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Abstract
Introduction: The extent to which use of electronic nicotine delivery systems (ENDS) for smoking reduction leads to cigarette abstinence in 
smokers with no plans to quit smoking is unclear. This exploratory analysis examined the effects of ENDS delivering different amounts of nico-
tine on cigarette abstinence up to 24-week follow-up, in comparison to placebo or a behavioral substitute.
Methods: This four-arm parallel-group, randomized, placebo-controlled trial took place at two academic medical centers in the United States 
(Penn State Hershey and Virginia Commonwealth University). Participants were current adult smokers (N = 520) interested in reducing but not 
planning to quit. They received brief advice and were randomized to one of four 24-week conditions, receiving either an eGo-style ENDS paired 
with 0, 8, or 36 mg/ml nicotine liquid (double-blind) or a cigarette-shaped tube, as a cigarette substitute (CS). Self-reported daily cigarette con-
sumption and exhaled carbon monoxide (CO) were measured at all study visits. Outcomes included intent-to-treat, self-reported 7-day cigarette 
abstinence, biochemically confirmed by exhaled CO at 24 weeks after randomization.
Results: At 24 weeks, significantly more participants in the 36 mg/ml condition (14/130, 10.8%) than in the 0 mg/ml condition (1/130, 0.8%) and 
the CS condition (4/130, 3.1%) were abstinent (relative risk = 14 [95% CI = 1.9–104.9] and 3.5 [95% CI = 1.2–10.4], respectively). The abstinence 
rate in the 8 mg/ml condition was 4.6% (6/130).
Conclusions: When smokers seeking to reduce smoking tried ENDS, few quit smoking in the short term. However, if smokers continued to 
use an ENDS with cigarette-like nicotine delivery, a greater proportion completely switched to ENDS, as compared with placebo or a cigarette 
substitute.
Implications: The extent to which use of electronic nicotine delivery systems (ENDS) for smoking reduction leads to cigarette abstinence in 
smokers with no plans to quit smoking was unclear. This randomized trial found that ENDS with nicotine delivery approaching that of a cigarette 
are more effective in helping ambivalent smokers to quit cigarette smoking.

Introduction
Many smokers who try electronic nicotine delivery systems 
(ENDS) do so intending to reduce or quit smoking1,2 and 
some continue to “dual use”. For example, in a representa-
tive US sample of ENDS users in 2015–2016, 66% were also 
smoking cigarettes.3 In another representative sample of US 
smokers, among those who had tried ENDS, 77% endorsed 
“as way to cut down on the number of cigarettes I smoke” 
and 65% endorsed “as a way to quit smoking completely” 

as their reasons for trying ENDS (not mutually exclusive op-
tions).4 The extent to which ENDS use for smoking reduction 
leads to increased cessation in smokers with no initial plans 
to quit smoking remains unclear.

An expert committee of National Academies of Science 
Engineering and Medicine5 concluded that there is limited 
evidence that ENDS may be effective smoking cessation 
aids, and moderate evidence from randomized controlled 
trials (RCTs) that ENDS with nicotine are more effective 
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than ENDS without nicotine. Since that report, some add-
itional RCTs have found that ENDS increase smoking cessa-
tion rates,6–8 but others did not.9,10 Most RCTs of ENDS for 
smoking cessation to date have used ENDS with unknown or 
very low nicotine delivery, and many ENDS deliver very little 
nicotine relative to a cigarette.11,12 As an example, one of the 
most cited RCTs of ENDS for smoking cessation used a prod-
uct labeled as containing 16 mg/ml, but it actually contained 
10–16 mg/ml, and after the trial was started it was found to 
deliver a very low blood nicotine boost (2.1  ng/ml).13 This 
example demonstrates the importance of using ENDS with 
known nicotine pharmacokinetic properties in clinical trials.

This report is based on exploratory analyses of a random-
ized placebo-controlled trial that was primarily designed to 
examine the effects of ENDS use on toxicant exposure in 
smokers. The methods and results for the primary toxicant 
outcome (4-(methylnitrosamino)-1-(3-pyridyl)-1-butanol, 
NNAL) have been reported elsewhere.14,15 The primary out-
come paper reported that participants assigned to 36 mg/ml 
nicotine ENDS reduced NNAL, exhaled carbon monoxide 
(CO) and cigarette consumption.15 Here, we report on ex-
ploratory analyses that were planned prior to the data set 
being unblinded, and were designed to examine the effects of 
ENDS with differing nicotine delivery profiles15 on cigarette 
abstinence among current smokers with no plans to quit. We 
hypothesized in the Statistical Analysis Plan (p5) that there 
would be “ECIG nicotine concentration-related reductions in 
combustible cigarette use,” and so the corresponding hypoth-
esis for smoking cessation was that the 36  mg/ml nicotine 
concentration ENDS would result in greater cigarette abstin-
ence.

