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HE2o|
SHACE

45.9% 43.9% 49.0%

64.4% 68.8% 56.3%

SAHE I SIS S EL 2018,2022

=,

1=t 38 %1 (FE)

ALAHM = B S =2ak7t ATt

Outcomes Anticipated absolute effects” (95% Ci) Relative effect
(95% ClI)
Events with behav-  Events with nicotine
‘ioural support on- EC
ly/no support
Smoking cessation at 6 to 12 months Study population RR1.96
(1.66 t02.32)
Assessed using biochemical validation 4 per 100 8 per 100
(7Tto9)
2o =0t
A=t
CES NELES R T
6-1271E = A FHED
(=R L= u k-, 8/100 RR 1.96
4/100

(7-9) (1.66-2.32)

Cochrane Database of Systematic Reviews 2025, Issue 1. Art. No.: CD010216.
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b. Association of ENDS use with smoking cessation (OR) — Meta analysis from observational studies

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Kalkhoran 2016 (1) -0.1427 0.0518 33.8% 0.87 [0.78, 0.96]
Wang 2021 (2) -0.0223 0.0465 35.7% 0.98 [0.89, 1.07]
Zhang 2021 (3) 0.0645 0.0612 30.5% 1.07 [0.95, 1.20]
Total (95% CI) 100.0% 0.96 [0.86, 1.08] *
Heterogeneity: Tau? = 0.01; Chi? = 6.99, df = 2 (P = 0.03); 12 = 71% [ t t t t t |
Test for overall effect: Z = 0.64 (P = 0.52) L2 Uiz 95 l 2 2 iy
Favors Non E-cigarettes Favors E-cigarettes

Footnotes
(1) 21 cbservational studies (18 longitudinal and 3 cross-sectional) with 40,878 were included in the original review.
(2) 44 observational studies were included in the original review. Number of participants not reported.

(3) 9 cohort studies with 22,220 participants were included in the original review

Tobacco Control 2024;33:373-382

0I=2 SSAULPATHIOIA =
HItEtiel 38 U110 & 0ILE 0l Hiol SACH

A
12+Month Cigarette Abslinence RD (95% Cl) 1 27" 2 Ay ZAHE I|-O|
E-cigarettes vs ~7.7% (-12.2%, -3.29
no e-cigarettes —_— TTRIM22N, ~B2%) . lxjxl‘ll::!'HH S del'%l'HH (-)
Lo =]
— i os | EREH v RS HRY/ 2

pharmaceutical aid

-0.15 -0.10 -0.05 0.00 005 010 0.15
Risk Difference

12+Month Tobacco Abstinence RD (95% Cl)
12708 "2 E EHl' SEHE X10|
E-cigarettes vs

—_— =7.4% (-10.8%, —4.1%)
no e-cigarettes

RS vs MALERHY (o)

E-cigarettes vs
NRT or —_—, -6.4% (-12.1%, -1.1%)
pharmaceutical aid

HXEH vs LR BN 2 B/4=2 Y

<045 -010 -0.05 000 005 010 D015
Risk Difference

Tob Control 2023;32:¢145-¢152
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A 30-Day Cigarette Cessation B Substantial Reduction in Cigarettes per Day
é‘v, e gv, 1
<] Q.
a | a o
: . }
g : ¢ N
nun-'user expen;rienter some r;ay user every dray user non-'user experi;nenler some d'ay user every dlay user
E-cigarette use at Wave 2 E-cigarette use at Wave 2
A 30 23 2 B. AlE B 72
Tob Control 2019,;28:42-49
XIS 8 0IS A2}
29 2 MIIEHH A2 S 2HE2 5-6% 21
dd A2V § 2Hl2 67-80%
2019 Sex Fomer OnlyCC OnlyEC ~ OnlyHTP  CC+EC  CCHHTP ECHHTP CCHECGHIP
Men
4,891(9.3) 26948512) 2,593(4.9) 2,722(5.2) 6,419(12.2)6,397(12.2) 609(1.2) 2,044(3.9)
N=52,623
CC+EC
Women
548(20.0) 1,166(42.6) 155(5.7) 146(5.3) 317(11.6) 255(9.3) 50(1.8) 102(3.7)
N=2,739

Tob Control in review
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Availability of data

Required time

Exposure to Pre-cllplcal Clinical studies Epidemiology
HPHCs studies data
< Comparison with other => In vitro studies = Assessment of biomarkers of => Population /
nicotine delivery products exposure & potential harm subpopulations
= In vivo studies
= Calculation of = Perception & use behavior
- Reduction - Omics

- Margin of exposure
- Cancer potency factors

Extraction of risks
for the individual
and the population

Assumptions for Modelling of risks for
individual risks population

Confidence in risk assessment

Figure 1. Schematic overview of required data and studies to facilitate risk assessment of tobacco products.
HPHC, harmful and potentially harmful constituents (Reproduced from Mallock N, et al. Front Public Health
2019;7:287, according to the Creative Commons Attribution license) [4]
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Press release

E-cigarettes around 95% less
harmful than tobacco estimates
landmark review bic Health

England

Expert independent review concludes that e-cigarettes have
potentialto help smokers quit.

From: Public Health England
Published 19 August 2015

E-cigarettes are not risk free but
are far less harmful than cigarettes

e-cigarettes

An expert independent evidence review published today by Public Health
England (PHE) concludes that e-cigarettes are significantly less harmful to
health than tobacco and have the potential to help smokers quit smoking.
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Estimating the Harms of
Nicotine-Containing Products
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Editorial l

E-cigarettes: Public Health England'’s evidence-based confusion

Last week, Public Health England (PHE) reported what
it described as a “landmark review” of evidence about
e-cigarettes. The headline in their press release quoted
their top-line finding—"E-cigarettes around 95% less
harmfulthan tobacco”. Kevin Fenton, Director of Health
and Wellbeing at PHE, commented that, “E-cigarettes
are not completely risk free but when compared to
smoking, evidence shows they carry just a fraction of
the harm”. Indeed, the 95% figure was widely picked
up in news media. The BBC, for example, reported with
certainty that “E-cigarettes are 95% less harmful than
tobacco”. So what was the allegedly “game-changing”
evidence that e-cigarettes are so safe?

