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Abstract
Copyright ©The authors 2022 Objectives To determine the effects of electronic cigarettes (e-cigarettes) as a therapeutic intervention
compared to nicotine replacement therapy (NRT) on nicotine abstinence.
Methods Two authors independently searched the PubMed, Embase, PsycInfo and Cochrane Central
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For commercial reproduction current cigarette users. The primary outcome was abstaining from all nicotine-delivery devices. Secondary
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2) quitting cigarettes at the end of the trial using fixed-effect Mantel-Haenszel models.

Received: 27 Sept 2021 Results We included four RCTs representing 1598 adult participants (51.0% females). The mean age of
Accepted: 17 Jan 2022 participants in these studies ranged from 41 to 54 years, while average baseline smoking ranged from 14 to
21 cigarettes per day. Compared to NRT, e-cigarette use was associated with lower nicotine abstinence
rates at the longest follow-up (risk ratio 0.50 (95% CI 0.32-0.77)). Among successful cigarette quitters, the
risk of allocated product use by the end of the observational time was higher for e-cigarette users
compared to NRT (risk ratio 8.94 (95% CI 3.98-20.07)). E-cigarette users had higher cigarette smoking
cessation rates compared to NRT users (risk ratio 1.58 (95% CI 1.20-2.08)).

Conclusions The use of e-cigarettes as a therapeutic intervention for smoking cessation may lead to
permanent nicotine dependence.

Introduction

Electronic cigarettes (e-cigarettes) deliver an aerosol by heating a solution typically consisting of propylene
glycol, glycerine, flavourings and nicotine [1]. In the United States, Europe, and many countries around
the world, e-cigarettes are mass-marketed consumer products [2]. As consumer products, in observational
studies, e-cigarettes were not associated with increased smoking cessation in the adult population [3].
Nevertheless, e-cigarettes have been promoted for smoking cessation even though, up to now, no
e-cigarette has been approved as a smoking cessation medication by the Federal Drug Administration or
the European Medicines Agency [3].

In 2014, a Cochrane review concluded that there was evidence from two randomised controlled trials

(RCTs) that e-cigarettes help smokers to stop smoking [4]. The confidence in the result was rated “low”. In

an updated 2016 Cochrane review, the same conclusion was reached [5]. Further, in the recently published

a 2021 update, based on the results of four RCTs with 1924 participants, the authors concluded that there is
5r_nC moderate-certainty evidence that e-cigarettes with nicotine increase quit rates compared to nicotine
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replacement therapy (NRT) [6]. However, the authors have noted an overall lack of available RCT studies,
while existing studies generally had small sample sizes. Finally, another recently published meta-analysis
found no difference in smoking cessation and smoking reduction between e-cigarette and NRT users [7].
Nevertheless, none of these review studies reported information on overall nicotine abstinence at the end of
the observational period of these RCTs.

The Cochrane review suggests that an additional three people for every 100 would quit smoking with nicotine
e-cigarettes compared to NRT [6]. Nonetheless, it has been questioned if the benefit of the three extra people
who quit with e-cigarettes will outweigh the harms of long-term (maybe lifelong) use of e-cigarettes in the
many people who continue using them after smoking cessation and the possible uptake of e-cigarettes among
young people [8]. Unfortunately, neither the Cochrane review nor other systematic reviews provide any
information on the long-term use of e-cigarettes or NRT of participants included in the RCTs.

The primary goal of this systematic review is to systematically analyse the evidence found in RCTs to
evaluate the effectiveness of e-cigarettes compared to standard NRT for nicotine abstinence among current
cigarette smokers. The secondary aims of this study are to examine the allocated product use (i.e.
e-cigarettes and NRT) among successful cigarette quitters and cigarette cessation rates at the end of the
observational period of these RCTs.

Methods

The systematic review and meta-analysis were conducted following the guidelines in the Preferred
Reporting Items for Systematic Reviews and Meta-Analyses [9] statement. The protocol for this study was
registered in the International Prospective Register of Systematic Review with the registration number
CRD42021268682.