Methods
Participants
Participants were 520 adult cigarette smokers of ≥10 cigar-
ettes per day (CPD) who were interested in reducing their cig-
arette consumption by 50% but had no plans to quit within 
the next 6 months. For inclusion, volunteers were required 
to be aged 21–65, blow an exhaled CO of >9 parts per mil-
lion (ppm) at assessment and not have made any quit attempt 
or used a smoking cessation medication in the prior month. 
Participants could have used an ENDS product before, but 
not for more than 5 days out of the prior 28 days. Exclusions 
included any reported medical disorder/medication that 
may affect participant safety or biomarker data (e.g. preg-
nancy, unstable serious medical or psychiatric conditions, or 
weekly or greater use of illegal drugs). Full inclusion/exclu-
sion criteria have been published14,15 and are available in the 
Supplement 1.

Recruitment occurred between July 22, 2015, and November 
16, 2017, and follow-ups completed June 2018, at Penn State 
Medical Center in Hershey, Pennsylvania, (n  =  320), and 
Virginia Commonwealth University in Richmond, Virginia 
(n = 200), both in the United States.

Design
This was a four-arm, parallel-group, placebo-controlled ran-
domized trial, with the three ENDS conditions administered 
double-blind.14,15 Participants were randomized to one of four 
24-week conditions and received either an eGo-style ENDS 
paired with 0, 8, or 36 mg/ml nicotine liquid, with tobacco or 
menthol flavor (participants chose flavor), or a cigarette-shaped  

plastic tube with no electronics or aerosol, for use as a cigar-
ette substitute (CS). Study products were provided at no cost 
for up to 24 weeks. In previous laboratory studies, after 10 
puffs over 5 min on the same ENDS device used in this trial, 
the 8 mg/ml and 36 mg/ml liquids gave a boost to blood nico-
tine concentrations of 6 ng/ml and 13 ng/ml.16 The 36 mg/
ml nicotine liquid used with this device therefore delivers a 
nicotine boost approaching that resulting from smoking a cig-
arette (around 15 ng/ml).16

Procedures
Participants were recruited via study advertisements including 
print, radio and online methods. They attended a screening 
visit and at the subsequent randomization visit (week 0), were 
asked to use their assigned product to help reduce their cigar-
ette consumption by 50% through week 2 and then by 75% 
or more thereafter (relative to baseline). Instructions for parti-
cipants were designed to be relatively simple and generic after 
they were informed how to use their study product. For ex-
ample, at the randomization visit, all participants were told,

As you learned during the consent process, you are being 
asked to reduce your traditional cigarette consumption 
throughout this study. Tomorrow, you will cut back on 
the number of cigarettes you smoke per day by half. This 
means that if you smoke 20 cigarettes per day, you will 
now smoke no more than 10 cigarettes per day. Remember 
the study product that we just discussed? You should use 
that study product to replace the cigarettes that you nor-
mally smoke.

At visit 4 (day 14), participants were told:

During the next 14 days, you will be asked to reduce your 
cigarette consumption a bit more. Previously, we asked you 
to reduce your cigarette consumption by half. Now we are 
going to ask that you reduce your cigarette consumption 
by 75% compared to your baseline level. This means that 
if you smoked 20 cigarettes per day at the start of this 
study, you will now try to smoke only 5 cigarettes per day.

At visit 6 (day 56), participants were told: “During the next 
28 days, we want you to make sure you continue to attempt 
to achieve or maintain your 75% reduction in your cigarette 
consumption. We also want to encourage you to continue to 
use your study product to replace the cigarettes you have cut 
out.”

Participants were provided with gift cards worth approxi-
mately $20–40 for each visit completed, up to a total of $400 
for those completing all study procedures. These payments 
were intended to cover time and travel expenses and were 
not contingent on smoking reduction. Self-reported CPD and 
product use recorded via a paper daily diary were used to 
perform a 7-day timeline follow-back procedure at each of 8 
visits (at weeks 1, 2, 4, 8, 12, 16, 20, and 24) during the inter-
vention period. Exhaled carbon monoxide (CO) was meas-
ured at each visit, enabling validation of reported cigarette 
abstinence.

