician assistants, dentists, respiratory therapists, psychologists, social
workers and counselors, pharmacists, and others).

B. Guideline Population

This CPG is intended for adults (18 years or older) with use of a tobacco or nicotine product of
any variety (including smoking, electronic nicotine delivery systems, smokeless tobacco,
dissolvable nicotine pouches, etc.) who are users of the VA and DOD healthcare systems. This
includes Veterans and Service members as well as their eligible adult dependents.

IV.Highlighted Features of This Guideline

A. Components of This Guideline

This is a new VA/DOD Evidence-Based CPG. The major strengths of this CPG are the use of
GRADE methodology and the coordination and collaboration among the members of the
multidisciplinary CPG Development Work Group, ensuring a broad representation of providers
engaged in the care of patients using tobacco and nicotine. The following paragraphs summarize
selected important clinical recommendations and findings for providers who use this CPG. The
Work Group also developed an Algorithm to support clinical workflow that aligns with the
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evidence-based recommendations and insights. This CPG also includes Research Priorities,
which list areas the Work Group identified as needing additional research. To accompany this
CPG, the Work Group also developed toolkit materials for providers and patients, including a
provider summary, a patient summary, and a quick reference guide, which can be found at
https://www.healthquality.va.gov/index.asp.

The Work Group developed 32 new evidence-based recommendations; including 7 “Strong for”
recommendations, 13 “Weak for’ recommendations, 10 “Insufficient evidence to recommend for or
against” recommendations, and 2 “Weak against” recommendations. Most of the
recommendations in this guideline are directed toward healthcare providers; however, three
recommendations are about interventions directed to healthcare organizations for system-wide
implementation.

After a systematic review of the evidence on tobacco and nicotine cessation interventions, the
Work Group found the following:

1. Use of motivational interviewing increases engagement in treatment for tobacco and
nicotine cessation. (Weak for)
2. Pharmacotherapy:

a. FDA-approved pharmacotherapies are recommended for attaining abstinence from
combustible tobacco. (Strong for)

b. For patients using nicotine replacement therapy (NRT), combination treatment with
patch and short-acting NRT is more effective than using a single form of NRT for
increasing abstinence. (Strong for)

c. As a single agent, varenicline is recommended above other medications for
attaining abstinence from all tobacco and nicotine products. (Strong for)

d. There is insufficient evidence for using varenicline or NRT beyond the standard
duration (12 weeks). (Neither for nor against)

e. In patients using bupropion sustained release, we suggest extending use beyond
12 weeks to maintain abstinence from combustible tobacco. (Weak for)

f. To achieve abstinence from smokeless tobacco or ENDS both varenicline (Strong
for) or NRT (Weak for) are effective.

g. For patients undergoing surgery, starting varenicline pre-operatively assists with
tobacco cessation. (Weak for)

h. For tobacco cessation, the Work group suggests against using ENDS, which is not
approved by the FDA for treatment of any medical condition. (Weak against)

Intensive behavioral counseling increases abstinence (4 or more sessions). (Strong for)

Text messaging programs increase abstinence. (Weak for)

5. For patients who attain abstinence but then resume using tobacco or nicotine products,
immediate repeat treatment is suggested. (Weak for)

6. For patients not yet ready to quit tobacco or nicotine products, NRT or varenicline may be
offered to increase quit attempts and improve abstinence. (Weak for)

7. Forindividuals who use tobacco and nicotine and have a stable co-occurring mental
health condition or alcohol/substance use disorder, concurrent treatment with

o
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pharmacotherapy and behavioral counseling for tobacco or nicotine use is suggested.
(Weak for)

8. Complementary and Integrated Health interventions (e.g., acupuncture, mindfulness, and
hypnotherapy) alone are ineffective treatments for attaining abstinence from tobacco and
nicotine products. (Weak against)

9. Healthcare organizations can implement system-level interventions such as proactive
outreach (Strong for) and contingency management (Weak for) to those who use tobacco
and nicotine to increase engagement with treatment.

B. Demographic Terminology in This Guideline

The demographic terms used in this guideline are derived from the published literature sources
included in the systematic review (SR) and evidence base. The Work Group used terms such as
Black rather than African American and White rather than Caucasian to avoid presumptions about
ancestry and improve clarity and consistency. In order to accurately present the research evidence
on which this CPG is based, the Work Group made every effort to use the same terminology as
reported in the published literature base of SRs, clinical trials, and other studies. Consequently,
usage of demographic terms in this CPG may vary and appear inconsistent.

V. Guideline Development Team

The VA Evidence Based Practice, Office of Quality and Patient Safety, in collaboration with the
Clinical Quality Improvement Program, Defense Health Agency, identified the following four
providers to serve as Champions (i.e., leaders) of this CPG’s Work Group: Dana Christofferson,
PhD, and Mark Myers, PhD, from VA; and Jackie Hayes, MD, FACP, FCCP and Patricia Vu, MD,
PhD, MPH, from DOD. The Work Group was comprised of individuals with the following areas of
expertise: primary care, pulmonology, pharmacy, behavioral and public health, clinical
psychology, and preventive medicine. Table 1 lists the Work Group and Guideline Development
Team members.

This CPG Work Group, led by the Champions, was tasked with:

e Determining the scope of the CPG;
e Crafting clinically relevant key questions (KQs) to guide the systematic evidence review;

e Identifying discussion topics for the patient focus group and considering the patient
perspective;

e Providing direction on inclusion and exclusion criteria for the systematic evidence review
and the assessment of the level and quality of evidence; and

e Developing evidence-based clinical practice recommendations, including determining the
strength and category of each recommendation.

Sigma Health Consulting and Duty First Consulting were contracted by the VA to help develop this
CPG.
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Table 1. Guideline Work Group and Guideline Development Team

Organization ‘

Names*
Dana Christofferson, PhD (Champion)

Mark Myers, PhD (Champion)

Steven Fu, MD, MSCE

Jacqueline Spencer, MD

Department of Veteran Affairs

Linda Valles-Gutierrez, DNP, FNP-BC, TTS

Timothy Chen, PharmD, MPH

Mark Geraci, PharmD, BCOP

Jessica Cook, PhD

Patrick Calhoun, PhD

Scott Sherman, MD, MPH

Jackie Hayes, MD, FACP, FCCP (Champion)

Patricia Vu, MD, PhD, MPH (Champion)

Carmen Peterson, MSN, RN, CCM

Nicole M. Wilson, MS, RN, LSSGB, C-NHC

Beverly Benson, RN, BSN, MS, BC

Department of Defense

James Stewart, DO, MPH

Allyson Sleeman, PharmD, BCPS

Taylor Zurlinden, PhD

Sara Pulliam, PsyD, ABPP

Terri Holt, MSN, RN, CPT, AN

Christina Ferguson, RN, BSN, MSN, LNC

James Sall, PhD, FNP-BC

VA Evidence Based Practice, Office of Quality

René M. Sutton, BS, HCA, FAC-COR I

and Patient Safety, Veterans Health

Jennifer Ballard-Hernandez, DNP, RN, FNP-BC

Administration

Jessica M. Bingham PhD-c, RN, NE-BC, EBP-C

Kelly Gantt, DNP, MBA-HCM

Margaret Rincon, PharmD

Clinical Quality Improvement Program,
Defense Health Agency

Jenifer Meno, DNP, FNP-BC, AMB-BC, NEA-BC,
FAANP

Gwendolyn Holland, MSN, RN

Lynn M. Young, BSN, RN, CIC

Frances M. Murphy, MD, MPH

Anjali Jain, MD

Sigma Health Consulting, LLC

James G. Smirniotopoulos, MD

William Wester, MLIS

James Reston, PhD, MPH
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Organization ‘ Names*
Joann Fontanarosa, PhD

Janice Kaczmarek, MS

Jennifer Falgione, MPH
Ruth Bekele, MPP

Rachel McCausland, MPH
Susan Connor, PhD
Sophie Roberts, BS

Dan Sztubinski, BS

Emilio Berdiel, MPH
Aggee Loblack, MPH
Rebecca Rishar, MLIS
Lina Santaguida, PhD, MSc
Nancy Sullivan, BA

Duty First Consulting Kate Johnson, BS

Anita Ramanathan

*Additional contributor contact information is available in Appendix C
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VI. Summary of Guideline Development Methodology

The methodology used in developing this CPG follows the Guideline for Guidelines, an internal
document of the VA/DOD EBPWG updated in January 2019 that outlines procedures for
developing and submitting VA/DOD CPGs.(106) The Guideline for Guidelines is available at
http://www.healthquality.va.gov/policy/index.asp. This CPG also aligns with the National Academy
of Medicine’s (NAM) principles of trustworthy CPGs (e.g., explanation of evidence quality and
strength, management of potential conflicts of interest [COl], interdisciplinary stakeholder
involvement, use of SR and external review).(107) Appendix A provides a detailed description of
the CPG development methodology.

A. Evidence Quality and Recommendation Strength

The Work Group used the Grading of Recommendations Assessment, Development, and
Evaluation (GRADE) approach to craft each recommendation and determine its strength. Per the
GRADE approach, recommendations must be evidence-based and cannot be made based on
expert opinion alone. The GRADE approach uses the following four domains to inform the
strength of each recommendation (see Determining Recommendation Strength and
Direction)(108):

1. Balance of desirable and undesirable outcomes

2. Confidence in the quality of the evidence
3. Patient or provider values and preferences
4

Other implications, as appropriate (e.g., resource use, equity, acceptability,
feasibility, subgroup considerations)

Using these four domains, the Work Group determined the relative strength of each
recommendation (Strong or Weak). The strength of a recommendation is defined as the extent to
which one can be confident that the desirable effects of an intervention outweigh its undesirable
effects and is based on the framework above, which incorporates the four domains.(109) A Strong
recommendation generally indicates High or Moderate confidence in the quality of the available
evidence, a clear difference in magnitude between the benefits and harms of an intervention,
similar patient values and preferences, and understood influence of other implications (e.g.,
resource use, feasibility). A recommendation’s strength (i.e., Strong versus Weak) does not
reference its clinical importance (e.g., a Weak recommendation is evidence-based and still
important to clinical care).

In some instances, the systematic evidence review might have found little or no relevant evidence,
inconclusive evidence, or conflicting evidence for a particular therapy or intervention. The way this
finding is expressed in the CPG might vary. The Work Group might include a statement among its
recommendations acknowledging insufficient evidence for or against a commonly practiced
intervention, particularly if it lacks supporting clinical evidence and poses potential risks (e.g., high
opportunity cost, misallocation of resources). In other cases, the Work Group might choose to
remain silent in cases where evidence is lacking for a rarely used intervention or when an
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intervention, despite the absence of recent evidence, is considered the standard of care and has a
favorable balance of benefits and harms.

Using these elements, the Work Group determines the strength and direction of each
recommendation and formulates the recommendation with the general corresponding text as
shown in Table 2.

Table 2. Strength and Direction of Recommendations and General Corresponding Text

Recommendation Strength and Direction General Corresponding Text

Strong for We recommend . . .

Weak for We suggest ...

Neither for nor against There is insufficient evidence to recommend for or
against . . .

Weak against We suggest against . . .

Strong against We recommend against . . .

That a recommendation’s strength (i.e., Strong versus Weak) is distinct from its clinical
importance (e.g., a Weak recommendation is evidence based and still important to clinical care) is
important to note. The strength of each recommendation is shown in Recommendations.

This CPG’s use of GRADE reflects a more rigorous application of the methodology than previous
iterations; the determination of the strength of the recommendation is more directly linked to the
confidence in the quality of the evidence on outcomes that are critical to clinical decision-making.
The confidence in the quality of the evidence is assessed using an objective, systematic approach
independent of the clinical topic of interest. Therefore, recommendations on topics for which
designing and conducting rigorous studies (e.g., randomized controlled trials [RCTs]), might be
inherently more difficult, are typically considered lower quality evidence and, in turn, are usually
Weak recommendations. Recommendations on topics for which rigorous studies can be designed
and conducted (e.g., RCTs) may more often be Strong recommendations. Per GRADE, if the
quality of evidence differs across the relevant critical outcomes, the lowest quality of evidence for
any of the critical outcomes determines the overall quality of the evidence for a
recommendation.(110,111) This stricter standard provides a consistent approach to determining
recommendation strengths. For additional information on GRADE or CPG methodology, see

Appendix A.

B. Categorization of Clinical Practice Guideline Recommendations

Evidence-based CPGs should be current. Except for an original version of a new CPG, staying
current typically requires revision of a CPG’s previous versions based on new evidence or as
scheduled subject to time-based expirations.(112) For example, the U.S. Preventative Services
Task Force (USPSTF) has a process for monitoring the emergence of new evidence that could
prompt an update of its recommendations, and it aims to review each topic at least every five
years for either an update or reaffirmation.(113)
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Recommendation categories are used to track how the previous CPG’s recommendations could
be reconciled. These categories and their corresponding definitions are similar to those used by
the National Institute for Health and Care Excellence (NICE, England).(114,115) Table 3 lists
these categories, which are based on whether the evidence supporting a recommendation was
systematically reviewed, the degree to which the previous CPG’s recommendation was modified,
and whether a previous CPG’s recommendation is relevant in the updated CPG.

Additional information regarding these categories and their definitions can be found in
Recommendation Categorization. The 2026 VA/DOD Tobacco Use Treatment CPG
recommendation categories can be found in Recommendations. Appendix B outlines the 2026
VA/DOD Tobacco Use Treatment CPG’s recommendation categories.

Table 3. Recommendation Categories and Definitions*

Evidence | Recommendation

Reviewed* Definition*
New-added New recommendation following review of the evidence
Recommendation from previous CPG that has been carried over to
New-replaced the updated CPG and has been changed following review of the
evidence
Recommendation from previous CPG that has been carried forward
Reviewed Not changed to the updated CPG where the evidence has been reviewed but the

recommendation is not changed

Recommendation from the previous CPG that has been carried
Amended forward to the updated CPG where the evidence has been reviewed
and a minor amendment has been made

Recommendation from the previous CPG that has been removed
based on review of the evidence

Recommendation from previous CPG that has been carried forward
Not changed to the updated CPG, where the evidence has not been reviewed
and the recommendation has not changed

Deleted

Not Recommendation from the previous CPG that has been carried
reviewed Amended forward to the updated CPG, where the evidence has not been
reviewed and a minor amendment has been made

Recommendation from the previous CPG that has been removed
because it was deemed out of scope for the updated CPG

*Adapted from the NICE guideline manual (2012)(115) and Garcia, et al. (2014)(114)

Deleted

Abbreviations: CPG: clinical practice guideline

C. Management of Potential or Actual Conflicts of Interest

Management of COls for the CPGs is conducted as described in the Guideline for
Guidelines.(106) Further, the Guideline for Guidelines refers to details in the VHA Handbook
1004.07 Financial Relationships between VHA Health Care Professionals and Industry
(November 2014, issued by the VHA National Center for Ethics in Health Care)(116) as well as to
disclosure statements (i.e., standard disclosure form completed at least twice by CPG Work
Group members and the guideline development team).(106) The disclosure form inquires about
relevant financial and intellectual interests or other relationships with, for example, manufacturers
of commercial products, providers of commercial services, or other commercial interests. The
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disclosure form also inquires about any other relationships or activities that could be perceived to
have influenced, or give the appearance of potentially influencing, a respondent’s contributions to
the CPG. In addition, instances of potential or actual COls among the CPG Work Group and the
guideline development team were subject to random web-based identification via standard
electronic means (e.g., Centers for Medicare & Medicaid Services Open Payments, ProPublica).

D. Patient Perspective

When developing a CPG, consideration should be given to patient perspectives and experiences,
which often differ from those of providers.(111) Focus groups can be used to help collect
qualitative data on patient perspectives and experiences. VA and DOD Leadership arranged a
virtual patient focus group on September 30, 2024. The focus group aimed to gain insights into
the perspectives of individuals who received care in the VA and DOD healthcare systems for
tobacco cessation and incorporated these insights into the CPG, as appropriate. Topics discussed
included various treatments they have used, the stigma they have experienced as persons who
smoke, financial barriers to treatment, and life motivators that inspired them to quit using tobacco.

The patient focus group was comprised of a convenience sample of four participants, which
included one woman and three men. Participants were mixed in terms of receiving care from VA
and DOD providers. Participants began using tobacco earlier in life, and two participants had
successfully quit using all tobacco products at the time of the patient focus group, with the other
two currently attempting to quit. All participants had experienced relapse in their attempts to quit.
The Work Group acknowledges that this convenience sample is not representative of all
individuals who have undergone tobacco cessation treatment within the VA and DOD healthcare
systems, and thus, findings are not generalizable and do not comprise evidence. For more
information on the patient focus group methods and findings, see Appendix D. Patient focus group
participants were provided with the opportunity to review the final draft of this CPG and share
additional feedback.

E. External Peer Review

The Work Group drafted, reviewed, and edited this CPG using an iterative process. For more
information, see Drafting and Finalizing the Guideline. Once the Work Group members completed
a near-final draft, they identified individuals from VA and DOD health care systems and external
organizations generally viewed as experts in their respective fields. The draft was sent to those
experts for a 14-business-day review and comment period. The Work Group considered all
feedback from the peer reviewers and modified the CPG where justified, in accordance with the
evidence. Detailed information on the external peer review may be provided by the VA Office of
Quality and Patient Safety.

F. Implementation

This CPG and algorithm are designed for adaptation by individual health care providers with
respect to unique patient considerations and preferences, local needs, and resources. The
algorithms serve as a tool to prompt providers to consider key decision points in the care of
patients who would benefit from tobacco use treatment. The Work Group submits suggested
performance metrics for VA and DOD to use when assessing the implementation of this CPG.
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Robust implementation is identified in VA and DOD internal implementation plans and policies.
Additionally, implementation will entail wide dissemination through publication in the medical
literature, online access to the final CPG, educational programs, and ideally, electronic medical
record programming in the form of clinical decision support tools at the point-of-care.

VIIl. Approach to Care in the Department of Veterans Affairs and the
Department of Defense

A. Patient-Centered Care

VA and DOD encourage providers to be sensitive to demographic, cultural, and other differences
that affect patients’ values, needs, and preferences. Patient-centered care is aimed at treating the
condition while also optimizing the individual’s overall health and well-being. Regardless of the
care setting, all patients should have access to individualized evidence-based care. Patient-
centered care can decrease patient anxiety, increase trust in providers, and improve treatment
adherence.(117,118) A holistic health approach (https:/www.va.gov/wholehealth/) empowers and
equips individuals to meet their personal health and well-being goals. Good communication is
essential and should be supported by evidence-based information tailored to each patient’s
needs. Guideline recommendations should be applied in a holistic approach to care that is patient-
centered, culturally appropriate, and available to people with limited literacy skills and physical,
sensory, or learning disabilities.

B. Shared Decision-Making

This CPG encourages providers to practice shared decision making (SDM), a process in which
providers, patients, and patient care partners (e.g., family, friends, caregivers) consider clinical
evidence of benefits and risks as well as patient values and preferences to make decisions
regarding the patient’s treatment.(119) SDM is emphasized in “Crossing the Quality Chasm”, an
Institute of Medicine, now NAM, report in 2001 (120) and is a core component of a patient-
centered, whole health approach. Providers must be adept at presenting information to their
patients regarding individual treatments, expected risks, possible outcomes, and levels and/or
settings of care, especially where patient heterogeneity in weighing risks and benefits might exist.
The VA and DOD have embraced SDM. Providers are encouraged to use SDM to individualize
treatment goals and plans based on patient capabilities, needs, values, and preferences.

C. Patients with Co-occurring Conditions

Co-occurring conditions can modify the degree of risk, impact diagnosis, influence patient and
provider treatment priorities and clinical decisions, and affect the overall approach to tobacco
cessation management. Many Veterans, active-duty Service members, and their families have
one or more co-occurring conditions. Because tobacco cessation is often accompanied by co-
occurring conditions, collaborative management with other care providers is often best. Some co-
occurring conditions may require early specialist consultation to determine necessary changes in
treatment or establish a common understanding of how care should be coordinated.
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VIIl. Algorithm
This CPG’s algorithm is designed to facilitate understanding of the clinical pathway and decision-
making process used in the management of tobacco cessation. It includes:

e An ordered sequence of steps of care

e Recommended observations and examinations

e Decisions to be considered

e Actions to be taken
The algorithm is a step-by-step decision tree. Standardized symbols are used to display each
step, and arrows connect the numbered boxes indicating the order in which the steps should be

followed.(121) Sidebars provide more detailed information to assist in defining and interpreting
elements in the boxes.

‘ Shape H Description
:] Rounded rectangles represent a clinical state or condition.
Hexagons represent a decision point in the guideline, formulated as a
<:> question that can be answered “Yes” or “No”.

Rectangles represent an action in the process of care.

© Ovals represent a link to another section within the algorithm
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Module A. Initial Treatment

Currently Using Tobacco

2 v

Encourage cessation & Offer
varenicline or combination
NRT for quitting or making
changes (see Sidebar A)

3 A 4 4
Accepts Treatment for \ No Use Motivational
Quitting or Making > Interviewing to
Changes? facilitate change (see
Sidebar B)
Yes 5 . 6
Yes / Accepts Treatment for No
Quitting or Changing ———»| Readdress treatment
\ Use? at next visit

7 Y
Prescribe medication (see Sidebar
C) and refer to behavioral
counseling (see Sidebar D)

Abbreviations: NRT: nicotine replacement therapy
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Module B. Treatment Follow-up and Ongoing Care

Develop individual treatment plan/goals using
MI strategies as appropriate

.

Follow-up at 2-4 weeks to
assess progress towards
goals and adjust treatment as
needed (see Sidebar E)

10 A 4 11

Abstinent? >£> Reas_‘.sess goals and

adjust treatment
12 l Yes
Maintain abstinence (see
Sidebar F)
No
13
Relapse?

lYes

Resume treatment

14

immediately

Abbreviations: MI: Motivational Interviewing
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Sidebar A: Treatment Offer Example Script

= “Quitting tobacco use is the most important thing you can do for your health.”
(How has using tobacco negatively affected your health or your life?)

= “Nicotine replacement therapy or varenicline are medications that can help you quit
tobacco use and can be used even if you are not ready to set a quit date.”

= “You can use medication to help you make some changes like cutting back on your
fobacco use. It is safe to use these medications while smoking.”

= “What changes would you like to make to your tobacco use at this time?”

e Engage in shared decision making to decide on medication and behavioral support
plan.

e Use MI Strategies to enhance motivation for change: asking permission, open-
ended questions, reflections, affirmations.

Abbreviations: MI: Motivational Interviewing
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Sidebar B: Enhancing Motivation

If ambivalent or not ready for change:

= Enhance motivation:

e Assess importance of making changes: “How important is it for you to stop using
fobacco (1=not important, 10= very important)”

e Elicit change talk:

= |fimportant ( >=8) “what makes it so important?”
= |fless important (<8): e.q., “why is it a 6 and not a 3?”. This helps patient to
articulate their reasons for considering cessation.

o Reflect concerns/change talk (state and wait for response): “X makes it important for
you to stop using tobacco”

e With permission, discuss your concerns about their use:

“Can | share with you some concerns | have about your tobacco use?”
Link use to concerns relevant to reasons for visit or patient’s health issues e.g.,
physical health and disease, mental health, substance use recovery

= Ask what changes patient is considering making

e Provide menu of change options: “How do you feel about making changes to your
tobacco use? Changing can include cutting down, changing use patterns, using
medications before stopping, or stopping entirely. What, if any, of these changes
would you like to make?”

o Reflect selected goal: and affirm willingness to make a change, e.g., “Right now
you’re ready to cut down. You've taken an important step by setting this goal. That
shows a lot of commitment.”

e If patient still declines to set a goal, reflect and ask permission to revisit in future: “/
understand that right now you don’t want to make any changes to your tobacco use.
Is it ok if we discuss this again at our next appointment?”

= |f change goal selected, restate and confirm identified goal: e.g., “right now you want to
work on cutting down”

If declined treatment OR has set new change goal:

= Offer medication and counseling assistance for meeting selected goal(s)
e Discuss value of medications and counseling: “We know that using medications and
counseling significantly increases your likelihood of success”
o “What are your thoughts about using medications or counseling?”
o “When you are ready, | can provide you with medications and/or connect you with
behavioral support to help you reach your goals”
* MI Strategies to employ: asking permission, open-ended questions, reflections, affirmations

Abbreviations: MI: Motivational Interviewing
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Sidebar C: Pharmacotherapy

= Varenicline:

e Start at 0.5 mg daily for 3 days, then increase to 0.5 mg twice daily, then
increase to target dose of 1 mg twice daily

= Nicotine Replacement Therapy: A combination of long acting (patches) and short acting
(gum or lozenges) is preferred
¢ Nicotine patches: 21 mg, 14 mg, and 7 mg
= Moderate to high nicotine dependence or >10 cigarettes/day; start with 21
mg/day then taper
= | ow nicotine dependence or <10 cigarettes/day; start with 14 mg/day then
taper

PLUS 1 of the following:

e Nicotine gum: 2 mg and 4 mg
= Bite 1 piece (bite intermittently and park between cheek and gums)

= May use up to 10 — 12 pieces of gum per day as needed

e Nicotine lozenges: 2 mg and 4 mg
= Dissolve 1 lozenge orally between cheek and gums
= May use up to 10 — 12 lozenges per day as needed

e Nicotine nasal spray: 0.5 mg per actuation
= For one dose use with 1 spray in each nostril
= May use up to 10-12 doses per day as needed
= Max dosing is 5 doses per hour

= Bupropion (sustained release):
e 150 mg daily for 3 days; then increase to 150 mg twice daily
* See Appendix H for a more detailed discussion of pharmacotherapy.

Abbreviations: mg: milligrams
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Sidebar D: Behavioral Support

m  Behavioral support can be delivered individually, in groups, over the phone, or digitally.

= Effective behavioral support includes the following components:
¢ Enhance motivation for change
e Help develop a plan for making a quit attempt or making changes
o Discuss strategies for coping with craving and triggers (e.g., alcohol, other
people who use tobacco at home, stress).
e Encourage use of additional resources for support (e.g., 1-855-QUIT-VET or
SmokefreeVET text)

= Referral Resources:
e Quit Lines (1-800-QUIT-NOW; 1-855-QUIT-VET (for VHA enrollees)
¢ Digital Interventions (Veterans.Smokefree.gov; ycq2.org)

Sidebar E: Assessing Treatment Plan Progress

m  Ask open-ended questions about making changes or quitting
o E.g., “How have you been doing since we last talked?”

= Ask about experience with taking cessation medications
e “Are you noticing any side effects?”
e “How are the medication(s) helping with withdrawal or resisting the urge to smoke?”

= Ask about needing medication refills
= Ask about use of behavioral strategies
o “What coping strategies are working for you?”

= Ask patients who were working on making changes to their smoking if they are now ready to
make a quit attempt
e If yes, connect patient to cessation-focused treatment
¢ If no, encourage continued medication use for making changes and provide
motivational counseling
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Sidebar F: Maintaining Tobacco-Free Lifestyle

= Congratulate patient on achieving abstinence and discuss immediate improvements to their
health

= Discuss and reinforce positive changes:
e Ask about any improved symptoms, since early “wins” help promote cessation.
¢ Improved health and feeling better physically
¢ Financial savings and benefits
e Improved appearance including reduced wrinkling/aging of skin and whiter teeth

= Discuss triggers and how to manage or avoid them, such as:
e Withdrawal symptoms

Fear of failure or guilt after slips

Weight gain

Enjoyment of tobacco

Being around other people who use tobacco

= Discuss improved health benefits

Improved taste and sense of smell

Heart rate and blood pressure will decrease

Circulation improves and lung function increases

Coughing and shortness of breath decrease

Risk of coronary heart disease and stroke decreases

Risk of mouth, throat, bladder, esophagus, cervical, pancreatic, and lung cancer
decreases

= Focus on new health activities that can be enjoyed
e Walking, biking, hiking, swimming, dancing, gardening or yoga
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IX.Recommendations

The evidence-based clinical practice recommendations listed in the table below were developed
using a systematic approach considering four domains as per the GRADE approach (see
Summary of Guideline Development Methodology). These domains include confidence in the
quality of the evidence, balance of desirable and undesirable outcomes (i.e., benefits and harms),
patient values and preferences, and other implications (e.g., resource use, equity, acceptability).

Table 4. Evidence-Based Clinical Practice Recommendations with Strength and Category®®

While some of these recommendations may clearly be an element in a particular phase of care,
others may require consideration throughout the continuum of care.

Recommendation Strength? | Category®
- 1. We suggest using motivational interviewing to Weak for Reviewed,
- O . .
c o increase engagement in treatment for tobacco and New-added
g g nicotine use.
53
£2
w
2. We recommend the use of FDA-approved Strong for | Reviewed,
pharmacotherapies (e.g., bupropion sustained New-added

release, nicotine replacement therapy [NRT], and
varenicline) for increasing abstinence from
combustible tobacco.

3. For patients using nicotine replacement therapy Strong for | Reviewed,
(NRT), we recommend combination therapy (e.g., New-added
patch and short-acting NRT) over single NRT
products for increasing abstinence from combustible

tobacco.
4, For patients receiving a single medication, we Strong for | Reviewed,
recommend varenicline over other monotherapies New-added

(e.g., bupropion sustained release; single-agent
nicotine replacement therapy [NRT]) for increasing
abstinence from combustible tobacco.

Pharmacotherapy Interventions

5. In patients using bupropion sustained release, we Weak for Reviewed,
suggest extending use beyond 12 weeks to maintain New-added
abstinence from combustible tobacco.
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Recommendation

Strength?