In the “evidence update” published by PHE,
written by Ann McNeill (King’s College London) and
Peter Hajek (Queen Mary University of London), the
safety of e-cigarettes “in the light of new evidence”
is summarised in this way: “While vaping may not be
100% safe, most of the chemicals causing smoking-
related disease are absent and the chemicals that are

* H| gk

"hard evidence’

12le] 2lo= ZAFHCL

“electronic nicotine delivery system products”), and
the criteria of harms. The group scored the products
for harm, and weightings were applied to the results.
Based on the opinions of this group, cigarettes were
ranked as the most harmful nicotine product with a
score of 99-6. E-cigarettes were estimated to have
only 4% of the maximum relative harm. It is this result
that yields the “95% less harmful” figure reported
last week.

But neither PHE nor McNeill and Hajek report
the caveats that Nutt and colleagues themselves
emphasised in their paper. First, there was a “lack of
hard evidence for the harms of most products on most
of the criteria”. Second, “there was no formal criterion
for the recruitment of the experts”. In other words,
the opinions of a small group of individuals with no
prespecified expertise in tobacco control were based
on an almost total absence of evidence of harm. It is
on this extraordinarily flimsy foundation that PHE
based the major conclusion and message of its report

glo] ME7}
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BMJ2015;351:n4863 doi: 10.1136/bmj.n4863 (Published 15 September 2015) Page 10f3
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Crosviak

Evidence about electronic cigarettes: a foundation built

on rock or sand?

Public Health England recently endorsed the use of e-cigarettes as an aid to quitting smoking.
Martin McKee and Simon Capewell question the evidence on safety and efficacy underpinning
the recommendations

Martin McKee professor of European public health', Simon Capewell professor of clinical
epidemiology”

Policy, Institute of Psychology, Health

" L
and Society, University of Liverpool, Liverpool, UK
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Figure 1. Use of vapes by GB youth (aged 11-17), 2013-2025

22%
20%
18%
16%
14%
12%
10%
8%
6%
4%
2%
0%

4%

4%
; 3%

3%

2% 2%

19 1%

4%

2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024 2025

—e—Ever vaped

Currently vape




01

02

03

e-liquid, e-juice

=11}
z2gd 22[F(PG)
A Ed ZEIM2I(VG): e-liquid2| 80-97%

IS
e-liquid®| 0.26-4.3%
243 BRO| tetEH

HIEte =%

ot

Al

2t
o

IO
N 19NN Ao esed ONOJ

E-liquid
Flavor Wheel

E.J.Z. Krilsemann et al.

Figure 2. Proposed flavor wheel for classification of e-liquid flavors. The inner layer of the flavor wheel includes 13 main categories that were based on literature
(first column, Table 1). The outer layer of the flavor wheel includes 90 subcategories that were extracted from the articles reviewed (third column, Table 1).
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Table. Pooled adjusted* odds ratios (95% Cl) for selected disease outcomes from a meta-analysis of population studies of the disease
risks of electronic cigarette use, cigarette use, dual use, and nonuse, 2005-2025°

Metabolic
Comparison CvYD Stroke dysfunction Asthma CoPD Oral disease Fetal growth

Comparison with cigarerre use
E-cigarette use versus  0.76 (0.58-0.99) 0.62(0.47-0.82) 1.00 (0.91-1.09) 0.84(0.74-0.95) 0.55 (0.40-0.76) 0.89 (0.78-1.02) 0.64 (0.44-0.92)
cigarette use
Dual use versus 1.29 (1.07-153) 1.39 (1.05-1.82) 124 (1.16-1.32) 122(1.14-1.30) 141 (1.19-1.66) 142 (1.17-1.72) 0.99 (0.84-1.17)
cigarette use
Comparison with nonuse

E-cigarette use versus 1.24 (1.06-1.45) 1.29 (0.95-1.75) 126(1.19-1.34) 127 (1.21-1.32) 1.45(132-160) 153 (1.24-1.88) 1.20 (0.92-1.55)
nonuse of e-cigarerres

Dual use versus nonuse 223 (1.59-3.14) 2.40 (2.03-2.84) 149 (1.17-1.91) 156 (1.24-1.96) 3.17 (1.95-5.14) 1.77 (1.46-2.15) 1.64 (1.17-2.31)
of e-cigaretres or
cigarettes

Cigarette use versus 164 (1.33-202) 2,07 (1.90-2.26) 127 (1.18-1.37) 156 (1.35-1.81) 290 (2.32-3.76) 1.71 (1.44-205) 1.99 (1.39-2.85)
nonuse of cigarettes

Abbreviations: COPD, chronic obstructive pulmonary disease; CVD, cardiovascular diseass; e-cigarette, electronic cigarette.
* Adqusted for covariates lsted in eTable 3 in the Supplement.

® Data were pocled data from studies published from january 1, 2005, through january 1, 2025, in 2 random-effects meta-analysis if =5 studies were identified for a disease
outcome. There were no age or language restrictions.

Public Health Rep. 2026 Feb 17:00333549251403349
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US (2018-9): 39.1% dual use

OR=098 95% C1 083-1.17

Sweden (2016): 66.7% Dual use

OR=1.09; 95% C10.93-1.28
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Figure S8. The overall OR of sole e-cigarette and dual use compared to cigarettes alone is higher than for sole use. Combined. The results are sensitive to the level of dual use. With 39.1%
dual use, the probabilities of OR>1 are 0.90 for cardiovascular disease, >0.99 for metabolic dysfunction, 0.44 for asthma, 0.12 for COPD and 0.87 for oral disease. These results are sensitive
to the level of dual use. For 66.7% dual use, the probabilities increase to >0.99 for cardiovascular discase, metabolic dysfunction, asthma and oral disease and 0.97 for COPD. 24
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Fig. 1 Principal categories of illicit drugs found in electronic cigarettes
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Risk of Stroke and Myocardial Infarction After Reduction
or Cessation of Cigarette Smoking
A Cohort Study in Korean Men

Yun-Mi Song, MD, MPH, PhD; Hong-Jun Cho, MD, MPH, PhD

Background and Purpose—The effect of smoking reduction on cardiovascular disease outcomes has not been studied in
Asian populations.