Search methods for identification of studies

Two authors (KN and AG) independently searched PubMed, Embase, PsycINFO and Cochrane Central
Register of Controlled Trials databases for articles published up to and including 10 July 2021. Search
terms included: “electronic nicotine delivery system”, “ENDS”, “e-cig*”, “electr* cigar*”, “electronic
nicotine”, “vape”, “vaping” AND “tobacco use cessation devices”, “NRT”, “nicotine replacement therapy”,
“nicotine patch”, “nicotine gum”, “nicotine inhalator”, “nicotine lozenge*”, “nicotine nasal spray”,
“nicotine mouth spray”, “nicotine mouth strips”, “nicotine microtab*”, “nicotine tablet*” AND
“randomised controlled trial”, “clinical trial”, and “controlled trial”. Search results were not limited by

publication year, language or for being an abstract only, but were limited to studies conducted in humans.

Records identified through the search were downloaded and imported into a reference manager database to
remove duplicates. Two review authors (KN and AG) independently screened titles and abstracts for inclusion
eligibility. Further, full texts of all potentially eligible manuscripts were screened independently by the authors
to determine eligibility. Any inconsistencies were resolved by discussion with the third author (RH).

Eligibility criteria

Studies were included if they met the following criteria: 1) all included studies had to be RCTs; 2) the
exposure was nicotine e-cigarette use, and NRT as therapeutic intervention (smoking cessation); 3) the
primary outcome was quitting cigarette use; and 4) the target population was adults aged 18 years or older.
We excluded studies that compared nicotine e-cigarettes to non-nicotine e-cigarettes and studies that
compared different e-liquid nicotine concentrations only.

Study population

All participants were current cigarette smokers at enrolment into the trials and the amount of combustible
cigarette use differed. Participants could be motivated or unmotivated to quit smoking. All healthcare and
community settings were included.

Intervention of interest
The intervention of interest included the use of all types, models and brands of e-cigarettes for smoking
cessation.

Comparators

All included studies compared e-cigarettes with all forms of NRT (e.g. nicotine patches, gums, inhalators,
lozenges, nasal sprays, mouth sprays, mouth strips, microtabs, and combination of products). Studies that
compared nicotine e-cigarettes to non-nicotine e-cigarettes and studies that only compared different e-liquid
nicotine concentrations were excluded.
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Outcome measures

The primary outcome measure was nicotine abstinence at the longest follow-up point, defined as
abstinence from any nicotine-containing products, measured on an intention-to-treat basis (preferring
biochemically validated results).

Secondary outcomes were: a) the use of allocated products (defined as the use of the intervention nicotine
product (e-cigarettes or NRT) allocated to the participants at the beginning of the trial) at the end of the
observational period among successful cigarette quitters, and b) smoking cessation at the longest follow-up
point, defined as abstinence from combustible cigarette smoking, measured on an intention-to-treat basis
(preferring biochemically validated results).

Study selection and data extraction

All studies that met the criteria for inclusion in this meta-analysis were full peer-reviewed journal
publications. Two review authors (KN and AG) independently extracted data from included studies to a
data collection form; any inconsistencies were resolved by discussion with the third author (RH). The
following information was extracted: author, date and place of publication, study dates, design and setting,
participants’ demographic characteristics (age and gender distribution), sample size (and number in each
arm), a summary of intervention and control conditions, outcomes, and type biochemical validation (if
any). All studies reported data on smoking cessation, but none of the eligible studies reported information
on nicotine abstinence and the use of allocated products among successful cigarette quitters at the end of
the trial in the original paper. For that reason, we contacted the corresponding author for further
information via e-mail. Two reminder e-mails were sent if the corresponding author did not respond to the
first e-mail. If no response was given, the studies were excluded from the nicotine abstinence and use of
allocated products analyses.