Outcomes and Statistical Analysis
The original primary outcome of this trial was the carcino-
gen biomarker, NNAL, and the results on that outcome 
have been reported previously.15 The trial also collected a  
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number of additional measures and plans to conduct explora-
tory analyses on these were stated in the Statistical Analysis 
Plan (see SAP dated August 3, 2018 in Supplementary ap-
pendix 2, p. 16) prior to unblinded data analyses being ini-
tiated. Consistent with this SAP prior to unblinded analyses 
being undertaken, the cigarette abstinence-related outcomes 
are (1) intent-to-treat, self-reported 7-day point prevalence 
cigarette abstinence (PPA), biochemically confirmed by ex-
haled CO<10ppm (7-day PPA) for each visit up to 24 weeks 
after randomization (last visit of randomized phase of the 
trial), with those not attending visits counted as smoking. 
Additional outcomes included (2) self-reported 28 or more 
days of cigarette abstinence at week 24 (biochemically val-
idated by exhaled CO < 10 ppm at weeks 20 and 24), (3) 
the number (%) of participants in each group who reported 
at least one full day without smoking a cigarette (no bio-
chemical verification), from week 1 to week 24, and (4) the 
total number of days on which participants self-reported 
being abstinent from cigarettes from week 1 to week 24. 
The parent study was originally powered to detect effects 
on toxicant exposure (NNAL),15 rather than cigarette ab-
stinence, but with 130 participants/group, there was 75% 
power to detect as significant (p < .05, two-tailed) a differ-
ence of 9% (e.g. 3% vs. 12%) between two groups, using 
Fisher’s exact test (post-hoc power calculation). Fisher’s 
exact tests were used to compare proportions abstinent be-
tween groups. Wilcoxon rank sum test were used to com-
pare number of days of abstinence. 95% confidence inter-
vals of differences were calculated.

The study was approved by the Institutional Review 
Boards at both institutions. The original study protocol is 
published14 and statistical analysis plan prior to unblinded 
analysis is available in Supplement 2. This study followed the 
Consolidated Standards for Reporting Trials (CONSORT) re-
porting guideline for randomized clinical trials.

Results
The main baseline characteristics of the four randomized groups 
are presented in Table 1, showing that they were well matched. 
The CONSORT diagram (Figure 1) shows that overall, 332 
participants (63.8%) continued to attend through to 24 weeks 
with no significant between-group difference in dropout rates.15

As shown in Figure 2, few participants in any group reported 
7-day PPA within the first four weeks, when trying to reduce 
cigarette consumption by 50% and then 75%. However, over 
time more participants in the 36 mg/ml group achieved cigarette 
abstinence. At 24 weeks post-randomization, significantly more 
participants in the 36 mg/ml group than in the 0 mg/ml and CS 
groups were cigarette abstinent (Table 2). The mean exhaled 
CO among validated quitters in each group was <3 ppm, as 
compared with 23 ppm at baseline. Participants randomized to 
36 mg/ml were significantly more likely than those randomized 
to 0 mg/ml or the cigarette substitute to report at least 28 days 
abstinence at week 24, and were significantly more likely than 
each of the other groups (including 8 mg/ml) to report at least 
one or more days of cigarette abstinence and more total days of 
cigarette abstinence throughout the trial (Table 2).

All 14 participants in the 36 mg/ml group who were abstin-
ent at 24 weeks were using their assigned product when they 
first achieved abstinence (an average of 95 days earlier), and 
12/14 of those abstainers (86%) were still using it at week 24.

Serious adverse events during the intervention period were 
spread evenly across the conditions (CS, 11; 0 mg/ml, 7; 8 mg/
ml, 5; and 36 mg/ml, 8) and none were judged to be related to 
study participation.15

Discussion
To our knowledge, this study is the first ENDS RCT in which 
a significant increase in cigarette abstinence compared with 

Table 1.  Baseline Characteristics of Study Participants by Condition and Overall

ENDS conditions

Characteristic CS  
(N = 130)

0 mg/ml  
(N = 130)

8 mg/ml  
(N = 130)

36 mg/ml  
(N = 130)

Overall  
(N = 520)

Age in years 46.1±12.4 45.7±11.4 45.6±11.7 47.4±11.1 46.2±11.6

Male sex, % (N) 39.2 (51) 38.5 (50) 38.5 (50) 48.5 (63) 41.2 (214)