Methods—A total of 475 734 Korean men aged 30 to 58 years, stratified into 9 groups based on smoking status at 2
different time points (1990 and 1992), were followed from 1992 to 2001 for the occurrence of stroke or myocardial
infarction (MI) events.

Results—Compared with nonreducing heavy smokers (=20 cigarettes/d), those who quit smoking showed significantly
lower risks of ischemic stroke, subarachnoid hemorrhage, and MI with hazard ratios (95% confidence intervals [CI]) of
0.66 (0.55 to 0.79), 0.58 (0.38 to 0.90), and 0.43 (0.34 to 0.53), respectively. For hemorrhagic stroke, quitters showed
lower risk compared with heavy smokers, but the difference was not statistically significant (hazard ratio 0.82, 95% CI:
0.64 to 1.06). Compared with nonreducing heavy smokers, the risks of all stroke combined and MI among reducers
tended to decrease, although the reductions were not statistically significant. The risks of subarachnoid hemorrhage and
MI in those who reduced from moderate to light smoking tended to be lower than in nonreducing moderate (10 to 19
cigarettes/d) smokers. The association between the reduction of smoking level and the risk of stroke and MI did not
change significantly when the analysis was limited to those whose smoking status in 1992 was maintained up to 1994.

Conclusions—Smoking cessation was associated with a decrease in the risks of ischemic stroke, subarachnoid hemorrhage,
and MI. More studies are needed to verify the likely health benefits of reducing smoking. (Stroke. 2008;39:2432-2438.)

Key Words: smoking ® stroke W myocardial infarction m South Korea
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Table 2 | Meta-analyses according to whether studies made allowance for multiple confounding factors

From pooling results for 1 and 20 CPD separately across studies

From meta-regressions (uses within study analyses)

Cohort and analysis*  No of studies RR(95% Cl) for1 CPD  RR(95% CI) for 20 CPD  Excess RR (%)t  RRfor 1 CPD RRfor 20 CPD | Excess RR (%)t
Coronary heart disease
Men:
Adjusted 11 1.74 (1.50 to 2.03) 2.27 (1.90t0 2.72) 58 1.65 2122 53 (54)
Unadjusted 15 1.36 (1.18 to 1.56) 1.89 (1.71to0 2.08) 40 1.33 1.91 36 (38)
Women:
Adjusted 9 2.19 (1.84 to 2.61) 3.95 (3.34 to 4.67) 40 2.12 3.98 38 (34)
Unadjusted 9 1.26 (1.07 to 1.49) 2.11(1.91t0 2.34) 23 1.28 2812 25 (23)
Stroke
Men:
Adjusted 6 1.30 (1.11t0 1.53) 1.56 (1.31 to 1.86) 54 1.35 1.55 64 (62)
Unadjusted 11 1.20 (1.07 to 1.35) 1.68 (1.45 t0 1.95) 29 1.26 1.68 38 (34)
Women:
Adjusted 5 1.46 (1.20to 1.78) 2.42(1.67 t0 3.52) 32 1.50 2,39 36 (33)
Unadjusted 5 1.15 (0.98 to 1.35) 1.94 (1.44 10 2.61) 16 1.14 1.91 15 (34)

CPD=cigarettes per day; RR=relative risk compared with never smokers.
*Adjusted includes only studies that reported RRs after allowance for 23 multiple confounders (which includes cholesterol for coronary heart disease studies and cholesterol or blood pressure for

stroke studies), plus another study that made multi-factor adjustments.

5% Unadjusted includes all other studies (although all allowed for age and occasionally one more factor).

tPercentage excess RR for smoking 1 CPD as percentage of that for 20 CPD. Numbers in parentheses are from same type of analyses as in fig 2 (that is, median value from within study

comparisons).

BMJ 2018:360:5855 | doi: 10.1136/bmj 5855
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Table 3. Logistic regi of nicotine dependence according to tobacco product use in a cross-
sectional online survey conducted in Korea, 2022 (N=2306)

First tobacco use within 30 minutes of waking up

Exclusive CC use (ref) 507 (47.2) 1 1

Exclusive EC use 82 [47.3) 1.00 (0.69-1.45) 0978 107 (0.74-1.56) 0719
Exclusive HTP use 88 (54.7) 1.35 (0:97-1.88) 0078 1.64(1.16-2.30) 0005
Dual use of CCs and ECs 131 (48.3) 1.05 (0.80-137) 0739 1.13(0.85-1.49) 0.408
Dusal use of CCs and HTPs 192 (54.7) 1.35 (1.06-172) 0015 1,62 (1.26-2.08) <0001
Dusal use of ECs and HTPs 40 (67.8) 235 (135-4.12) 0.003 251 (147-483) 0.001
Triple use of CCs, ECs, and HIPs 154 [59.5) 164 (1.25-2.16) <0001 204 (1.53-2.73) <0001
Total tobacen product uses more than 20 cigarettes {or times or sticks]/day

Exclusive CC use (ref] 52 (4.8 1 1

Exclusive EC use 7(53) 1.11 {049-250) 0802 1.38(061-3.16) 0441
Exclusive HTP use iha) 037 (0.12-121) o 047 (0.14-152) 0205
Dual use of CCs and ECs 69 (25.5) 6.71 (4.54-9.92) <0.001 793 (524-1201) <0001
Dual use of CCs and HIPs 74(21.0) 625 (3.60-767) =<0.001 623 (4.20-9.25) <0.001
Dusal use of ECS and HIPs. 10 (17.0) 401 (1.92-8.36) <0.001 532 (249-1138) <0.001
Triple use of CCs, ECs, and HIPs B8 (340) 10.71 (6.92-14.78) <0.001 1296 (858-1957) <0.001
High Heaviness Index {scores 5-6)