Category®

6. There is insufficient evidence to recommend for or Neither for | Reviewed,
against the extended use of varenicline or nicotine nor against | New-added
replacement therapy beyond standard duration of
therapy (12 weeks) to achieve abstinence from
combustible tobacco.
n
g 7. We suggest using varenicline or nicotine replacement | Weak for Reviewed,
=] therapy (NRT) for increasing abstinence from New-added
c N .
g electronic nicotine delivery systems (ENDS).
Q
k= 8. We suggest using nicotine replacement therapy Weak for Reviewed,
- (NRT) for increasing abstinence from smokeless New-added
o tobacco.
o
s 9. We recommend using varenicline for increasing Strong for | Reviewed,
o .
S abstinence from smokeless tobacco. New-added
£
& 10. | We suggest varenicline be started prior to surgery to | Weak for Reviewed,
f assist patients in quitting tobacco use. New-added
11. | There is insufficient evidence to recommend for or Neither for | Reviewed,
against the use of nicotine replacement therapy nor against | New-added
(NRT) or bupropion for tobacco cessation in the
perioperative period.
© o0 12. | We suggest against electronic nicotine delivery Weak Reviewed,
© o © systems (ENDS) products for improving abstinence against New-added
c S o .
538 -g from tobacco and nicotine products. (ENDS is
§ g & classified as a tobacco product and is not FDA

approved for any use)

13. | We recommend more intensive behavioral counseling | Strong for | Reviewed,
(at least four encounters) as compared to less New-added
intensive counseling to increase abstinence from

= tobacco and nicotine products.

c

© 14. | We suggest using text messaging (SMS) programs to | Weak for Reviewed,
n » ) . .

c g increase abstinence from tobacco and nicotine New-added
3 = products.

©3

‘_2 E 15. | There is insufficient evidence to recommend any Neither for | Reviewed,
-g 3 specific behavioral counseling intervention over nor against | New-added
) - standard cognitive behavior therapy for tobacco

o cessation.

11]

16. | There is insufficient evidence to recommend for or Neither for | Reviewed,
against adding lifestyle interventions (e.g., diet, nor against | New-added
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Recommendation

Strength?®

Category®

Topic ‘ #

exercise) to behavioral counseling for tobacco
cessation.

17. | There is insufficient evidence to recommend either for | Neither for | Reviewed,
or against smartphone apps for increasing abstinence | nor against | New-added
from tobacco and nicotine products.

c o 18. | If patients return to tobacco use, we suggest Weak for Reviewed,
§ g immediate repeat treatment with pharmacotherapy New-added
D o and counseling.

Y <

19. | In patients not ready to quit (e.g., in the next 30 days), | Weak for Reviewed,

we suggest nicotine replacement therapy (NRT) to New-added
-‘g increase quit attempts.
g c
o0 20. | In patients not ready to quit (e.g., in the next 30 days), | Weak for Reviewed,
% © we suggest varenicline to increase quit attempts and New-added
s 2 abstinence from tobacco and nicotine products.
o O
° o 21. | There is insufficient evidence to recommend either for | Neither for | Reviewed,
4 or against medication sampling* for increasing nor against | New-added
treatment engagement.
22. | In patients with stable mental health conditions, we Weak for Reviewed,
suggest treating tobacco use with pharmacotherapy. New-added
g 23. | In patients with stable mental health conditions, we Strong for | Reviewed,
§ recommend varenicline over single agent nicotine New-added
° replacement therapy (NRT) or bupropion sustained
“,_’ release to improve continuous abstinence.
o
[M=4
@ ¢ 24. | We suggest counseling be adapted to address both Weak for Reviewed,
o S tobacco use and co-occurring serious mental illness New-added
§ 'ﬁ (e.g., bipolar disorder, schizophrenia, other psychotic
c 3 disorders).
K
£ _g' 25. | In patients being treated for alcohol use Weak for Reviewed,
8 5’, disorder/substance use disorder, we suggest New-added
& concurrently treating tobacco use with behavioral
-'é counseling and pharmacotherapy.
.§ 26. | There is insufficient evidence to recommend for or Neither for | Reviewed,
© . . . .
o against counseling that combines treatment for nor against | New-added
- tobacco use and depression or post-traumatic stress

disorder compared to standard tobacco cessation

counseling.

January 2026 Page 37 of 148




VA/DOD Clinical Practice Guideline for Tobacco Use Treatment

Topic " Recommendation Strength® | Category®
27. | There is insufficient evidence to recommend for or Neither for | Reviewed,
against the effectiveness of bupropion or nicotine nor against | New-added
replacement therapy for tobacco cessation during
pregnancy.
- 28. | As a standalone therapy, we suggest against Weak Reviewed,
s g acupuncture, mindfulness, or hypnotherapy for against New-added
>3 g abstinence from tobacco and nicotine products.
c I .2
o€
g )
)
o O qz,
o ox
£2=
o £
(&)
c 29. | There is insufficient evidence to recommend either for Neither for | Reviewed,
.‘g n or against repetitive transcranial magnetic stimulation, nor against | New-added
) S transcranial direct current stimulation, and intermittent
g c theta burst stimulation for abstinence from tobacco and
'-g g nicotine products, reduced use, or cravings.
O o
L]
S €
o =
4
30. | We recommend using proactive outreach to increase Strong for Reviewed,
g engagement in treatment for tobacco and nicotine use. New-added
t
w —
ED : :
%_ = 31. | We suggest the use of contingency management or Weak for Reviewed,
£ _é incentives in combination with behavioral counseling New-added
i o and pharmacotherapy for treating tobacco and nicotine
s 2 use.
:E (%)
o ® 32. | There is insufficient evidence to recommend either for Neither for | Reviewed,
% or against the use of an opt-out approach to increase nor against | New-added
E engagement in treatment for tobacco and nicotine use.

aFor additional information, please refer to Determining Recommendation Strength and Direction

b For additional information, please refer to Recommendation Categorization
* Medication sampling for smoking cessation medications refers to the practice of providing individuals with a short

term supply of medications used to help quit smoking so they can try the medication before committing to a full
course of treatment.
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A. Treatment Engagement

Recommendation

1. We suggest using motivational interviewing to increase engagement in treatment for
tobacco and nicotine use.
Weak for | Reviewed, New-added

Discussion

Ml is a proven, evidence-based approach that elicits and strengthens motivation for positive
behavioral change. Key principles of Ml include expressing empathy, avoiding confrontation,
managing resistance gently, and enhancing self-efficacy through various counseling techniques.
These techniques encompass open-ended questioning, reflective listening, summarizing,
affirming, and encouraging self-motivated statements. While MI (in some settings) is referred to as
motivational counseling, the terminology may vary across different professions based on their
specific context and skill set. However, it's essential to recognize that there is significant evidence
that supports the use of MI for smoking cessation. An SR by Heckman et al. (2011) (a study
outside the evidence report provided to the Work Group) analyzed 31 smoking cessation research
trials (9,485 participants) and demonstrated an overall odds ratio, comparing the likelihood of
abstinence using Ml versus control condition.(OR=1.45, 95%; Confidence Interval [CI] = 1.14 —
1.83).(122)

The SR examining Ml included 3 RCTs.(123-126) Christiansen et al. (2015)(124) found that MI
was more effective in encouraging engagement with the tobacco quit line compared to standard
tobacco cessation counseling, or simply providing referral information for individuals not motivated
to quit. A study by Rogers et al. (2018)(126) tested motivational outreach calls to encourage VA
patients. At 12 months, self-reported use of telephone counseling was significantly higher for the
overall intervention group, though not for the PTSD subgroup. In contrast, McClure et al.
(2014)(123) found no difference in pharmacotherapy use or enrollment in a health plan-sponsored
tobacco cessation program across any designs included in an internet-based smoking
intervention. The collective evidence indicated that using Ml techniques enhances engagement
with tobacco and nicotine services. Although the impact may not have been found to be
overwhelming, it demonstrated a positive correlation that warrants consideration in using Ml for
engagement.

The Work Group systematically reviewed evidence related to this recommendation.(123-126)
Therefore, it is categorized as Reviewed, New-added. Ml offers benefits in promoting tobacco
cessation services and supporting patients in their journey to quit tobacco or nicotine products.
While it may not impose a substantial burden, it requires minimal time and effort from patients.
However, individual values and preferences can vary, with some patients being unprepared or
unwilling to fully engage in tobacco cessation discussions. Despite this, the strength of evidence
suggests that incorporating Ml as an intervention can be advantageous for certain patients,
making it a valuable tool in tobacco cessation efforts. Thus, the Work Group decided on a Weak
For recommendation.
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B. Pharmacotherapy Interventions
Recommendation

2. We recommend the use of FDA-approved pharmacotherapies (e.g., bupropion sustained
release, nicotine replacement therapy [NRT], and varenicline) for increasing abstinence
from combustible tobacco.

Strong for | Reviewed, New-added

Discussion

A Cochrane SR of the efficacy of NRT forms licensed in the U.S. provides high quality evidence
(from 133 studies) that NRT monotherapy can increase the chance of a successful quit attempt
compared to placebo or no NRT.(127) Three other Cochrane SRs included: RCTs using different
doses, durations, and modes of delivery of NRT (n=68 trials), antidepressants compared to
placebo or active control (n=124 trials), and nicotine partial agonists (primarily varenicline) (n=68)
compared to placebo or control to assist with smoking cessation from combustible tobacco. The
SRs rated studies to be of fair quality overall.(128-130) The primary outcome in the three SRs was
sustained abstinence, also described as smoking cessation, for at least 6 months. Some
comparisons showed better efficacy in terms of abstinence versus a comparator. For example,
combination NRT was more effective than NRT monotherapy, and varenicline was better than
either bupropion or NRT monotherapy but was not compared to NRT combination therapy.
Combining bupropion or varenicline with another drug was not more effective than monotherapy.
Bupropion plus NRT or bupropion monotherapy was not different than NRT monotherapy.
Additionally, four RCTs not included in any of the SRs were reviewed: Weeks et al.(varenicline +
NRT lozenges vs. varenicline)(131), Oreskovic et al. (cytisinicline [cytisine] vs. varenicline)(132),
Baker et al. (varenicline + NRT patch for 12 weeks or 24 weeks vs. varenicline for 12 weeks or 24
weeks)(133), and Ramon et al.(varenicline plus NRT patch vs. varenicline).(134) None of the
additional trial comparisons were to placebo. Outcomes of biochemically confirmed continuous
abstinence were not different between the varenicline combination groups and varenicline
monotherapy. Extending the duration of therapy did not change this outcome. Four weeks of
cytisinicline (cytisine) were less effective than 12 weeks of varenicline for 7-day abstinence at 24
weeks. Included studies were heterogeneous regarding patient recruitment, length of therapy,
outcome measures, and biochemical validation. The strength of the evidence is moderate. When
assessing combination therapies, only combination NRT therapy (patch plus short-acting NRT)
was beneficial. Bupropion plus NRT was beneficial in some individual trials, but pooled analysis
found insufficient evidence that bupropion plus NRT was superior to NRT alone. Pooled data for
bupropion plus varenicline showed a slight advantage for the combination, but the 95% Cls
included no difference, and pooled safety data favored varenicline monotherapy. Combining
varenicline and NRT was not included in the Cochrane review. As noted above, individual trials
found no benefit to the combination, and a recent meta-analysis found the pooled data favored the
combination until a sensitivity analysis removed a trial at high risk for bias(135), then there was no
difference in outcomes. The benefits of tobacco cessation include decreased exposure to
carcinogens, reduced risk of diseases such as cancers, and improvement in overall health.
Undesirable outcomes included behavioral reactions/cravings and adverse effects of medications
during treatment. Across randomized controlled studies of NRT (patch, gum, or lozenge
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monotherapy or patch plus gum or lozenge in combination therapy), nicotine receptor partial
agonists (primarily varenicline) and antidepressants (primarily bupropion), the desirable benefits of
pharmacologic intervention for improving abstinence rates from combustible tobacco and nicotine
outweigh any undesirable outcomes.

Patient values identified were the desire to stop smoking combustible tobacco, the health benefits
of tobacco cessation, and the financial benefits of no longer needing to purchase combustible
tobacco. There will be differences in equity between the DOD and VA regarding copays for
beneficiaries. In DOD, there is currently no coverage for tobacco cessation medications for
beneficiaries over 65 years of age. In VA, copays can vary depending on the rating of service-
connected disability.

The Work Group systematically reviewed evidence related to this recommendation.(128-130)
Therefore, it is categorized as Reviewed, New-added. The Work Group’s confidence in the quality
of the evidence was Moderate. The body of evidence had some limitations, including
heterogeneity in patient recruitment strategies, length of therapy, reported outcomes, validation of
abstinence, risk for imprecision in some comparisons with wide Cls, and some bias. The benefits
of FDA-approved pharmacotherapies for improving abstinence from combustible tobacco and
nicotine outweighed the potential harms of adverse effects. Thus, the Work Group decided upon a
Strong for recommendation.

Recommendation

3. For patients using nicotine replacement therapy (NRT), we recommend combination
therapy (e.g., patch and short-acting NRT) over single NRT products for increasing
abstinence from combustible tobacco.

Strong for | Reviewed, New-added

Discussion

From the SR by Theodolou et al. 2023(128), there were 16 trials evaluating combination NRT
(nicotine patch plus a short-acting form of NRT, i.e., gum or lozenge) versus NRT monotherapy
that provided high certainty for higher abstinence rates using combination therapy. There was a
moderate level of certainty of a dose-response relationship of patch dosage with doses of
21mg/24 hours or higher, resulting in more treatment success than 14/15mg per 24 hours. There
were low levels of evidence for the duration of combination NRT use.

Patient values identified were the desire to stop smoking combustible tobacco, the health benefits
of tobacco cessation, and the financial benefits of no longer needing to purchase combustible
tobacco. There will be differences in equity between the DOD and VA regarding copays for
beneficiaries. In DOD, there is currently no coverage for tobacco cessation products for
beneficiaries over 65 years of age. In VA, copays can vary depending on the rating of service-
connected disability.

The Work Group systematically reviewed evidence for this recommendation from Theodoulou et
al. 2023.(128) Therefore, it is categorized as Reviewed, New-added. The Work Group’s
confidence in the quality of the evidence was moderate. The body of evidence had some
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limitations, including risk of bias, but no serious risks of inconsistency, indirectness, or
imprecision. There is a risk for imprecision (low number of events and wide Cls) regarding patch
dosing. The benefits of recommending combination NRT therapy when NRT is utilized for
smoking cessation outweigh the potential harm of adverse events, which are small. Thus, the
Work Group decided upon a Strong for recommendation.

Recommendation

4. For patients receiving a single medication, we recommend varenicline over other
monotherapies (e.g., bupropion sustained release; single-agent nicotine replacement
therapy [NRT]) for increasing abstinence from combustible tobacco.

Strong for | Reviewed, New-added

Discussion

Data were derived from an SR by Livingstone-Banks et al. 2023 (130) of 11 RCTs of varenicline
versus NRT monotherapy and an SR by Hajizedah et al. 2023 (129) of 9 randomized trials of
bupropion versus varenicline. Varenicline increased abstinence rates compared to NRT
monotherapy or bupropion monotherapy with a high level of certainty. They did not find a
difference in quit rates between varenicline and combination NRT. There were limitations due to
risk of bias and a low level of certainty with regards to the reporting of a few serious adverse
events due to imprecision of the studies. There were no data on neuropsychiatric adverse events.

Patient values identified included the desire to quit, improve their health, and reduce financial
burden related to the purchase of combustible tobacco products. The EAGLES trial assessed the
use of varenicline in patients with baseline psychiatric illness, comparing varenicline, bupropion,
and nicotine patch in participants who smoke tobacco.(136) This trial found no significant increase
in neuropsychiatric events attributed to varenicline compared to bupropion, NRT patch, or
placebo. There will be differences in equity between the DOD and VA regarding copays for
beneficiaries. In DOD, there is currently no coverage for tobacco cessation products for
beneficiaries over 65 years of age. In VA, copays can vary depending on the rating of service-
connected disability.

Another nicotine receptor partial agonist for smoking cessation included in the SR was cytisinicline
(cytisine). While cytisinicline (cytisine) was superior to placebo for smoking cessation in the
Livingstone-Banks 2023 SR (130), it was less effective than varenicline at 4 weeks in another
randomized trial.(132) However, cytisinicline (cytisine) is not yet available in the U.S., and the
clinical trials were of short duration.

The Work Group systematically reviewed evidence related to this recommendation from
Livingstone-Banks et al. 2023.(129,130,132) Therefore, it is categorized as Reviewed, New-
added. The Work Group’s confidence in the quality of the evidence was moderate. The body of
evidence had some limitations, including risk of bias. The benefits of the use of varenicline over
NRT monotherapy for improving abstinence rates outweighs the potential harm of
neuropsychiatric adverse events. These events were not increased with varenicline over other
monotherapies for smoking cessation as reported in the EAGLES trial. Non-neuropsychiatric
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adverse effects of mild to moderate nausea and vivid dreams/sleep disturbance may affect
adherence to varenicline. Thus, the Work Group decided upon a Strong for recommendation.

Recommendation

5. In patients using bupropion sustained release, we suggest extending use beyond 12
weeks to maintain abstinence from combustible tobacco.
Weak for | Reviewed, New-added

Discussion

Based on 2 RCTs in 1 SR(137), the evidence indicates that extended duration (>12 weeks)
bupropion therapy is more effective at increasing abstinence rates than standard duration (12
weeks) bupropion therapy. In Hays et al. (2001)(138) the point prevalence of smoking abstinence
was significantly higher in the bupropion group than in the placebo group at the end of week 52. In
Croghan (2007)(139), 141 people who confirmed biochemical abstinence at 3 months were
randomized to extended-duration treatment with bupropion vs. placebo. Bupropion showed
improved rates of abstinence over placebo at 5 months; however, there was no difference
between 6 and 15 months when compared to placebo.

Variations in patient preferences include possible medication side effects, potential behavioral
health stigma associated with bupropion, and lab monitoring requirements that may increase the
need for in-person visits. Copayments for bupropion may vary depending on a patient’s health
care enroliment and available coverage. When considering the balance of desirable versus
undesirable effects, benefits slightly outweigh harms. Bupropion was the only pharmacotherapy
with evidence supporting the superiority of extended duration therapy over standard duration
therapy.

Overall, the evidence comparing the duration of pharmacotherapy for reduced tobacco use and
sustained abstinence is mixed and varies depending on the type of intervention and outcomes
assessed. The overall strength of evidence for the outcomes assessed in the reviews comparing
implementation of extended duration treatment with bupropion for reduced tobacco use and
sustained abstinence was rated as moderate. The comparison of extended-duration bupropion
versus standard-duration bupropion had the strongest evidence with the abstinence outcome,
rated as moderate strength.

The Work Group systematically reviewed evidence related to this recommendation identified
through the systematic evidence review.(137) Therefore, it is categorized as Reviewed, New-
added. The Work Group’s confidence in the quality of the evidence was moderate. The body of
evidence had some limitations, including defining the optimal duration of bupropion. The benefits
of extended-duration bupropion to maintain abstinence in tobacco cessation slightly outweigh the
potential harm. Patient values and preferences had some variation because of fear of side effects,
stigma of using the medication, and potential need for baseline laboratory evaluation, which led to
a Weak for recommendation.
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Recommendation

6. There is insufficient evidence to recommend for or against the extended use of varenicline
or nicotine replacement therapy beyond standard duration of therapy (12 weeks) to
achieve abstinence from combustible tobacco.

Neither for nor against | Reviewed, New-added

Discussion

There is insufficient evidence to recommend for or against the use of varenicline or NRT beyond
standard duration of therapy (12 weeks) to reduce tobacco use and improve sustained
abstinence. Evidence from 6 RCTs in 2 SRs (130,137) revealed no differences in abstinence
rates between standard duration varenicline therapy and extended duration (>12 weeks)
varenicline therapy. In the review of evidence from 13 RCTs in 2 SRs (128,137) no differences in
abstinence rates were found between standard duration nicotine patch therapy and extended
duration (>12 weeks) nicotine patch therapy. Evidence from 5 RCTs in 1 SR (128) found no
difference in serious adverse events between standard duration nicotine patch therapy and
extended duration nicotine patch therapy. Evidence from 2 RCTs in 1 SR (128) found no
difference in abstinence rates between standard duration combination NRT therapy and extended
duration combination NRT therapy. Evidence from 3 RCTs in 1 SR (128) found no difference in
serious adverse events between standard duration combination NRT therapy and extended
duration combination NRT therapy. Only one RCT (140) found that extended combination NRT
therapy (24 vs. 8 weeks) was beneficial; however, the evidence is insufficient to support a
recommendation.

Not enough evidence exists to assess both benefits and/or harms/burden from extended
medication therapy. Therefore, we determined benefits and harms/burden are balanced.

Patient values and preferences varied. Patients differed in their desire to quit smoking as well as
their level of interest in the health and financial benefits of smoking cessation. Copayments for
bupropion may vary depending on a patient’s health care enrollment and available coverage.

The Work Group systematically reviewed evidence related to this recommendation (128,130,137)
identified through the systematic evidence review. Therefore, it is categorized as Reviewed, New-
added. The Work Group’s confidence in the quality of the evidence was low. The body of
evidence had some limitations, including the definition of extended duration and optimal
treatment. There is not enough evidence to support whether the benefits of extended duration
therapy outweigh harms or vice versa, and thus, were found to be balanced. Patient values and
preferences varied somewhat due to factors such as patients’ desire to stop smoking as well as
their interests in the health and financial benefits that smoking cessation would bring. Thus, the
Work Group decided upon a Neither for nor against recommendation.

Recommendation

7. We suggest using varenicline or nicotine replacement therapy (NRT) for increasing
abstinence from electronic nicotine delivery systems (ENDS).
Weak for | Reviewed, New-added
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Discussion

The quality of the evidence for using varenicline to achieve abstinence from ENDS is very low
based on 3 RCTs in 1 SR discussed by Butler et al. 2025.(141) There were serious imprecisions,
wide Cls, and small sample sizes, leading to low evidence for varenicline use. The SR by Butler et
al. (2025) anticipated that absolute effects of ENDS abstinence were higher in patients using
varenicline when compared to control at six months or longer, but not statistically significant (24
per 100 for placebo vs. 49 per 100 for varenicline, RR [risk ratio]: 2.60; 95% CI: 0.11 to 62.16).
However, the relative effect for abstinence from ENDS from the SR favored varenicline over
control (RR: 2.00, 1.09 to 3.68).(141) From the SR, only Caponetto et al. (2023) reported 1 SAE
(serious adverse event) for the varenicline arm. No other SAEs were reported in the other 2
RCTs.(142)

As for NRT, the quality of the evidence was very low from 1 SR with 2 RCTs discussed by Butler
et al. 2025. There were serious imprecisions, wide Cls, and small sample sizes, leading to very
low evidence for NRT use. The SR by Butler et al. (2025) showed no differences in abstinence
rates in patients using NRT vs. control. The 2 RCTs in the SR (Butler et al. 2025) did not clearly
define combination NRT as a long-acting nicotine patch plus short-acting NRT (e.g. lozenges,
gum, nasal spray).(141)

Based on another small RCT, which was not included in the SR, Palmer et al. 2022(143)
compared combination NRT (patch plus 4mg lozenges) and self-help booklet vs. the control arm
which was a quitline referral for 28-day abstinence rates. Palmer et al. (2022) had a small sample
size (18 in treatment and 12 in control arm). At the end of treatment, Palmer et al. (2022) reported
6/18 (33.3 %) in the treatment arm were abstinent compared to 0 in the control arm (p=0.057),
suggesting utility of NRT for ENDS cessation.(143)

Evins et al. (2025)(144) conducted a 3 arm RCT utilizing double-blind varenicline vs. placebo in a
youth sample (16 to 25 years of age) utilizing ENDS. Participants were randomized to 12 weeks of
varenicline, weekly counseling, and referral to text messaging support (n = 88); identical placebo,
weekly counseling, and referral to text messaging (n = 87); or enhanced usual care (referral to text
messaging only) (n = 86). Continuous abstinence rates for varenicline versus placebo were 51%
vs. 14% for weeks 9 through 12 (aOR: 6.5 [95% CI: 3.0-14.1]; P <.001) and 28% vs. 7% during
weeks 9 through 24 (aOR: 6.0 [95% CI: 2.1-16.9]; P < .001). Varenicline had significantly higher
continuous abstinence rates when compared with enhanced usual care. This study is of relevance
because it was conducted in the U.S. and captures the age group with highest rates of ENDS,
consistent with findings for active military.(144)

The benefits of varenicline or NRT outweighed the potential harm given the possible harms of
ENDS. Patient values and preferences may vary, as some patients may not be ready to quit.

The Work Group systematically reviewed evidence related to this recommendation.(141)
Therefore, it is categorized as Reviewed, New-added. The quality of the evidence was very low
overall. The body of evidence had some limitations, including lack of RCTs, small sample sizes,
and inclusion of confounding variables, particularly for NRT vs. placebo for ENDS cessation.(143-
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145) Thus, the Work Group decided upon a Weak for recommendation with regard to the use of
varenicline or NRT for promoting abstinence from ENDS.

Recommendation

8. We suggest using nicotine replacement therapy (NRT) for increasing abstinence from
smokeless tobacco.
Weak for | Reviewed, New-added

Discussion

Data from 1 SR by Livingstone-Banks et al. (2025) consisted of 11 RCTs (146) evaluating NRT
vs. placebo for increasing abstinence from smokeless tobacco. There were serious imprecisions
with lower Cls close to no difference, leading to low evidence for NRT use. Livingstone-Banks et
al. (2025) compared rates of abstinence of = 6 months from smokeless tobacco for NRT vs.
placebo and demonstrated increased abstinence in the NRT arm vs. placebo (RR: 1.18; 95% CI:
1.05 to 1.33).(146)

The studies were inconsistent in design as some only assessed monotherapy NRT with short-
acting nicotine lozenges or gum (147-149), monotherapy with nicotine patch (150), or off-label
dosages of high-dose nicotine patch.(151,152) Despite some inconsistencies, monotherapy NRT
demonstrated improved abstinence. Combination NRT was not evaluated, and therefore, there
was no data to support the use of combination NRT for cessation of smokeless tobacco.
Combination NRT is considered a gold standard of treatment (see Recommendations 2-4), and
more evidence is needed for cessation from smokeless tobacco.

The benefits of NRT outweigh the harms associated with continued smokeless tobacco use.
Patient values and preferences varied, as some patients may prefer not to use NRT. The Work
Group systematically reviewed evidence related to this recommendation.(146) Therefore, it is
categorized as Reviewed, New-added. The quality of the evidence was low overall. The body of
evidence had limitations, including several studies with small sample sizes in the SR, inclusion of
confounding variables, and inconsistent comparison groups.(147-150). Thus, the Work Group
decided upon a Weak for recommendation with regard to the use of NRT for use of abstinence
from smokeless tobacco.

Recommendation

9. We recommend using varenicline for increasing abstinence from smokeless tobacco.
Strong for | Reviewed, New-added

Discussion

An SR (146) evaluated the efficacy of varenicline for improving abstinence from smokeless
tobacco. Evidence from two RCTs (153,154) totaling 508 participants who were followed for at
least 6 months was rated as moderate strength. The combined data from the two trials favored
varenicline over placebo for abstinence from smokeless tobacco. The pooled RR for abstinence
was 1.35 (95% CI: 1.08 to 1.68), indicating that participants receiving varenicline were significantly
more likely to quit smokeless tobacco than those receiving a placebo.
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Patients who use smokeless tobacco products are at increased risk of tobacco-related illnesses
and associated morbidity and mortality. The benefits of cessation of smokeless tobacco include
reduced risk of oral malignancies, dental deterioration, gum disease, and adverse cardiovascular
events effects. Comparatively, the risk of taking varenicline is low. There is expected to be some
variation in the patient’s preferences relative to the desire to stop using smokeless tobacco. Other
considerations include the patient’s level of interest in the health and financial benefits of quitting
smokeless tobacco.

The Work Group systematically reviewed evidence related to the use of varenicline for helping
patients quit smokeless tobacco.(146) The recommendation is categorized as Reviewed, New-
added. The Work Group’s confidence in the quality of the evidence was moderate. The evidence
was from a single SR (146) which included two RCTs with a total of 508 participants. The
evidence did not have serious limitations, inconsistencies, or indirectness. For varenicline, the
benefits of improved abstinence outweighed the harms (potential for adverse effects from the
medication). Patient preferences varied somewhat. Thus, the Work Group decided upon a Strong
for recommendation for the use of varenicline to improve abstinence from smokeless tobacco.

Recommendation

10. We suggest varenicline be started prior to surgery to assist patients in quitting tobacco
use.
Weak for | Reviewed, New-added

11. There is insufficient evidence to recommend for or against the use of nicotine replacement
therapy (NRT) or bupropion for tobacco cessation in the perioperative period.
Neither for nor against | Reviewed, New-added

Discussion

Two SRs examined whether pharmacotherapy is safe and effective before and during surgery
(in the perioperative period). One review (3) was of good quality and is the basis for these
recommendations. The other (6) was judged to be poor quality and did not contribute to the
recommendations. For varenicline, the strength of evidence was moderate and based on one
RCT (155) that included 286 participants in Toronto, Ontario, Canada, who were scheduled for
elective ambulatory or inpatient general surgical, orthopedic, urologic, plastic, gynecologic,
ophthalmologic, or neurosurgical procedures. Participants were randomized to either varenicline
or placebo for 12 weeks, starting 1 week before surgery. All participants received two 15-min
standardized counseling sessions from the research coordinators. There was a trend towards
higher abstinence in the varenicline group at the time of surgery (RR: 1.49, 95% CI: 0.98-2.26)
and varenicline did produce higher abstinence rates at 12-month follow-up (RR: 1.45, 95% CI:
1.01-2.07). There was no effect of varenicline on the outcomes of any postoperative
complications (occurred in 13% of participants [RR: 0.94, 95% CI: 0.52-1.72]) or of
postoperative wound complications (occurred in 5% of participants [RR: 0.89, 95% CI: 0.32-
2.48])).

In the review by Thomsen et al. (2014), the strength of evidence was low for NRT, so no
recommendation was made.(3) The only study of nicotine replacement included was a pilot trial
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(156)(strength of evidence — low) with 46 participants, who were randomized to nicotine
lozenges or placebo. No effect was found on abstinence at the time of surgery. No studies of
bupropion were included in the review by Thomsen et al.(2014).(3) One study of bupropion (47
participants) was identified, but it was excluded because there were high levels of drop-out in
each group and only a small number of participants underwent surgery within the six-month
study period.