Race and ethnicity, % (N)      

  Caucasian/White NH 63.9 (83) 70.8 (92) 66.9 (87) 67.7 (88) 67.3 (350)

  African American/Black NH 30.0 (39) 25.4 (33) 28.5 (37) 27.7 (36) 27.9 (145)

  Other 6.2 (8) 3.9 (5) 4.6 (6) 4.6 (6) 4.8 (25)

Some college or higher, % (N) 58.5 (76) 55.4 (72) 63.9 (83) 60.8 (79) 59.6 (310)

Income >$39,999, % (N)a 39.8 (51) 37.0 (47) 40.8 (51) 46.2 (60) 41.0 (209)

Cigarettes smoked per day (7-day average)b 18.4±7.1 18.8±8.3 19.4±8.7 17.8±6.5 18.6±7.7

Exhaled carbon monoxide in parts per million 23.6±12.5 23.4±12.2 21.8±9.8 21.9±10.5 22.7±11.3

Penn State Cigarette Dependence Index score17 13.4±3.0 13.7±2.7 13.2±3.0 13.2±3.2 13.4±3.0

Menthol cigarette smoking, % (N) 66.9 (87) 67.7 (88) 62.3 (81) 59.2 (77) 64.0 (333)

Note: CS, cigarette substitute; ENDS, electronic nicotine delivery system; NH, non-Hispanic; IQR, interquartile range; CI, confidence interval. Plus-minus 
values are mean±SD. Demographic characteristics were assessed by self-report at the in-person screening visit (week −1). Cigarettes smoked per day, 
exhaled carbon monoxide, Penn State Cigarette Dependence Index score, menthol cigarette smoking status, were assessed at the baseline visit (week 0; at 
randomization). There were no significant differences in baseline characteristics between conditions (p > .05).
aMissing income data by condition: CS (N = 2), 0 mg/ml (N = 3), 8 mg/ml (N = 5), 36 mg/ml (none).
bNumber of cigarettes smoked per day was calculated using self-reported timeline follow-back for the 7 days prior to the randomization visit (collected 
in-person at week 0).

http://academic.oup.com/ntr/article-lookup/doi/10.1093/ntr/ntab247#supplementary-data
http://academic.oup.com/ntr/article-lookup/doi/10.1093/ntr/ntab247#supplementary-data
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placebo ENDS and an alternative non-nicotine cigarette sub-
stitute, were observed. The abstinence rates were not high, 
and this is not surprising in daily smokers who expressed no 
plans to quit smoking at the start of the trial, who were en-
couraged to reduce smoking, and were given no explicit in-
structions to quit smoking during the trial. The extremely low 
quit rates in the placebo and CS groups (<1% and 3% at 
week 24) confirm that our study protocol did not stimulate 
spontaneous quitting.

While the ENDS with cigarette-like nicotine delivery 
(36 mg/ml) produced a marked increase in cigarette abstin-
ence, there was no discernable beneficial effect on cigarette 
abstinence at 24 weeks of the lower nicotine delivery ENDS 
(8 mg/ml). This result is consistent with dose-response effects 
on smoking cessation found with nicotine replacement ther-
apies (NRTs).18 A systematic review of nicotine replacement 
therapy trials in smokers who were willing to reduce, but de-
clared no intention to quit smoking in the short term, reported 
a sustained abstinence rate of 6.8% in the NRT group versus 
3.3% in the placebo group.19 Our results are also similar to 
those reported in a randomized trial of nicotine-containing 
snus versus placebo for gradual smoking reduction which 
found that at 36-week follow-up 9.5% of the nicotine snus 
users were abstinent, versus 3.7% of the placebo users.20

The lack of a significant increase in abstinence at 24 
weeks in the group receiving the 8 mg/ml ENDS was perhaps 
surprising, as this group could potentially have achieved 

cigarette-like blood nicotine levels by puffing much more fre-
quently on their device. We previously reported that product 
use rates were highest for the 36 mg/ml group.15 Our results 
suggest that in an environment with high nicotine delivery 
products readily available (i.e. cigarettes) smokers do not 
find much lower nicotine delivery products (i.e. the 8  mg/
ml liquid in the device used in this study) to be reinforcing 
enough to sustain sufficiently high use to compete with cig-
arettes.