Exclusive CC use (ref) 29(27) 1 1

Bxclusive EC use 2014 0.56 (0.13-2:37) [ Ex] 069 (0.16-2.96) BB
Exlusive HIP use 20y 0.45 (0.11-1.92) 0282 062 (0.14-2.64) 0516
Dual use of CCs and ECs 32(1na) 482 (286-8.13) <0001 552 (3.18-957) <0001
Dual use of CCs and HTPs 37 (10.5) 4.25 (2.57-7.02) <0.001 540 (3.20-9.11) =<0.001
Dusal use of ECS and HTPs. 6 (10:2) 408 (1.62-1025) 0003 498 (1.92-1287) 0001
Triple use of €Cs, ECs, and HIPs 48 (18.5) 820 (5.05-1330) <0.001 1096 [6.48-1851) <0001

ADR: adjusted odds tatia. Multivariable analyses were performed after adjusting age, gender, income, marital status, and education level. CC: combustible cigaretre. EC:
electmnic cigarette. HTP: heated tnbacca product

SXIEHICl = A2 0HF A Z ol

Tobacco Induced Diseases

Comparison of nicotine dependence between exclusive,
dual, and triple tobacco users among Korean adults: A cross-
sectional study

Jung Ah Lee', Cheol Min Lee, Hong-Jl

O|SAEAIL| LRI ELT} the AFEAL E Lt
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k=3

Tobacco Induced Diseae;2026:accepted

02 FAU0IM MXIEH AF20] ZEAIES SIHAIZIT (gateway effect)

Barrington-Trimis 2018

Berry 2019

Best 2017

Chien 2019

Gonner 2020

East 2018

Hammond 2017

Leventhal 2016

Lozana 2017

3.66 [2.63, 4.78]

3.31 [2.33, 4.47)

2.5[1.69, 3.27]

2.22[1.71,2.74]

2,74 [2.15,3.34]

2.7[1.3,4.25)

2.2[1.71,2.67]

2,51 [2.3,2.73]

1.68 [1.35, 2]

Miech 2017

Morgenstern 2018

Osibogun 2020

2.82[1.55, 4.41]

2.541.83, 3.26]

273 [1.37, 4.22)

Treur 2018

Watkins 2018

Wills 2017

Pooled Effect

3.02[1.82, 4.65)
2.56 (1.8, 3.28]
2.78[1.98, 3.62)

266[2.22,3.18]

Tob Control doi:10.1136/tc-2025-059783
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= Oxidizing chemicals| » -

* Particulates - | Nicotine |
_* Acrolein £ — 17 g
= ; : G N
\’ P ationt Sympathetic nervous system ‘
| activation/catecholamine release/

- I & v }

(S %
Ventricular
* Thrombosis ) | dysfunction | | vasoconstriction | arrhythmogenesis |

(« Reduced myocardial\ I
blood flow * Increased blood pressure

* Coronary occlusion | * Increased myocardial contractility |
* Myocardial ischaemia | | Increased myocardial demand
. ® Myocardial infarction | | for oxygen and nutrients

!

- v

Sudden de;liﬂ

Jason J. Rose. Circulation. Cardiopulmonary Tmpact of Electronic Cigarettes and Vaping Products: A Scientific Statement
From the American Heart Association, Volume: 148, Issue: 8, Pages: 703-728, DOI: (10.1161/CIR.0000000000001160)

« Platelet activation | /Endothelial ) . '/Coronary

N

¢ Increased heart rate

\.

Annual Review Pharmacology and Toxicology. 2025;66:325-352.
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« WHO EHHHHHMIZIE82HFCTC, Framework Convention
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Tobacco Induced Diseases

Association between the use of e-cigarettes and heated
tobacco products and asthima prevalence in adolescents: A
secondary dataset analysis of the Korea Youth Risk Behavior

Survey 2022-2024
SILH B4H0| HArS MXIEHH, 22AS T XIEHH A2
of M4 2l 21o] 2Ky 912

Sungkyu Lee™®, Jinyoung Kim'* .
Tobacco Induced Diseases ZE 0=

ABSTRACT [ —
INTRODUCTION Adolescent tobacco use is a major public health concern due to its AFFILIATION

d e offi -4 Eeal el it N o R A | Korea Center for Tobacco
adverse effects on I'Eb.plTat(}I"Y ealth, including asthma. Novel tobacco products Contral Besearch and
such as e-cigarettes (ECs) and heated tobacco products (HTPs) are increasingly Education, Seoul, Republic
used by youth, yet their respiratory health impacts remain insufficiently o

ol Wb o I o i i B 2 Graduate School of Public
understood. This study examined associations between tobacco use patterns and Health, Yonsei University,

Seoul, Republic of Korea

asthma prevalence among Korean adolescents. i ey
: antriburter enalh
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J1H

- 0 © HNicotine easily
. “‘--.\ = moves from the
N bloodstream

- ﬁ_,d_—h#~ “ inta the brain.

@ First it moves to
the lungs where
it is obsorbed info
the bloodstream.