Given the long-term effect on abstinence, the benefits of using varenicline in the perioperative
period outweigh the risks. There is likely some variation in patient values and preferences
regarding its use. Getting patients to enroll in tobacco use cessation programs prior to surgery
can be difficult at times, although patients may be more motivated if they perceive it as being
helpful to their surgery.

The Work Group systematically reviewed evidence related to the Weak for recommendation for
varenicline and Neither for nor against nicotine replacement, which were from Thomsen et al.
(2014).(3) Therefore, both recommendations are categorized as Reviewed, New-added. The
Work Group’s confidence in the quality of the evidence was moderate for varenicline and low for
NRT. The body of evidence had some limitations, including being from a single SR (3) which
included one study of moderate sample size for varenicline (155)(286 participants) and one
study of a small sample size for nicotine replacement (156)(46 participants). For varenicline, the
benefits (increased abstinence at 12 months) outweighed the harms (potential for adverse
effects from the medication). Patient preferences were felt to vary somewhat. For nicotine
replacement, the benefits and harms were felt to be balanced, and there was also felt to be
some variation in patient preferences. Thus, the Work Group decided upon a Weak for
recommendation for the use of varenicline and a Neither for nor against recommendation for the
use of NRT.

C. Alternate Tobacco Products
Recommendation

12. We suggest against electronic nicotine delivery systems (ENDS) products for improving
abstinence from tobacco and nicotine products. (ENDS is classified as a tobacco product
and is not FDA approved for any use).

Weak against | Reviewed, New-added

Discussion

Data from 1 SR by Lindson et al. 2024(157) included 7 RCTs that did not directly address
abstinence from all tobacco and nicotine products as a primary endpoint, instead looking at
abstinence from just cigarettes. From the Lindson et al. 2024 SR(157), there were 2 RCTs
(158,159) that reported on abstinence from all tobacco and nicotine products as secondary
outcomes. Myers Smith et al. (2022) reported that none of the participants that abstained from
smoking combustible cigarettes were using NRT (n=2) vs. 84.6% (n=11) were using ENDS at 6
months.(159) Hajek et al. (2019) reported similar results, with 9% (n=4) of the participants that
abstained from smoking combustible cigarettes using NRT vs. 80% (n=63) were using ENDS at
52 weeks.(158) Both studies had serious imprecisions, and were not comparative effectiveness
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trials (actual medication usage was not clearly outlined), leading to very low evidence. In addition,
the SR (157) has limited applicability to VA/DOD populations as they were conducted outside the
U.S. in countries where the regulation of ENDS products is different.

Overall, the known and unknown harms of ENDS outweigh the benefits. ENDS deliver high levels
of nicotine and have been demonstrated to lead to nicotine dependence.(160) The vapor inhaled
from ENDS devices contains a number of toxic chemicals and heavy metals that have been
demonstrated to cause health harms.(160) Long-term effects of ENDS use are largely unknown;
however, pre-clinical studies suggest that ENDS may cause cellular damage that may increase an
individual’s risk for cancer and cardiovascular disease.(160) The potential dose-dependent harm
of ENDS is of concern, especially in the U.S., where diverse ENDS products are used with limited
regulation (unknown content, unknown nicotine amount, etc.). ENDS delivers levels of nicotine
considered unsafe during pregnancy due to possible toxic, addictive effects and prolonged
exposure of nicotine.(160) ENDS may result in acute respiratory and cardiovascular effects, lung
injury, increased risk of depression, may contain cancer-causing chemicals, may cause cellular
damage (oxidative stress, increased inflammation, and lead to cell death), may increase risk of
seizures, may impact oral health and other health considerations like poor subjective sleep
quality.(160-167) More recently, it has also been linked to increased risk of COPD and lung
cancer.(168-170) Although there may be patient preference to use ENDS for cessation from all
tobacco and nicotine products, the lack of efficacy as well as the known and unknown harms of
ENDS do not allow for recommending this to patients.

Outside of the evidence review window, Quach et al. (2025)(171) examined the association of
ENDS use with smoking cessation utilizing the Population Assessment of Tobacco and Health
(PATH) cohort at wave 4 (2017) with follow-up at wave 6 (2021). Quach et al. (2025) used the
PATH cohort data and conducted a national population-based sample utilizing propensity score
matching. Quach et al. (2025) reported that abstinence from cigarettes and ENDS were higher in
the non-ENDS use group vs. non-daily ENDS use or daily ENDS use groups, respectively (no
ENDS use 11.7% [95% CI: 10.5-12.8], nondaily ENDS use 7.1% [4.9-9.3], daily ENDS use 7.1%
[3.2-11]). This suggests greater utility of FDA approved pharmacotherapy for cessation from all
products. Utilizing propensity score matching and the datasets from the U.S. PATH wave 4 and
follow-up at wave 6 (Quach et al., 2025):

1) Smoking cessation was 4.1% lower in the group that used ENDS daily vs. the group
that did not use ENDS (95% CI: -11.9 to 3.6 percentage points; P = .30) and 5.3% lower
in the group that used ENDS non-daily vs. group that did not use ENDS (95% CI: -9.1 to
-1.5 percentage points; P = .01).

2) Abstinence from both cigarettes and ENDS was 14.7% lower in the group that used
ENDS daily vs. group that did not use ENDS (95% CI: -20.2 to —9.2 percentage points; P
<.001) and 7.2% lower in the group that used ENDS non-daily vs. group that did not use
ENDS (95% CI: -10.7 to —3.8 percentage points; P < .001).

Additionally, ENDS products are not regulated in content and amount in the U.S., compared to the
UK (United Kingdom) and EU (European Union) from the SR. Hence, the products in the United
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States have higher nicotine content, greater potential for dependence, and risk of dual use of
ENDS and combustible tobacco. Dual users (ENDS and cigarettes), especially those with high
levels of cigarettes per day, may have higher exposure to toxins than individuals who exclusively
smoke cigarettes.(172) Lastly, ENDS are not FDA-approved for any use and are regulated under
the Tobacco Control Act in the U.S. Similarly, these are not approved as pharmacotherapy in the
UK/EU, but regulated under similar regulatory programs, the Tobacco and Related Products
Regulations 2016 in the UK and the Tobacco Products Directive in the EU.(173,174)

The Work Group systematically reviewed evidence related to this recommendation.(157,158)
(159) Therefore, it is categorized as Reviewed, New-added. The Work Group’s confidence in the
quality of the evidence was very low. The body of evidence had major limitations including a lack
of comparative effectiveness trials in the literature review, lack of ENDS safety data, lack of
verified duration of use/nicotine content, and lack of studies conducted in the U.S. It was also
noted that ENDS use may reduce tobacco cessation or maintain nicotine dependence and has
health harms of indeterminate severity. Thus, the Work Group decided upon a Weak against
recommendation for ENDS products for improving abstinence from all tobacco and nicotine
products.

D. Behavioral Counseling Interventions
Recommendation

13. We recommend more intensive behavioral counseling (at least four encounters) as
compared to less intensive counseling to increase abstinence from tobacco and nicotine
products.

Strong for | Reviewed, New-added

Discussion

An SR by Rasmussen et al. (2022)(175) with 17 RCTs of intensive tobacco cessation
interventions (ITCI) versus shorter interventions (Sls) found greater long-term abstinence
outcomes for participants receiving ITCI. The core criteria for ITCI was defined to be consistent
with recommendations for evidence-based treatment for tobacco use and dependence, including
individual or group treatment consisting of 1) recognizing dangerous situations, skills for coping
with temptations to use tobacco and basic information about tobacco dependence and the
cessation process; 2) motivational interviewing or behavioral counseling; 3) medication, and 4) at
least four in-person sessions each lasting >10 minutes in duration, compared to Sls defined as
“delivered in-person and/or by telephone with a maximum of three in persons sessions and 1 hour
in total.”

Treatment duration in the RCTs varied widely and ranged from 13—180 minutes per session and
consisted of 4 to 20 sessions. However, the core criteria to identify an intensive intervention is: >4
scheduled in-person meetings, each >10 minutes, including patient education, using continuous
abstinence outcomes assessed at 6- and 12-month follow-up, respectively. The SR found
evidence for significantly greater continuous abstinence (approximately double) at long-term
follow-up for patients given ITCl when compared to those who received Sls.
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Additionally, a meta-analysis by Hartmann-Boyce et al. (2019)(176) reviewed the effectiveness of
behavioral support for individuals using pharmacotherapy. The analysis showed that increased
frequency of behavioral counseling improved the likelihood of cessation by 10-20%.

Behavioral support improved quit rates compared to pharmacotherapy alone. Including pooled
data from 65 trials (n=23,331): RR = 1.15 (95% CI: 1.08-1.22) showed that quit rates increased
from ~17% to ~20% with added support (absolute increase: 2-3%). Consistent benefits were
found across all types of pharmacotherapies and support delivery (e.g., phone, in-person).

The benefits of ITCI outweigh the harms. Although ITCI involves a higher time commitment for
both patients and providers, the benefits of sustained abstinence outweigh the associated burden.
Patients motivated to quit tobacco express a strong preference for more intensive interventions
and tend to exhibit lower attrition rates. We recommend further studies comparing ITCI with other
intervention forms for efficacy and time/resource commitment.

Limitations included some heterogeneity across studies and imprecision in defining intensive
treatment in the Hartmann-Boyce et al. (2019) review.(176) Nonetheless, the consistent findings
in favor of ITCI, patient preference for higher-intensity programs, and the long-term health benefits
supported a Strong for recommendation.

The Work Group systematically reviewed evidence related to this recommendation.(175,176)
Therefore, it is categorized as Reviewed, New-added. The Work Group’s confidence in the quality
of the evidence was moderate. The body of evidence had some limitations, including Hartman-
Boyce et al. (2019)(176) which had a lack of precision in defining intensive treatment and
substantial heterogeneity for some of the outcomes examined. The benefits of sustained
abstinence outweighed the potential harm of increased time commitment for both the ITCI
provider and the patient. Therefore, there is high-certainty evidence that behavioral support
enhances the effectiveness of smoking cessation medications. Even modest gains (10-20%
increased likelihood of quitting) are clinically meaningful. Thus, the Work Group decided upon a
Strong for recommendation.

Recommendation

14. We suggest using text messaging (SMS) programs to increase abstinence from tobacco
and nicotine products.
Weak for | Reviewed, New-added

Discussion

Text message (or short message service, SMS) programs provide automated, tailored messages
to support tobacco cessation based on frameworks such as cognitive behavioral therapy (CBT),
acceptance and commitment therapy (ACT), and social cognitive theory.

Text message programs are effective as a standalone intervention in increasing abstinence from
tobacco and nicotine products in the general adult population, with an overall low strength of
evidence. An SR of 39 RCTs by Fang et al. (2023)(177) found that text or app messaging
interventions increased abstinence from cigarette smoking compared to a control (i.e., unrelated
text messages or non-electronic self-help smoking cessation material) at 3 and 6 months in
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adults. A meta-analysis of 13 RCTs by Whittaker et al. (2019)(178) found that text message
interventions significantly increased abstinence at 6-12 months compared to a placebo (i.e.,
unrelated text messages) or minimal support, such as written or online smoking cessation
materials.(178)

Saksiri et al. (2024)(179) conducted an RCT to test a 45-day text message intervention in adults
who smoke in Thailand, finding an increase in biochemically verified abstinence at 18 weeks.
Graham et al. (2022) conducted an RCT testing a tailored text message program for ENDS
cessation and found a significant increase in rates of abstinence at 7 months from both ENDS and
combustible tobacco products with the text message intervention.(180) Attrition rates varied, with
loss-to-follow-up in individual studies ranging from less than 5% to over 50%.(177-180) Fang et al.
(2023)(177) reported that 33% of studies reviewed had an attrition rate greater than 20%. Overall,
the findings had a low strength of evidence due to a lack of blinding and a high rate of loss-to-
follow-up.

Text message interventions may be effective at increasing abstinence when used together with
other evidence-based tobacco use treatments. Whittaker et al. (2019)(178) conducted a meta-
analysis of 4 RCTs that added a text message intervention to another tobacco use treatment
(behavioral counseling alone or behavioral counseling and pharmacotherapy) compared to the
tobacco use treatment alone. Adding the text message intervention significantly increased
abstinence after 6 months compared to the tobacco use treatment alone.(178) Blomqvist et al.
(2023)(181) conducted an RCT in Sweden and found a significant increase in prolonged
abstinence at 6 months when a 12-week text message intervention was provided in addition to a
smoking cessation referral to a national helpline or health care clinic. Overall strength of evidence
was low due to risk of bias, including lack of blinding and a high loss-to-follow-up.

Several studies have also demonstrated that text message interventions may support
intermediate steps toward successful abstinence. Graham et al. (2022)(180) and Saksiri et al.
(2024)(179) favored text messaging over a minimal control in supporting reduced use of ENDS
and cigarettes, respectively, with very low strength of evidence. There are no known harms or
adverse events that have been demonstrated with the use of text message interventions.

The benefits of text message interventions outweigh the harms. Text message interventions can
be tailored and automated to deliver an effective intervention at a low cost. Text messages are
delivered directly to an individual on any mobile phone or smartphone, allowing a patient to
receive a convenient behavioral intervention without needing to travel to a clinic or even set aside
time for an appointment. Mobile device ownership and unlimited text messaging plans may be a
potential barrier for some patients, however surveys suggest that over 98% of U.S. adults now
own some type of mobile phone, and over 91% own a smartphone.(182)

Most patients may be willing to use a text message intervention; however, individual patient
preferences may vary. A 2024 survey found that 79% of VHA enrollees reported that they either
already use or would be at least somewhat willing to receive health-related text messages on a
mobile device.(57) And while not included in our CPG evidence review, a qualitative study of 36
users of the SmokefreeTXT text message program found high acceptability and perceived utility of
the program, although several individuals reported cravings to smoke or use tobacco in response
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to the program messages.(183) Text message programs may not be effective for all individuals; a
subgroup analysis of adults with mental health conditions and pregnant persons who smoke
conducted by Fang et al. (2023) did not find an increase in abstinence from smoking among study
participants using a messaging program in either population.(177)

Participants in the VA/DOD Patient Focus Group emphasized the need for providers to
accommodate patient preferences in developing personalized treatment plans. Tailored text
message interventions can provide an additional effective treatment option for patients to
consider. Behavioral interventions for tobacco use treatment are less commonly utilized than
pharmacotherapy treatments, but text message programs are convenient and can increase
patient access to a behavioral treatment with minimal commitment.

The Work Group systematically reviewed evidence related to this recommendation from Fang et
al. (2023)(177); Whittaker et al. (2019)(178); Graham et al. (2022)(180); Saksiri et al. (2024)(179);
and Blomqvist et al. (2023).(181) Therefore, it is categorized as Reviewed, New-added. The Work
Group’s confidence in the quality of the evidence was low. The body of evidence had some
limitations, including potential bias due to randomization, blinding, and missing outcomes. The
benefits of text message interventions on improving abstinence from tobacco or nicotine products
outweighed the potential harm of incurring costs for text messages, or some patients reporting
increased cravings when using a text message program. Patient values and preferences varied
somewhat because some patients may prefer not to use text message programs for treatment.
Thus, the Work Group decided upon a Weak for recommendation.

Recommendation

15. There is insufficient evidence to recommend any specific behavioral counseling
intervention over standard cognitive behavior therapy for tobacco cessation.
Neither for nor against | Reviewed, New-added

Discussion

Our evidence review did not find comparative effectiveness studies that met the inclusion criteria
that would allow us to recommend one behavioral treatment intervention over another. The key
question we wanted to examine was if there was a specific behavioral treatment approach that
had the best tobacco cessation outcomes. However, as CBT was often the comparator, we have
no evidence that would support recommending a specific behavioral counseling intervention over
standard CBT.

Regarding well-established evidence-based practices, we reviewed two RCTs. Audrain-McGovern
et al. (2023)(184) had moderate strength of evidence examining Behavioral Activation versus
standard CBT for tobacco cessation; there were no statistically significant differences in tobacco
cessation outcomes. McClure et al. (2020)(185) examined group-based ACT versus group-based
CBT; the results favored CBT, but overall had a low strength of evidence. The lack of evidence
demonstrated that other specific behavioral counseling interventions are more effective than CBT
resulted in the above recommendation. Additionally, we reviewed several other
studies(176,186,187), in which the modalities examined were novel approaches and were
primarily pilot studies with small sample sizes. These studies examined interventions such as
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Partner Assistance Cessation Treatment (186), and positive psychotherapy for tobacco cessation
(176); these studies had low or very low strength of evidence primarily due to risk of bias and
imprecision.

The Work Group systematically reviewed evidence related to this
recommendation.(176,184,185,187) Therefore, it is categorized as Reviewed, New-added. The
Work Group’s confidence in the quality of the evidence was low. The body of evidence had some
limitations, including a small sample size and imprecision.(176,184) The benefits of offering
multiple modalities of counseling for tobacco cessation are balanced with the potential harms of
increased provider and patient time commitment. Patient values and preferences varied
somewhat because some patients may prefer a certain type of behavioral treatment. Thus, the
Work Group decided upon a Neither for nor against recommendation.

Recommendation

16. There is insufficient evidence to recommend for or against adding lifestyle interventions
(e.g., diet, exercise) to behavioral counseling for tobacco cessation.
Neither for nor against | Reviewed, New-added

Discussion

The strength of evidence for the studies reviewed (including 2 SRs and 1 RCT) was very
low.(188-190) While Garcia-Fernandez et al. (2023) and Ussher et al. (2014) were SRs, Williams
et al. (2020) was an RCT; all studies looked at weight/exercise interventions in addition to
standard tobacco cessation counseling. Overall results from the two SRs conclude no statistically
significant differences between exercise interventions and control arms regarding either
abstinence rates or weight change. Of note, there was significant variance across the studies that
were reviewed in each of the SRs (28 studies in Garcia-Fernandez(190); 24 studies in Ussher et
al. (2014)(188)). For example, some studies recruited individuals who were interested in losing
weight, while others relied only on patient characteristics (i.e., body mass index, sedentary
lifestyle, cardiovascular risk, female sex, symptoms of depression) for inclusion in the study.
Exercise interventions also varied widely, from walking to weightlifting to cycling. The RCT from
Williams et al. (2020)(177,189), only examined a very specific population of African American
women, making the data difficult to generalize. In that study, women were randomized to either a
control arm (NRT + 12-weeks phone-based counseling) or an exercise intervention arm (control +
12 weeks of structured exercise intervention). Of note, the mean number of telephone sessions
completed was 4.8 (of 12 possible), and the mean number of exercise sessions completed was
3.4 (of 36 possible). These variations, both within and between studies, made it challenging to
compare results across studies. Finally, due to very high attrition from the studies, it was difficult to
know the true effectiveness of the interventions (i.e., did participants stop using tobacco but
dropped out due to struggles with the added components?).

Although this review focused on tobacco cessation as a specific outcome, it is important to note
that Zhou et al. (2013) found that exercise helped patients manage cravings; however, it did not
have a positive impact on overall abstinence. Thus, exercise may be beneficial (191) as a craving-
management strategy but does not appear to be a sufficient standalone treatment for tobacco
cessation.
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There were no adverse outcomes reported, but there were very high rates of attrition, which
suggests increased patient burden. However, if a patient already desires to make specific
behavior changes (i.e., lose weight or exercise more), the benefits of exercise would outweigh the
burdens. Patient preference should be considered before adding a lifestyle intervention
component to tobacco cessation counseling, as some patients are unable to perform exercises
due to physical or time restrictions.

The Work Group systematically reviewed evidence related to this recommendation.(187-191)
Therefore, it is categorized as Reviewed, New-added. The Work Group’s confidence in the quality
of the evidence was very low. The body of evidence had substantial limitations, including high
attrition from studies and wide variation between populations and interventions utilized. The
benefits of adding lifestyle interventions to tobacco cessation counseling include treatment
benefits that extend beyond tobacco cessation and are balanced with the potential harm, which
includes a high burden and difficulty with adherence. Patient values and preferences varied
slightly because some patients may find it overwhelming to attempt concurrent lifestyle changes,
while others may prefer this approach. Thus, the Work Group decided upon a Neither for nor
against recommendation.

Recommendation

17. There is insufficient evidence to recommend either for or against smartphone apps for
increasing abstinence from tobacco and nicotine products.
Neither for nor against | Reviewed, New-added

Discussion

The certainty of the evidence for using smartphone apps to promote tobacco and nicotine
cessation is very low. Based on studies referenced by Whittaker et al. (2019)(178), Fang et al.
(2023)(177), Jackson et al. (2024)(192), Wu et al. (2024)(193), and Rupp et al. (2024)(194),
smartphone apps were used to promote smoking cessation, which included apps that provided
smoking cessation progress tracking, reminders, and/or guidance via modules.

A meta-analysis by Fang et al. (2023)(177) compared utilization of a smartphone app compared
to minimal non-app-based support (i.e., education on smoking cessation) or routine care and
found that smartphone apps may increase abstinence at 3 months but not longer. In a Cochrane
review, Whittaker et al. (2019)(178) reported that there was no evidence that smartphone apps
improved rates of smoking cessation when compared to lower intensity apps or minimal non-app-
based support. In a pragmatic RCT, Wu et al. (2024)(193) showed that an instant-messaging
smartphone app did not result in increased cessation among participants compared to routine
counseling and referral for treatment. In contrast, Jackson et al. (2024)(192) and Rupp et al.
(2024)(194) found that a smartphone app may increase the rate of smoking cessation compared
to routine follow-up and minimal intervention, respectively.

Many studies had limitations in sample size, study protocol standardization, low protocol
completion rates, bias related to studies’ data reporting, and inconsistencies in smartphone
application formatting, security, and data collection/synthesis. Fang et al. (2023)(177) highlighted
bias as a key concern due to missing data and result reporting. Whittaker et al. (2019)(178)
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excluded data related to smartphone apps as adjunct to face-to-face or web-based programs
when the interventions could not be clearly separated. Several studies, including Rupp et al. 2024
(194) and Jackson et al. (2024)(192) reported significant study attrition of 30% and 50%,
respectively. Furthermore, Rupp et al. (2024)(194) had a potential conflict of interest in evaluating
a proprietary app developed by their employer. Thus, the evidence that smartphone apps promote
cessation was weak, with inconsistency among studies regarding control groups and study design
as a standalone treatment. There was low-quality evidence to suggest that smartphone apps may
be beneficial as an adjunct to counseling or medication treatment.

Key considerations were evaluated to assess the harms, benefits, and burdens of utilizing
smartphone applications to increase successful abstinence from tobacco and nicotine use.
Benefits identified include cost-efficient and automated technology delivery methods. This allows
for increased access to care remotely. Harmful, burdensome aspects included telecommunication
data servicing costs, personal health information security risks, smartphone application user
friendly capabilities, and the potential to trigger tobacco use associated with smartphone
application push notifications. No adverse events were indicated across all evidence-based
studies evaluated.

Patient values and preferences highlighted possible technology literacy challenges, non-
standardized software design, and data gathering outcomes. Some patients may choose not to
use smartphone applications for other reasons. Across studies reviewed, demographic
composition varied, timeline for abstinence achievement varied from 3-12 months, and the use of
a smartphone application as a stand-alone or adjunct varied. Feasibility and equity varied based
on social determinants of health.

The Work Group systematically reviewed evidence related to this recommendation Whittaker et al.
(2019), Fang et al. (2023), Jackson et al. (2024), Wu et al. (2024), and Rupp et al.
(2024).(177,178,192-194) Therefore, it is categorized as Reviewed, New-added. The Work
Group’s confidence in the quality of the evidence was very low. The body of evidence had some
limitations, including high rates of attrition (192) and bias as a key concern due to missing data
and result reporting.(177) The benefits of smartphone applications as stand-alone or adjunct
treatment present benefits that outweigh harms/burden, with no adverse effects identified as
potential harms. Patient values and preferences presented some variation due to software design
and security variation, patients’ technology literacy, and a preference not to use smartphone
applications to support medical needs. Thus, the Work Group decided upon a Neither for nor
against recommendation.

E. Return to Use

Recommendation

18. If patients return to tobacco use, we suggest immediate repeat treatment with
pharmacotherapy and counseling.
Weak for | Reviewed, New-added
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Discussion

Review of the literature did not identify any studies that addressed the efficacy of treatment for
relapse after confirmed abstinence. Since there were no studies that included confirmation of
abstinence, the literature search inclusion criteria were broadened to include studies comparing
the effectiveness of approaches to treating relapse. This resulted in the identification of five trials
that tested the effectiveness of intervention approaches (e.g., treatment switching, increasing
intensity, recycling) for individuals who continued smoking after engagement with a tobacco
cessation program. Three trials examined the effectiveness of recycling approaches or re-
engaging patients in cessation treatment (i.e., repeat quit attempt) and provided the evidence
base for this recommendation.(7,195,196) The overall quality of the three trials is poor to fair.

Schlam et al.(2024)(195) compared the effects of three post-relapse interventions. Initially, 1,154
primary care patients received cessation counseling and 8 weeks of NRT. Those who relapsed
and agreed to continued intervention (N= 582) were randomized to 1) preparation to quit
(encouraged to quit again one month later), 2) immediate repeat quit attempt (recycling), or 3)
advice to call the state quitline. The recycling intervention resulted in higher quit rates than quitline
referral (6.9% vs. 2.1%, OR = 1.8). The preparation to quit intervention did not result in
significantly higher abstinence rates than quitline referral. Similarly, Klesges et al. (2023)(196)
compared the effects of three reengagement interventions after smoking relapse among military
personnel, retirees and family members (TRICARE beneficiaries). Initially, participants received
four counseling sessions and free NRT. At three-month follow-up, participants (N = 134) who
relapsed or never stopped and agreed to continued intervention were randomized to 1) repeat
initial intervention (recycling), 2) smoking reduction intervention, or 3) choose either 1 or 2.
Participants assigned to the recycling intervention had higher prolonged abstinence rates at 12
months than the smoking reduction arm (17.1% vs. 12.5%, OR = 16.4); though significant, the
95% Cls were very wide (2.5 to 107.1). Gonzales et al. (2014)(7) conducted a trial (N=498)
evaluating the safety and efficacy of retreatment with varenicline compared to placebo among
patients continuing to smoke who had previously been treated with varenicline. Abstinence rates
at one year were significantly higher for the varenicline arm compared to placebo (44.6% vs.
11.7%, OR = 7.0), and there were no reported serious adverse events.

Patient preferences may vary regarding the timing of repeat treatment following an unsuccessful
quit attempt. Many patients are likely highly motivated to quit and ready to quit again immediately,
while others may prefer to wait before trying to quit again. The additional treatment burden
experienced by patients is a potential harm; however, this is outweighed by the benefits of
smoking cessation.

The Work Group systematically reviewed evidence related to this recommendation.(7,195,196)
Therefore, it is categorized as Reviewed, New-added. The Work Group’s confidence in the quality
of the evidence was very low. The body of evidence had some limitations, including imprecision of
estimates with wide Cls, a small number of studies, and the lack of confirmed abstinence prior to
relapse. The benefits of smoking cessation outweighed the potential harm of treatment burden
and adverse events, which were small. Patient values and preferences varied somewhat because
while some patients are ready to immediately quit again others would prefer to wait before trying
to quit again. Thus, the Work Group decided upon a Weak for recommendation.
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F. Not Ready to Quit Population
Recommendation

19. In patients not ready to quit (e.g., in the next 30 days), we suggest nicotine replacement
therapy (NRT) to increase quit attempts.
Weak for | Reviewed, New-added

20. In patients not ready to quit (e.g., in the next 30 days), we suggest varenicline to increase
quit attempts and abstinence from tobacco and nicotine products.
Weak for | Reviewed, New-added

Discussion

One SR was conducted (197) and examined the efficacy of NRT in increasing quit attempts and
improving abstinence in individuals who are not ready to quit smoking. Evidence from seven
RCTs in this SR showed that there were more quit attempts in patients who were being treated
with NRT versus those who received no treatment/brief intervention (RR: 1.12, 95% CI: 1.02 to
1.26). Despite this increase in quit attempts, evidence from these seven RCTs in this SR did not
find a difference in abstinence rates between NRT and no treatment/brief intervention groups (RR:
1.19, 95% CI: 0.93 to 1.53). The types of NRT used in the individual RCTs varied, ranging from
nicotine patches to nicotine gum and lozenges. The strength of evidence for this SR was of very
low quality. This rating is primarily due to unclear blinding and detection bias, as well as
unreported randomization and allocation concealment procedures. There was also limited
reporting of risk of bias for included RCTs. Additionally, there was imprecision in the effect sizes
for several outcomes due to small sample size or wide Cls.

Our analysis only assessed evidence from SRs or RCTs published on or after January 1, 2014, to
December 10, 2024. However, there was a smaller SR (198) that was performed earlier in 2009
and compared NRT to placebo. This SR included 7 RCTs and showed an increase in abstinence
in those patients who were treated with NRT (RR: 2.06, 95% CI: 1.34 to 3.15).

The long-term effects of continued tobacco use carry an increased risk of tobacco-related
illnesses and their associated morbidity and mortality. There are many health benefits of
tobacco cessation. The risks of tobacco cessation medications, and specifically NRT, are low.
Therefore, the benefits of treatment leading to tobacco cessation far outweigh the associated
risks of medical therapy with NRT. The potential for patients making more cessation attempts is
a desirable goal in the management of patients being treated for tobacco cessation. This is
potentially beneficial even in those patients who are not ready to stop smoking. Additional
studies are needed in patients not ready to quit smoking, evaluating the influence of NRT on
increasing abstinence. Since the patients in these studies were not ready to quit, additional
research should evaluate their willingness to use NRT for a non-cessation goal such as smoking
reduction. Also, despite evidence for its safety (197), it is possible that some health care
providers could have concerns about prescribing NRT in patients that are not ready to quit.