Risk of bias assessment for included studies

The overall quality of evidence for each outcome was evaluated (independently by two review authors)
using the five Grading of Recommendations Assessment, Development and Evaluation framework [10],
which provides a systematic approach to presenting evidence summaries by rating the overall quality and
risk of bias of all included studies jointly. Additionally, two authors independently assessed the risks of
bias for each included study using the revised Cochrane Risk of Bias Tool for RCTs [11]. Any
inconsistencies were resolved by discussion with the third author. Reporting bias can be assessed using
funnel plots; however, there are insufficient studies to use this approach (at least 10 studies should be
included in the meta-analysis) [12].

Data synthesis

We provide a narrative summary of the included studies. Where appropriate, data have been pooled for
meta-analyses. Fixed-effect Mantel-Haenszel models were used to calculate the risk ratio with a 95%
confidence interval [6]. Three meta-analyses were conducted: 1) a first meta-analysis synthesised the
evidence from three RCTs to evaluate the effectiveness of e-cigarettes compared to standard NRT for
achieving nicotine abstinence; 2) a second meta-analysis examined the allocated product use (i.e.
e-cigarettes and NRT) among successful cigarette quitters at the end of the observational period; and 3)
finally, a third meta-analysis assessed the effectiveness of e-cigarettes compared to standard NRT for
achieving smoking cessation (four RCTs). Statistical heterogeneity between studies was assessed with 12
statistic [13] and chi-square test (Cochrane Q). An I? value of >50% and a p-value of 0.10 for the
Cochrane Q test were used as indicators of substantial heterogeneity. Additional sensitivity analyses were
conducted to evaluate whether pooled results were sensitive to the removal of studies judged to be at high
risk of bias. All statistical analyses were conducted using Stata software (version 16.0; Stata Corp, College
Station, Texas, USA).

Results

Our initial bibliographical search yielded 189 records. After excluding 24 duplicate records, 158
manuscripts were included in the title and abstract screening, and seven of those were selected for full-text
screening. After screening and checking the full text of seven articles [14-20], we retained four RCT
studies that were eligible for data extraction and were included in smoking cessation meta-analysis:
Bonevski et al. [14], BuLLen et al. [17], Hasek et al. [18] and Lk et al. [20] Reasons for exclusion are
summarised in a flow diagram (see figure 1). Further, we e-mailed the corresponding author of each
included study to obtain unavailable data; three authors [14, 17, 18] delivered data on nicotine abstinence
and the use of allocated products for the present meta-analyses.
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189 articles identified through database searching:
« 46 PubMed

«23 Embase

«21 CENTRAL

99 Psycinfo

182 articles excluded based on title and abstract screening:
« duplicates (n=24)
«ineligible study design or editorial or abstract (n=88)
«ineligible exposure/outcome or intervention (n=67)
« adolescents or children (n=3)

A 4

Seven full-text articles assessed for eligibility

Three articles excluded on full-text screening:
«ineligible exposure (n=1)
«ineligible study design (n=1)
« study aim is smoking reduction (n=1)

A 4

Four articles identified for data extraction
(included in smoking cessation meta-analysis)

No response from corresponding author (n=1)

A 4

Three articles included in nicotine abstinence and long-term
use of allocated products meta-analyses

FIGURE 1 Flow diagram of the systematic review process. CENTRAL: Cochrane Central Register of Controlled
Trials.

The four included RCTs represented 1598 participants (51.0% female). These trials were conducted in
Australia, New Zealand, the UK and the United States. All studies excluded potential participants if they
reported pregnancy or breastfeeding, those with severe medical conditions, and those already enrolled in an
existing cessation programme. Three of these studies were sampled among patient populations, including
participants who visited cessation and withdrawal services, while one study recruited participants from the
community via newspaper advertisements. The length of these trials varied between 6 and 12 weeks, while
the longest follow-up point ranged between 12 weeks, 6 months and 52 weeks (see table 1). All these trials
were conducted among adults (over 18 years old); the mean age of participants in these studies ranged
from 41 to 54 years, while average baseline smoking ranged from 14 to 21 cigarettes per day. All studies
evaluated tobacco smoking abstinence via self-reports, while three validated their results through exhaled
breath carbon monoxide measurements [14, 17, 18]. More detailed information on included studies is
presented in table 1; a summary of findings for each study outcome is presented in table 2.