€ The heart pumps it
throughout the body,
including the brain.
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NICOTINE WITHDRAWAL
SYMPTOMS

irritability, +trouble sleeping nervousness &
hostility, & anger restlessness

dizziness headache depressed mood

Prevention efforts supported by the Maine CDC

Nicotine

SHIE UDEOHT 22

Nicotine Nicotine
Vaping Absorption

- . Arousal,
Nicotine oo

Addiction Modulation
cyd e & Pleasure

Tolerance &
- Dependence
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1. RussellMA, Feyerabend C, Cole PV. P-asma nicatine levels after cigarette smoking and chewing nicotine gum. £r Med'/ 1976 May 1; (6017)1043-6.
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Cue-induced craving

HOZ )|k (base) LIZEIS

R AEHAL BE 377} 22t 40|
TEsoRM 2B S0 HEe PE S F0F

S FIESE MS0I0 SELH2 EN ST ._Zié

NRT HEIQMS A2 AL,

Telg 3Fcts Do debgel 28 S4e
B Al A2 ATIHOS AISHI0 SAUAHS EX ST FINOE THE S US

S—= [= o pind

KISHCZ 71K (base) LI

1. A oY 4O

T2, SI2HZIBEIHELRL 2019 2. Russell MA, Teyerabend C, Coe PV. Plasma ricotine levels after ciga‘ette smoking and chewing nicotine gum. r Med'/ 1976 May 1:1(6017):1042 6. 23

O|= (United States)

FHLICE (Canada)

9= (United Kingdom) — =

v/ US Department of Health
And Human Services?

+ Treating Tobacco Use and
Dependence 2008 Update

1. Banua RS 1/ 2018 ACC Expert Consersus Decision Pathway on Tonam Cessation Treatment: A 3eort of t1e American College of Cardiology Task Force on Clinical Expert Consensus Documents. /472 Coll Cardfpl 2018 Dec 25:72(25.:3332-3365. 2. Fiore MC, Jaén
8 Undate.

CR 3aker T8, et al Treating

+/ Canadian Action Network
for Advancement,
Dissemination and
Adoption of Practice-
informed Tobacco
Treatment (CANADAPTT)S

undﬂtcd [mcmmcunucmdoncechmc com)

+/ National Institute for Health
and Care Excellence (NICE)?

+/ National Centre for Smoking
Cessation and Training
(NCSCT)*

Reckville, MO: U.S. Jepartment of elth and Huian Services. Public Health Service 3. HICE (NationalIrstitute for Health and Care Excellence). Available at:
4 Lve\,ard P_NCSCT Combination Replacement Therapy. Br'efing. Avaiable at it/ /wwvi.nosct co.ukfusr pub/Biefing%203.pdl 5. CANADAPTT. Availabe at: Pharmacotherapy Algor tom JAN20I8
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Combination NRT 5= Varenicline TFEQ B S 1

2018 ACC Guidelines

Table 4. Recommended P in Patients

withCVD

or

Outpatient With Stable CVD Inpatient With ACS

In-hospital to relieve nicotine
withdrawal:
Nicotine patch OR
combination NRT*
At discharge: Combination
NRT or varenicline'

Varenicline
OR
Combination NRT*

15t line

M Nortriptyline' Bupropion®
LEMEENEII  Combine categories of
FDA-approved drugs:
Varenicline + NRT (single
agent)
Varenicline + bupropion
Bupropion + NRT (single
agent)

n/a

insufficient to
achieve
abstinence

=2
=

HIE LUZEHHT 2

KHRIESMO2 A0l 1 /IS

2022 NCCN Guidelines

Pharmacotherapy Options

Preferred Regimens

Combination NRT: Long-acting NRT (nicotine patch)
+ short-acting NRT

8ozenge/gum/lnhaler/nasal spray)

Varenicline

previously used (combination NRT or varenicline)
Other Recommended Regimens

Varenicline + NRT

or
Bupropion (long-acting) + NRT (eg, for patients with depression
or fatigue)

Varenicline + Bupropion (long-acting)

ozengearinhaler or spray. T Some comirittae members pla<ring to use varanicine would startit -hospita; others would rot start urt discharge. Regerdless, continue

and there are few data on use 1 datients wit1 CVD. #Buaropionis

* Combiration AT the patient’s choi
nicctine atch or shot-acting mrm for | week to memge mcuunewnnnrawas)mulums durirg up-ttration of varen ~ Hortr
lisled as 3rd T

ACC, merican Coliege of Cardiology; NCCN, National Cempreensive Cancer Network

o

wl

HislO 'IO

HistQt{o OSA

TT =k O

NRT | o

|2 sfi<l
Combination NRT 5= Varenicline EHE 2

[=]
2
H=

2022 AMA Guidelines

=¢ X7 7t0|=atelS0] s

iatylne s not FO

for acule ACS or acule MI. However, lFere are nc special safely cancerns for bupropionin 1is seLling.

| XI=Z 7101=212! (2)

AMHEQMS [,
IXHKIZSMO2 25D U

(A

o
=-

2024 WHO Guidelines

Prescribe FDA-approved pharmacotherapy

First-i

idelines for Tobacco in Adults

WHO Clinical Tx

Pharmacological interventions delivered in both clinical

= Combination of nicotine replacement products
(patch + choice of lozenge, gum, inhaler, or nasal spray as needed to control

If patient preference or first-line treatment intolerance or contraindication

Second-line treatment

« Single nicotine replacement product (patch, lozenge, gum, inhaler, or nasal
spray)

* Bupropion

If single agent is not sufficient to achieve abstinence

Consid A {es of FDA i
« Varenicline + nicotine replacement product

« Varenicline + bupropion

* Bupropion + nicotine replacement product

and ¢ ity settings

WHO  recommends varenicline, Nicotine
Replacement Therapy (NRT), bupropion and
cytisine as pharma-cological treatment options
for tobacco users who smoke and are
interested in quitting. Varenicline, NRT or
h ; o vl

combination NRT (a patch plus a short-acting
form, such as gum or a lozenge) is an option for

tobacco users interested in quitting who will use
T

@ Strong recommendation;
© High certainty icline, NRT and bupropi
€ Voderate certainty (combination NRT, cytisine)

AMA, £rerican Medical ssociation: WHO, World Heatth Organization

25
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29 870t Mg AC)7| e g
£
1. CHE 2 W =873 2o TRAY 2017, 2. HEE X AR SRYY TRXIF 2023, 3. BUA SR YR BRUBSTHL . 2019 27