Evidence from one SR comprising two RCTs (197) and one separate RCT (199) was examined to
determine the efficacy of varenicline in increasing quit attempts and improving abstinence in
individuals who smoke and are not ready to quit.
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Evidence from the 2 RCTs with a total of 267 participants from the SR performed by Klemperer et
al. (2023)(197) showed that there was an improvement in abstinence with a RR of 2.25 and 95%
Cl of 1.11 t0 4.56. The two RCTs assessed compared varenicline plus counseling to placebo or
no treatment in patients not ready to quit. The additional RCT by Ebbert et al. (2015)(199) enrolled
1,510 participants and compared varenicline for 24 weeks to placebo. There was a significant
improvement in continuous abstinence rates at weeks 15 - 24 (32.1% vs. 6.9%; RR: 4.6; 95% CI:
3.5 - 6.1). There was also significant improvement in continuous abstinence rates at weeks 21 —
52 (27.0% vs. 9.9%; RR: 2.7; 95% CI: 2.1 — 3.5).(199) There was a slight increase in adverse
effects in the varenicline group vs. the placebo group (3.7% vs. 2.2%; P = 0.07), but the
varenicline adverse effects were mostly gastrointestinal (Gl) related, and the overall adverse
effects were low in both groups.

Evidence from 3 RCTs in one SR, with a total of 320 participants, performed by Klemperer et al.
(2023)(197) showed that there was an increase in rate quit attempts with a RR of 1.36 and 95%
Cl of 1.07 to 1.72. The 3 RCTs assessed compared varenicline plus counseling to placebo or no
treatment in patients not ready to quit. The strength of evidence from this SR was of moderate
quality. The strength of evidence for the use of varenicline for increasing quit attempts was of low
quality.

The study by Ebbert et al. (2015)(199) showed a slight increase in adverse effects in the
varenicline group vs. the placebo group (3.7% vs. 2.2%; P=0.07), but the overall adverse effects
were low in both groups. Overall, the risks of varenicline are low. Therefore, the benefits of
treatment with resultant tobacco cessation far outweigh the risks. The potential benefits of
improved abstinence and increased quit attempts are desirable goals in the management of
patients being treated for tobacco cessation. Because the patients in these studies were not ready
to quit, future research should examine their willingness to use varenicline for a non-cessation
goal, such as smoking reduction with the long-term aim of achieving smoking cessation. Also,
despite evidence for its safety (193), it is possible that some health care providers could have
concerns about prescribing varenicline in patients that are not ready to quit. The cost of
prescribing or providing medications to a group of patients that may not take them is also a
consideration.

The Work Group systematically reviewed evidence for treating patients who are not ready to quit
smoking with NRT.(197) The recommendation is categorized as Reviewed, New-added. The
Work Group’s confidence in the quality of the evidence was very low. The evidence was from a
single SR (197) which included seven RCTs with a total of 2,568 participants. The body of
evidence had some limitations, including unclear blinding, detection, and limitation of bias,
unreported randomization and allocation procedures, and serious imprecision in effect sizes for
several outcomes due to small sample size or wide Cls. For NRT, the benefits (increased quit
attempts) outweighed the harm (potential for adverse effects from the medication). Patient
preferences were considered to vary somewhat. Thus, the Work Group decided upon a Weak for
recommendation for the use of NRT in patients not ready to quit.

The Work Group also systematically reviewed evidence for treating patients who are not ready to
quit smoking with varenicline, which was from Klemperer et al. (2023) and Ebbert et al.
(2015)(197,199) The recommendation is categorized as Reviewed, New-added. The Work
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Group’s confidence in the quality of the evidence was low. The evidence was from a single SR
(197) which included three RCTs with a total of 320 participants and an RCT (199) with a total of
1,510 participants. The body of evidence had some limitations, as listed above. For varenicline,
the benefits of improved abstinence and increased quit attempts outweighed the harm (potential
for adverse effects from the medication). Patient preferences were felt to vary somewhat. Thus,
the Work Group decided upon a Weak for recommendation for the use of varenicline in patients
not ready to quit.

Recommendation

21. There is insufficient evidence to recommend either for or against medication sampling for
increasing treatment engagement.
Neither for nor against | Reviewed, New-added

Discussion

NRT sampling involves providing patients with a “sample” of NRT products to try, such as a short-
term supply of nicotine patches and lozenges or a sample of varenicline that is not an appropriate
dose or duration for standard treatment. The effectiveness of this approach has been tested
among patients without regard to quitting motivation, as well as among patients not ready to make
a quit attempt. The Work Group reviewed 5 RCTs that evaluated whether NRT sampling
increased patient engagement in treatment for tobacco/nicotine cessation. The comparator
groups were either no intervention or standard care, including educational information on smoking
cessation and referral to a local quitline. Overall, the studies reviewed were determined to have a
low strength of evidence.(200-204) Treatment engagement was defined and measured by how
many people tried the “sample” and/or were continuing to use the medication at specific follow-up
points, i.e., 1, 2, 3 and/or 6 months (these varied across studies), as well as if they requested
additional medication, the level of use of NRT and whether they contacted the quitline. The
findings for NRT sampling and varenicline sampling on engagement were mixed. Of the five
studies reviewed, four used NRT, one used varenicline. All five varied in quantity of medication,
duration of sampling, follow-up points, number of patients involved, and were performed in three
different countries (the U.S., Canada, and Hong Kong). Two studies using NRT showed self-
reported continued use of NRT at 8 weeks, with results ranging from 47.5%(204) vs. 58.4%(203)
of any use of NRT during this time frame. Cunningham et al. (2016)(203) also measured
additional purchases of NRT at 6 months, which showed similar rates for the intervention (6.4%)
and control groups (7.5%). Carpenter et al. (2021)(200) reported any use of NRT from enroliment
to 6 months in 25% of the intervention group and 14% of the control group. Cheung et al.
(2020)(202) measured use of NRT at 1 week, 3 and 6 months showing similar results at 1 week
(36% use in intervention group and 2% in the control) and 3 months (34% in the intervention
group and 2% in the control) and demonstrated a lesser but still positive effect within the
intervention group (16% use) versus control (4% use). The varenicline study(200) showed
ongoing self-reported use at 3 months (24% any use and 10% daily use) and captured the
percent who obtained additional varenicline at weeks two (8%), four (14%), eight (12%), and
twelve (14%) after sampling was measured.

The harms from possible medication side effects and reported benefits were inconsistent.
However, some studies of NRT sampling demonstrated measurable abstinence. Carpenter
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(2020)(201) measured 7-day abstinence at 6 months with 12% self-reporting abstinence in the
intervention group vs. 8% in the control. Cheung et al. (2020)(202) showed mixed results between
3 and 6 months, with the intervention group reporting abstinence at 3 months of 10% vs. 6% in the
control group and 8% in both intervention and control groups at 6 months. Cunningham et al.
(2016)(203) showed a 30-day abstinence at 6 months of 7.6% in the intervention group vs. 3.0%
in the control and lower rates based on biochemical verification of 2.8% in the intervention group
vs. 1% in the control at 6 months. Kushnir et al. (2017)(204) stated that 15.2% of those who used
all the patches self-reported 30-day abstinence at 6 months. Thus, the benefits likely slightly
outweigh the harms/burdens.

Sampling using NRT/varenicline allows the patient to “sample” medication options without
committing to long-term treatment and may help patients who are not ready to quit. Some patients
may be concerned about side effects and/or the cost associated with obtaining medication. From
a clinical perspective, some providers may not be inclined to provide medications without intent to
treat or lack the resources to provide prepackaged sample kits to patients.

The Work Group systematically reviewed evidence related to this recommendation.(200-204)
Therefore, it is categorized as Reviewed, New-added. The Work Group’s confidence in the quality
of the evidence was low. The body of evidence had some limitations, including the range of
sampling strategies used, reliance on self-reporting, and outcomes measured at differing periods
of time.(200-204) The benefits of NRT sampling on treatment engagement slightly outweighed the
potential harm (e.g., possible medication side effects). The role of patient values and preferences
varies. Offering NRT/varenicline sampling may empower patients who are not ready to quit by
giving them an opportunity to trial a treatment without committing to quitting. However, the
associated costs of obtaining medications may be a deterrent for both providers and patients. In
addition, some patients may be worried about potential side effects, and others may benefit from a
shared decision-making conversation to address their concerns and preferences. Thus, the Work
Group decided upon a Neither for nor against recommendation.

G. Treatment Recommendations for Selected Subpopulations
Recommendation
22. In patients with stable mental health conditions, we suggest treating tobacco use with

pharmacotherapy.
Weak for | Reviewed, New-added

23. In patients with stable mental health conditions, we recommend varenicline over single
agent nicotine replacement therapy (NRT) or bupropion sustained release to improve
continuous abstinence.

Strong for | Reviewed, New-added

Discussion

The systematic evidence review yielded two RCTs and one SR that assessed the safety and
effectiveness of pharmacotherapy for improving abstinence from tobacco in adults with mental
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health conditions.(136,205,206) The quality of the studies ranged from moderate to very low,
depending on the study design and other characteristics.

Evidence supports the use of varenicline over NRT patch and bupropion for improved
continuous abstinence in patients with psychiatric disorders.(136) Anthenelli et al. (2016)(136)
examined treatment of 4,074 patients with psychiatric disorders, the majority of whom were
diagnosed with unipolar/bipolar mood disorders. Varenicline was superior to placebo, NRT
patch, and bupropion when assessing continuous abstinence at the 24-week follow-up.
Bupropion and NRT patch were more effective for continuous abstinence when compared to
placebo but did not differ from one another.(136) There was no significant difference across all
treatment arms (varenicline, bupropion, NRT patch, and placebo) on moderate to severe
neuropsychiatric adverse events.(136) The quality of the individual RCT is fair due to moderate
attrition and performance of a secondary subgroup analysis, leading to an overall moderate
strength of evidence.

Cinciripini et al. (2022)(205) performed a subgroup analysis of Anthenelli et al.(2016)(136),
assessing the safety and efficacy of smoking cessation pharmacotherapy in patients with MDD,
totaling 2,602 patients. Varenicline was superior to NRT patch for continuous abstinence rates
at 24-week follow-up.(205) Varenicline was superior to bupropion at 12-week follow-up, but no
difference was shown at 24-week follow-up.(205) There was also no difference comparing
bupropion to NRT patch for continuous abstinence at 24-week follow-up.(205)

In an SR by Siskind et al. (2020)(206), varenicline was superior to bupropion for smoking
abstinence in patients with schizophrenia. There was no difference in abstinence comparing
varenicline to NRT nor comparing bupropion to NRT.(206) Although mental health functioning
outcomes and serious adverse events were not reported, the authors did state “neither
varenicline nor bupropion had deleterious effects on psychiatric outcomes.”(206) Varenicline did
cause higher rates of nausea than placebo. The overall strength of evidence of the SR was very
low. The quality of the included RCTs in the SR was rated as good to poor (average quality fair).
The overall strength of evidence was also downgraded for indirect comparisons performed in a
network meta-analysis. Therefore, the Work Group was unable to make specific treatment
recommendations for persons with schizophrenia, given the insufficient, low-quality evidence.

There is likely some variation in patient preferences with pharmaceutical interventions based on
risks versus benefits, medication side effect profiles, and potential interactions between
medications. Patients who smoke agree with the short-term and long-term health and financial
benefits of smoking cessation. However, patients with psychiatric disorders may be reluctant to
take a medication due to possible side effects after achieving a stable treatment regimen.
Anthenelli et al. (2016) considered patients to be clinically stable for inclusion if no
exacerbations of their condition in the preceding 6 months, on stable treatment for at least 3
months with no anticipated treatment changes, and not considered to be at high risk of self-
injury or suicidal behavior as gauged by patient responses on the Suicide Behaviors
Questionnaire—Revised or Columbia-Suicide Severity Rating Scale (C-SSRS).(136) Based on
the evidence review, providers can be confident that any of the FDA-approved pharmaceutical
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interventions for smoking cessation are safe for patients with stable mental health conditions
and do not elicit an increased risk of moderate to severe neuropsychiatric adverse
events.(136,205,206) Although Anthenelli et al. (2016)(136) provides a clear and specific
definition for stable mental health conditions, it would be reasonable for providers to provide
smoking cessation pharmacotherapy as long as symptoms are under sufficient control without
worsening, being disabling or life-threatening. Patients may also be concerned about availability
and costs associated with additional medications. Therefore, treatment options should be
thoroughly reviewed with patients to use shared decision making with the goal of achieving and
maintaining abstinence from tobacco/nicotine use.

The Work Group systematically reviewed evidence related to these
recommendations(136,205,206) which are Reviewed, New-added. The Work Group’s confidence
in the quality of the evidence was very low. The body of evidence had some limitations including
moderate attrition and performance of a secondary subgroup analysis (136,205), and indirect
comparisons performed in a network meta-analysis.(206) The benefit of using pharmacotherapy
to improve abstinence from tobacco in patients with stable mental health conditions outweighs the
potential harm of neuropsychiatric adverse events or medication side effects, which have been
reported as minimal. Thus, the Work Group decided upon a Weak for recommendation in treating
tobacco use with pharmacotherapy in patients with stable mental health conditions
(Recommendation 23). The benefits of prescribing varenicline for achieving continuous
abstinence at 24-week follow-up outweighed the potential harm of neuropsychiatric adverse
events or medication side effects, which was overall minimal. Patient values and preferences
varied somewhat because of their concerns for stability of mental health conditions and potential
for side effects, copays, and access to medications. Thus, the Work Group decided upon a Strong
for recommendation for varenicline over NRT patch monotherapy or bupropion to improve
continuous abstinence in patients with stable psychiatric disorders (Recommendation 22).

Recommendation

24. We suggest counseling be adapted to address both tobacco use and co-occurring serious
mental iliness (e.g., bipolar disorder, schizophrenia, other psychotic disorders).
Weak for | Reviewed, New-added

Discussion

Face-to-face behavioral interventions tailored for people who smoke with serious mental iliness
(SMI) in studies reviewed by Spanakis et al. (2022)(207) consistently found greater efficacy for
adapted versus comparison interventions. The four studies reviewed employed interventions
that were provider-delivered, including face-to-face group (n=2) or individual (n=2) treatment.
The strength of evidence for these studies (combined n of over 800) was judged to be moderate
for critical outcomes, identifying significantly higher abstinence rates for medium- and long-term
outcomes. These studies provide support for the utility of in-person behavioral counseling
interventions incorporating content adapted to individuals who smoke with SMI compared with
standard behavioral counseling. Note that the recommendation applies to face-to-face
treatment, as a review of web-based interventions yielded no differences in outcomes and a
very low rating for quality of evidence.(207)

January 2026 Page 63 of 148



VA/DOD Clinical Practice Guideline for Tobacco Use Treatment

The adapted interventions reviewed provided between 8 to 24 sessions and were 30 — 60 minutes
in duration. All studies reviewed provided an extended duration of treatment (e.g., increased
number of sessions and/or contact time compared to usual care) and/or additional support
compared with standard behavioral counseling. Adaptations included utilizing treatment providers
experienced with addressing mental illness(208-210), including other providers (e.g.,
physicians)(208-210), motivational enhancement(210,211), social skills/peer support(210,211),
social and financial reinforcement of recent abstinence(210), and home visits.(208,209) The
difference in intensity between experimental and control conditions challenges clear interpretation
regarding the adaptations.

Studies that examined changes in psychiatric symptoms in relation to tobacco cessation
consistently found either no significant differences or significant improvement, indicating that
cessation for those who use tobacco with co-occurring psychiatric disorders does not negatively
impact mental health.

Medical providers who treat people who use tobacco with serious mental illness may be reluctant
to recommend cessation because they erroneously view tobacco use as acceptable or positive in
this population. Similarly, some providers may believe that addressing tobacco use is a low
priority for these patients, given other challenges they must confront. These provider beliefs
represent a barrier to treatment for people who use tobacco with SMI. In contrast to these beliefs,
research indicates that individuals with mental iliness are as motivated for cessation as people
who use tobacco without mental illness (212), and there are physical and mental health benefits to
cessation.(213) Another consideration in addressing tobacco use in those with serious mental
iliness is that cessation of combustible tobacco can lead to decreased metabolism of certain
medications, thus indicating the importance of monitoring by a physician or medication provider.
Psychiatric medications affected include clozapine, olanzapine, haloperidol, fluvoxamine,
duloxetine, tricyclic antidepressants, diazepam, and mirtazapine.(214,215)

It is judged that the benefit of providing adapted behavioral counseling for tobacco cessation in
individuals with SMI is comparable to the associated burdens. Burdens include the longer duration
and intensity of adapted treatment, as well as implementation challenges, given the variation in
living arrangements and treatment settings that may be required to access individuals with SMI.
While adapted interventions may lead to increased cessation, it is not known whether these are
more beneficial than providing more intensive courses of standard treatment. Benefits of
cessation are substantial, particularly given that tobacco-related disease is the leading cause of
mortality in this population and that tobacco use confers significant financial burdens. Finally,
there is no evidence that tobacco cessation impairs mental health in this population.

When considering patient values and preferences, although studies of motivation for tobacco
cessation indicate that those with mental iliness are equally motivated compared to those without
mental iliness, it is acknowledged that variation exists across this subgroup, and some patients
may not be interested in changing their tobacco use. Individuals with serious mental illness
experience considerable stigma related to their illness, which may be exacerbated by the stigma
associated with tobacco use, in particular, cigarette smoking. As such, tobacco cessation may
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serve to reduce some of the stigma experienced by people who use tobacco with serious mental
illness.

Beyond considerations of patient values and preferences, health equity is an important
consideration supporting the present recommendation. People who use tobacco with serious
mental iliness bear a disproportionate burden of the health and financial consequences of tobacco
use, thus representing a health inequity group. As such, tobacco use treatment has the potential
to reduce such inequities.

The Work Group systematically reviewed evidence related to this.(207) Therefore, it is
categorized as Reviewed, New-added. The Work Group’s confidence in the quality of the
evidence was moderate. The body of evidence had some limitations related to measurement bias,
including a lack of blinding of the outcome assessor and using self-report measures.(208-211) For
people who use tobacco with co-occurring SMI (e.g., bipolar disorder, schizophrenia, other
psychotic disorders), the benefits of behavioral counseling for tobacco use treatment adapted to
address both tobacco use and characteristics of this population (tobacco cessation, added
opportunity to monitor and address mental health, no harm and potential benefits for mental
health) outweighed the potential harms/barriers (higher burden associated with more intensive
and longer duration of treatment, challenges of implementing treatment in settings that serve
individuals with SMI). Patient values and preferences varied somewhat because not all patients
are motivated to change their tobacco use. Also, the perceived stigma of tobacco use may vary
within individuals in this highly stigmatized population. Thus, the Work Group decided upon a
Weak for recommendation.

Recommendation

25. In patients being treated for alcohol use disorder/substance use disorder, we suggest
concurrently treating tobacco use with behavioral counseling and pharmacotherapy.
Weak for | Reviewed, New-added

Discussion

Behavioral counseling and pharmacotherapy have been found to be beneficial for treating tobacco
use in patients who are concurrently receiving treatment for alcohol use disorder (AUD)/SUD.
Evidence from 12 RCTs in 1 SR (216) supports better outcomes with counseling plus
pharmacotherapy vs. usual care for biochemically validated tobacco cessation up to 18 months.
These studies examined people who smoke being treated for alcohol use (7 studies) and
substance use (6 studies), mostly in inpatient facilities. The overall strength of evidence in these
studies was determined to be low. The types of smoking cessation treatments included
counseling (brief advice session or multiple sessions of behavioral support, either individually or in
a group), pharmacotherapy (any type of NRT), or a combination of counseling and
pharmacotherapy. Control groups received usual care, brief advice about quitting smoking, or
were put on a waiting list to receive treatment later. The benefits outweigh the harms, given that
adding tobacco treatment to stand-alone AUD/SUD treatment may improve access to treatment,
particularly for a population that may not otherwise seek tobacco cessation treatment. In addition,
the benefits of cessation are substantial, and there is no evidence of decreased effectiveness of
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the AUD/SUD treatment. However, it is important to note that these studies included participants
who were mostly receiving inpatient AUD/SUD treatment, which may limit the generalizability of
these findings to other populations who do not require inpatient treatment.

In addition, research indicates that it is appropriate to treat tobacco use in patients who do not
meet criteria for AUD but are reporting alcohol misuse. Alcohol misuse included heavy episodic
drinking, heavy-, at risk-, hazardous-, and binge-drinking. There are 5 RCTs (217-221) that
suggest no significant difference in treatment outcomes with combination behavioral interventions
(addressing both tobacco and alcohol use) as compared to tobacco intervention only (measured
by biochemically validated and self-reported 7-day point prevalence) from 6 months to 12 months
in people who smoke with heavy episodic drinking, heavy-, at-risk-, hazardous-, and binge-
drinking. The overall strength of evidence in these studies was determined to be low. It is
important to note that providing combination treatment does not appear to result in decreased
treatment effectiveness for AUD/SUD. There were no effectiveness studies comparing the
effectiveness of standalone tobacco treatment to combination treatment. In addition, these studies
were conducted on small sample sizes with problematic drinking that did not necessarily meet the
criteria for an AUD.

Patients’ motivation to make a change may vary, particularly for those already experiencing low
motivation or success with AUD/SUD treatment. Also, there may be a perceived burden for
providers to address both nicotine and other substance use at the same time. However, combined
treatment of both nicotine dependence and AUD/SUD has been shown to be efficient.(216) These
studies did not include patients being seen for AUD/SUD in the outpatient setting, which is a large
subpopulation that may experience combination treatment differently. In addition, these studies
exclusively focused on younger individuals (college-aged population) and lacked data on middle-
aged or older adults.

The Work Group systematically reviewed evidence related to this recommendation.(216-221)
Therefore, it is categorized as Reviewed, New-added. The Work Group’s confidence in the quality
of the evidence was low. The body of evidence had some limitations including small sample sizes
and risk of selection bias.(216-221) The benefits of pharmacotherapy and behavioral counseling
for patients who are receiving AUD/SUD treatment outweigh the potential harms. Patient values
and preferences may vary somewhat because patients may prefer to receive treatment
concurrently or they may prefer addressing one condition at a time. Thus, the Work Group
decided upon a Weak for recommendation.

Recommendation

26. There is insufficient evidence to recommend for or against counseling that combines
treatment for tobacco use and depression or post-traumatic stress disorder compared to
standard tobacco cessation counseling.

Neither for nor against | Reviewed, New-added

Discussion

Review of three RCTs comparing behavioral interventions combining treatment for tobacco use
and depression or PTSD with interventions addressing tobacco use alone yielded insufficient
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evidence to draw conclusions regarding their relative efficacy. Dedert et al. (2019)(222) compared
Cognitive Processing Therapy for Smoking (CPTS) with a tobacco intervention that did not
address PTSD among Veterans with PTSD. Results showed that there was no effect of CPTS vs.
tobacco treatment alone on abstinence. However, those in the CPTS group reported improved
PTSD symptoms relative to those who received tobacco treatment only. Foa et al. (2017)(223)
compared varenicline smoking cessation treatment plus prolonged exposure (PE) with varenicline
smoking cessation treatment alone. No differences in abstinence were found between the
treatment groups; however, those randomized to varenicline combined with PE were more likely
to report reductions in PTSD and depressive symptoms relative to those who received varenicline
alone. Hitsman et al. (2023)(224) conducted a 2 x 2 factorial trial that evaluated the effects of 1)
Behavioral Activation for Smoking Cessation (BASC) vs. standard behavioral treatment and 2)
varenicline vs. placebo. Results showed that the behavioral intervention that targeted both
smoking and depression (BASC) did not increase abstinence relative to standard behavioral
treatment.

The overall strength of evidence was determined to be very low due to small sample sizes,
imprecision, substantial loss to follow-up, and other risks for bias. As such, it is currently unknown
whether there is an advantage to providing tailored interventions for people who use tobacco with
mental health conditions above and beyond standard evidence-based behavioral counseling.
Importantly, these findings do not contradict recommendations for providing evidence-based
behavioral counseling for people who use tobacco with mental health conditions.

Our analysis only considered evidence from SRs or RCTs published on or after January 1,
2014, to December 10, 2024. We were unable to include a large RCT (N=943) performed earlier
that compared Integrated Care (i.e., tobacco treatment delivered by a mental health provider
during PTSD treatment) vs. referral to VHA Smoking Cessation Clinics.(225) Results showed that
Integrated Care (vs. referral to a smoking cessation clinic) significantly improved prolonged
abstinence among Veterans with PTSD (8.9% vs. 4.5%, respectively).

While this Work Group determined that there was insufficient evidence to recommend for or
against delivering interventions that concurrently address tobacco use and mental health
conditions, there is no evidence of harm for patients who use a combination treatment approach.
Offering a combined treatment that emphasizes tobacco use as a primary treatment goal might
encourage treatment engagement among individuals reluctant to enter traditional mental health
treatment. Thus, such an approach provides an additional context for engaging patients in mental
health treatment as well as for monitoring their mental health symptoms within the context of
tobacco use treatment. In addition, some patients may prefer an efficient treatment approach that
simultaneously targets both tobacco use and mental health symptoms. As noted above, such an
approach can lead to improved mental health functioning (relative to tobacco treatment alone),
and there is no evidence for worsening of mental health symptoms when using a combined
approach. Although outside the scope of this review, another trial of Behavioral Activation
Smoking Treatment vs. standard smoking cessation treatment among Veterans with PTSD
demonstrated that there was no worsening of PTSD symptoms resulting from tobacco treatment
or achieving abstinence.(226)
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The Work Group agreed that there would be little variation in patient values and preferences, as
clinical experience indicates that patients highly value integrated/combined treatment approaches
for tobacco use. Moreover, patients may prefer the convenience of an approach that
simultaneously addresses multiple goals (i.e., treatment addresses both tobacco use and mental
health symptoms), eliminating the need for separate appointments. Kaye et al. (2025)(226), found
that Veterans with PTSD reported that an integrated approach was high in acceptability. The Work
Group also agreed that a combined treatment approach has the potential to decrease smoking-
related health inequities experienced by those with PTSD and depression by increasing
engagement of such individuals in tobacco treatment. While the studies reviewed focused
specifically on PTSD and depression, the Work Group noted that the balance of desirable and
undesirable outcomes, patient values and preferences, and potential implications for equity may
also extend to other mental health conditions.

The Work Group systematically reviewed evidence related to this recommendation.(222-224)
Therefore, it is categorized as Reviewed, New-added. The Work Group’s confidence in the quality
of the evidence was very low. The body of evidence had some limitations including small sample
sizes, imprecision, loss to follow-up, and risk of bias.(222-224) The benefits of using a tobacco
counseling approach that simultaneously treats tobacco use and mental health symptoms (e.g.,
improved mental health symptoms and treatment access for those with mental health disorders)
outweighed the potential harms, as no harms were noted. Patient values and preferences were
similar because patients tend to value the efficiency and individualization of approaches that
target multiple clinical goals. Thus, the Work Group decided upon a Neither for nor against
recommendation.

Recommendation

27. There is insufficient evidence to recommend for or against the effectiveness of bupropion
or nicotine replacement therapy for tobacco cessation during pregnancy.
Neither for nor against | Reviewed, New-added

Discussion

Two SRs examined whether pharmacotherapy is safe and effective during pregnancy. One SR,
found to be of good quality of evidence, included three RCTs comparing the safety and
effectiveness of bupropion to placebo in pregnant individuals.(227) The other SR included six
RCTs comparing the safety and effectiveness of NRT to placebo in pregnant individuals; the
overall quality of the included studies was found to be fair.(228) No studies met the inclusion
criteria for tobacco treatment during lactation and breastfeeding. Reduced use and increased quit
attempts were not reported in the included studies. Evidence for the safety and effectiveness of
other cessation interventions during pregnancy (e.g., varenicline) did not meet the inclusion
criteria.

For bupropion, no difference in tobacco abstinence outcomes was found compared to placebo.
The three RCTs included 205 participants (bupropion: n=99, placebo: n=106).(227) The Work
Group determined that due to the small number of study subjects, there is insufficient evidence to
assess safety during pregnancy. One RCT found increased birthweight and length in the
bupropion group. Two RCTs found no differences between birthweight, length, head
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circumference, Apgar scores, and gestational age. Known adverse effects of bupropion were
reported, including headache, sleep disturbances, nasal secretion, and dry mouth. Vomiting in the
bupropion group was reported in two women. Reduced use and increased quit attempts were not
reported in the included studies.

For NRT, the review by Coleman et al. (2012)(228) found no difference in validated or self-
reported abstinence compared to placebo. The six RCTs included 2,063 participants (NRT:
n=1,035, placebo: n=1,028). The Work Group determined that, due to the limited number of study
participants, there is insufficient evidence to assess safety signals of NRT during pregnancy. No
difference in adverse pregnancy outcomes was reported, including low birthweight, preterm birth,
congenital abnormalities, caesarean section, miscarriage and spontaneous abortion, and stillbirth.

This recommendation aligns with the U.S. Preventive Services Task Force 2021 recommendation,
which states, “the current evidence is insufficient to assess the balance of benefits and harms of
pharmacotherapy interventions for tobacco cessation in pregnant persons.”(229) The American
College of Obstetricians and Gynecologist committee opinion in 2023 discusses individualizing
pharmacotherapy with pregnant patients. They state that obstetricians should counsel pregnant
women on the risks of smoking and the benefits of quitting, potentially using medications like
bupropion or varenicline, while understanding their risks and benefits; bupropion is likely safe
during breastfeeding at low doses, but due to a lack of data, varenicline is not preferred during
lactation, especially with newborns or preterm infants.(230)

Due to the serious perinatal consequences of combustible tobacco and the known efficacy of
treatments in the general population, it was felt that the benefits of treatment slightly outweigh the
harms. There is likely some variation in patient values and preferences. Increased motivation to
quit during pregnancy, along with stigma in smoking status during pregnancy, were considered.
Those who continue to smoke during pregnancy likely have strong dependence on nicotine,
making cessation more challenging. Additionally, patients may be more averse to medication risks
during pregnancy.