The 36 mg/ml liquid ENDS produced significantly greater 
cigarette abstinence rates at 24 weeks than the cigarette sub-
stitute and 0 mg/ml liquid/ENDS, but it was not significantly 
greater than 8 mg/ml ENDS. However, a significantly higher 
proportion of those on 36 mg/ml than 8 mg/ml achieved at 
least one day of cigarette abstinence, and they also achieved 
a significantly greater number of days of abstinence than the 
8 mg/ml group.

The dose effect suggests that policies that decrease the like-
lihood that smokers can identify and/or purchase ENDS that 
deliver nicotine as effectively as a combustible cigarette may 
have the unintended consequence of reducing the number of 
smokers who successfully quit smoking by switching from 
cigarettes to ENDS. Nicotine delivery is a function of device 
characteristics (e.g. battery power and coil characteristics) as 
well as liquid composition.21 It may therefore be necessary 
in the future to inform consumers of the estimated standard-
ized nicotine delivery (e.g. blood nicotine boost from 10 puffs 
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Figure 1.  CONSORT flow diagram.
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in 5 min) resulting from a device/liquid combination, rather 
than simply the nicotine concentration of the liquid.

There is a theoretical potential for dual cigarette and 
ENDS use to increase total nicotine dependence. This ques-
tion is deserving of further study. However, given that we 
previously reported no increase in total nicotine exposure 
(as measured by urine cotinine) in either group randomized 
to use nicotine-containing ENDS,15 there does not appear to 
be a high risk for greater nicotine consumption during dual 
ENDS and cigarette use while trying to reduce cigarette con-
sumption.

This study’s limitations include use of one ENDS device 
and no flavored liquids (other than tobacco and menthol), 
participant drop-out (36%), and a relatively short length 

of cigarette abstinence at 24 weeks. Participants had to be 
interested in reducing their cigarette consumption, so these 
results may not generalize to smokers with no such interest. 
Strengths include randomized double-blind allocation to dif-
ferent liquid nicotine concentrations, use of an ENDS device 
with known nicotine delivery profile, both placebo and non-
ENDS control groups, and biochemical validation of self-
reported abstinence.

Conclusion
When smokers seeking to reduce smoking try ENDS, few 
quit smoking in the short term. However, if smokers con-
tinue to use an ENDS with cigarette-like nicotine delivery, 

Figure 2.  Percentage of participants in each randomized group reporting zero cigarette consumption in the prior 7 days at eight follow-up visits, 
validated by exhaled CO <10 ppm, at each visit (0 mg/ml, 8 mg/ml, or 36 mg/ml nicotine concentration in an electronic nicotine delivery system or 
CS = cigarette substitute).

Table 2.  Percentage of Participants (n) Who Were Abstinent From Cigarettes at Week 24, Validated by Exhaled Carbon Monoxide (CO), (a) for the Prior 7 
Days (b) for the Prior 28+ Days, (c) Percentage (n) Who Reported At Least One Full Day Without Cigarette Smoking, and (d) Mean Number of Total Days 
Without Cigarette Smoking in the 24 Weeks of the Trial (All n = 130 per Group, Intent-to-Treat, Assuming Smoking Where Data is Missing) by Group

 Group

Outcome  Cig. substitute (CS) 0 mg/ml 8mg/ml 36 mg/ml

(a) 7-day point prevalence (CO < 10) ab-
stinence at week 24

% (n)  
RRe (95% CI)

3.1 (4)b  
3.50 [1.2,10.4]

0.8 (1)a  
 14.00 [1.9,104.9]

4.6 (6)  
 2.33 [0.9,5.9]

10.8 (14)

(b) 28+ days abstinent with CO <10 at 
weeks 20 and 24d

% (n)  
RRe (95% CI)

1.5 (2)b  
 5.50 [1.2,24.3]

0.8 (1)a  
11.0 [1.4,84.0]

3.1 (4)  
2.75 [0.90,8.4]

7.7 (10)

(c) ≥1 day abstinent  % (n)  
RRe (95% CI)

22.3 (29)a  
1.86  [1.3,2.7]

26.2 (34)b  
1.59 [1.1,2.3]

27.7 (36)b  
 1.50  [1.1,2.1]

41.5 (54)

(d) Mean (SD) days no cigarette smoking Mean (SD)  
Difference of 
meanf (95% CI)

5.3 (18.5)c  
10.29 [3.2,17.4]

4.7 (17.0)c  
10.87 [3.9,17.8]

7.4 (23.1)c  
8.20 [0.8,15.7]