= oX[Ae= BAS M ThH],
SES 26l =0I= 2= =0l

Qo] S0 M= Hluwd Pharmacological Research, 2021

30
S 0121 1SS SEIGH0Y 243t 2T,
3 NRT HEI2M(cNRT)S A= KIZ 2101 2IXIZ22
s X2.Bum So151eiS [ HHI 67HEl S0 MTES
o
w ° 2.6 =0l= 222 LIEKSLICE
Qg o (odds ratio: 2.6; 95% Crl:1.8-3.8)
51
L

0

Placebo cNRT

1SS HElol0l LS 201
ane GIOIEHIOIZ, =K IaA 2 &

[Study Design” &
< EE HIEEA 2
GNRT, Combiration NRT (AT t4EI2)

1. Mishra A, Maiti 3, Mish-a BR, Jena M. Comparat safecy of terventions for heathy adults: £ network meta-analysis. Aharmacol Res. 2021 Apr.166:105478.

N, 477042 H21 SHRIE

* MEDLINE/PubMed, T 2ol 2M [+ PRISMA RIAN (LR} CIOIE &, 24 % &0t 2]
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ol 214 (2)
RT EHS 2. ThH]
O 7% E0I= HO 2 LIEHE

ol = MZE HIw Cochrane Review, 2023

o
2
0x
0H
1]
flio
i
d
Bz

200 SO MT s

<+

M2 [H= S52| NRT(.e THX/2 £ 54 NRT)E
+ =
3 190 21zt 174 EHTH ALS3! NRT HEIQMS, EISQM [HH|
G BIHE O1A 21| S0 MTES
z £IIMO 27% =0/= HOF HQIEIRSLILE

2z

3l
rio
o

(RR: 1.27, 95% Cl: 1.17-1.37)
50

1,0008

NRT Monotherapy cNRT

[Study Dosign. = RICH— 43327401 AVAIS S ARHEH68HO| bl P11S SAGIRSLILL £5 S USIOL, ke AA3H 20 2| Aot ZI2 6/HE DIMCI = KAl RS SAGIFSLILE
GNRT, Combiration ART (HRT S4E1281)

1. A Theodoulou, e a/ Diferent doses, duralions and modes of delivery of ricoline replacement Lherapy for smoking cessalion, Cochrere Delabase Sysi Aev. 2023 Jun 19.6(6)CD013308, 29

E=af |,
=01 83 XU SRIS0 A0 FLASHXOIVELIKI 28!

Creist i1S2 = HiFILIZS210k cNRT 212 12 =X ZEE A 221 RKI2 Hind Cochrane Review, 2023
50 W \rT

B varenicine bt LIS 2I0F NRT H2ta® 25 7to|
Risk Ratio= 1.022| +X|2 EHHS 2
Fo|0|sHR] kS LICE

(RR: 1.02, 95% Cl: 0.87-120)

HHILISZ2I0t NRT HEIQH Zio]
=01 RRIE2 72| XI017t giLk= ZIIE

2|
HASLICE
Baker Chen Ikonomidis Stein Tulloch
2016 2020 2017 2013 2016
[Study Dasign] TEt Efth S5 D0 Al SERE ZMoh HIS, A% S 7 IASH LITE! 4 SHNFTIS OISt =211 20026 4RIRIZ) 01— 7126 SOIE Zals S 45040218 USE SHENS| M2 A PSS EAfoiel I

GNRT, Combiration NAT (NRT HHEISE)
1. Livingstone-Banks J, &/ al tor is for smokirg cessation, 5) 2023 May 5:5(5):CD00G103. 30




| 21t (3-2)

HHEILIE
=1

— -

2l =9 ¥ iy,
L01 RAUSHXWOIZLLIKI 228!

SHIE

LDEHHHN 22

We found no clear evidence of a differencein
NRT(RR1.02, 95% C1 0.87 to 1.20; I2 = 0%;
5 studies, 2344 participants; low-certai
Baker2016 374%  095[072,124) by dmg"a mde:muse = inty
Chen2020 77 274 68 275 297%  114[086,150] T imprecision). While pooled point estimates
Ikonomidis 2017 38 94 44 94 193%  086[062 120 b :;gﬂfﬁ;":::‘;d, I'z": :;’ﬁf“(::?e:"s'
Stein2013 2 137 2 133 09% 097 [0.14, 679] 1852 participants) and neuropsychiatric
—_—— 2
Tullach2016 36 247 20 245 128% 123[078194) s (3 ‘:9;“2?; 2:1;2:‘ :”:jd? o
— | 2 studies, 764 participants), and reduced
1 risk of cardiac SAEs (RR 0.32, 95% Cl 0.01
Total events 228 001 o1 1 10 100 0 7.88; I2 not estimable as events only in 1

Heterogeneity: Chi?= 2.53, df = 4 (P = 0.64); I2= 0%
Test for overall effect: Z = 0.29 (P = 0.77)
Test for subgroup differences: Not applicable

Favours NRT

Favours varenicline

study; 2 studies,

819 participants), in all three cases evidence
was of low certainty and confidence
intervals were very wide, encompassing
both substantial

harm and benefit.