The Work Group systematically reviewed evidence from Vila-Farinas et al.(2024)(227) and Claire
et al.(228) related to this recommendation for insufficient evidence for or against bupropion and
NRT during pregnancy. Therefore, it is categorized as Reviewed, New-added. The Work Group’s
confidence in the quality of the evidence was low. The body of evidence had some limitations
including a small sample size (227), and risk of selection and reporting bias.(228) The benefits of
NRT and bupropion use during pregnancy slightly outweighed the potential harm. Patient values
and preferences varied somewhat due to concerns around taking medications during pregnancy,
and increased stressors during the perinatal period, likely affecting motivation to quit. Thus, the
Work Group decided upon a Neither for nor against recommendation for bupropion or NRT for
tobacco cessation during pregnancy.
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H. Complementary and Integrative Health Interventions
Recommendation

28. As a standalone therapy, we suggest against acupuncture, mindfulness, or hypnotherapy
for abstinence from tobacco and nicotine products.
Weak against | Reviewed, New-added

Discussion

Acupuncture

The certainty of evidence for the short-term effectiveness of body filiform needle acupuncture,
auricular acupressure, and acupoint catgut embedding is overall very low. An umbrella SR by
Zhang et al. (2024)(231) demonstrated that the use of filiform needle acupuncture, auricular
acupressure, or acupoint catgut embedding may be effective in promoting short-term smoking
cessation (<6 months), but not long-term smoking cessation (>6 months) over sham treatment, in
adults who smoke cigarettes.(231) In studies assessing filiform needle acupuncture against NRT,
NRT was superior in achieving cessation. There were also data supporting that acupoint catgut
embedding may be comparable to bupropion or varenicline in promoting short-term cessation. No
serious adverse events were reported. However, major flaws in study design were noted in the
maijority of these studies. Lack of blinding and small sample sizes resulted in low certainty of
evidence.

The harms of utilizing acupuncture as a therapy for smoking cessation slightly outweigh the
benefits. Acupuncture therapy may be burdensome for some patients, requiring them to dedicate
time to attending appointments. As a result, if ineffective, the therapy may pose harm to patients’
confidence to continue to receive treatment to cease tobacco and nicotine use. There is also a
risk of financial loss to the healthcare system or the individual when insurance does not cover
these types of treatments, and they are ineffective.

Mindfulness

The strength of the evidence for mindfulness training as a treatment for tobacco and nicotine use
is overall low. A Cochrane review demonstrated that studies comparing mindfulness-based
interventions for tobacco cessation to other forms of tobacco cessation treatment (counseling or
brief advice) or no treatment did not detect significant differences in abstinence rates.(232) The
burden of mindfulness as a standalone therapy slightly outweighs the benefits. Mindfulness
training and practice require patients to dedicate time to practicing and achieving results, which
may lead to frustration if ineffective for smoking cessation. A benefit of mindfulness practice is that
it can be performed by the patient at home and does not require scheduled appointments.
Mindfulness practice may also help patients cope with stress and overcome triggers for tobacco
and nicotine use.(233)

Hypnotherapy

The strength of evidence is low for hypnotherapy as an intervention for smoking cessation when
compared to other interventions. A Cochrane review demonstrated that studies comparing
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hypnotherapy to a variety of interventions such as behavioral interventions, NRT, medication,
placebo drug, or rapid smoking, did not find significant differences between hypnotherapy and
other interventions.(234) Researchers did observe higher rates of smoking cessation when
assessing hypnotherapy vs. no treatment and when assessing hypnotherapy as an adjunct to
another intervention. However, these studies were found to be at high risk for publication bias,
selection bias, and detection bias.

Few studies assessed adverse events from hypnotherapy compared to other interventions.
Similar to acupuncture, the harms and burden of hypnotherapy slightly outweigh the benefits.
Engaging in hypnotherapy as a standalone treatment may delay care with more effective
treatments that are backed by evidence. Hypnotherapy may also be burdensome as it requires a
time commitment to attend appointments. For these reasons, treatment failure may discourage
patients from seeking further treatment. Of note, military personnel engaging in hypnosis may lose
their security clearances due to concerns regarding their reliability.

Treatment Accessibility

Access to acupuncture and hypnotherapy is widespread within the VHA. VA Directive 1377,
provision of complementary and integrative health approaches, enables Veterans to receive these
services at VA Medical Centers, through telehealth, or through community care. However, for the
DOD, there is limited access to acupuncture and hypnotherapy as treatment options for tobacco
and nicotine use. Providers specializing in acupuncture or hypnotherapy may be scarce in rural
and remote areas near military treatment facilities. Furthermore, for active-duty personnel,
TRICARE does not cover out of network referrals for such treatments. Patients who are averse to
pain and needles may not adhere to acupuncture, making it impractical as a generally
recommended standalone treatment option.

Mindfulness, while more easily accessible for patients, may not be widely accepted. Mindfulness
practice can be performed in a wide array of settings by patients after initial training. However,
patients may be skeptical if not previously exposed to such therapies.

The Work Group systematically reviewed evidence related to this recommendation.(231,232,234)
Therefore, it is categorized as Reviewed, New-added. The Work Group’s confidence in the quality
of the evidence was very low. The body of evidence had some limitations including small sample
sizes, lack of clear and consistent control groups across studies, blinding, and chemical
verification of abstinence.(231,232,234) The potential harm of acupuncture, mindfulness, and
hypnotherapy as standalone therapies for tobacco and nicotine cessation slightly outweigh the
benefits. Patient values and preferences varied largely because some patients prefer a wide
variety of options while others prefer therapies that are easy to administer, that can easily fit into
their schedules, and that do not require invasive techniques. Thus, the Work Group decided upon
a Weak against recommendation.
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l. Neurostimulation Interventions
Recommendation

29. There is insufficient evidence to recommend either for or against repetitive transcranial
magnetic stimulation, transcranial direct current stimulation, and intermittent theta burst
stimulation for abstinence from tobacco and nicotine products, reduced use, or cravings.
Neither for nor against | Reviewed, New-added

Discussion

This recommendation is based on the findings of three SRs by Mehta et al. (2023)(235), Chan et
al. (2024)(236), and Gay et al. (2022)(237). The overall confidence in the evidence for abstinence
outcomes was rated as low to moderate.

A comprehensive SR and meta-analysis of four neuromodulation therapies - repetitive transcranial
magnetic stimulation (rTMS), transcranial direct current stimulation (tDCS), intermittent theta burst
stimulation (iTBS), and deep brain stimulation (DBS) across substance use disorders, including
tobacco, was published by Mehta et al. in 2023.(235)

rTMS is a non-invasive neuromodulation technique shown to be effective in neurological and
psychiatric disorders.(235) It uses a changing magnetic field to induce an electric currentin a
targeted area of the brain. An electromagnetic coil is placed against the scalp of the head,
delivering magnetic pulses that stimulate nerve cells in regions of the brain. For tobacco use,
multi-session rTMS showed moderate effects in reducing cravings and use. However, protocols
varied in frequency, coil type, duration, and session scheduling. Most studies assessed outcomes
within days to weeks post-intervention, relying on self-reported craving and smoking behavior,
with long-term cessation rates largely underexplored. Compared to tDCS, rTMS demonstrated
larger, more consistent effect sizes. However, differences in stimulation, frequencies, session
count, coil positioning, and intensity reduced comparability across studies and limited protocol
optimization.

tDCS is a non-invasive brain stimulation technique that modulates cortical excitability by applying
electrical currents using two or more electrodes.(235) For tobacco use, reduced craving was the
most responsive outcome, compared to reduced use or abstinence. However, the strength of
evidence is low due to methodological variability and inconsistencies. No statistically significant
abstinence findings were reported, primarily due to the lack of long-term trials and inconsistent
outcome definitions. Many studies relied on self-reported craving and use, although participants
who received active tDCS reported less craving than those in the sham group.

Chan et al. (2022)(236) reported similar findings but noted the lack of gold standard protocols and
limited abstinence data, indicating that the role of tDCS in relapse prevention remains unclear.

iTBS, a shorter, patterned form of rTMS, was not independently analyzed or specifically evaluated
in the people who use tobacco in the studies by Mehta et al. (2024)(235) and Gay et al.
(2022)(237). However, among stimulant users (including those in the nicotine group), iTBS
showed potential for reducing smoking-related cravings. Mehta et al. (2023)(235) reported higher
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sustained abstinence rates, particularly when iTBS was combined with CBT at three months post-
treatment, highlighting the role of behavioral therapy in translating neural changes into lasting
cessation.

Mehta et al. (2024)(235) reported 3-month abstinence outcomes; however, this finding was not
consistent across all studies. Chan et al. (2024)(236) primarily focused on immediate reductions in
cravings and did not include abstinence outcomes. Gay et al. (2022)(237) focused entirely on
cravings and excluded long-term outcomes such as relapse or cessation. Biochemical validation
was also not reported.

Due to the invasive nature and extremely limited number of studies focusing on tobacco, DBS is
not considered in this recommendation.

Evidence suggests the benefits slightly outweigh the harms and burdens. Overall, rTMS, tDCS
and iTBS are considered safe, low-risk, and generally well tolerated, with minor side effects such
as scalp irritation, tingling, and headaches. Among neuromodulation treatments for nicotine use,
rTMS involves the greatest time commitment. Multi-session trials have shown a modest increase
in abstinence, particularly when combined with CBT. However, these modalities are not ideal for
casual use or targeting cravings alone due to their time and logistical burdens.

Patient values and preferences varied. Non-pharmacologic options are attractive to those seeking
alternatives to medications or NRT with minimal side effects. Yet, some patients may hesitate to
accept neuromodulation due to unfamiliarity with the technology. The term “brain stimulation” can
sound invasive. There is potential hesitation to try something that is not yet a standard of care for
smoking cessation. Time can be a barrier as multiple sessions may be needed. These treatments
are often not reimbursed for smoking cessation, leading to high out-of-pocket costs.

Access to neuromodulation for tobacco addiction within VA and DOD is currently limited, and
trained staff or equipped facilities may not be available across the enterprise.

The Work Group systematically reviewed the evidence related to this
recommendation.(235),(236),(237). As such, it is categorized as Reviewed, New-added. The Work
Group rated its confidence in the quality of the evidence as very low. Limitations included
variability in technique, stimulus intensity and frequency, total pulse count, and inconsistencies in
targeted brain regions. Additionally, most trials assessed outcomes within a few weeks post-
treatment. The lack of long-term data on sustained abstinence, relapse prevention, and validated
abstinence outcomes warrants cautious interpretation. As a result, the Work Group issued a
Neither for nor against recommendation.

J. Interventions Implemented at System-level
Recommendation

30. We recommend using proactive outreach to increase engagement in treatment for tobacco
and nicotine use.
Strong for | Reviewed, New-added
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Discussion

Traditionally, healthcare systems favor a reactive approach to tobacco and nicotine cessation
services. Patients are more often provided with information about cessation services during
clinical visits rather than through a proactive outreach effort. A proactive outreach approach
involves actively reaching out to patients to address their concerns and anticipate their needs.
This, in return, allows for a greater promise in improving participant rates, lowering barriers, and
improving outcomes. The SR retrieved 3 RCTs and 2 secondary analyses of the data from 1 of
the RCTs in proactive outreach with Veteran, military populations. The studies looked at the
effectiveness of proactive outreach with MI versus usual care for the engagement of smoking
cessation services. Proactive outreach efforts in the studies included (1) a telephone call, (2) face-
to-face, or (3) a mailed invitation. Through telephone efforts, participants were contacted by an
assigned coordinator, counselor, or instructed to directly call the tobacco quitline. Participants who
opted for in-person (face-to-face) counseling attended group sessions or individual counseling
sessions (if available). Individuals who opted for mail received cessation reference materials
(personal invitation letter and brochure) about the program and were offered telephone or in-
person for continued service.

Usual care defined in the studies included access to (1) tobacco quitline, (2) cessation medicine,
or (3) self-help material. Variation in measurement of engagement included the use of
pharmacotherapy or NRT, calls to the quitline, and engagement with smoking cessation services.
The quality of evidence for proactive outreach ranged from very low to moderate. The combined
studies showed that there was a higher level of engagement in smoking cessation services
through outreach efforts.

In a study conducted by Sherman et al. (2018)(238); they compared two engagement
approaches: proactive outreach versus reactive engagement for smoking cessation treatment.
The study involved 2,003 participants across 35 Department of VA primary care clinics in
California and Nevada. Participants were divided into two groups: the proactive group (1,069
participants) received counseling calls from a care coordinator via the quit line, while the reactive
group (934 participants) only received self-help materials. Notably, participants in the proactive
group reported a higher abstinence rate at six months (21.0% vs. 16.4%, p=0.03). Additionally,
there was an increase in the use of cessation medications in both groups (70.11% vs. 57.6%,
p<0.001), indicating that both strategies contributed to long-term abstinence.

In another review by Fu et al. (2014)(239), the Veterans Victory Over Tobacco Study looked at
6,400 individuals who smoke, aged 18 to 80. The study looked at using proactive outreach versus
usual care (reactive care). Proactive outreach efforts included mailed invitations followed by a
telephone call. The usual care participants received access to smoking cessation resources
during standard routine care. A total of 5,123 participants were included in the primary study. The
primary outcome was 6 months of prolonged smoking abstinence at the 1-year mark. At the 1-
year mark, the smoking abstinence rate was 13.5% for proactive care compared to 10.9% with
usual care. It is important to note, however, that two additional RCTs yielded mixed results
regarding the effectiveness of proactive outreach following patient discharge from a hospital.
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Additional considerations that influenced the Work Group’s recommendation included the
involvement of specific sub-populations. The studies reviewed encompassed Veterans, active-
duty personnel, reservists, members of the National Guard, dependents of military individuals, and
the general population. Notably, the research by Klesges et al. (2015)(240), specifically focused
on active-duty personnel from the Air Force and Army.

The Work Group systematically reviewed evidence related to this recommendation.(49,238,240-
243) Therefore, it is categorized as Reviewed, New-added. The Work Group’s confidence in the
quality of the evidence was moderate. The body of evidence had some limitations including 4
RCTs rated fair quality, e.g., small sample size and confounders in the
analysis.(124,238,240,244,245) The benefits of proactive outreach outweigh harms/burden, the
potential harm being small adverse events. Patient values and preferences varied somewhat as
some patients may be reluctant, not ready, or prefer not to discuss at the time. Additionally, some
patients may have a preference in the outreach strategy such as a phone call, traditional mail, or
text message. Thus, the Work Group decided upon a Strong for recommendation.

Recommendation

31. We suggest the use of contingency management or incentives in combination with
behavioral counseling and pharmacotherapy for treating tobacco and nicotine use.
Weak for | Reviewed, New-added

Discussion

Contingency management (CM) and incentive-based rewards are both behavioral interventions
that use external rewards to encourage desired behaviors. CM uses motivational incentives, like
prizes or vouchers, to reward persons for positive behaviors, such as remaining abstinent from
drug use. CM has been used to reduce drug use across a wide range of substances (246) and
has been implemented in VHA as an evidence-based practice for the treatment of substance use
disorders.(247) Traditionally, CM protocols are clinic-based and provide positive
rewards/reinforcers contingent on evidence of drug abstinence measured frequently via objective
biological assay. In contrast to CM, incentive-based reward programs attempt to induce
abstinence by the provision of much larger rewards that are offered less often (e.g., a single
occasion or a few endpoints).

The Work Group reviewed evidence from SRs and meta-analyses of CM/incentive-based
programs in mixed populations as well as available evidence in subpopulations including pregnant
women and persons with other substance use disorders. Davidson et al. (2024)(248) reviewed 37
studies and found a consistent effect favoring CM, however, the length of follow-up assessment
was not specified in the review, and thus, little weight was given to the findings. Getty et al.
(2019)(249) reviewed two RCTs of mobile-health based CM, but only one study reported
abstinence outcomes at a long-term follow-up, indicating a short-term treatment effect for CM that
was not statistically significant at the 6-month follow-up. Sayegh et al. (2017)(250) reviewed 12
CM trials, finding an effect in favor of CM between >0 and <3 months, however, only 4 of the
included trials reported a long-term follow-up. Of these, two studies overlapped with the review
and meta-analysis by Notley et al. (2019).(251) Of the 2 studies from Sayegh et al. (2017)(250)
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that were not included in Notley et al. (2019)(251), only one study reported abstinence rates.
Dallery et al. (2013)(252) found that an internet voucher-based CM protocol resulted in abstinence
rates that were twice as high at the 6-month follow-up (15.8% vs. 8%), but results were not
statistically significant. Given the small number of studies with a long-term follow-up and the
overlap with Notley et al. (2019)(251), the meta-analysis from Sayegh et al. (2017)(250) was not
considered by the Work Group. Notley et al. (2019)(251) is a large Cochrane review of 43 studies
that included CM or incentive-based interventions and was viewed as the best evidence
examining the efficacy of CM/incentives in mixed populations. Importantly, findings from Notley et
al. (2019) examining studies that assessed bio-verified abstinence rates with at least a 6-month
follow-up demonstrated an effect on abstinence in favor of CM/incentive-based programs at both
short-term and long-term follow-ups. Because no review directly addressed the second part of our
key question (i.e., the comparative effectiveness of CM as an adjunct to a behavioral intervention
versus a behavioral intervention alone), we further examined a subset of studies reviewed in
Notley et al. (2019)(251) that included a test of CM intervention plus another behavioral
intervention versus a behavioral intervention alone. Together, these studies (253-260) indicated
an effect in favor of CM paired with a behavioral intervention over a behavioral intervention alone
(RR=1.67; 95% CI: 1.18-2.36). When examining the efficacy of CM in specific populations, two
meta-analyses (251,261) indicated an effect on abstinence in favor of CM for pregnant women
including abstinence outcomes measured during pregnancy and at postpartum assessments.
Meta-analyses of CM interventions for persons who smoke in treatment for other substance use
disorders (251,262) demonstrated an effect for CM at end-of-treatment that did not persist to long-
term outcomes.

The Work Group judged that the benefits of achieving abstinence using CM/incentives outweigh
the associated harms or burdens. The benefits of cessation are substantial. Burdens associated
with CM/incentives include the need to bioverify abstinence and the increased costs of incentives.

When considering patient values and preferences, evidence outside the scope of the review
indicates that the majority of people who use tobacco view rewards/incentives and abstinence
verification as helpful for increasing motivation to achieve abstinence.(263-266) There is variation,
however, in perceptions about the appropriate size and value of incentives for CM programs.(263)
Incentives have ranged from small amounts (e.g., under $100) to large amounts (e.g., over $700).
(251) Notley found there was no statistically significant effect between trials offering low or high
total value of incentives.(251) Similarly, there is likely variation in the salience of reward based on
patient-related factors such as income.

With consideration to subgroups, the addition of CM to standard behavioral counseling
interventions may be especially important for pregnant women who may be reluctant to use or
have contraindications to the use of tobacco cessation pharmacological aids. There is evidence of
attenuated long-term effectiveness of CM in some populations. Although there is insufficient
evidence of long-term benefit in persons in treatment for SUDs (e.g., alcohal, illicit drugs), there is
a clear benefit for CM for increasing quit attempts and short-term abstinence outcomes in this
population, which disproportionately bears the burden of tobacco-related health consequences.
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The Work Group systematically reviewed evidence related to this recommendation.(251,261,262)
Therefore, it is categorized as Reviewed, New-added. The Work Group’s confidence in the quality
of the evidence was low. The body of evidence had some limitations including small sample sizes,
variation in the length of treatment, variation in monitoring and reinforcement schedules, and
variation in the magnitude of rewards. The quality of included studies was judged to be fair.
(251,261,262) The benefits of CM/incentives for abstinence outweighed the potential harm which
was small. Patient values and preferences varied somewhat on the salience of rewards. Thus, the
Work Group decided upon a Weak for recommendation.

Recommendation

32. There is insufficient evidence to recommend either for or against the use of an opt-out
approach to increase engagement in treatment for tobacco and nicotine use.
Neither for nor against | Reviewed, New-added

Discussion

The term “opt-out” refers to a patient being given treatment unless they refuse it. There were two
studies evaluating an opt-out approach for engaging patients in tobacco cessation treatment in
inpatient settings and a secondary analysis analyzing the impact of desire to quit on the
outcomes. The results were mixed or showed no difference regarding the effect on treatment
engagement after hospital discharge.

Richter et al. (2023)(245) compared opt-out to an opt-in strategy. Patients were provided with
inpatient NRT, post-discharge prescription for NRT, 2-week starter kit, treatment planning and 4
counseling calls. They could opt-out of any or all of these offerings. The opt-in group had the
same intervention options provided using an opt-in style of language, and those unwilling to quit
received MI. Engagement was measured based on having one or more counseling calls within
one month of discharge. Within the opt-out group, 88.7% engaged in a call compared to 37.1% in
the opt-in group. The quit rate (based on biochemical confirmation) in the opt-out group was 36%
higher, however, this was not statistically significant.

Gajewski et al. (2023)(267) performed a secondary analysis of an opt-in versus opt-out study to
assess the role of an individual’'s desire to quit on abstinence rates, noting that those with a lower
desire had lower quit rates however, there was a comparable effect of the opt-out approach
regardless of level of desire to quit.

Overall, the benefits as measured by engagement in a counseling call and the suggestion (but not
statistically significant) of possible higher quit rates, outweigh the harms/burdens such as cost for
medication prescriptions and patients’ perception of coercion to accept treatment.

An opt-out approach would align treatment for tobacco and nicotine use with other chronic
disease conditions, advising a patient of the benefits of treatment and encouraging engagement
and adherence. However, some patients may not be interested in having a conversation about
their tobacco and nicotine use and may not appreciate a proactive/opt-out approach. There may
also be a cost for medication prescriptions that the patient did not request and/or is unwilling to
pay for.
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The Work Group systematically reviewed evidence related to this recommendation.(244,245,267)
Therefore, it is categorized as Reviewed, New-added. The Work Group’s confidence in the quality
of the evidence was very low. The body of evidence had some limitations including
generalizability, no difference or mixed results for the critical outcome, and small sample
size.(244,245,267) The benefits of an opt-out approach on treatment engagement slightly
outweigh the potential harm of a patient feeling coerced. Patient values and preferences varied
somewhat because some patients prefer not to discuss their tobacco or nicotine use. Thus, the
Work Group decided upon a Neither for nor against recommendation.

X. Research Priorities

During the development of the 2026 VA/DOD Tobacco Cessation CPG, the Work Group identified
topics needing additional research, including areas requiring stronger evidence to support current
recommendations and research exploring new areas to guide future CPG updates.

A. Patterns of Use

The studies examined in this CPG were largely focused on cigarette smoking and abstinence
outcomes measured exclusively in terms of cigarette smoking. The patterns of nicotine product
use are changing among military Service members and Veterans, as well as within the US
population overall, with increasing use of ENDS and nicotine pouches. Patients may be using a
single product or a combination of products. However, all of these products can cause nicotine
dependence and withdrawal when use is stopped.

To increase the utility of research studies to clinical decision making, researchers should aim to
more broadly include participants who use various and multiple nicotine-containing products and
measure the efficacy of treatment on abstinence. This may necessitate the development of new
tools, such as product-agnostic measures of nicotine dependence and tests to biochemically
verify abstinence from nicotine products.

B. Populations of Interest

Multiple research priorities were identified regarding populations at increased risk for tobacco use,
such as those with direct combat exposure and PTSD. Given the higher prevalence of tobacco
use among military Service members and Veterans, further research is needed to determine
effective interventions tailored specifically to these groups. Additional studies are warranted to
address the needs of individuals with co-occurring mental health conditions, AUD, and SUD,
those experiencing homelessness, as well as pregnant persons, those not ready to quit, and
populations differentiated by age and sex. Expanding the evidence base for these subgroups will
support more targeted and effective cessation strategies.

C. Pharmacotherapy Interventions

Several pharmacologic areas were identified as research priorities. These research areas involve
populations who may have been understudied or excluded from studies before, as well as atypical
use patterns/products.
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Future research is needed to assess the safety and effectiveness of pharmacotherapy during
pregnancy. Additionally, there is a dearth of research examining pharmacotherapy interventions in
people who do not use tobacco every day (non-daily use). Given that these individuals often
exhibit overall different behavioral (i.e., use often described as “light”; less than 10 cigarettes a
day) and demographic (i.e., Black, younger) patterns, they represent stark differences from daily
use persons.(268) This research would help clarify treatment protocols in those groups and may
help address health inequities that have gone unexamined previously. Studies also need to
explore new developments in tobacco treatment and use, such as non-FDA-approved
medications (i.e., optimal duration of cytisinicline [cytisine] treatment and effectiveness trials), and
non-traditional pharmacological use (i.e., bupropion for smokeless tobacco cessation). Currently,
ENDS are classified as tobacco products and are not FDA-approved as treatment strategies;
however, RCTs that compare ENDS to other pharmacotherapies are needed should ENDS
become FDA-approved. RCTs that directly compare the effectiveness and safety of ENDS using
standardized products and duration of use are also needed. Studies specifically tailored to explore
the health effects of long-term use and replacing one mode of nicotine delivery for another would
also be beneficial. Finally, studies on nicotine pouches and further RCTs with sufficient power
exploring pharmacotherapy interventions for smokeless tobacco and novel pharmacotherapies
are needed.

D. Non-Pharmacotherapy Interventions

Non-pharmacologic strategies remain an important area for further investigation. Research
assessing the impact of lifestyle interventions, both independently and in combination with
behavioral health support, is needed. Trials examining the effectiveness of multi-component
interventions, including medication sampling and behavioral engagement strategies to increase
treatment uptake, are a priority. Adaptive study designs that evaluate relapse treatment strategies
or interventions are also essential.

Further evidence is needed on CM approaches needed to promote long-term abstinence,
including the type and value of incentives to join or engage in treatment, duration of abstinence
induction, and reinforcement schedules. Additional research should also explore the use of
neuromodulation techniques such as rTMS, tDCS, and iTBS as adjuncts to evidence-based care.

Further research is recommended to evaluate intensive smoking cessation interventions
independently and in combination with therapies such as health coaching, mindfulness, master
resilience training (MRT)-led coaching, behavioral activation therapy, ACT, program of assertive
community treatment, and CBT. Studies that evaluate the use of text messaging programs, apps,
and other complementary and integrative health interventions as adjunct treatments for cessation
would also be beneficial.

E. Treatment Implementation and Engagement

Research should focus on effective implementation strategies to improve treatment access and
patient engagement and re-engagement. Clarifying optimal intervention parameters—including
cost effectiveness, dose-response, intensity, duration, provider type, centralized care approaches
to delivering outreach and treatment, opt-out treatment models, and clinical setting is essential.
Studies employing equivalence testing, validated outcomes, and standardized comparisons will
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strengthen the evidence base. Ensuring balanced, diverse patient samples and larger study
populations will support more general recommendations for future guideline updates. Health
economic and cost-effectiveness analysis is also needed in order to inform health system policy
and implementation of effective clinical interventions.
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Appendix A: Guideline Development Methodology

A. Developing Key Questions to Guide the Systematic Evidence Review

To guide this CPG’s systematic evidence review, the Work Group drafted 19 KQs on clinical
topics of the highest priority for the VA and DOD populations. The KQs followed the population,
intervention, comparison, outcome, timing, and setting (PICOTS) framework, as established by
AHRQ (see Table A-1).

Table A-1. PICOTS (269)

Patients, Patients of interest. It includes the condition(s), populations or sub-populations,
2 Population, or | disease severity or stage, co-occurring conditions, and other patient characteristics
Problem or demographics.

Treatment (e.g., drug, surgery, lifestyle changes), approach (e.g., doses, frequency,
methods of administering treatments), or diagnostic/screening test used with the
patient or population.

Treatment(s) (e.g., placebo, different drugs) or approach(es) (e.g., different dose,
(3l Comparison | different frequency, standard of care) that are being compared with the intervention
or exposure of interest described above.

Results of interest (e.g., mortality, morbidity, quality of life, complications).
Outcomes can include short, intermediate, and long-term outcomes.

Intervention
or Exposure

Timing, if Duration or follow-up of interest for the particular patient intervention and outcome to
applicable occur (or not occur).

Setting, if Setting or context of interest. Setting can be a location (e.g., primary, specialty,
applicable inpatient care) or type of practice.

Abbreviations: PICOTS: population, intervention, comparison, outcome, timing, and setting

The Champions, Work Group, and Evidence Review Team carried out several iterations of this
process, each time narrowing the scope of the CPG and literature review by prioritizing the topics
of interest. Due to resource constraints, not all developed KQs could be included in the systematic
evidence review. Thus, the Champions and Work Group determined which questions were of
highest priority to include in the review. Table A-4 contains the final set of KQs used to guide the
systematic evidence review for this CPG.

Using the GRADE approach, the Work Group rated each outcome on a 1-9 scale (7-9, critical for
decision making; 4-6, important, but not critical, for decision making; and 1-3, of limited
importance for decision making). Critical and important outcomes were included in the evidence
review (see Qutcomes); however, only critical outcomes were used to determine the overall
quality of evidence (see Determining Recommendation Strength and Direction).

a. Population(s)

The clinical population considered in this systematic review are adults (aged 18 years or older)
with use of a tobacco or nicotine product of any variety. Individual KQs have additional specific
criteria noted below:

o KQ1,2,7,12-14, 16, 18, 19: Adult tobacco or nicotine product users who are ready to quit.
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KQ3: Adults who have relapsed after confirmed abstinence from nicotine-containing
products

KQ4: Individuals in standard population who are pregnant or lactating.