15.6 (36.4)

ap < .006 as compared to 36 mg/ml, Fisher’s exact test.
bp < .03 as compared to 36 mg/ml, Fisher’s exact test.
cp < .02 as compared to 36 mg/ml, Wilcoxon rank sum test.
d28+ days in order to account for variability in appointment days since the previous visit. Participants were required to report no cigarette use in 7 days at 
week 20, no cigarettes from week 20 to 24 visits, (CO < 10 ppm at both visits), so most were abstinent for around 35 days depending on precise number of 
days between appointments.
eRelative risk between 36 mg/ml group and the group in the corresponding column with 95% CI.
fDifference of mean between 36 mg/ml group and the group in the corresponding column with 95% CI from parametric two-sample t-test.
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a greater proportion completely switch to ENDS, as com-
pared with placebo or a cigarette substitute. ENDS with 
nicotine delivery approaching that of a cigarette are more 
effective in enabling ambivalent cigarette smokers to quit 
smoking.

Supplementary Material
A Contributorship Form detailing each author’s specific in-
volvement with this content, as well as any supplementary 
data, are available online at https://academic.oup.com/ntr.

Funding
This research was supported by P50DA036105 and 
U54DA036105 from the National Institute on Drug Abuse 
of the National Institutes of Health and the Center for 
Tobacco Products of the US Food and Drug Administration. 
Data collection was supported by UL1TR002649 at Virginia 
Commonwealth University and by UL1TR002014 at Penn 
State University from the National Center for Advancing 
Translational Sciences of the National Institutes of Health. 
Funding sources had no other role other than financial 
support. The content is solely the responsibility of the au-
thors and does not necessarily represent the official views 
of the National Institutes of Health or the Food and Drug 
Administration.

Declaration of Interests
J.F. reports a research grant, receipt of study medication, per-
sonal fees and nonfinancial support from Pfizer Inc., outside 
the submitted work. He has also purchased ENDS products 
for use in clinical trials. CB has previously undertaken trials of 
e-cigarettes for smoking cessation, requiring purchase of ENDS 
products and nicotine patches, outside the submitted work. 
None of the above (non-author) parties had any role in the de-
sign, conduct, analysis or interpretation of the trial findings, or 
writing of the resulting publication. T.E. is a paid consultant in 
litigation against the tobacco industry and also the electronic 
cigarette industry and is named on one patent for a device that 
measures the puffing behavior of electronic cigarette users and 
on another patent for a smartphone app that determines elec-
tronic cigarette device and liquid characteristics and a third pa-
tent application for a smoking cessation intervention.

Data Availability
With publication, requests for de-identified individual partici-
pant data and/or study documents (data dictionary, protocol, 
statistical analysis plan, measures/manuals/informed consent 
documentation) will be considered. The requestor must sub-
mit a one-page abstract of their proposed research, including 
purpose, analytical plan, and dissemination plans. The 
Executive Leadership Committee will review the abstract and 
decide based on the individual merits. Review criteria and pri-
oritization of projects include potential of the proposed work 
to advance public health, qualifications of the applicant, the 
potential for publication, the potential for future funding, and 
enhancing the scientific, geographic, and demographic diver-
sity of the research portfolio. Following abstract approval, 

requestors must receive institutional ethics approval or  
confirmation of exempt status for the proposed research. An  
executed data use agreement must be completed prior to data 
distribution. Contact is through Dr Caroline Cobb (cobbco@
vcu.edu).

References
	1.	 Kasza KA, Ambrose BK, Conway KP, et al. Tobacco-product use by 

adults and youths in the United States in 2013 and 2014. N Engl J 
Med. 2017;376(4):342–353.

	2.	 Berry KM, Reynolds LM, Collins JM, et al. E-cigarette initiation 
and associated changes in smoking cessation and reduction: the 
Population Assessment of Tobacco and Health Study, 2013-2015. 
Tob Control. 2019;28(1):42–49.

	3.	 Krishnan N, Abroms LC, Berg CJ. Electronic nicotine product ces-
sation and cigarette smoking: analysis of waves 3 and 4 from the 
PATH study. Nicotine Tob Res. 2022;24(3):324–332.

	4.	 Wackowski  OA, Bover  Manderski  MT, Delnevo  CD, 
Giovenco  DP, Lewis  MJ. Smokers’ early e-cigarette experi-
ences, reasons for use, and use intentions. Tob Regul Sci. 
2016;2(2):133–145.

	5.	 National Academies of Science Engineering and Medicine. Public 
Health Consequences of E-cigarettes. Washington, DC. The Na-
tional Academies Press; 2018.