1. Livingstone-Banks J, et a/ Nicotine receptor partial agonists for smoking cessation. Cochrare Database Syst Rev. 2023 May 5,5(5):CD006103. 31
< Summary of recommendations from The American College of Cardiology Guideline 2018
for smoking cessation in patients with CVD >
Outpatient With Stable CVD Inpatient With ACS
1tline Varenicline In-hospital to relieve nicotine Alm;_}xl.
OR Nicotine patch Bl
Combination NRT* OR [ = o ol
Combination NRT* (Outpatient with stable CVD)2)
At discharge: Combination NRT OR x =°1 x OH{O;
IKISHX=E =
Bupropion OR single NRT product At diischarge: Single NRT product ﬂgga ke A@ 3
NAT B E A TSI UELID
Nortriptyline* Bupropion®
If single agentis Combine categories of FDA-approved n/a
insufficientto achieve drugs:
abstinence Varenicline + NRT (single agent)
Varenicline + bupropion
Bupropion + NRT (single agent)
~Combination AT comprises anicotine patch plus the patiants choice f icatine gm o lzenge o nhaler or spry. + planning to Jse varenicline would start it n-| hospnal others would not start unti mscharge Regardless, continve
nicoine patch or short-acting form for 1 week - withdrawal up-tiration of + Nortrptyline s not 70" smoking with CAD. ¢ Eupropion s
listed as 3rd ine becatse of no evidence of efficacy when started during hospitalization for acite ACS or acute M. Honever, there are no special safety concams for bupropion in this sefting
1. Lindson N e 2/ Dife-ent doses, durations and mades of deivery of ray for ko TBACO0S08 2 et U ot 1 the evidence for i horapy el
e oy ool s Aeaoep e s otamrt o (oo s e Dapbn e i Socsfo eeeren o e o o o Ao i 800145 B e B A e o Conganue Lraon
S o oo ooy Tk o e e Conca e Do L o oy SO Do TS BE S5 S Sk P o 5105 ek Cessston sman s AN o v ”

Gudelines in Cncology. JAati Compr Canc Metw. 2023 Mar:21(3):297-322.
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NRT &2iQpio| oMY (2)

siel Zto|E2tQlur A+ ZIHS2 NRT Eeh Q90 b e #3F ofL2t,
orHet ¢ A= 2 EO[2t HA| -4

0= gt & HIESIZINCCN)

< General Approachto Treatment of Smoking for Patients with Cancer and Survivors >

PRIMARY ASSESSMENT/FOLLOW
TREATMENT -up
+ Motivational strategies
for continued If relapse, re-initiate o —
Assess effectiveness of [T —— pse, RAI0| =R
counseling and pharmacotherapy as ciinically primary therapy with I—" ol EI:
e smeke s to maintanabsinercs | S comenaton QT E) (] | ) (= PN SRS (S
CombinationNRT | | Smoking status and  fiedmo arisRagatus atthe | [ 5
+ mr :gerapy:l o oy :v': of therapy (f past 12 wks) vareniciine NRTEHEIQMS A6
x (category in-person or by
Vareicine phone/telehelth ata SR Ty UELICH
+ behavior therapy | | WS wics of
x 12 wk (category 1 initiating
w"nd""f"'. W‘“ ”"":;‘;:g }—» Relapse or Sustained Smoking (SG-6)
an

1. Lindson N eza. Diffe-ent doses, durations and modes of delvery of therapy v 2019 Apr 18:4(4).C0D13308. 2. Fucita LM et al Addressing the evidence for FOA nicotine replacemen: hevapy label
e oy Ao ot P Aoacep e e oot 4 okono e st Daren et T Sosbtsfo bt o okt e oeasmo Reore T v SO 11008 1.5 Datua i ool S0 A g Coren o an ey
{okatco Ccaln rcamors & et of {1 Ameroan Colego o Carcoy Task Forcecn Gial apertConsersius Decumerts. /A Lol Cadal 2013 e 25,72(25) 35223362 & Shikds 55 o121 2025, S cking Cessation Verson 5 NCON Cincal racie.
Gudelnes in Crcology. JAa Comor Canc Hetw 2023 Mar:21(3):297-322

NRT S
silel Zto|E2tRlut A+ ZIHS2 NRT Eegh 2 80] b e #8F ofL2t,

=
OIXsE 201 K|2 QEO| 2t HA| 14

9

-

=

Oll, JSLICE

Y=0| ZE SHUSMIE NCSCTO =3

NRT SHEIQHS OHNGHH,
SerRp0) olst LIZE MCSE2 Sol ESLILC

NRT HEIQHE AIZ0lEEE
BN SHCEHE U= LITEI 2Hr}
O 2 2s WS 242 Ho| sLICH

1. Papadakis S. Combination Nicotine Replacement (NRT). National Centre for Smoking Cessation and Training (NCSCT). 2021.

33
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NRT S AKSE — o2l Akl GlIAI

oHQI0lIM= === ot2fiel &ur Z0| NRT EEL B S ALE.

How to Use (oH2I Al BIIAI)

Step1 S Step 2 2 Step 3 ™

LiREl o= w0 mat XIS 28 AEfOA 5 125 72FNRT WP RS
THKIS| 47| S MEELT FriHoz g0 et 2ote Neshe = 90, 2118 2
[[H o oix[e| 2kt Aol 44
B 2mgzEAD-ono= B =
IN=EHEES A S LI
o Heavy Smoker o LZE TCHEE HXIZ s * TiXI7H B 014 B 92 1
: 25 mg patch + 2 mg gum g% 240 80|gt 2 mg H=
. AHESIEE BT .’:.“:.'_' B3I == 5t
« Light Smoker .,5;6; it '122"2 B e ma
: 15 mg patch + 2 mg gum 'é.‘;lﬂ z’;*ﬁ'—l o, = ZF0] L7t 2 gt ct,

= 2lgt MA7I0IC. 812 S M IRME 35

NRT &I — 013 SXISHIHl 2oi= &+ USLICE

IHNTE=euE ScrEs e o et
NISSHERARISH oI ATEr S E01 20| M5t e R

A SHAZRSTL
ST NRT ERIQES AIE6R=EI= BIQUETHAXE LIZEI Q=T HZoHAM
JIENRTEISQHORE=

ooiEAS=ZO

SC1 IO 0SS 242k =2

T
1
1
1
1
1
KISMO= =R UOILIACI BSHLE | |
1
1
1
1
1
1
1

*EL I S AT ORE FE 1201 OHLIZESSITIR 4 9501 Z2= H2I

1. Reld RD, Pritohard G, Walker K, 7.2/ Managing Smoking Cessation. CA#AJ/2016,186(17-18): E484-E49 2. Epub 20°6 Oct 3. Diefenaacr L, ef af What is the Mos: =ffective Nicotine Repiacement Therapy? / Fam Aract 2003;52(61492-/494
3 FAUSL|E 244 20130 1< G- 2015, plo2 36