Risk of bias in included studies

Overall, the BurLen et al. [17], Hasex et al. [18] and Lee et al. [20] studies were judged be at low risk of
bias, while the Bonevski et al. [14] study was judged to be at high risk of bias. Detailed information on
the risk of bias assessment of each included study is reported in table 3. Figure 2 summarises the risk of
bias in included studies.

Effects of interventions

Nicotine abstinence

The corresponding authors for the three studies provided data on nicotine abstinence and the allocated
product use at the end of the trial. Data from the Bonevski et al. [14] (risk ratio 0.05 (95% CI 0.01-0.88))
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Authors Design Country Number of Eligibility Participants’ Interventions Main outcome
(year) [ref.] participants criteria characteristics
Bonevski et al. RCT: two New Total n=100: 50 EC, >18 years old; 67% women, Randomised to Self-reported
(2021) [14] parallel  Zealand 50 NRT tobacco smokers mean age nicotine EC and 6-week continuous
groups and with 41 years, NRT for 12 weeks abstinence at
capacity to smoking 12 weeks (not
provide informed 21 (mean) cpd validated)
consent
BuLLen et al. RCT: Australia Total n=100: >18 years old; 62% women, Randomised to Continuous
(2013) [17] three 289 nicotine EC, smoked >10 cpd mean age nicotine EC, NRT, abstinence
parallel 295 patch, over past year, 42 years, and non-nicotine 6 months after
groups 73 non-nicotine EC and wanted to smoking 18 EC for 12 weeks quit day
(this group was not stop smoking (mean) cpd (biochemically
included in this validated)
review)
Hasex et al. RCT: two UK Total n=100: 439 EC, >18 years old; 48% women; Randomised to Continuous
(2019) [18] parallel 447 NRT with no strong median age nicotine EC and abstinence
groups preference to EC 41 years, NRT (for at least 52 weeks after
and NRT, and smoking 4 weeks and up to quit day
were currently 15 (median) cpd 3 months) (biochemically
not using either validated)
type of product
Lee et al. (2018) RCT: two USA Total n=100: 20 EC, >18 years old; 10% women; Randomised to 7-day point
[20] parallel 30 NRT currently smoked mean age nicotine EC prevalence
groups >2 cpd and at 54 years, (6-week supply) abstinence at
least once in the smoking and NRT (5 weeks 6 months
last 7 days 14 (mean) cpd nicotine patch, (biochemically
1 week placebo validated)

match)

cpd: cigarettes per day; EC: e-cigarette; NRT: nicotine replacement therapy; RCT: randomised controlled trial.

and Hajexk et al. [18] (risk ratio 0.46 (95% CI 0.25-0.85)) studies demonstrated that participants
randomised to e-cigarettes had significantly lower nicotine abstinence rates compared to those randomised
to NTRs; in the BurLen et al. [17] study, this difference between two groups was not significant (risk ratio
0.83 (95% CI 0.41-1.69)). Pooled data from these three studies showed lower nicotine abstinence rates in
participants randomised to e-cigarettes than in those randomised to NTRs (risk ratio 0.50 (95% CI 0.32—
0.77); 1°=55%, Cochrane Q p=0.11; 1568 participants; see figure 3).