	6.	 Walker N, Parag V, Verbiest M, Laking G, Laugesen M, Bullen C. 
Nicotine patches used in combination with e-cigarettes (with and 
without nicotine) for smoking cessation: a pragmatic, randomised 
trial. Lancet Respir Med. 2020;8(1):54–64.

	7.	 Hajek P, Phillips-Waller A, Przulj D, et al. A randomized trial of 
e-cigarettes versus nicotine-replacement therapy. N Engl J Med. 
2019;380(7):629–637.

	8.	 Hatsukami DK, Meier E, Lindgren BR, et al. A randomized clin-
ical trial examining the effects of instructions for electronic cigar-
ette use on smoking-related behaviors and biomarkers of exposure. 
Nicotine Tob Res. 2020;22(9):1524–1532.

	9.	 Lee  SH, Ahn  SH, Cheong  YS. Effect of electronic cigarettes on 
smoking reduction and cessation in Korean male smokers: a ran-
domized controlled study. J Am Board Fam Med. 2019;32(4):567–
574.

	10.	Lucchiari C, Masiero M, Mazzocco K, et al. Benefits of e-cigarettes 
in smoking reduction and in pulmonary health among chronic 
smokers undergoing a lung cancer screening program at 6 months. 
Addict Behav. 2020;103:106222.

	11.	Yingst  JM, Foulds  J, Veldheer  S, et  al. Nicotine absorption 
during electronic cigarette use among regular users. PLoS One. 
2019;14(7):e0220300.

	12.	St Helen G, Nardone N, Addo N, et al. Differences in nicotine in-
take and effects from electronic and combustible cigarettes among 
dual users. Addiction. 2020;115(4):757–767.

	13.	Bullen  C, Howe  C, Laugesen  M, et  al. Electronic cigarettes 
for smoking cessation: a randomised controlled trial. Lancet. 
2013;382(9905):1629–1637.

	14.	Lopez AA, Cobb CO, Yingst JM, et al. A transdisciplinary model 
to inform randomized clinical trial methods for electronic cigarette 
evaluation. BMC Public Health. 2016;16:217.

	15.	Cobb CO, Foulds J, Yen, M-S, et al. Effect of an electronic nic-
otine delivery system with 0, 8, or 36  mg/ml liquid nicotine 
versus a cigarette substitute on tobacco-related toxicant expo-
sure: a four-arm, parallel-group, randomised controlled trial. 
Lancet Respir Med. 2021;9(8):840–850. doi:10.1016/S2213-
2600(21)00022-9 

	16.	Hiler  M, Breland  A, Spindle  T, et  al. Electronic cigarette user 
plasma nicotine concentration, puff topography, heart rate, and 
subjective effects: Influence of liquid nicotine concentration and 
user experience. Exp Clin Psychopharmacol. 2017;25(5):380–
392.

https://academic.oup.com/ntr
https://doi.org/10.1016/S2213-2600(21)00022-9
https://doi.org/10.1016/S2213-2600(21)00022-9


Nicotine & Tobacco Research, 2022, Vol. 24, No. 7 961

requestors must receive institutional ethics approval or  
confirmation of exempt status for the proposed research. An  
executed data use agreement must be completed prior to data 
distribution. Contact is through Dr Caroline Cobb (cobbco@
vcu.edu).

References
	1.	 Kasza KA, Ambrose BK, Conway KP, et al. Tobacco-product use by 

adults and youths in the United States in 2013 and 2014. N Engl J 
Med. 2017;376(4):342–353.

	2.	 Berry KM, Reynolds LM, Collins JM, et al. E-cigarette initiation 
and associated changes in smoking cessation and reduction: the 
Population Assessment of Tobacco and Health Study, 2013-2015. 
Tob Control. 2019;28(1):42–49.

	3.	 Krishnan N, Abroms LC, Berg CJ. Electronic nicotine product ces-
sation and cigarette smoking: analysis of waves 3 and 4 from the 
PATH study. Nicotine Tob Res. 2022;24(3):324–332.

	4.	 Wackowski  OA, Bover  Manderski  MT, Delnevo  CD, 
Giovenco  DP, Lewis  MJ. Smokers’ early e-cigarette experi-
ences, reasons for use, and use intentions. Tob Regul Sci. 
2016;2(2):133–145.