KQ5: Individuals in standard population who are undergoing surgery (elective, non-
elective)

KQ6, 8: Individuals in standard population with a co-occurring mental health condition
(including major depressive disorder, bipolar disorder, schizophrenia, post-traumatic stress
disorder)

KQ9: Individuals in the standard population who also have an alcohol use disorder or
substance use disorder

KQ10: Individuals ready to quit, with subpopulations including those with mental health
disorders or substance use disorders, and pregnant/postpartum tobacco/nicotine users
KQ11: Various subgroups (gender, racial, ethnic, gender/sexual identity, income brackets,
military populations) of those ready to quit

KQ 15 may include both patients ready to quit and those not ready to quit

KQ18: Adult tobacco or nicotine product users not ready to quit (those who are not willing
to set a quit date within 30 days)

b. Interventions and Comparators

(e | Intervention(s) ‘ Comparator(s)
1 s Combination Nicotine replacement therapy |®  Bupropion
(NRT) = NRT monotherapy
= Bupropion + NRT = Varenicline
= Varenicline
= Varenicline + NRT
= Varenicline + bupropion
= NRT/combination NRT + varenicline +
bupropion
= Cytisine/cytisinicline
2 | = Pharmacotherapy of one duration (For = Same pharmacotherapy of a different
example, 6 weeks or 12 weeks) duration (For example, a longer duration of
12 to 24 weeks or longer)
3 | = Cessation treatment (pharmacotherapy ®  Placebo
and behavioral counseling separate or m  Usual care
combined) — recycling treatment, = Preparation treatment (intermediate goal
encouraging another quit attempt setting, e.g., reduction)
4 | = Pharmacotherapy (currently FDA = Placebo
approved): = No treatment
= Varenicline
= NRT monotherapy or combination NRT
bupropion
5 | = Pharmacotherapy (currently FDA = Placebo
approved): = No treatment
= Varenicline = Behavioral health interventions
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(e | Intervention(s) Comparator(s)
= NRT monotherapy or combination NRT
bupropion
6 |« Combination Nicotine replacement therapy | ® Bupropion
(NRT) = NRT monotherapy
= Bupropion + NRT = Varenicline
= Varenicline
= Varenicline + NRT
= Varenicline + bupropion
= NRT/combination NRT + varenicline +
bupropion
=  Cytisine/cytisinicline
7 | = Behavioral health intervention delivered = Behavioral health interventions utilizing
either in-person or by video telehealth different therapeutic approaches (e.g.,
(excludes telephone counseling) standard CBT vs. ACT or BA)
= Same Behavioral health intervention
delivered at a different intensity or duration
= May include pharmacotherapy if the same
pharmacotherapy is balanced across
treatment arms
8 | = Behavioral health treatment targeting = Behavioral health intervention focused solely
another mental health condition on tobacco cessation
(depression, anxiety, etc.) that includes a = May include pharmacotherapy if the same
cessation component pharmacotherapy is balanced across
treatment arms
9 | = Behavioral health treatment targeting = Control or comparison tobacco use treatment
AUD or SUD treatment . = Behavioral health intervention focused solely
= Behavioral health treatment targeting on tobacco cessation
alcohol use disorder or substance use = May include pharmacotherapy if the same
disorder tOgether with tobacco cessation pharmacotherapy is balanced across
treatment arms
10 | = Behavioral intervention incorporating CM m  Behavioral intervention without CM
(including financial incentives) = May include pharmacotherapy if the same
as adjunct/in addition to behavioral treatment arms
intervention
11 | » Culturally tailored behavioral intervention ®=  Standard behavioral intervention
= May include pharmacotherapy if the same
pharmacotherapy is balanced across
treatment arms
12 | »  CIH intervention delivered either alone or | ® Standard tobacco cessation treatment (May
as adjunct to behavioral intervention include pharmacotherapy if the same
= CIH intervention integrated within pharmacotherapy IS balanced across
behavioral health intervention treatment arms) without CIH component
. . = Placebo/minimal treatment compared for
®=  Including acupuncture, biofeedback,
. : . standalone
hypnosis, massage, mindfulness, exercise
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(e | Intervention(s) Comparator(s)
therapy, autogenic training, progressive
relaxation, breathing exercises, guided
imagery, meditation, gi gong, tai chi, and
yoga.

13 | = Technology-based intervention alone oras |® Standard tobacco cessation treatment
an adjunct to standard tobacco cessation without a technology component
treatment (counseling/medication) = No treatment/ minimal intervention
(smartphone/tablet apps, text message
programs, chatbots, web sites, Just-in-time-
adaptive interventions, virtual reality, Al,
wearable technology)

14 | = Product switching to ENDS or other non- = Pharmacotherapy to include:
FDA-approved products = Varenicline

= Vaping = NRT monotherapy or combination NRT
= Bupropion
m  Cytisine/cytisinicline

15 | = Treatment engagement intervention ®  Usual care standard tobacco cessation
(including proactive outreach, opt-out, treatment (counseling/medication) could
motivational interviewing, NRT sampling include reactive approaches such as mailing
etc.) a letter only, providing contact information for

quit line etc.)

16 | = Behavioral health (CBT for tobacco) = Behavioral health intervention (CBT for
intervention for tobacco/nicotine cessation tobacco) for tobacco/nicotine cessation
combined with a lifestyle intervention without a lifestyle intervention focused on
focused on weight loss, diet, exercise, etc. weight loss, diet, exercise, etc.

= May include pharmacotherapy if the same
pharmacotherapy is balanced across
treatment arms

17 | = Transcranial magnetic stimulation (TMS) = Sham TMS

= Transcranial direct current stimulation =  ShamtDCS
(tDCS) = Sham TBS

= Theta burst stimulation (TBS) = May include pharmacotherapy or other

= Alone or as adjunct to cessation treatment standard cessation treatment if the same
(pharmacotherapy and/or behavioral treatment is balanced across treatment arms
counseling)

18 | = FDA-approved pharmacotherapy No intervention

= Behavioral Interventions - individual and Brief interventions by primary care
group

= Motivational Interviewing

= Rate Reduction

19 | = Combination Nicotine replacement therapy | ® Placebo
(NRT) = No treatment

= Varenicline = Brief intervention
= Bupropion

Abbreviations: ACT: acceptance and commitment therapy; Al: artificial intelligence; AUD: alcohol use disorderBA:
behavioral activation; CBT: cognitive behavioral therapy; CIH: complementary and integrative health; CM: contingency
management; ENDS: electronic nicotine delivery systems; FDA: Food and Drug Administration; NRT: nicotine
replacement therapy; SUD: substance abuse disorder
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c. Outcomes

Critical Outcome(s)

Important Outcome(s)

Abstinence (SRNT defined)

1 | = Abstinence (SRNT defined) = Reduced use
= Duration of abstinence = Serious adverse events
= Quit attempts
= Time to relapse
2 = Abstinence (SRNT defined) = Reduced use
= Duration of abstinence m  Serious adverse events
= Quit attempts
= Time to relapse
3 | = Abstinence (SRNT defined) = Reduced use
= Duration of abstinence = Serious adverse events
= Quit attempts
= Time to relapse
4 | = Abstinence (SRNT defined) = Reduced use
= Duration of abstinence = Quit attempts
= Adverse pregnancy outcomes/Serious = Time to relapse
adverse events
5 | = Abstinence (SRNT defined) = Reduced use
= Duration of abstinence = Quit attempts
= Adverse surgical outcomes = Time to relapse
m  Serious adverse events
6 | = Abstinence (SRNT defined) = Reduced use
= Duration of abstinence m  Serious adverse events
= Quit attempts
= Time to relapse
= Mental health functioning outcomes
7 | = Abstinence (SRNT defined) = Reduced use
= Duration of abstinence m  Serious adverse events
= Quit attempts
= Time to relapse
8 | = Abstinence (SRNT defined) = Reduced use
= Duration of abstinence = Serious adverse events
= Quit attempts
= Time to relapse
= Mental health functioning outcomes
9 |= Abstinence (SRNT defined) = Reduced use
= Duration of abstinence = Serious adverse events
= AUD/SUD outcomes = Quit attempts
= Time to relapse
10 |« Apstinence (SRNT defined) = Reduced use
= Duration of abstinence = Serious adverse events
= Quit attempts
= Time to relapse
11 | a = Reduced use
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Critical Outcome(s)

Important Outcome(s)

= Duration of abstinence m  Serious adverse events
= Quit attempts
= Time to relapse
= Treatment retention (e.g. % sessions attended)
12 | u  Abstinence (SRNT defined) = Reduced use
= Duration of abstinence = Serious adverse events
= Quit attempts
= Time to relapse
= Treatment retention/engagement
13 | = Abstinence (SRNT defined) = Reduced use
= Duration of abstinence = Serious adverse events
= Quit attempts
= Time to relapse
14 | = Abstinence (SRNT defined) =  Reduced use
Duration of abstinence = Moderate adverse events
Serious adverse events = Quit attempts
= Time to relapse
15 | = Abstinence (SRNT defined) = Reduced use
= Treatment participation/engagement ®m  Serious adverse events
= Quit attempts
= Time to relapse
16 | a  Apstinence (SRNT defined) = Reduced use
= Duration of abstinence = Serious adverse events
= Quit attempts
= Time to relapse
17 | = Abstinence (SRNT defined) = Reduced use
= Duration of abstinence = Serious adverse events
= Quit attempts
= Time to relapse
= Craving
18 | = Abstinence (SRNT defined) = Reduced use
= Treatment participation/engagement =  Serious adverse events
= Quit attempts = Duration of abstinence
19 | = Abstinence (SRNT defined) =  Reduced use
= Duration of abstinence = Serious adverse events
= Quit attempts
= Time to relapse

Abbreviations: SRNT: Society for Research on Nicotine and Tobacco

d. Timing

KQs 1-19 Minimum of 3 months follow-up -
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e. Setting(s)
Any setting.

B. Conducting the Systematic Review

Literature searches identified 6,425 citations potentially addressing the KQs of interest for this
evidence review. Of these, 3,551 were excluded upon title review for clearly not meeting inclusion
criteria (e.g., not pertinent to the topic, not published in English, published prior to the study
inclusion publication date, or not a full-length article). A total of 2,872 abstracts were reviewed,
with 1,923 excluded at the abstract level for lack of relevance to the CPG topic, not being
published in English, or publication prior to the inclusion date. A total of 952 full-length articles
were reviewed. Of these, 843 were excluded for the following reasons: intervention not of interest
(237), study included in an included SR (109), superseded by another SR (88), comparator not of
interest (77), other (e.g., inadequate sample size, duplicate [76]), outcomes not of interest (61),
population not of interest (54), study design not of interest (39), publication type not of interest
(38), RCT with similar findings included in an included SR (26), not a country of very high Human
Development Index (HDI) (18), does not address any KQ (9), inadequate follow-up (7), or relevant
SR with no useable data (4). Detailed information on inclusions and exclusions throughout the
review process are provided in Figure A-1 below.

Overall, 109 publications addressed one or more of the KQs and were considered as evidence in
this review, including 42 systematic reviews and 67 primary studies. Table A-2 indicates the
number of studies that addressed each of the questions, with some publications being used for
more than one KQ.
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Figure A-1. Study Flow Diagram

6,425 Citations Identified by Searches

A 4

2,872
Abstracts

3,551 Citations Excluded at the Title Level
Citations excluded at this level were off-topic, not published in
English, or published prior to the inclusion date

Reviewed

952
Full-length

1,923 Citations Excluded at the Abstract Level
Citations excluded at this level were off-topic, not published in
English, or published prior to the inclusion date

Articles
Reviewed

A
109 Included Publications

42 Systematic Reviews
67 Primary Studies

843 Citations Excluded at Full Article
Intervention not of interest (n=237)
Included in an included SR (n=109)
Superseded by another SR (n=88)

Comparator not of interest (n=77)
Other (e.g., SR did not include risk of bias, inadequate sample
size, duplicate) (n=76)
Outcomes not of interest (n=61)
Population not of interest (n=54)
Study design not of interest (n=39)
Publication type not of interest (n=38)
RCT with similar findings in an included SR (n=26)
Not of very high HDI (n=18)
Does not address any KQ (n=9)
Inadequate follow-up (n=7)
Relevant SR with no useable data (n=4)

Abbreviations: HDI: human developmental index; KQ: key question; RCT: randomized control trial; SR: systematic

review
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Alternative Text Description of Study Flow Diagram

Figure A-1. Study Flow Diagram is a flow chart with nine labeled boxes linked by arrows that
describe the literature review inclusion-exclusion process. Arrows point down to boxes that
describe the next literature review step and arrows point right to boxes that describe the excluded
citations at each step (including the reasons for exclusion and the numbers of excluded citations).

1. Box 1: 6,425 citations identified by searches.

a. Right to Box 2: 3,551 citations excluded at the title level. Excluded citations
were off topic, not published in English, or published prior to inclusion date.

b. Down to box 3.

2. Box 3: 2,872 abstracts reviewed.

a. Right to Box 4: 1,923 citations excluded at the abstract level. Citations
excluded were off topic, not published in English, or published prior to inclusion
date.

b. Down to Box 5.

3. Box 5: 952 full-length articles reviewed.
a. Right to Box 6: 843 citations excluded at full-article level.
i. 237 intervention not of interest.
i. 109 included in an included SR.
iii. 88 superseded by another SR.
iv. 77 comparator not of interest.

v. 76 other (e.g., SR did not include risk of bias, inadequate sample size,

duplicate).
vi. 61 outcomes not of interest.
vii. 54 population not of interest.
vii. 39 study design not of interest.

ix. 38 publication type not of interest.
X. 26 included in an included SR.
xi. 18 not of very high HDI.
xii. 9 does not address any KQ.
xiii. 7 inadequate follow-up.
xiv. 4 relevant SR with no useable data.
b. Down to Box 7.

4. Box 7: 109 included publications (42 systematic reviews and 67 primary studies).
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Table A-2. Evidence Base for KQs

(o]
Number

KQ

What is the comparative safety and effectiveness of any combination of
pharmacotherapies for improving abstinence from or reducing use of
tobacco/nicotine?

Number and Study
Type

3 SRs, 4 RCTs

What is the optimal duration of pharmacotherapy for reduced tobacco use and
sustained abstinence?

3 SRs

Among patients who have stopped using nicotine-containing products and
relapse after confirmed abstinence, what is the effectiveness of intervention
approaches to relapse?

5RCTs

Is tobacco cessation pharmacotherapy safe and effective in pregnant and
lactating individuals?

2 SRs

Is tobacco cessation pharmacotherapy safe and effective before and during
surgery (in the perioperative period)?

2 SRs

In adults with comorbid mental health conditions, what is the safety and
effectiveness of other pharmacotherapy and NRT monotherapy for improving
abstinence from tobacco/nicotine?

1SR, 2RCTs

What is the comparative effectiveness of different behavioral health
interventions to treat tobacco/nicotine use?

2 SRs, 4 RCTs

Is treating tobacco/nicotine users with mental health conditions with
combination behavioral treatments that target the mental health condition and
contain a tobacco/nicotine use component more effective than behavioral
health interventions that address only tobacco/nicotine use alone?

2 SRs, 5 RCTs

Is treating tobacco/nicotine users with alcohol use disorder or substance abuse
disorder (AUD/SUD), 1) concurrently (AUD/SUD and tobacco treatment
delivered at same time by separate clinicians) more effective than treatment as
usual/control, or 2) with combination behavioral treatments that target
AUD/SUD and contain a tobacco/nicotine use component more effective than
behavioral health interventions that address only tobacco/nicotine use alone?

18R, 5RCTs, 1
secondary data
analysis

10

What is the comparative effectiveness of behavioral health interventions that 1)
include a financial incentive/contingency management versus behavioral health
intervention without a financial incentive/contingency management for treating
tobacco/nicotine use, and 2) a financial incentive/contingency management
included as adjunct to a behavioral health intervention versus a behavioral
health intervention without a financial incentive/contingency management for
treating tobacco/nicotine use?

5SRsw/MA, 1SR, 1
RCT

11

What is the comparative effectiveness of culturally/socially tailored (e.g.,
ethnicity/race, gender/gender identity, income, military status/rank, deployment,
combat exposure) behavioral interventions versus standard behavioral health
interventions for treating tobacco/nicotine use?

3 SRs, 2RCTs

12

What is the effectiveness of complementary and integrated health (CIH)
interventions as a standalone or adjunct to usual care compared with usual
care for abstinence from tobacco/nicotine products?

4 SRs w/ MA

13

What is the effectiveness of technology-based approaches either as a
standalone or adjunct to usual care (e.g., patient-oriented technologies like
smartphone apps, text message programs, telephone quit lines) compared
with usual care?

2 SRs, 13RCTs

14

What is the comparative effectiveness of ENDS, compared to
pharmacotherapy, for improving abstinence from all products?

2SRs, 1MA
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KQ Number and Study
Number (@] Type
What is the effectiveness of engagement approaches, including proactive 1SR, 20 RCTs
15 outreach, opt-out, and motivational interviewing, for increasing treatment
engagement and improving abstinence from tobacco/nicotine?
What is the comparative effectiveness of evidence-based behavioral health 2 SRs, 1 RCT
16 interventions plus a lifestyle intervention (e.g., weight loss, diet, exercise)
interventions versus behavioral health intervention alone for improving
abstinence from tobacco/nicotine?
17 What is the effectiveness of non-invasive brain stimulation for improving 3 SRs
abstinence from tobacco/nicotine?
18 What is the safety and effectiveness of tobacco use interventions in those not | 2 SRs
ready to quit?
What is the safety and effectiveness of pharmacotherapies for improving 2 SRs
19 abstinence from or reducing use of non-combustible tobacco/nicotine
products?
Total 42 SRs, 62 RCTs, 1
Evidence secondary
Base analysis, 1 MA

*Some publications addressed more than one KQ.

Abbreviations: AUD: alcohol use disorder; KQ: key question; ENDS: electronic nicotine delivery systems; MA: meta-

analysis;

NRT: nicotine replacement therapy; RCT: randomized controlled trial; SR: systematic review; SUD: substance

use disorder

a. General Criteria for Inclusion in Systematic Evidence Review

Randomized control trials (RCTs) or systematic reviews (SRs) of RCTs published on or
after January 1, 2014, to December 10, 2024. If multiple systematic reviews addressed a
KQ, we selected the most recent and/or comprehensive review. Studies that were
published outside of the search window could have been included in SRs.

Studies must have been published in English.

Publication must have been a full clinical study or SR; abstracts alone were not included.
Similarly, letters, editorials, research protocols, and other publications that were not full-
length clinical studies were not accepted as evidence.

Systematic reviews must have searched MEDLINE or EMBASE for eligible publications,
performed a risk of bias assessment of included studies, and assessed the quality of
evidence using a recognizable rating system, such as GRADE or something compatible
(e.g., the one used by the Evidence-based Practice Centers of the Agency for
Healthcare Research and Quality). If an existing review did not assess the overall quality
of the evidence, evidence from the review must be reported in a manner that allowed us
to judge the overall risk of bias, consistency, directness, and precision of evidence. We
did not use an existing review as evidence if we are not able to assess the overall quality
of the evidence in the review.

RCTs must have had an independent control group. Randomized crossover trials were
only included if data from the first period (prior to treatment crossover) was reported
separately and an adequate washout period was used.
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e Studies must have enrolled at least 20 patients (10 per study group for RCTs) unless
otherwise noted.

o Studies must have enrolled at least 85% of patients who meet the study population
criteria: adults aged 18 years or older with use of a tobacco or nicotine product of any
variety, or the population appropriate to the KQ. If the patient population fell below this
threshold, but the relevant population of patients who meet the criteria are reported
separately, then that study was included. Studies focused on subpopulations not
specified in any of the KQs were excluded.

e To ensure applicability to the VA/DOD healthcare systems and consistency across the
CPG program, inclusion of individual studies was limited to very high HDI countries with
an index =20.8 where standards of healthcare are comparable (e.g., U.S., Canada, United
Kingdom, Western Europe, Israel, Japan, Hong Kong, Australia, and New Zealand).
Inclusion of SRs was limited to those in which more than half of the included studies
were from eligible regions.

e These regions of interest are listed in Table 1 of the Statistical Annex of the 2023/24
Human Development Report produced by the United Nations Development Program.

e Study must have reported on at least one outcome of interest.

e Studies must not have received funding by tobacco/nicotine product manufacturers. SRs
where 50% or more of the studies were funded by product manufacturers were
excluded.

b. Literature Search Strategy

Information regarding the bibliographic databases, date limits, and platform/provider can be found
in Table A-3, below. Additional information on the search strategies, including topic-specific
search terms and search strategies can be found in Appendix E.

Table A-3. Bibliographic Database Information

Platform/
Name Date Limits Provider
Bibliographic | Embase January 1, 2014, to December 31, Elsevier
Databases 2024
Psyclnfo January 1, 2014, to December 31, Ebsco
2024
PubMed January 1, 2014, to December 12, PubMed
2024
Gray Agency for Healthcare Research and Quality AHRQ
Literature | (AHRQ) Evidence-Based Practice Center | L2nuary 1, 2014, to December 31,
2024
Databases | Reports
Cochrane Database of Systematic Reviews January 1, 2014, to December 31, rohrane
2024 Library
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Platform/
Date Limits Provider
Veterans Affairs Evidence Synthesis January 1, 2014, to December 31, VA ESP
Program (VA ESP) 2024

c. Rating the Quality of Individual Studies and the Body of Evidence

Sigma Health Consulting assessed the methodological risk of bias of individual diagnostic,
observational, and interventional studies using the USPSTF method. Each study is assigned a
rating of Good, Fair, or Poor based on a set of criteria that vary depending on study design.
Detailed lists of criteria and definitions appear in Appendix VI of the USPSTF procedure
manual.(113)

Next, Sigma Health Consulting assessed the overall quality of the body of evidence for each
critical and important outcome using the GRADE approach. This approach considers the following
factors: overall study quality (or overall risk of bias or study limitations), consistency of evidence,
directness of evidence, and precision of evidence. The overall quality of the body of evidence is
rated as High, Moderate, Low, and Very Low.

C. Developing Evidence-Based Recommendations

In consultation with the VA Office of Quality and Patient Safety and the Clinical Quality
Improvement Program, Defense Health Agency, and Sigma Health Consulting convened a 3.5
day in-person recommendation development meeting from June 3-6, 2025, to develop this CPG’s
evidence-based recommendations. Two weeks before the meeting, Sigma Health Consulting
finalized the systematic evidence review and distributed the report to the Work Group; findings
were also presented during the recommendation development meeting.

Led by the Champions, the Work Group interpreted the systematic evidence review’s findings and
developed this CPG’s recommendations. The strength and direction of each recommendation
were determined by assessing the quality of the overall evidence base, the associated benefits
and harms, patient values and preferences, and other implications (see_Determining
Recommendation Strength and Direction).

a. Determining Recommendation Strength and Direction

Per GRADE methodology, to assess the quality of the evidence base and assign a grade for the
strength for each recommendation, the GRADE system uses the following four domains to assess
the strength of each recommendation (108):

1. Confidence in the Quality of the Evidence

Confidence in the quality of the evidence reflects the quality of the evidence base and the
certainty in that evidence. This second domain reflects the methodological quality of the studies
for each outcome variable. In general, the strength of recommendation follows the level of
evidence, but not always, as other domains may increase or decrease their strength. The
evidence review used for the development of recommendations for tobacco cessation
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management, conducted by Sigma Health Consulting, assessed the confidence in the quality of
the evidence base and assigned a rate of “High,” “Moderate,” “Low,” or “Very low.”

The elements that go into the confidence in the quality of the evidence include:
o Is there high or moderate quality evidence that answers this question?

e What is the overall certainty of this evidence?

2. Balance of Desirable and Undesirable Outcomes

Balance of desirable and undesirable outcomes refers to the size of anticipated benefits (e.g.,
increased longevity, reduction in morbid event, resolution of symptoms, improved quality of life,
decreased resource use) and harms (e.g., decreased longevity, immediate serious
complications, adverse event, impaired quality of life, increased resource use,
inconvenience/hassle) relative to each other. This domain is based on the understanding that
most providers will offer patients therapeutic or preventive measures if the advantages of the
intervention exceed the risks and adverse effects. The certainty or uncertainty of the provider
about the risk-benefit balance will greatly influence the strength of the recommendation.

Some of the discussion questions that fall under this domain include:

e Given the best estimate of typical values and preferences, are you confident that the
benefits outweigh the harms and burden or vice versa?

o Are the desirable anticipated effects large?
e Are the undesirable anticipated effects small?

o Are the desirable effects large relative to undesirable effects?

3. Patient Values and Preferences

“Patient values and preferences” is an overarching term that includes patients’ perspectives,
beliefs, expectations, and goals for health and life. More precisely, it refers to the processes that
individuals use in considering the potential benefits, harms, costs, limitations, and inconvenience
of the therapeutic or preventive measures in relation to one another. For some, the term “values”
has the closest connotation to these processes. For others, the connotation of “preferences” best
captures the notion of choice. In general, values and preferences increase the strength of the
recommendation when there is high concordance and decrease it when there is great variability.
In a situation in which the balance of benefits and risks are uncertain, eliciting the values and
preferences of patients and empowering them and their surrogates to make decisions consistent
with their goals of care becomes even more important. A recommendation can be described as
having “similar values,” “some variation,” or “large variation” in typical values and preferences
between patients and the larger populations of interest.

Some of the discussion questions that fall under the purview of values and preferences include:

e Are you confident about the typical values and preferences and are they similar across
the target population?

e What are the patient’s values and preferences?
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e Are the assumed or identified relative values similar across the target population?

4. Other Implications

Other implications consider the practicality of the recommendation, including resources use,
equity, acceptability, feasibility and subgroup considerations. Resource use is related to the
uncertainty around the cost-effectiveness of a therapeutic or preventive measure. For example,
statin use in the frail elderly and others with multiple co-occurring conditions might not be effective
and depending on the societal benchmark for willingness to pay, might not be a good use of
resources. Equity, acceptability, feasibility, and subgroup considerations require similar judgments
around the practicality of the recommendation.

The framework below (Table A-4) was used by the Work Group to guide discussions on each

domain.

Table A-4. GRADE Evidence to Recommendation Framework

Balance of = What is the magnitude of the anticipated = Benefits outweigh harms/burdens
desirable and desirable outcomes? = Benefits slightly outweigh
undesirable = What is the magnitude of the anticipated harms/burdens
outcomes undesirable outcomes? = Benefits and harms/burden are
= Given the best estimate of typical values balanced
and preferences, are you confident that = Harms/burden slightly outweigh
benefits outweigh harms/burdens or vice benefits
versa? = Harms/burden outweigh benefits
Confidence inthe | = Among the designated critical outcomes, | ® High
quality of what is the lowest quality of relevant = Moderate
evidence evidence? = Low
= How unlikely is further research to = Very low

change the confidence in the estimate of
effect?

Patient values
and preferences

Are you confident about the typical values
and preferences and are they similar
across the target population?

What are the patient’s values and
preferences?

Are the assumed or identified relative
values similar across the target
population?

= Similar values
®  Some variation
= Large variation

Other
implications (e.g.,
resource use,
equity,
acceptability,
feasibility,
subgroup
considerations)

Are the resources worth the expected net
benefit from the recommendation?

What are the costs per resource unit?
Is this intervention generally available?

Is this intervention and its effects worth
withdrawing or not allocating resources
from other interventions?

Is there lots of variability in resource
requirements across settings?

Various considerations
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b. Recommendation Categorization

A summary of the recommendation categories and definitions is available in Table 4. For this new
CPG, all recommendations were categorized as Reviewed, New-added (see Recommendations).
Reviewed, New-added recommendations are original, new recommendations based entirely on
evidence included in the systematic evidence review.

c. Drafting and Finalizing the Guideline

Following the face-to-face meeting, the Champions and Work Group members were given writing
assignments to craft discussion sections to support each of the new recommendations. The Work
Group also created tables, appendices, and other sections for inclusion in the 2026 VA/DOD
Tobacco Use Treatment CPG for inclusion. During this time, the Champions and Work Group also
created an algorithm.

After developing the initial draft of the CPG, an iterative review process was used to solicit
feedback on and revise the CPG. Once they were developed, the first two drafts of the CPG were
posted on the Tobacco Cessation Wiki Website for a period of 14-20 business days for internal
review and comment by the Work Group. All feedback submitted during each review period was
reviewed and discussed by the Work Group, and appropriate revisions were made to the CPG.
Following the Draft 3 review and comment period, the Work Group reviewed external feedback
and created a final draft of the CPG. The Champions then presented the CPG to the VA/DOD
EBPWG for approval, and the final CPG was approved in December 2025. To accompany the
CPG, the Work Group produced toolkit products, including a provider summary, quick reference
guide, and patient summary.
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Appendix B: Evidence Table

Table B-1. 2026 Tobacco Cessation Evidence Table ¢

2026
Recommendation

2026 Strength of

2026 Recommendation Evidence

Recommendation

Category

We suggest using motivational interviewing to increase (123-126)
engagement in treatment for tobacco and nicotine use. T Reviewed. New-
Additional References ’
Weak for added
(122)
We recommend the use of FDA-approved (128-130)
pharmacotheraples (e.g., bupropion sustained rel.ease, Additional References Strong for Reviewed, New-
nicotine replacement therapy [NRT], and varenicline) for (127)(131,134,135) added
increasing abstinence from combustible tobacco. ’ ’
For patients using nicotine replacement therapy (NRT),
we recommend combination therapy (e.g., patch and .
short-acting NRT) over single NRT products for increasing (128) Strong for Reviewed, New-
. . added
abstinence from combustible tobacco.
For patients receiving a single medication, we recommend
varenicline over other monotherapies (e.g., bupropion
sustained release; single-agent nicotine replacement (129,130,132,136) Strong for Reviewed, New-
therapy [NRT]) for increasing abstinence from added
combustible tobacco.
In patients using bupropion sustained release, we suggest (137) )
extending use beyond 12 weeks to maintain abstinence Additional References Weak for Reviewed, New-
from combustible tobacco. (138,139) added
There is insufficient evidence to recommend for or against
the extended use of varenicline or nicotine replacement (128.130.137.140) Neither for nor Reviewed, New-
therapy beyond standard duration of therapy (12 weeks) ’ ’ ’ against added
to achieve abstinence from combustible tobacco.
We suggest using varenicline or nicotine replacement (141,142)
therapy (NRT) for increasing abstinence from electronic Additional References Reviewed, New-
nicotine delivery systems (ENDS). (143-145) Weak for added
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2026 Recommendation

Evidence

2026 Strength of

Recommendation

2026
Recommendation
Category

8. We suggest using nicotine replacement therapy (NRT) for (146- )
increasing abstinence from smokeless tobacco. 149,151,152)(148,149) Weak for Rev'z\’(‘:’lzg’dNeW'
9. We recommend using varenicline for increasing
abstinence from smokeless tobacco. (146,153,154) Strong for Reviewed, New-
— added
10. We suggest varenicline be started prior to surgery to i
assist patients in quitting tobacco use. Weak for Reviewed, New-
added
11. | There is insufficient evidence to recommend for or against (3,6,155,156)
the use of nicotine replacement therapy (NRT) or Neither for nor Reviewed, New-
bupropion for tobacco cessation in the perioperative against added
period.
12. | We suggest against electronic nicotine delivery systems (157-159)
(ENDS) products for improving abstinence from tobacco e o o . Reviewed, New-
- g e Additional References Weak against ’
and nicotine products. (ENDS is classified as a tobacco added
; (160-165,171-174)
product and is not FDA approved for any use).
13. | We recommend more intensive behavioral counseling (at
least four encounters) as compared to less intensive St f Reviewed, New-
counseling to increase abstinence from tobacco and (175,176) rong for added
nicotine products.
14. | We suggest using text messaging (SMS) programs to (177-181) .
increase abstinence from tobacco and nicotine products. Additional References Weak for Rewev(\;(;d,dNew-
(57,182,183) e
15. | There is insufficient evidence to recommend any specific Neither f Revi dN
behavioral counseling intervention over standard cognitive (176,184-187) either for nor sviewed, New-
. : against added
behavior therapy for tobacco cessation.
16. | There is insufficient evidence to recommend for or against Neither f Revi d N
adding lifestyle interventions (e.g., diet, exercise) to (188-191) efther for nor evieweq, New-
. i . against added
behavioral counseling for tobacco cessation.
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2026 Recommendation

Evidence

2026 Strength of

Recommendation

2026
Recommendation
Category

17. There is insufficient evidence to recommend either for or . .
against smartphone apps for increasing abstinence from 177,178,192-194) Nelther_for nor Reviewed, New-
tobacco and nicotine products. against added

18. If patients return to tobacco use, we suggest immediate Reviewed, New-
repeat treatment with pharmacotherapy and counseling. (7£,195,196) Weak for added

19. In patients not ready to quit (e.g., in the next 30 days), we )
suggest nicotine replacement therapy (NRT) to increase (197,199) Weak for Rewev(\;((ajd,dNew—
quit attempts. Additional References adde

20. In patients not ready to quit (e.g., in the next 30 days), we (198) Reviewed. New-
suggest varenicline to increase quit attempts and Weak for adde’d
abstinence from tobacco and nicotine products.