TABLE 2 Summary of findings: e-cigarettes versus nicotine replacement therapy (NRT) for nicotine abstinence, allocated product use and smoking

cessation
Outcomes Relative effect Number of Certainty of the Comments
(risk ratio participants evidence
(95% Cl)) (studies) (GRADE)
Nicotine abstinence 0.50 (95% Cl 1568 (three RCTs) Moderate Downgraded one level due to imprecision
0.32-0.77) (i.e. overall, a small number of events)
Allocated product use among 8.94 (95% ClI 180 (three RCTs) Low Downgraded two levels due to imprecision
successful tobacco quitters 3.98-20.07) (i.e. overall, a small number of events and too wide
at the end of the trial confidence intervals)
Smoking cessation 1.58 (95% ClI 1598 (four RCTs) Moderate Downgraded one level due to imprecision

1.20-2.08) (i.e. overall, a small number of events)

Patient or population: adult current smokers; setting: Australia, New Zealand, UK and USA; intervention: e-cigarettes; comparison: NRT. GRADE:
Grading of Recommendations Assessment, Development and Evaluation; RCT: randomised controlled trial. GRADE Working Group grades of
evidence [10]: high — the authors have a lot of confidence that the true effect is similar to the estimated effect; moderate — the true effect is
probably close to the estimated effect; low — the true effect might be markedly different from the estimated effect; very low — the true effect is
probably markedly different from the estimated effect.

https://doi.org/10.1183/16000617.0215-2021 5
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TABLE 3 Detailed information on the risk of bias in included studies

Authors (year) Bias in the Deviations from Missing Bias in measurement of Bias in

[ref.] randomisation intended interventions outcome the outcome selection of the
process data reported result

Bonevski et al. Low risk Low risk Low risk High risk: self-reported Low risk

(2021) [14] abstinence data without
biochemical validation

BuLLen et al. Low risk Some concerns: adherence to study Low risk Low risk Low risk

(2013) [17] treatments was significantly higher in the

EC group compared to the NRT group due
to the trial context: i.e. participants in the
EC group were provided with ECs and
replacement cartridges, while those in the
NRT group were provided with exchange
cards redeemable for patches from
community pharmacies

HaJek et al. Low risk Low risk Low risk Low risk Low risk
(2019) [18]
Lee et al. Low risk Low risk Low risk Low risk Low risk

(2018) [20]

EC: e-cigarette; NRT: nicotine replacement therapy.

Allocated product use among successful tobacco quitters

Data from the HaJex et al. [18] and BoNevskr et al. [14] studies demonstrated that allocated product use
among successful tobacco quitters at the end of the trial was statistically significantly higher among
participants randomised to e-cigarettes (risk ratio 8.77 (95% CI 3.42-22.48) and risk ratio 16.50 (95% CI
1.07-253.40), respectively) than among those randomised to NTRs. This difference between the two
groups was not found to be significant in the BuLLen et al. [17] study (risk ratio 6.48 (95% CI 0.90—
46.81)). Pooled data from these three studies showed higher allocated product use at the end of the trial in
successful tobacco quitters randomised to e-cigarettes than in those randomised to NTRs (risk ratio 8.94
(95% CI 3.98-20.07); 1°=0%; 180 participants; see figure 3).

Bias in measurement of the outcome

Missing outcome data

BoNEvskiI et al. (2021)
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FIGURE 2 Risk of bias for each study. Studies: Bonevski et al. (2021) [14], Buiten et al. (2013) [17], Hasek et al.
(2019) [18], Lee et al. (2018) [20].
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Analysis no. 1: EC versus NRT; outcome no. 1: nicotine abstinence