	5.	 National Academies of Science Engineering and Medicine. Public 
Health Consequences of E-cigarettes. Washington, DC. The Na-
tional Academies Press; 2018.

	6.	 Walker N, Parag V, Verbiest M, Laking G, Laugesen M, Bullen C. 
Nicotine patches used in combination with e-cigarettes (with and 
without nicotine) for smoking cessation: a pragmatic, randomised 
trial. Lancet Respir Med. 2020;8(1):54–64.

	7.	 Hajek P, Phillips-Waller A, Przulj D, et al. A randomized trial of 
e-cigarettes versus nicotine-replacement therapy. N Engl J Med. 
2019;380(7):629–637.

	8.	 Hatsukami DK, Meier E, Lindgren BR, et al. A randomized clin-
ical trial examining the effects of instructions for electronic cigar-
ette use on smoking-related behaviors and biomarkers of exposure. 
Nicotine Tob Res. 2020;22(9):1524–1532.

	9.	 Lee  SH, Ahn  SH, Cheong  YS. Effect of electronic cigarettes on 
smoking reduction and cessation in Korean male smokers: a ran-
domized controlled study. J Am Board Fam Med. 2019;32(4):567–
574.

	10.	Lucchiari C, Masiero M, Mazzocco K, et al. Benefits of e-cigarettes 
in smoking reduction and in pulmonary health among chronic 
smokers undergoing a lung cancer screening program at 6 months. 
Addict Behav. 2020;103:106222.

	11.	Yingst  JM, Foulds  J, Veldheer  S, et  al. Nicotine absorption 
during electronic cigarette use among regular users. PLoS One. 
2019;14(7):e0220300.

	12.	St Helen G, Nardone N, Addo N, et al. Differences in nicotine in-
take and effects from electronic and combustible cigarettes among 
dual users. Addiction. 2020;115(4):757–767.

	13.	Bullen  C, Howe  C, Laugesen  M, et  al. Electronic cigarettes 
for smoking cessation: a randomised controlled trial. Lancet. 
2013;382(9905):1629–1637.

	14.	Lopez AA, Cobb CO, Yingst JM, et al. A transdisciplinary model 
to inform randomized clinical trial methods for electronic cigarette 
evaluation. BMC Public Health. 2016;16:217.

	15.	Cobb CO, Foulds J, Yen, M-S, et al. Effect of an electronic nic-
otine delivery system with 0, 8, or 36  mg/ml liquid nicotine 
versus a cigarette substitute on tobacco-related toxicant expo-
sure: a four-arm, parallel-group, randomised controlled trial. 
Lancet Respir Med. 2021;9(8):840–850. doi:10.1016/S2213-
2600(21)00022-9 

	16.	Hiler  M, Breland  A, Spindle  T, et  al. Electronic cigarette user 
plasma nicotine concentration, puff topography, heart rate, and 
subjective effects: Influence of liquid nicotine concentration and 
user experience. Exp Clin Psychopharmacol. 2017;25(5):380–
392.

	17.	 Foulds J, Veldheer S, Yingst J, et al. Development of a questionnaire for 
assessing dependence on electronic cigarettes among a large sample of 
ex-smoking e-cigarette users. Nicotine Tob Res. 2015;17(2):186–192.

	18.	Lindson N, Chepkin SC, Ye W, Fanshawe TR, Bullen C, Hartmann-
Boyce  J. Different doses, durations and modes of delivery of 
nicotine replacement therapy for smoking cessation. Cochrane Da-
tabase Syst Rev. 2019;4:CD013308.

	19.	Moore D, Aveyard P, Connock M, Wang D, Fry-Smith A, Barton P. 
Effectiveness and safety of nicotine replacement therapy assisted 

reduction to stop smoking: systematic review and meta-analysis. 
BMJ. 2009;338:b1024.

	20.	Joksic  G, Spasojevic-Tisma  V, Antic  R, Nilsson  R, Rutquist  LE. 
Randomized, placebo-controlled, double-blind trial of Swedish 
snus for smoking reduction and cessation. Harm Reduct J. 
2011;25:1–11. doi:10.1186/1477-7517-8-25.

	21.	Shihadeh  A, Eissenberg  T. Electronic cigarette effectiveness and 
abuse liability: predicting and regulating nicotine flux. Nicotine 
Tob Res. 2015;17(2):158–162.

https://doi.org/10.1016/S2213-2600(21)00022-9
https://doi.org/10.1016/S2213-2600(21)00022-9
https://doi.org/10.1186/1477-7517-8-25