21. There is insufficient evidence to recommend either for or . .
against medication sampling for increasing treatment (200-204) Nelther_for nor Reviewed, New-
engagement. E— against added

22. In patients with stable mental health conditions, we Reviewed. New-
suggest treating tobacco use with pharmacotherapy. Weak for adde’d

23. | In patients with stable mental health conditions, we (136,205,206)
recommend varenicline over single agent nicotine Strong for Reviewed, New-
replacement therapy (NRT) or bupropion sustained added
release to improve continuous abstinence.

24. | We suggest counseling be adapted to address both (207-210)(208-211)
tobacco use and co-occurring serious mental iliness (e.g., ” .

. ) . . . Additional References Reviewed, New-
bipolar disorder, schizophrenia, other psychotic (209-212) Weak for added
disorders). —_— =

25. In patients being treated for alcohol use
disorder/substance use disorder, we suggest concurrently ,
treating tobacco use with behavioral counseling and (216-221) Weak for Rewzv(\;zcei,dNew-
pharmacotherapy.
26. | There is insufficient evidence to recommend for or against (222-224.226)
counseling that combines treatment for tobacco use and TR . :

. . ) Additional References Neither for nor Reviewed, New-
depression or post-traumatic stress disorder compared to (225),(226) against added
standard tobacco cessation counseling. ===INE==
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2026
2026 Recommendation Evidence égfg rr?;:z:gg;igz Recommendation
Category
27. | There is insufficient evidence to recommend for or against (227,228)
the effectiveness of bupropion or nicotine replacement Additional References Neither for nor Reviewed, New-
therapy for tobacco cessation during pregnancy. (229,230) against added
28. | As a standalone therapy, we suggest against
acupuncture, mindfulness, or hypnotherapy for abstinence (231-234) . Reviewed, New-
o Weak against
from tobacco and nicotine products. added
29. | There is insufficient evidence to recommend either for or
against repetitive transcranial magnetic stimulation,
transcranial direct current stimulation, and intermittent (235-237) Neither for nor Reviewed, New-
theta burst stimulation for abstinence from tobacco and against added

nicotine products, reduced use, or cravings.
30. | We recommend using proactive outreach to increase
engagement in treatment for tobacco and nicotine use. (49,124,196,238,241,244)

Reviewed, New-

Strong for
added
31. | We suggest the use of contingency management or (248-253,261,262)
incentives in combination with behavioral counseling and Additional References Reviewed, New-
pharmacotherapy for treating tobacco and nicotine use. (246,247 ,263-266) Weak for added
32. There is insufficient evidence to recommend either for or ) .
against the use of an opt-out approach to increase (245,267) Neltahge;i;osrtnor Reweav;((aj(i,dNew-

engagement in treatment for tobacco and nicotine use.
a Evidence column: The first set of references listed in each row in the evidence column constitutes the evidence base for the recommendation. To be included in the
evidence base for a recommendation, a reference needed to be identified through a systematic evidence review carried out as part of the initial development or update
of this CPG. The second set of references in the evidence column (called “Additional References”) includes references that provide additional information related to the
recommendation, but which were not identified through a systematic evidence review. These references were, therefore, not included in the evidence base for the
recommendation and did not influence the strength and direction of the recommendation.

b 2026 Strength of Recommendation column: The 2026 VA/DOD Tobacco Use Treatment CPG was developed using the GRADE approach to determine the strength
of each recommendation. Refer to the Grading Recommendations section for more information.

¢ Recommendation Category column: Refer to the Recommendation Categorization section for more information on the description of the categorization process and
the definition of each category
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Appendix D: Patient Focus Group Methods and Findings

A. Methods

VA and DOD Leadership recruited four participants for the focus group with support from the
Champions and other Work Group members as needed. The goal of recruitment for this Patient
Focus Group was to have a group of engaging, diverse patients receiving VA or DOD healthcare
services, who could cogently explain their experience with tobacco cessation. Participants were
mixed in terms of receiving care from the VA and DOD. Participants began using tobacco earlier
in life, and two participants had successfully quit using all tobacco products at the time of the
Patient Focus Group, with the other two currently attempting to quit. All the participants
experienced relapse in their previous efforts to quit.

The Work Group, with support from Sigma Health Consulting, identified topics on which
participants’ input was important to consider in developing the CPG. Sigma Health Consulting
developed, and the Work Group approved, an interview guide covering these topics. The focus
group facilitator who led the discussion used the guide to elicit the participants’ perspectives about
their treatment and overall care. Not all questions included in the Moderator’s Guide for the
Tobacco Cessation Patient Focus Group were addressed by participants, but because the
moderator encouraged conversation between the Patient Focus Group members, most topics
were covered.

B. Patient Focus Group Findings

a. Participants emphasized the importance of an individualized treatment plan that
reflects patient preferences and characteristics.

e Patients emphasized the need for a personalized treatment plan for tobacco.

e Participants noted that tobacco use is different for every individual and that providers
should actively solicit and listen to their treatment needs and preferences.

e Patients highlighted the value of guidance from their care team during treatment.

b. Participants explained the financial barriers associated with accessing
medications for treatment.

o Patients highlighted the need for medications (pills, gums, lozenges, patches, etc.) but
they were not covered by either Medicare or Tricare.

o Patients stated that financial struggles can cause inability to access and/or delays in
obtaining medications.

¢ Participants explained the extensive time and effort it takes to search for discounts on
tobacco cessation medication.

c. Participants highlighted the value of a multidisciplinary team approach and
multicomponent therapy options within their treatment plan.

e Participants appreciated the multidisciplinary approach, involving various specialists, for
providing comprehensive support in their tobacco cessation journey.
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e Multicomponent therapy options, including pharmaceuticals, education, psychotherapy,
and alternative treatments, were used by participants with varying success. Vaping was
generally rejected as a cessation strategy.

d. Participants discussed major life events as key motivators to quit smoking.

e Family dynamics and environmental changes, such as marriage, children, and
retirement significantly influenced participants’ desire to quit smoking.

e Health concerns, such as lung lesions and surgery complication risks, motivated
participants to quit.

e. Participants mentioned the stigma they face from both former smokers and
non-smokers which contributes to social and mental health challenges.

e Participants felt stigmatized by current societal views on smoking, noting that the cultural
normalization of smoking in their youth is often overlooked.

o After quitting, participants found second-hand smoke offensive and advocated for
supporting, rather than judging current smokers in their efforts to quit.
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Appendix E. Literature Review Search Terms and Strategy

A. Resources Searched

Sigma’s Information Specialist searched the following databases for relevant information (see
Table E-1).

Table E-1. Databases Searched

EMBASE 2014-2024 Elsevier
Psycinfo 2014-2024 Ebsco
01/01/2014-
PubMed 12/12/24 PubMed
Gray Literature Resources Date Limits Platform/Provider
AHRQ Evidence-based Practice Center Reports 2014-2024 AHRQ
Cochrane Database of Systematic Reviews 2014-2024 Cochrane Library
VA Evidence Synthesis Program Reports 2014-2024 VA ESP

B. Search Strategies

The search strategies for bibliographic databases employed combinations of free-text keywords
as well as controlled vocabulary terms including, but not limited to, the concepts detailed in
Tables E-2, E-3, E-4, E-5, E-6, and E-7.

Table E-2. EMBASE SEARCH STRATEGY (EMTREE SYNTAX)

Search # ‘ Query ‘ Results
#36 #34 OR #35 3841
#35 #33 AND ('randomized controlled trial'/exp OR 'randomization'/de OR 'double 2974

blind procedure'/de OR 'single blind procedure'/de OR 'placebo'/de OR
'crossover procedure'/de OR placebo* OR random*:de,ti OR crossover OR
'cross over' OR ((singl* OR doubl* OR tripl* OR trebl*) NEAR/3 (blind* OR
mask* OR sham*)) OR 'latin square' OR isrtcn* OR actrn* OR (nct* NOT nct))

#34 #33 AND ('research synthesis' OR 'systematic review'/exp OR 'systematic 1337
review' OR 'meta analysis'/exp OR 'meta analysis' OR cochrane)

#33 #32 NOT (abstract:nc OR annual:nc OR 'book'/de OR 'case report'/de OR 'case 17135
study'/de OR conference:nc OR 'conference abstract':it OR 'conference
paper'/de OR 'conference paper':it OR 'conference proceeding':pt OR
'conference review':it OR congress:nc OR 'editorial'/de OR editorial:it OR
'erratum'/de OR letter:it OR 'note'/de OR note:it OR meeting:nc OR sessions:nc
OR 'short survey'/de OR symposium:nc)
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Search # ‘ Query ‘ Results

#32 #31 NOT (adolescen*:ti OR babies:ti OR baby:ti OR boys:ti OR child*:ti OR 26266
girls:ti OR infancy:ti OR infant®:ti OR juvenile*:ti OR neonat*:ti OR newborn*:ti
OR nurser*:ti OR paediatric*:ti OR pediatric*:ti OR preschool*:ti OR 'school
age*':ti OR schoolchildren*:ti OR teen*:ti OR toddler*:ti OR youth*:ti)

#31 (#5 OR #7 OR #13 OR #15 OR #17 OR #19 OR #21 OR #23 OR #25 OR #27 OR 28375
#29) AND [english]/lim AND [01-01-2014]/sd NOT [12-12-2024]/sd AND [2014-
2024]/py
#30 #5 OR #7 OR #13 OR #15 OR #17 OR #19 OR #21 OR #23 OR #25 OR #27 OR #29 51101
#29 #3 AND #28 AND (#4 OR #6) 430
#28 (quit* NEAR/5 ('not ready' OR prepare OR readiness OR unsure OR unwilling)) 6882

OR ambivalent:ti,ab OR contemplative:ti,ab OR 'pre-contemplative':ti,ab

#27 #3 AND #26 224

#26 'transcranial direct current stimulation'/exp OR 'transcranial magnetic 64262
stimulation'/exp OR 'theta burst stimulation'/exp OR 'non-invasive brain
stimulation':ti,ab OR 'noninvasive brain stimulation':ti,ab OR 'transcranial direct
current stimulation':ti,ab OR 'transcranial magnetic stimulation':ti,ab OR 'theta
burst stimulation':ti,ab OR rtms:ti,ab OR tms:ti,ab OR tbs:ti,ab

#25 #3 AND #24 6899

#24 'exercise'/exp OR 'lifestyle modification'/exp OR 'weight loss program'/exp OR 1492519
diet:ti,ab OR exercise:ti,ab OR 'physical activity':ti,ab OR 'weight loss':ti,ab OR
'weight management':ti,ab OR 'weight reduction':ti,ab

#23 #3 AND #22 1418

#22 'patient engagement'/exp OR 'motivational interview*':ti,ab OR 'nrt 92272
sampling':ti,ab OR outreach:ti,ab OR 'patient engagement':ti,ab OR
proactiv*:ab,ti OR 'opt-in':ti,ab OR 'opt-out':ti,ab OR 'treatment
engagement':ti,ab

#21 #3 AND (#4 OR #20) 24943

#20 electronic cigarette'/exp OR 'ecig*':ti,ab OR 'e cig*':ti,ab OR 'electronic nicotine 100713
delivery system*':ti,ab OR 'electronic nicotine device*':ti,ab OR 'hookah
pen*':ti,ab OR (vap*:ti,ab AND (mod*:ti,ab OR tank*:ti,ab)) OR vap*:ti,ab

#19 #3 AND #18 28475
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Search # ‘ Query ‘ Results

#18 app*:ti,ab OR 'app based':ti,ab OR ai:ab,ti OR 'artificial intelligence':ab,ti OR 11318467
‘cell phone*':ab,ti OR chatbot*:ti,ab OR mhealth*:ab,ti OR mobile:ab,ti OR
smartphone*:ti,ab OR sms:ti,ab OR tablet*:ab,ti OR text*:ti,ab OR 'virtual
reality':ti,ab OR wearable*:ti,ab OR 'web site*':ti,ab OR website*:ti,ab

#17 #3 AND #16 882

#16 'acupuncture'/exp OR 'autogenic training'/exp OR 'biofeedback'/exp OR 259311
'breathing exercise'/exp OR 'kinesiotherapy'/exp OR 'guided imagery'/exp OR
'hypnosis'/exp OR 'massage'/exp OR 'meditation'/exp OR 'mindfulness'/exp OR
'gigong'/exp OR 'tai chi'/exp OR acupuncture:ti,ab OR 'autogenic training':ti,ab
OR biofeedback:ti,ab OR 'breathing exercise*':ti,ab OR 'exercise therapy':ti,ab
OR 'guided imagery':ti,ab OR hypnosis:ti,ab OR hypnotherap*:ti,ab OR
massage:ti,ab OR meditation:ti,ab OR mindfulness:ti,ab OR 'progressive
relaxation':ti,ab OR 'gi gong':ti,ab OR qgigong:ti,ab OR 'tai chi':ti,ab OR yoga:ti,ab

#15 #7 AND #14 65

#14 'transcultural care'/exp OR (cultur* NEAR/5 (competen* OR design* OR 34632
tailor*))

#13 #7 AND (#11 OR #12) 7366

#12 'substance use'/exp OR 'drug abuse':ti,ab OR 'drug addiction":ti,ab OR 'drug 873039

dependence':ti,ab OR 'drug us*':ti,ab OR 'substance abuse':ti,ab OR 'substance
misuse':ti,ab OR 'substance-related use':ti,ab OR 'substance us*':ti,ab

#11 'alcoholism'/exp OR 'alcohol abuse':ti,ab OR 'alcohol associated 182931
condition*':ti,ab OR 'alcohol misuse':ti,ab OR 'alcohol use disorder':ti,ab OR
alcoholism:ti,ab

#10 #7 AND #8 AND #9 553

#9 'relapse'/exp OR relaps*:ti OR recurr*:ti,ab OR reocurr*:ti,ab OR (treatment 1555595
NEAR/5 fail*)

#8 'abstinence'/exp OR abstain*:ti,ab OR abstinen*:ti,ab OR 'point 92954
prevalence':ti,ab OR 'smoking cessation':ti,ab

#7 #3 AND #6 10856

#6 'behavior change'/exp OR 'behavior modification'/exp OR 'cognitive behavioral 492199
therapy'/exp OR 'contingency management'/exp OR 'counseling'/exp OR
'lifestyle modification'/exp OR 'motivational interviewing'/exp OR 'behavior
change":ti,ab OR (behavioral NEAR/3 (intervention* OR treatment* OR
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Search # ‘ Query ‘ Results

therap*)) OR 'behavior modification':ti,ab OR 'cognitive behavioral
therap*':ti,ab OR 'community reinforcement approach*':ti,ab OR 'contingency
management':ti,ab OR counseling:ti,ab OR counselling:ti,ab OR 'financial
incentive*':ti,ab OR 'motivational enhancement therapy*':ti,ab OR
'motivational interview*':ti,ab OR quitline:ti,ab OR 'quit line":ti,ab OR ((recycle
OR repeat) NEAR/2 (coach* OR counsel* OR intervention* OR therap* OR
treat* OR train*))

#5 #3 AND #4 19515

#4 'amfebutamone'/exp OR 'cytisinicline'/exp OR 'nicotine gum'/exp OR 'nicotine 4652330
inhaler'/exp OR 'nicotine lozenge'/exp OR 'nicotine patch'/exp OR
'varenicline'/exp OR 'nicotine replacement therapy'/exp OR 'drug therapy'/exp
OR bupropion:ti,ab OR cytisine:ti,ab OR cytisinicline:ti,ab OR 'drug
therap*':ti,ab OR 'drug treatment*':ti,ab OR medication*:ti,ab OR
(monothotherapy NEAR/5 (nrt OR 'nicotine replacement therapy')) OR 'nicotine
gum*':ti,ab OR 'nicotine inhaler*':ti,ab OR 'nicotine lozenge*':ti,ab OR 'nicotine
replacement therap*':ti,ab OR nrt:ti,ab OR patch*:ti,ab OR
pharmacotherapy:ti,ab OR varenicline:ti,ab

#3 #1 AND #2 88404

#2 'tobacco cessation'/exp OR 'smoking cessation'/exp OR ((tobacco:ti,ab OR 205020
smoking:ti,ab) AND (abstain*:ti,ab OR abstin*:ti,ab OR ceas*:ti,ab OR
cessat*:ti,ab OR 'cut down':ti,ab OR limit*:ti,ab OR quit*:ti,ab OR reduc*:ti,ab
OR stop*:ti,ab))

#1 'nicotine gel*':ti,ab OR 'nicotine pouch*':ti,ab OR 'heat not burn':ti,ab OR 271598
'heated tobacco product*':ti,ab OR 'non-combust™':ti,ab OR (tobacco:ti,ab AND
(chew*:ti,ab OR dip*:ti,ab OR dissolv*:ti,ab OR gutkha:ti,ab OR oral*:ti,ab OR
smokeless:ti,ab OR snuff:ti,ab OR snus:ti,ab OR spit:ti,ab OR suck*:ti,ab)) OR
(tobacco:ti,ab AND (hooka*:ti,ab OR narghile*:ti,ab OR shisha*:ti,ab OR
sheesha*:ti,ab OR waterpipe*:ti,ab)) OR ((nicotine:ti,ab OR 'nicotine'/exp) AND
(‘e cig*':ti,ab OR 'ecig':ti,ab OR 'electronic nicotine delivery system*':ti,ab OR
‘electronic nicotine device*":ti,ab OR 'hookah pen*':ti,ab OR (vap*:ti,ab AND
(mod*:ti,ab OR tank*:ti,ab)) OR vap*:ti,ab)) OR (tobacco:ti,ab AND (bidi*:ti,ab
OR cigar*:ti,ab OR cheroot*:ti,ab OR consum™* OR kretek*:ti,ab OR pipe*:ti,ab
OR product*:ti,ab OR 'roll your own':ti,ab OR smok*:ti,ab OR us*:ti,ab OR
smoking:ti,ab)) OR 'cigarette smoking'/exp OR 'electronic cigarette'/exp OR
'hookah'/exp OR 'nicotine'/exp OR 'smokeless tobacco'/exp OR 'smoking
device'/exp OR 'tobacco'/exp OR 'vaping'/exp OR 'waterpipe smoking'/exp OR
'tobacco dependence'/exp OR 'nicotine addiction':ti,ab OR 'nicotine
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Search # Results

dependence':ti,ab OR 'tobacco dependence':ti,ab OR 'tobacco use
disorder':ti,ab

Table E-3. Psycinfo Search Strategy (Ebsco syntax and MeSH thesaurus)

Search # ‘ Query ‘ Results
Limits: 2014-2024, English, Peer-Reviewed 177

S3 S1 AND S2

S2 XB ( cessation or stopping or quitting or ceasing ) OR MA ( "smoking cessation"

OR "tobacco use cessation" OR "smoking reduction" )

S1 XB ( nicotine OR tobacco OR cigarette OR e-cigarette OR vap* ) OR MA (
nicotine OR "cigarette smoking" OR "tobacco use disorder" )
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Table E-4. PubMed Search Strategy (MeSH syntax)
Search # ‘ Query ’ Results

#32 Search: #19 OR #21 OR #23 OR #25 OR #27 OR #29 Filters: English, from 1,282
2014/1/1 - 2024/12/12

#31 Search: #7 OR #9 OR #11 OR #13 OR #15 OR #17 Filters: English, from 2014/1/1 | 1,017
-2024/12/12
#30 Search: #7 OR #9 OR #11 OR #13 OR #15 OR #17 OR #19 OR #21 OR#23 OR#25 | O

OR #27 OR #29 Filters: English, from 2014/1/1 - 2024/12/12

#29 Search: #5 AND #28 AND (#6 OR #8) Filters: English, from 2014/1/1 - 56
2024/12/12
#28 Search: (quit AND ("not ready" OR prepare OR readiness OR unsure OR 3,533

unwilling)) OR ambivalent[TIAB] OR contemplative[TIAB] OR "pre-
contemplative"[TIAB] Filters: English, from 2014/1/1 - 2024/12/12

#27 Search: #5 AND #26 Filters: English, from 2014/1/1 - 2024/12/12 24

#26 Search: "non-invasive brain stimulation"[TIAB] OR "noninvasive brain 26,148
stimulation"[TIAB] OR "transcranial direct current stimulation"[TIAB] OR
"transcranial magnetic stimulation"[TIAB] OR "theta burst stimulation"[TIAB]
OR rtms[TIAB] OR tms[TIAB] OR tbs[TIAB] Filters: English, from 2014/1/1 -

2024/12/12
#25 Search: #5 AND #24 Filters: English, from 2014/1/1 - 2024/12/12 160
#24 Search: diet[TIAB] OR exercise[TIAB] OR "physical activity"[TIAB] OR "weight 499,992

loss"[TIAB] OR "weight management"[TIAB] OR "weight
reduction"[TIAB] Filters: English, from 2014/1/1 - 2024/12/12

#23 Search: #5 AND #22 Filters: English, from 2014/1/1 - 2024/12/12 135

#22 Search: "motivational interview"[TIAB] OR "nrt sampling"[TIAB] OR 42,214
outreach[TIAB] OR "patient engagement"[TIAB] OR proactive[TIAB] OR "opt-
in"[TIAB] OR "opt-out"[TIAB] OR "treatment engagement"[TIAB] Filters: English,
from 2014/1/1 - 2024/12/12

#21 Search: #5 AND (#6 OR #20) Filters: English, from 2014/1/1 - 2024/12/12 834

#20 Search: "electronic cigarette"[TIAB] OR "ecig*"[TIAB] OR "e cig*"[TIAB] OR 12,343
"electronic nicotine delivery system"[TIAB] OR "electronic nicotine

device"[TIAB] OR "hookah pen"[TIAB] OR (vape[TIAB] AND (mod[TIAB] OR
tank[TIAB])) OR vaping[TIAB] Filters: English, from 2014/1/1 - 2024/12/12
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Search # ‘ Query ‘ ESI
#19 Search: #5 AND #18 Filters: English, from 2014/1/1 - 2024/12/12 388
#18 Search: app[TIAB] OR "app based"[TIAB] OR ai[TIAB] OR "artificial 472,478

intelligence"[TIAB] OR "cell phone"[TIAB] OR chatbot[TIAB] OR mhealth[TIAB]
OR mobile[TIAB] OR smartphone[TIAB] OR sms[TIAB] OR tablet[TIAB] OR
text[TIAB] OR "virtual reality"[TIAB] OR wearable[TIAB] OR "web site"[TIAB] OR
website[TIAB] Filters: English, from 2014/1/1 - 2024/12/12

#17 Search: #5 AND #16 Filters: English, from 2014/1/1 - 2024/12/12 53

#16 Search: acupuncture[TIAB] OR "autogenic training"[TIAB] OR biofeedback[TIAB] | 48,618
OR "breathing exercise"[TIAB] OR "exercise therapy"[TIAB] OR "guided
imagery"[TIAB] OR hypnosis[TIAB] OR hypnotherapy[TIAB] OR massage[TIAB]
OR meditation[TIAB] OR mindfulness[TIAB] OR "progressive relaxation"[TIAB]
OR "qgi gong"[TIAB] OR gigong[TIAB] OR "tai chi"[TIAB] OR

yoga[TIAB] Filters: English, from 2014/1/1 - 2024/12/12

#15 Search: #5 AND #14 Filters: English, from 2014/1/1 - 2024/12/12 18

#14 Search: "transcultural care"[TIAB] OR (cultur[TIAB] AND (competence[TIAB] OR | 40,722
design[TIAB] OR tailor[TIAB])) Filters: English, from 2014/1/1 - 2024/12/12

#13 Search: #9 AND #12 Filters: English, from 2014/1/1 - 2024/12/12 67

#12 Search: (alcoholism[TIAB] OR "alcohol abuse"[TIAB] OR "alcohol associated 97,699
condition"[TIAB] OR "alcohol misuse"[TIAB] OR "alcohol use disorder"[TIAB]) OR
("drug abuse"[TIAB] OR "drug addiction"[TIAB] OR "drug dependence"[TIAB] OR
"drug use"[TIAB] OR "substance abuse"[TIAB] OR "substance misuse"[TIAB] OR
"substance-related use"[TIAB] OR "substance use"[TIAB]) Filters: English, from
2014/1/1 - 2024/12/12

#11 Search: #9 AND #10 Filters: English, from 2014/1/1 - 2024/12/12 56

#10 Search: (abstain[TIAB] OR abstinence[TIAB] OR "point prevalence"[TIAB] OR 3,266
"smoking cessation"[TIAB]) AND (relapse[TIAB] OR recur[TIAB] OR
reocurrence[TIAB] OR "treatment failure"[TIAB:~3]) Filters: English, from
2014/1/1-2024/12/12

#9 Search: #5 AND #8 Filters: English, from 2014/1/1 - 2024/12/12 666

#8 Search: ("behavior change"[TIAB] OR (behavioral[TIAB] AND (intervention[TIAB] | 178,857
OR treatment[TIAB] OR therapy[TIAB])) OR "behavior modification"[TIAB] OR
"cognitive behavioral therapy"[TIAB] OR "community reinforcement
approach"[TIAB] OR "contingency management"[TIAB] OR counseling[TIAB] OR
counselling[TIAB] OR "financial incentive"[TIAB] OR "motivational enhancement
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Search # ‘ Query ‘ ESI

therapy"[TIAB] OR "motivational interview"[TIAB] OR quitline[TIAB] OR "quit
line"[TIAB] OR ((recycle[TIAB] OR repeat[TIAB]) AND (coach[TIAB] OR
counsel*[TIAB] OR intervention[TIAB] OR therapy[TIAB] OR treat[TIAB] OR
train[TIAB]))) AND ("behavior change"[TIAB] OR (behavioral[TIAB] AND
(intervention[TIAB] OR treatment[TIAB] OR therapy [TIAB])) OR "behavior
modification"[TIAB] OR "cognitive behavioral therapy"[TIAB] OR "community
reinforcement approach"[TIAB] OR "contingency management"[TIAB] OR
counseling[TIAB] OR counselling[TIAB] OR "financial incentive"[TIAB] OR
"motivational enhancement therapy"[TIAB] OR "motivational interview"[TIAB]
OR quitline[TIAB] OR "quit line"[TIAB] OR ((recycle[TIAB] OR repeat[TIAB]) AND
(coach[TIAB] OR counsel* [TIAB] OR intervention[TIAB] OR therapy[TIAB] OR
treat[TIAB] OR train[TIAB]))) Filters: English, from 2014/1/1 - 2024/12/12

#7 Search: #5 AND #6 Filters: English, from 2014/1/1 - 2024/12/12 630

#6 Search: amfebutamone[TIAB] OR bupropion[TIAB] OR cytisine[TIAB] OR 247,848
cytisinicline[TIAB] OR "drug therapy"[TIAB] OR "drug treatment"[TIAB] OR
medication[TIAB] OR "monothotherapy nicotine"[TIAB:~3] OR "nicotine
gum"[TIAB] OR "nicotine inhaler"[TIAB] OR "nicotine lozenge"[TIAB] OR
"nicotine patch"[TIAB] OR "nicotine replacement therapy"[TIAB] OR "nicotine
gum"[TIAB] OR "nicotine inhaler"[TIAB] OR "nicotine lozenge"[TIAB] OR
"nicotine replacement therapy"[TIAB] OR nrt[TIAB] OR patch[TIAB] OR
pharmacotherapy[TIAB] OR varenicline[TIAB] Filters: English, from 2014/1/1 -

2024/12/12
#5 Search: (#2 OR #3) AND #4 Filters: English, from 2014/1/1 - 2024/12/12 2,330
#4 Search: (tobacco[TIAB] OR smoking[TIAB]) AND (abstain[TIAB] OR 54,409

abstinence[TIAB] OR cessatation[TIAB] OR "cut down"[TIAB] OR limit[TIAB] OR
quit[TIAB] OR reduc*[TIAB] OR stop[TIAB]) Filters: English, from 2014/1/1 -
2024/12/12

(("tobacco"[Title/Abstract] OR "smoking"[Title/Abstract]) AND
("abstain"[Title/Abstract] OR "abstinence"[Title/Abstract] OR
"cessation"[Title/Abstract] OR "cut down"[Title/Abstract] OR
"limit"[Title/Abstract] OR "quit"[Title/Abstract] OR "reduc*"[Title/Abstract] OR
"stop"[Title/Abstract])) AND ((2014/1/1:2024/12/12[pdat]) AND
(english[Filter]))

#3 Search: #1 AND ("randomized controlled trial"[TIAB] OR randomization[TIAB] 1,552
OR "double blind procedure"[TIAB] OR "single blind procedure"[TIAB] OR
placebo[TIAB] OR "crossover procedure"[TIAB]) Filters: English, from 2014/1/1 -
2024/12/12
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Search # ‘ Query ‘ ESI

#2 Search: #1 AND ("research synthesis"[TIAB] OR "systematic review"[TIAB] OR 2,480
cochrane[TIAB] OR metaanaly*[TIAB] OR "meta analy*"[TIAB]) Filters: English,
from 2014/1/1 - 2024/12/12

#1 Search: "nicotine gel"[TIAB] OR "nicotine pouch"[TIAB] OR "heat not 4,651
burn"[TIAB] OR "heated tobacco product"[TIAB] OR "non-combustable"[TIAB]
OR (tobacco[TIAB] AND (chew[TIAB] OR dip [TIAB] OR dissolve[TIAB] OR
gutkha[TIAB] OR oral[TIAB] OR smokeless[TIAB] OR snuff[TIAB] OR snus[TIAB]
OR spit[TIAB] OR suck[TIAB])) OR (tobacco[TIAB]JAND (hooka[TIAB]JOR
hookah[TIAB] OR narghile[TIAB]OR shisha[TIAB]OR sheesha[TIAB]JOR
waterpipe[TIAB])) OR ( nicotine[TIAB]) AND ("e cig*"[TIAB]OR "ecig*"[TIAB] OR
"electronic nicotine delivery system"[TIAB] OR "electronic nicotine
device"[TIAB] OR "hookah pen"[TIAB]OR (vape[TIAB] AND (mod[TIAB] OR
tank:ti,ab)) OR vaping[TIAB]) OR (tobacco[TIAB] AND (bidi[TIAB]JOR
cigar*[TIAB]OR cheroot[TIAB]OR consum* OR kretek[TIAB] OR pipe[TIAB] OR
product[TIAB]OR "roll your own"[TIAB] OR smok*[TIAB]OR use[TIAB]OR
smoking:ti,ab)) OR "nicotine addiction"[TIAB] OR "nicotine dependence"[TIAB]
OR "tobacco dependence"[TIAB] OR "tobacco use disorder"[TIAB]

Filters: English, from 2014/1/1 - 2024/12/12

Table E-5. AHRQ Evidence-based Practice Center Reports Search Strategy
Search # ‘

#1 tobacco|nicotine|[smoking AND cessation|stop|quit|cease

Table E-6. Cochrane Database of Systematic Reviews

#1 tobacco or nicotine or smoking in Title Abstract Keyword AND cessation OR stop* OR quit* OR stop* in
Title Abstract Keyword - with Cochrane Library publication date Between Jan 2014 and Dec 2024
(Word variations have been searched)

Table E-7. Cochrane Database of Systematic Reviews

Search # ‘ Query
#1 tobacco
#2 smoking
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Appendix F. Alt Text Descriptions of Algorithms

The following outlines narratively describe Module A and Module B, an explanation of the purpose
of the algorithms and description of the various shapes used within the algorithms can be found in
the Algorithm section. The sidebars referenced within these outlines can also be found in the
Algorithm section.