EC NRT Risk ratio Risk ratio
Study or subgroup Events Total Events Total Weight  M-H, fixed, 95% Cl M-H, fixed, 95% Cl
BONEVsKI et al. (2021) 0 50 9 50 16.9% 0.05 (0.00-0.88) < b
BULLEN et al. (2013) 13 289 16 295 28.3% 0.83(0.41-1.69)
HAJEK et al. (2019) 14 438 31 446 54.8% 0.46 (0.25-0.85) ——
Total (95% Cl) T 791 100% 0.50 (0.32-0.77) ‘
Total events 27 56
Heterogeneity: Chi2=4.49, df=2 (p=0.11); I2=55% ] . | . )
Test for overall effect: Z=3.09 (p=0.002) 0.01 0.1 1 10 100
NRT EC
Analysis no. 2: EC versus NRT; outcome no. 2: allocated product use among successful cigarette quitters
EC NRT Risk ratio Risk ratio
Study or subgroup Events Total Events Total Weight M-H, fixed, 95% CI M-H, fixed, 95% Cl
BONEVSsKI et al. (2021) 7 9 0 10 7.1% 16.50 (1.07-253.40) >
BULLEN et al. (2013) 8 21 1 17 16.4% 6.48 (0.90-46.81) =
HAJEK et al. (2019) 63 79 4 44 76.5% 8.77(3.43-22.48) +
Total (95% Cl) 109 71 100.0% 8.94 (3.98-20.07) ‘
Total events 78 5
Heterogeneity: Chi2=0.30, df=2 (p=0.86); I2=0% I . . .
Test for overall effect: Z=5.31 (p<0.00001) 0.01 0.1 1 10 100
NRT EC
Analysis no. 3: EC versus NRT; outcome no. 3: smoking cessation
EC NRT Risk ratio Risk ratio
Study or subgroup Events Total Events Total Weight M-H, fixed, 95% CI M-H, fixed, 95% Cl
BONEVSKI et al. (2021) 9 50 10 50 13.9% 0.90 (0.40-2.20) =
BULLEN et al. (2013) 21 289 17 295 23.4% 1.26 (0.68-2.34) —t
HAJEK et al. (2019) 79 438 44 446 60.8% 1.83(1.30-2.58) . B
LEE et al. (2018) 5 20 1 10 1.9% 2.50(0.34-18.63)
Total (95% Cl) 797 801 100.0% 1.58 (1.20-2.08) ‘
Total events 114 72 ] . . .
Heterogeneity: Chi2=3.25, df=3 (p=0.35); 12=8% 0.01 0.1 1 10 100
Test for overall effect: Z=3.22 (p=0.001) NRT EC

FIGURE 3 Pooled results for nicotine abstinence, allocated product use and smoking cessation. Studies: Bonevski et al. (2021) [14], ButLen et al. (2013) [17], Hasek et al. (2019) [18], Lee et al. (2018) [20].

EC: e-cigarette; df: degree of freedom; M-H: Mantel-Haenszel; NRT: nicotine replacement therapy.
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FIGURE 4 Anticipated absolute effects. NRT: nicotine replacement therapy.

Smoking cessation

All studies included in this review reported on tobacco smoking cessation outcomes. In the Bonevski et al.
[14] study, there was no significant difference between the e-cigarette and NRT groups in self-reported
6-week continuous tobacco abstinence at 12 weeks (risk ratio 0.90 (95% CI, 0.40-2.02)). Similarly, there was
no significant difference between groups in 7-day self-reported point prevalence smoking abstinence at
6 months (risk ratio 2.50 (95% CI 0.34-18.63)) in the LEe et al. [20] study, and in carbon monoxide
validated self-reported continuous smoking abstinence at 6 months (risk ratio 1.26 [95% CI 0.68-2.34)) in
the BuLLen et al. [17] study. Contrary to the other three studies, in the Hajex et al. [18] study, participants
randomised to the e-cigarette group had a higher self-reported carbon monoxide validated smoking cessation
rate at 52 weeks (risk ratio 1.83 (95% CI 1.30-2.58)) than those randomised to the NRT group. Further,
pooled data from these four studies demonstrated higher smoking cessation rates in participants randomised
to e-cigarettes than to NTRs (risk ratio 1.58 (95% CI 1.20-2.08); 1°=8%; 1598 participants; see figure 3).

The data from these studies suggest that for every 100 people using e-cigarettes to stop smoking, 14 or 15
might successfully quit, but 10 or 11 of them will continue using e-cigarettes; whereas only nine out of
100 people might quit using NTRs, but only two of them will continue using nicotine (see figure 4).

Sensitivity analyses

Additional sensitivity analyses for all study outcomes were performed by removing the Bonevski et al.
study [14], which was judged to be at high risk of bias and had the shortest follow-up period. After
removing this study, the effect size for smoking cessation (risk ratio 1.69 (95% CI 1.26-2.27); I*=0%),
nicotine abstinence (risk ratio 0.59 (95% CI 0.37-0.93); 1?=33.5%), and allocated product use outcomes
(risk ratio 8.37 (95% CI 3.57—19.59); I°’=0%) remained in the same direction and significant.

Discussion

We summarised the literature comparing the effectiveness of e-cigarettes versus NRT for nicotine
abstinence. The results of our meta-analyses based on RCTs indicate that using e-cigarettes as a therapeutic
intervention decreased nicotine abstinence rates compared to standard NRT.

Results of a recent Cochrane review [6] and other systematic reviews and meta-analyses [3, 7, 21]
indicating a therapeutic effect of e-cigarettes have been replicated by the present study. However, our study
is the first to show that the use of e-cigarettes as a therapeutic intervention may have a negative effect on
nicotine abstinence in RCTs compared to NRTs. In other words, most of the smokers who quit smoking
with the help of e-cigarettes continue to use e-cigarettes until the end of the observational period of the

https://doi.org/10.1183/16000617.0215-2021 8
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RCTs. This can be seen as an indicator of nicotine dependence [22]. While there is a wealth of literature
on the harmful effects of smoking, much less is known about nicotine itself isolated from tobacco.
Nicotine is a stimulant in low doses and a depressant of nervous activity in very high doses [23].

Although e-cigarettes were introduced to help abstain from smoking and as a less harmful alternative for
those not willing to quit cigarettes, there is growing evidence suggesting that thousands of chemicals can
be found in the e-cigarette liquid and aerosol [24]. These include metal nanoparticles, propylene glycol,
acrolein, diacetyl, and other additives which can cause toxic, carcinogenic and epigenetic modifications
and adversely impact health [25-27]. Furthermore, it has been demonstrated that e-cigarette aerosol
exposure could lead to increased epithelial cell and macrophage death in the lung and impair important
macrophage functions that are essential for the maintenance of lung function [28]. Another review study
reported that e-cigarette aerosol exposure might contribute to DNA damage, pulmonary inflammation,
oxidative stress, and oral diseases [29]. In addition, there is consistent evidence that e-cigarette use is
associated with asthma and COPD, even after controlling for cigarette use and other covariates, which is of
concern for respiratory and public health [30].

It has consistently been shown that children and adolescents are highly susceptible to nicotine addiction,
which affects their brain development, even in those who smoke infrequently. Furthermore, young people
who become addicted to nicotine are at greater risk of becoming lifelong tobacco consumers [31]. Given
this background, concerns have been raised that the use of nicotine-containing liquids in e-cigarettes could
be a gateway to the use of conventional cigarettes [32].

The current evidence for this concern is strong. The latest meta-analysis reported the pooled results for 23
studies from the United States (n=13), Germany (3), UK (2), Canada (1), Mexico (1), Netherlands (1) and
Scotland (1), Finland (1), Taiwan (1) and Romania (1) of young people up to age 20. Among young
people who had never smoked a cigarette at baseline, the risk of smoking among e-cigarette users at
follow-up was about tripled [33]. In line with the results of an earlier meta-analysis [34], it was shown that
in all 23 individual studies, there were elevations in risk of ever-e-cigarette use at baseline and subsequent
ever-cigarette use at follow-up.