A. Module A: Initial Treatment

1. Module A begins with Box 1 in the shape of a rounded rectangle: “Currently using
tobacco”
2. Box 1 connects to Box 2 in the shape of a rectangle: “Encourage cessation & Offer
varenicline or combination NRT for quitting or making changes (see Sidebar A)”
3. Box 2 connects to Box 3 in the shape of a hexagon: “Accepts Treatment for Quitting or
Making Changes?”
a. Ifthe answer is “Yes” to Box 3, then Box 7 In the shape of a rectangle:
“Prescribe medication (see Sidebar C) and refer to behavioral counseling (see
Sidebar D)’
b. If the answer is “No” to Box 3, then Box 4 in the shape of a rectangle: “Use
Motivational Interviewing to facilitate change (see Sidebar B)”
i. Box 4 connects to Box 5 in the shape of a hexagon: “Accepts
Treatment for Quitting or Making Changes?”
1. If the answer is “No” to Box 5, then Box 6 in the shape of a
rectangle: “Readdress treatment at next visit”.
a. Box 6 loops back to Box 2 in the shape of a rectangle:
“Encourage cessation & Offer varenicline or combination
NRT for quitting or making changes (see Sidebar A)”
2. Ifthe answer is “Yes” to Box 5, then Box 7 in the shape of a
rectangle: “Prescribe medication (see Sidebar C) and refer to
behavioral counseling (see Sidebar D)’

B. Module B: Follow-up Treatment and Ongoing Care

4. Module B begins with Box 8 in the shape of a rectangle: “Develop individual treatment
plan/goals using Ml strategies as appropriate”
5. Box 8 connects to Box 9 in the shape of a rectangle: “Follow-up at 2-4 weeks to
assess progress towards goals and adjust treatment as needed (see Sidebar E)”
6. Box 9 connects to Box 10 in the shape of a hexagon: “Abstinent?”
a. Ifthe answer is “Yes” to Box 10, then Box 12 in the shape of a rectangle:
“Maintain abstinence (see Sidebar F)’
b. Ifthe answer is “No” to Box 10, then Box 11 in the shape of an oval: “Reassess
goals and adjust treatment”
i. Box 11 loops back to Box 9 in the shape of a rectangle: “Follow-up at 2-
4 weeks to assess progress towards goals and adjust treatment as
needed (see Sidebar E)’
c. Box 12 connects to Box 13 in the shape of a hexagon: “Relapse?”
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i. Ifthe answeris “Yes” to Box 13, then Box 14 in the shape of a
rectangle: “Resume treatment immediately”
ii. Ifthe answer is “No” to Box 13, then Box 12 in the shape of a rectangle:
“Maintain abstinence (see Sidebar F)”
7. Box 14 loops back to Box 9 in the shape of a rectangle: “Follow-up at 2-4 weeks to
assess progress towards goals and adjust treatment as needed (see Sidebar E)”
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Appendix G. Additional Information on Tobacco Use Treatment and
Screening

A. Assessment of Current Tobacco Use

It is essential that providers and healthcare delivery systems consistently identify and document
tobacco use status and treat every patient seen in a healthcare setting who uses tobacco. All
patients should be asked about their tobacco use at every clinical encounter. This should include
assessing both the types of tobacco used (e.g., cigarettes, ENDS, pipe, cigarillos) as well as the
frequency of use. All patients should be informed that quitting tobacco is the best thing they can
do for their health, and all patients should be provided with evidence-based treatment for their
tobacco use regardless of their readiness to make a quit attempt.

A.1. Tobacco Treatment Models. Two different tobacco use assessment models guide
current routine care: the 5A’s of Treatment Tobacco and Ask, Advise, Act.

5A’s of Treating Tobacco

Ask about tobacco use

Do you use any nicotine or tobacco products such as cigarettes or ENDS? What type do you use? How
frequently do you use it each day or week (if not daily)?

Advise the patient to quit using the nicotine or tobacco product using a clear, personalized
message

Stopping your use of cigarettes (or other nicotine or tobacco products) is the most important thing you
can do for your health (personalize to the patient’s specific health conditions).

Assess readiness to quit

I can help connect you with treatment that can help you quit. Are you interested in making a quit attempt?

Assist with treatment for patients who are ready to quit and not ready to quit

If ready to try quitting, provide cessation treatment (section B). If not ready to quit in the near future,
provide treatment for those not ready to quit (section C).

Arrange follow-up and support

All patients who initiate tobacco treatment should receive follow-up and be referred for additional support
(see referral sources in section E).

Ask, Advise, Act

Ask about tobacco use

Do you use any nicotine or tobacco products such as cigarettes or ENDS? What type do you use? How
frequently do you use it each day or week (if not daily)?

January 2026 Page 116 of 148



VA/DOD Clinical Practice Guideline for Tobacco Use Treatment

Advise patient to quit using the nicotine or tobacco product using a clear, personalized

message

Stopping your use of cigarettes (or other nicotine or tobacco products) is the most important thing you
can do for your health (personalize to the patient’s specific health conditions).

Provide medication and counseling support. Refer and connect with additional support (section E). Check
on progress and adjust support.

B. Interventions For Adults Ready to Set a Quit Date in the Next 30 Days

Treatment Overview

Tobacco dependence treatments are effective across a broad range of populations. Both
behavioral interventions and pharmacotherapy alone can increase the likelihood of achieving
abstinence, but the combination of counseling with medication is most effective relative to either
alone for smoking cessation.(95) Providers should encourage every patient willing to make a quit
attempt to use a combination of recommended pharmacotherapy and behavioral support.

Pharmacotherapy

There are effective medications for treating smoking. Providers should encourage the use of
medication by all patients who use tobacco except when medically contraindicated. There are
seven FDA-approved medications that have been shown to increase long-term smoking
abstinence (varenicline, bupropion sustained release, nicotine patch, nicotine gum, nicotine
lozenge, nicotine nasal spray; see Pharmacotherapy Appendix H for use instructions).
Medications can be combined to increase their effectiveness, especially long-acting NRT (patch)
with a short-acting formulation (nicotine gum or lozenge).(95,270) Follow-up is recommended
within about 2-4 weeks of starting medication to assess for side effects, provide support, and
encourage medication adherence. If the patient relapses, pharmacotherapy should be continued
to help reinstate abstinence.(95)

Behavioral Treatment

It is recommended that patients making a quit attempt should receive behavioral treatment in
addition to medication. Evidence suggests that there is a dose dependent relationship between
the intensity of counseling and treatment success.(95) Effective behavioral treatment can be
provided in person (individually or group) or over the phone.(271) Therefore, it is important to
connect patients with additional sources of behavioral support to increase their likelihood of
success (see referral resources in Section E). A variety of behavioral approaches have been
found to be effective for smoking cessation (see Psychotherapy Appendix |). Several counseling
elements have been identified as effective components of behavioral support. Behavioral
treatments should enhance motivation, help develop a quit plan, review and learn from past quit
attempts, discuss strategies for coping with craving and environmental triggers (e.g., alcohol,
living with people who smoke, social situations), and encourage the use of additional sources of
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social support.(95) Counseling should also address misconceptions of medication (e.g., NRT is
addictive) to increase medication adherence.(95)

C. Interventions For Adults Who are Not Ready to Quit

All adults who use tobacco should be provided with tobacco treatment regardless of their
readiness to quit. Evidence supports the effectiveness of NRT and varenicline to support
intermediate goals such as smoking reduction to encourage quit attempts and promote
abstinence.(197,199) Adults not ready to quit should be offered NRT (nicotine patch, gum, mini-
lozenge) or varenicline to help them make changes to their smoking. Providers should help
patients identify a smoking change goal that feels right for them (e.g., reducing smoking
heaviness, increasing time between cigarettes, delaying smoking, or eliminating smoking in
specific situations). Counseling support, if provided, should emphasize feelings of competence
and self-efficacy resulting from the practice of smoking reduction or pattern changing skills.
Patients who become ready to make a quit attempt should be provided with cessation focused
counseling and pharmacotherapy (i.e., if already using nicotine-mini lozenge, include nicotine
patch to support quitting).(272)

D. Interventions For Pregnant Adults

It is recommended that pregnant adults receive behavioral counseling. Message tailoring for
pregnant adults and increased counseling intensity has been shown to increase the overall
effectiveness of counseling.(270)

E. Referral Resources

Evidence supports the effectiveness of telephone quit lines.(273,274) Providers should refer
patients to quit lines (1-800-QUITNOW; 1-855-QUIT-VET) for additional counseling and support.
Digital smoking treatment Interventions (e.g., Smokefree.gov, Veterans.Smokefree.gov) can also
recommended to patients as a strategy for increasing support.(275)
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Appendix H. Pharmacotherapy

Patients should be offered and provided pharmacotherapy to assist with stopping nicotine
dependence.

Medications for nicotine dependence have different mechanisms. However, all target the
reduction of physiological withdrawals of nicotine either by working on nicotinic receptors to
reduce withdrawal symptoms, or providing patients with lower levels, slower absorptions, and
safer levels of nicotine without toxins. Nicotine withdrawal symptoms may last just a few
weeks.(276,277) However, nicotine dependence is a chronic, relapsing condition, where learned
behaviors become difficult to rid. Hence, pharmacotherapy targets nicotine withdrawal symptoms
and allows time for patients to focus on behavioral change. This is also a reason why
pharmacotherapy is used for longer than a few weeks, with an average recommended use of 12
weeks or longer, when needed. In addition, the chronic, relapsing nature of nicotine dependence,
medications can be reutilized if needed.

True medication failures are rare, as failures are usually associated with improper use of
medications and lack of adherence to/understanding of medications.(278) Compliance with
pharmacotherapy is very important, yet not focused enough on treatment. NRT delivers nicotine
slower and at lower levels of nicotine than combustible nicotine products. The onset is also much
slower. As a quick example, nicotine patch may take a few hours for onset and several hours to
get to a consistent level of nicotine.(279) If NRTs are not used consistently, the efficacy will be
reduced, with the patient experiencing more nicotine withdrawal symptoms. Pharmacotherapy like
varenicline or bupropion also takes 5-7 days to get to steady state, hence any interruptions can
also reduce its effect. These are some outcomes of effectiveness that can be considered when
evaluating the efficacy of medications:

= Reducing nicotine withdrawal

= Reduce tobacco use

= Making a quit attempt

= Sustained abstinence

= Abstinence and pharmacotherapy free
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Assess Your Patient’s Level of Nicotine Dependence (*Note can be adapted for other tobacco products as well)

Table H-1. Heaviness of Smoking Index- Cigarette Smokers

Question ‘ Response Points
= 1. How soon after waking do you = Within 5 mins = 3
smoke your first cigarette? = 6-30 mins = 2
= 31-60 mins = 1
= >60 mins = 0
= 2. How many cigarettes do you = >30 cigarettes = 3
smoke each day? = 21-30 cigarettes = 2
= 11-20 cigarettes = 1
= 10 cigarettes or less = 0
= (5-6 pts.): High dependence
" (3-4pts): Moderate dependence | |\, \E DEPENDENCE SCORE (Points):
= (1-2 pts.): Low dependence
= (0 pts.): No dependence
Table H-2. Smokeless Tobacco Use- Nicotine Dependence Assessment
Question ‘ Response Points
= 1. How soon after waking do you = Within 5 mins = 3
use tobacco? = 6-30 mins = 2
= 31-60 mins = 1
= >60 mins = 0
= 2. How many cans/pouches doyou | = More than 3 = 2
use per week? = 23 = 1
= 1 = 0
= (5 pts.): High dependence
" (3-4pts): Moderate dependence | |\~ \E DEPENDENCE SCORE (Points):
= (1-2 pts.): Low dependence
= (0 pts.): No dependence
January 2026
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Table H-3. Pharmacotherapy

Description = 21mg, 14mg, 7mg = 2mg, 4mg = 2mg, 4mg
and Example |® Delivers nicotine directly through the = Delivers nicotine through the = Delivers nicotine through the lining of
skin lining of the mouth while the the mouth while gum is parked
lozenge dissolves between the cheek and gum
Clinical Pros Pros Pros
Considerations = Easy to use = Convenient/flexible dosing that
= Provides constant levels of nicotine = Convenient/flexible dosing that allows for titration and tapering to
replacement allows for titration and tapering to manage withdrawal symptoms
= FEasytouse manage withdrawal symptoms = Faster delivery of nicotine than
= Only needs to be appliedonce aday | g May satisfy oral cravings patch
= Best when used with a short-acting = Best when used with nicotine = May satisfy oral cravings
nicotine product (gum or lozenge) or patch for breakthrough cravings | ® Best when used in combination with
bupropion = Delivers doses of nicotine 25% nicotine patch for breakthrough
higher than nicotine gum cravings
Cons Cons Cons
= Less-flexible dosing — cannot titrate = Requires proper technique. = Requires proper chewing technique
dose to acutely manage withdrawal Improper use can lead to for maximum benefit and to
symptoms increased risk of side effects minimize adverse effects (patient
=  Slower onset of delivery Most common side effect is should be advised to ‘bite down and
= Mild skin rashes and irritation nausea (12-15%) or stomach not chew’)
upset = Most common side effect is nausea
= Frequent use during the day (12-15%) or stomach upset
required to maintain adequate = Avoid in patients with dental
nicotine levels (may compromise problems, dentures, or
compliance especially if using temporomandibular jaw disorder
monotherapy (TMJ)
= Frequent use during the day
required to maintain adequate
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Topic Area

Nicotine Patches

Nicotine Lozenges

Nicotine Gum

nicotine levels (may compromise
compliance especially if using as
monotherapy)

Dosage and
Administration

Moderate to high nicotine
dependence OR >10

cigarettes/day = 21 mg/day for 1-2
months, then14mg/day for 1-2
months, then 7mg/day for 1-2 months

Low nicotine dependence OR <10
cigarettes = 14 mg/day for 1-2months,
then 7mg/day for 1-2 months

Adjust tapering based on withdrawal
symptoms, urges, and patient comfort
level

Duration: 3-6 months (varies
depending on patient response)
Highly recommend using in
combination with a short-acting
nicotine replacement therapy (NRT)
such as nicotine gum or nicotine
lozenge or bupropion

Dosage is based on nicotine
dependence or time to first
tobacco use of the day (TTFU)

Highly recommend using in
combination with nicotine
patch or bupropion.

If using in combination with
patch or bupropion: may use
2mg for most patients and 4mg in
more dependent patients:

e Use as needed up to 10-12
lozenges per day and reduce
each week

e [f using with nicotine patch,
may increase when stepping
down to a lower dose patch
(See combination dosing
strategy section)

If using as monotherapy:

¢ If moderate to high nicotine
dependence or TTFU is < 30
minutes, start with 4mg
lozenges

Dosage is based on nicotine
dependence or time to first tobacco
use of the day (TTFU)

Highly recommend using in
combination with nicotine patch
or bupropion

If using in combination with patch
or bupropion, may use 2mg for
most patients and 4mg in more
dependent patients.

e Use as needed up to 10-12
pieces per day and reduce each
week

e If using with nicotine patch, may
increase when stepping down to
a lower dose patch

If using as monotherapy:

e If moderate to high nicotine
dependence or TTFU is < 30
minutes, start with 4mg gum

e [f low nicotine dependence or
TTFU is > 30 minutes, start with
2mg gum
e Use atleast 9 gum per day
e Maximum 24 gum per day
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Topic Area

Nicotine Patches

Nicotine Lozenges

Nicotine Gum

e If low nicotine dependence or
TTFU is > 30 minutes, start
with 2mg lozenges

e Use at least 8 lozenges per
day

e Maximum 20 lozenges per
day

Duration: Taper as tolerated
each week. Average tapering is
3-6 months but may be longer if
needed

Duration: Taper as tolerated each
week. Average tapering is 3-6
months but may be longer if needed

and back. Avoid hairy areas

Use for 24 hours. If vivid dreams,
remove patch before bedtime

Rotate sites to avoid minor skin
irritation (avoid an area for a week if
possible)

Avoid smoking while on the patch but
if have slips, don’t remove patch to
use tobacco, continue using the patch
as prescribed (stop only if still
smoking a consistent amount)

Adverse May cause minor burning, itching or May cause indigestion, upset May cause mouth soreness, oral

Effects redness of skin stomach, nausea, hiccups, irritation, hiccups, jaw aches, nausea
Hives may mean more significant headache, mouth irritation and and vomiting
allergic reaction to the adhesive. Can difficulty sleeping (Correct use can avoid some Gl side
consider brand switching (Correct use can avoid some Gl effects)
Vivid dreams side effects)

Patient Patches may be placed anywhere on Advise patients to allow lozenges Advise the patient not to ‘chew’ like

Education the upper body, including arms, chest to dissolve slowly over 20-30 regular gum

minutes (faster if mini lozenges).
Do not chew or swallow

Rotate to different sites of the
mouth

Avoid eating or drinking anything
acidic 15 minutes before or
during use (reduces nicotine
absorption).

Review package directions
carefully to maximize benefit of
product

Instruct the patient to slowly bite
down on the gum until they sense a
peppery flavor or slight tingling in
their mouth and then ‘park’ the gum
between their cheek and gum
Patient should park the gum
between their cheek and gum for
about one (1) minute to absorb until
taste or tingle is gone. Repeat step
of ‘bite down and park’ until taste or
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Topic Area Nicotine Patches Nicotine Lozenges Nicotine Gum

tingle does not return (about 30
minutes)

= Each piece should last about 20-30
minutes

= Avoid eating or drinking anything
acidic 15 minutes before or during
use (reduces nicotine absorption)

= Review package directions carefully
to maximize benefit of product
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Topic Area Nicotine Nasal Spray Bupropion Varenicline
Description = Delivers nicotine through the = Sustained Release 150mg = 1.0mg, 0.5 mg
and Example nasal passages = QOther Formulations such as
Immediate Release and
Extended Release can be
considered
Clinical Pros Pros Pros
Considerations )
= Can titrate and taper to manage = Easytouse = Easytouse

withdrawal symptoms
May be better for highly dependent
patients

Cons

The quickest onset and peak for
nicotine absorption out of all the NRTs
thus also has highest dependence
potential

Frequent use during the day required to

obtain adequate nicotine levels (may
compromise compliance especially if
using as monotherapy)

= Pill form and may be associated

with better compliance
= Can be combined with NRT

= May be beneficial in patients with

depression

Cons

= Contraindicated in patients with

seizures (seizure risk 1/1000).

®m  Assess seizure risk in patients
with active SUD (e.g., alcohol),
anorexia, bulimia, head trauma
and brain injury

’

In pill form and may be associated
with better compliance

Only medication that blocks nicotinic
receptors and also stimulates the
receptors to reduce cravings

No known drug interactions

Cons

Nausea common in up to one-third
of patients

Vivid dreams also noted as a
common side effect

May increase risk of seizures

May reduce alcohol tolerance
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Topic Area

Nicotine Nasal Spray

Bupropion Varenicline

Clinical
Considerations

May increase symptoms in patients
with allergies or uncontrolled reactive
airway disease (avoid in patients with
chronic nasal conditions)

Can irritate nasal cavity so most
common side effects are hot, peppery
feeling in back of throat or nose,
sneezing, coughing, watery eyes, or
runny nose
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Topic Area Nicotine Nasal Spray Bupropion Varenicline
Dosage and = Adose is equal to 1 spray in each = Takes 1 week to get to effective | ®m Takes 1 week to get to effective
Administration nostril (2 total sprays) dose: dose:
e 150 mg daily for 3 days e 0.5 mg once a day for 3 days
then 150mg twice a day (8 e then 0.5 mg twice a day for 4
If using_in combination with patch or hrs apart) for 4 days days
bupropion: e Then on target quit date, e then 1.0 mg twice a day for 11
= Use up to 10-12 doses per day and STOP SMOKING weeks
reduce each week . . . .
= Max dosing is 5 doses per hour e Continue at 150 mg twice a = Typical treatment duration is 3-6
= |f using with nicotine patch, may day for 8 to 12 weeks months
increase when stepping down to a e May stop abruptly = May stop abruptly
lower dose patch (See combination e No need to taper " Noneed to taper .
dosing strategy section) = Can be used in combination with | ® Dose must be adjusted if kidney
NRT function is impaired

m  (Creatine clearance less than 30
mL/min): Max titration is to 0.5mg
twice daily

= Dialysis: max per day of 0.5mg/day

If using as monotherapy:

= Start with 8 doses per day

=  Increase up to 40 doses (usual max
dose) per day

= Slowly decrease each week as
directed

= Max dosing is 5 doses per hour and 40
doses per day

= Taper as tolerated each week. Average
tapering is 3-6 months but can be
longer if needed

Dosage and = Consider reducing dose and/or
Administration frequency in renal and hepatic
impairment
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Topic Area Nicotine Nasal Spray Bupropion Varenicline
Adverse = May cause irritation in the nose and = Nausea = Gl: nausea/vomiting are most
Effects throat leading to sneezing, coughing, = |nsomnia, vivid dreams common side effects

runny nose, or watery eyes = Rare, but mood changes and = Insomnia, vivid dreams

®  Shortness of breath is rare, usually increased anxiety can occur = Rare but mood changes can occur
related to incorrect usage

Patient = |nstruct the patient to ‘prime’ the nasal | = Medication should be initiated at | = Treatment should be initiated at least
Education spray before use until a fine spray least 1 week prior to quit date 1 week prior to quit date and titrated

(likely 6-8 times of pressing the spray) and titrated = Taking the medication with food and

= |nstruct the patient to blow nose if it is = Avoid bedtime dose to minimize titrating the dose as directed may
not clear before use insomnia but allow 8 hours help with nausea

= Insert the nasal spray as far back as between doses = Take with a full glass of water
comfortable and consider spraying = |f patients experience any = Allow up to 12 weeks to become
away from the septum to avoid irritation suicidal ideation/mood changes tobacco free and a maximum of 6

= Use 1 spray in each nostril (1 dose) (rare adverse event), advise months of treatment

= Due to irritability and potential for them to stop medication and = [f patients experience any suicidal
tearing, do not operate heavy contact their provider ideation/mood changes (rare
machinery for 10 minutes after use adverse event), advise them to stop

®=  Review package directions carefully to medication and contact their provider
maximize benefit of product and
complete direction of use

Abbreviations: GI: gastrointestinal; mg: milligrams; mL: milliliters; NRT: nicotine replacement therapy; TTFU: time to first use
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Appendix I. Psychosocial Interventions

CBT utilizes various therapeutic techniques to help individuals identify and change maladaptive
thought patterns and behaviors. Cognitive restructuring is one of the key techniques used in
CBT, whereby individuals learn to challenge and modify their maladaptive thoughts and beliefs.
Additionally, CBT may involve skills training, such as learning coping skills and strategies to
effect positive behavior and mood changes. Behavioral activation is another CBT technique that
involves identifying and scheduling pleasurable and mastery activities, breaking down large
tasks into smaller ones, and increasing social engagement. CBT for smoking cessation utilizes
the above techniques to address the underlying psychological factors that contribute to
smoking, such as stress, anxiety, and cravings. CBT for smoking cessation incorporates
cognitive restructuring around thoughts and beliefs that lead to smoking. In addition, this
approach teaches coping skills and strategies to manage cravings and avoid return to use, and
engagement in healthier alternative behaviors.(280,281)

ACT is an evidence-based psychological intervention that teaches strategies to patients to
develop psychological flexibility and acceptance of thoughts, feelings, and bodily sensations, as
opposed to suppression or avoidance. Some of the key skills taught in ACT include
mindfulness, cognitive diffusion, values-based action, and acceptance. Mindfulness involves
increasing awareness and acceptance of the present moment, while cognitive diffusion aims to
reduce the literal meaning and impact of maladaptive thoughts. Values-based action
encourages individuals to take action towards their core values, even in the presence of
challenging thoughts or emotions. In the context of smoking cessation, ACT aims to increase
motivation and commitment to cessation by promoting values-based action and reducing the
functional importance of smoking. This approach has been shown to be effective in promoting
smoking cessation and reducing nicotine withdrawal symptoms.(282)

Ml is a goal-oriented, person-centered counseling style that aims to facilitate behavior change
by helping individuals resolve ambivalence and mobilize their intrinsic motivation to change. Ml
is a non-confrontational and non-judgmental approach and is designed to support individuals in
making their own decisions about behavioral change. This approach focuses on exploring and
resolving an individual's ambivalence regarding change, rather than providing instruction or
guidance. MI for smoking cessation employs techniques such as open-ended questions,
reflective listening, and affirmations to help individuals enhance motivation to engage in
smoking cessation and build confidence in their ability to do so. (280,281). Evidence for Ml as a
brief stand-alone treatment for smoking cessation has been equivocal.(97,98) However, given
its focus on enhancing motivation and commitment, Ml may hold promise when directed toward
treatment engagement.
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Appendix J. Abbreviation List

Abbreviation

Definition

AC Active Component
ACT acceptance and commitment therapy
Al/AN American Indian/Alaska Native
AUD Alcohol Use Disorder
BASC behavioral activation for smoking cessation
CBT cognitive behavioral therapy
Cl confidence interval
CIH complementary integrative health
CM contingency management
col conflicts of interest
COPD Chronic Obstructive Pulmonary Disease
CPG Clinical Practice Guidelines
CPTS cognitive processing therapy for smoking
DBS deep brain stimulation
DOD Department of Defense
EBPWG Evidence-Based Practice Work Group
ENDS electronic nicotine delivery systems
EU European Union
FDA Food and Drug Administration
Gl gastrointestinal
GRADE Grading of Recommendations Assessment, Development, and Evaluation
HDI Human Development Index
HRBS Health Related Behaviors Survey
ITCI intensive tobacco cessation interventions
iTBS Intermittent Theta Burst Stimulation
KQ key question
MA meta-analysis
MDD Major Depressive Disorder
mg milligram
mHealth mobile health
MHS Military Health System
Mi motivational interviewing
NAM National Academy of Science
NICE National Institute for Health and Care Excellence
NRT nicotine replacement therapy
NSDUH National Survey on Drug Use and Health
OR odds ratio
PE prolonged exposure
PHA Periodic Health Assessment
PTSD Post Traumatic Stress Disorder
RCT randomized control trial
RD risk difference
RR risk ratio
rTMS repetitive transcranial magnetic stimulation
SAE Serious adverse events
SDM shared decision making
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Abbreviation

Definition

Sl Shorter interventions

SMI serious mental illness

SMS short message service

SR systematic review

SR sustained release

SRNT The Society of Research on Nicotine and Tobacco
SuUD Substance Use Disorder

tDCS transcranial direct current stimulation
TTFU time to first use

UK United Kingdom

U.S. United States

USPSTF U.S. Preventative Services Task Force
VA Veterans Affairs

VHA Veterans Health Administration
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