A Cochrane Collaboration review lists nine main adverse events related to NRT: headache, dizziness/
light-headedness, nausea/vomiting, gastrointestinal symptoms, sleep/dream problems, non-ischaemic
palpitations and chest pain, skin reactions, oral/nasal reactions, and hiccups, but many of these side effects
were also common in the placebo group without nicotine [35]. In a large-scale study of people with
chronic obstructive pulmonary disease, users of nicotine gum (who used nicotine gum over a 5-year study
period) showed no indication of harm and also had lower hospitalisation rates for cardiovascular conditions
compared to those who did not use the gum [36]. NRTs are a proven, safe and effective method for
quitting smoking; nonetheless, their persistent use remains low. For instance, two studies estimated that
persistent use of over-the-counter nicotine gum for recommended 6 months (or more) was as low as 6%
[37]. Thus, whenever possible, clinicians should encourage their patients to use NRT for an adequate
duration, to not drop NRT when they lapse and to combine patch treatment with other NRT forms [37].

Our findings suggest that for every 100 people using e-cigarettes to stop smoking, only four might
successfully quit and abstain from nicotine, compared with seven per 100 people in the NTR group. In
such a way, a few systematic reviews demonstrated that there is an increased risk of subsequent
combustible smoking initiation and smoking relapse among users of e-cigarettes [38, 39]. A substantial
number of individuals using e-cigarettes as a cessation device may initiate dual use of e-cigarettes and
combustible tobacco [40], which is the most common use pattern, and probably riskier for health than
using tobacco or e-cigarettes alone [41].

Limitations

Publication bias is always a potential concern. We should be very cautious in drawing conclusions from
the present meta-analyses’ results because they are only based on four RCTs with a small number of
participants. Whether the results from these clinical trials can be extrapolated to other countries beyond
Australia, New Zealand, the United States and the UK, or to the thousands of products available on the
global market is unknown. Differences in e-cigarette products, the nicotine concentration of e-liquids,
nicotine formulation (salt versus free-base), flavouring agents, distribution strategy (free e-liquid refills
versus limited e-liquid refills; e-liquids with a consistent nicotine concentration versus e-liquids with a
declining nicotine concentration) and cointerventions may reduce the external validity of our findings
when extrapolated to different e-cigarette products or when extrapolated outside of the clinical trial setting.
Biases within existing studies and their heterogeneity may have impacted our study results.
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Policy implications

Before recommending e-cigarettes to smokers, we must remember the Hippocratic Oath: “first do no harm”
[8]. A strong association between industry-related conflict of interests and tobacco- and e-cigarette
industry-favourable results, indicating that e-cigarettes are harmless, have been found [42].
Industry-independent research indicates that e-cigarettes are not harmless, even though the long-term health
consequences are unknown [43, 44]. The Cochrane review suggests that an additional three people for
every 100 would quit smoking with nicotine e-cigarettes compared to NRTs [6]. Our data indicate that
only a tiny minority of smokers will stay abstinent from nicotine. We must question ourselves if the benefit
of the three extra people who quit smoking with e-cigarettes will outweigh the harms of long-term
e-cigarette use. We estimate from our data that 10-11 people quit tobacco use but continue e-cigarette use
after the end of the intervention. Data from the largest RCT [18] indicate that 80% of the e-cigarette
intervention group participants who successfully quit cigarette smoking are still using e-cigarettes. Further,
recent research findings demonstrate that compared to e-cigarette only or cigarette-only use, dual use
substantially increases the odds of developing respiratory symptoms [45] and cardiovascular risk factors [46].

The Cochrane review did not detect any serious side effects of e-cigarette use [6], but long-term use has
not been documented, nor have the (long-term) health consequences been discussed. We recommend that
updated versions of the review should also report long-term use of e-cigarettes as an outcome of the trials
in order to be able to further evaluate the benefits and harms of e-cigarettes as a therapeutic intervention.

Conclusions

NRT is a proven, safe and effective method for quitting smoking. As long as e-cigarette manufacturers,
now to a large extent tobacco companies, are not willing to develop their “product” as a proven smoking
cessation aid, it is an ethical question why public health advocates should promote an unsafe device [47]
that may lead to permanent nicotine addiction.
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