NRT+HIHIL ISR
HSHE(O| 2

TNt

271 2kt

=3 1K KIE2U= "

LIZE! [HMISHE (NRT)

odB2 +=8X| 2 2 E&H (full agonist)

1AFK

- -
— o

HII2 |2 (Bupropion)
Latgl-re2oj|nj =2l 5+ A A (NDRI)

SHIE UDEHT 28

HEILIZE! (varenicline)

c4p2 +8%|2| £2 XEX| (partial agonist)

RR 1.55 (95% Cl 1.49-1.61)"

RR 1.64 (95% Cl 1.52-1.77)"

RR 2.24 (95% Cl 2.06-2.43)"

o DZNFE AEENE 2 4ARE, 7Y
o X TR RS

201, |, 201 Ax0t 2o Baigs
Ang M3 Aet Was

FEzIi2o| SX8S £ 4 U

ZED 82 OEN T2t 4
H70|82 SESALE MOl £ 834X
=g Fop

71 gy
+ HIRLIZEE 5831= RE ERE0HM
NFYLI B2 TEstolof

SUOIME 22 2F O|Uf 38 JE E=
g F2o] Qs R0l AR ek

ACCO| It2 B QPY Rl M 2hAZet ShRL0] AL,
Its

A, AT 22 494 Tohel waie
#2t Hgo] yaps
SicofBlafetE S{RIHIMAONR 54| £05

2ol 22 g¢ 875 w27 WHS +~ Ao
LFE 359 HEE AAR ZH 153

NRT 2o 22,

Hi2j|L| 22 SR ¥t bl 3¢ 43 2o
Chsh M &o| HZS0| X

@RS L =L N2z of nizt e 7hs)
2 7|17+ HM ALY 2 BHF et Tt
ZH50| HTE (AHEE|0f 2 306zt

Azboh £AHEO| AL|X| YA

CH S YT ERE A B AN & AS
Z0| 22350 BROIH = AL 7Hs3I,
230 =82 &
L2 2I0] B8l 2urdo| Ko, ST 2548
ol

Ho N op

Sisi40] olpA R0t Lix| emz kL)
S8 AH80| 0f2i2 BIRIS ol 2Xtxez AT

SORte| Y- Wt CiYst 8HOR 58 7Hs?
BESH: Y 15 P2E 05mg OD x 3d,
05mgBID x4d, 1 mg BID x & 125

E)IQKIY 247

HEIH 0w 2N S FH|7t E[RIE F R, HE

S ot )

2
| S RLIE STAI B Y S0 F B
RAmzaw: oun ze 2xgoz oy

= 80| & Z2 05 mg BID
IERSu: A BEYI0| 2 B2 5 gl &
2F

SAXIZAIRAAS S/FHAMMSKIA, [IFISMEks] 2023, 2. EFA, 0BER| SMOF=XIZO| 24 IKIA. 23213, COC- Quit Smoking Madicine How to Use Nicating Gurr | Quit Smoking | Tips From Former Smokers | C3C
4.Cahill 5. How to Use Bupropion $R | Qui- Smoking | Tips From Former Smoke's | COC €. 2IOFESHA_i2 = TEIE 7. Quick Guide ta Noating 3eplacement The-apy. NSW Goverrrent. Avallabis from’ Smoking Cessation Tocls ve.ndd ‘nsw. gov.su)
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370 FER AYAEE 9048)2 Zetet MAN 2 0E S HER2Y BMC Public
Health, 2075)

e Early Late
outcome outcome

(AIE7]2h

1
, _ 15 mg/16h, i '
Hajek, et al. 4= 2E ot TAD1Z= M AIRL12 ) 14K aciojo |
2013) (pjy  BINIT eSO EST - = I
= . i
15 mg/16h, i |
KOSQERNDOIG, otz g juss up  TDZEEAE TOISEAE 2 9RFK  9ouEK |
[20]4] (7712 ' (Pre-cessation), Fri3=g 1 A& =i
PEVIN , :
AT, 21 mg/24h, =E AR | 2 jom oty |
Ramon otal yimalp  vosmsae 452 TaDAm,  (CIEOARIRY 2IEEM 2 2
(2014) (17120 122 Z=HKI ILI___L”:"_ = E

v v

KIZ K=

E= AE EES

o D

=92 =92

TQD, target quit date (SF

a0 39
1. Chang PH, et al. BMC Public

i
Health, 2015;15:68%

A HERE NS BMC Public

Health, 2075)
=1l PN
| AIE 9 5012 LIZE! WXl + HIYILISE! $E2H vs. HRILISE! B
Nicotine Patch Placebo Patch Odds Ratio 0Odds Ratio
Study Events Total Events Total Weight M-H, Random, 95% CI WA it €576 @)
Hajek 2013 35 58 35 59 16.1% 1.04[0.50, 2.19] OR 1.50
Koegelenberg 2014 99 222 70 224 45.3% 177 [1.20, 2.61] (95% Cl 1.14_1‘97) -
Ramon 2014 66 170 54 m 38.6% 138088, 2.15]
... .. B B o o o -
{ Total (95% C1) 50 454 1000% Tsomaton T TTTTTTTTTN & _TTTTTTTT
Total events 200 159
Heterogeneity: Chi2 = 178, df = 2 (P = 0.41); I> = 0% 0.01 01 1 10 100
Testforoveralleffect: Z = 293 (P = 0.003) Favours Placebo Patch  Favours Nicot ne Patch
Cl, confidence interval; OR, odds ratio 40

1. Chang PH, et al. BMC Public Health. 2015;15:689



SHIE UDEHT 228

370 FER AYAEE 9048)2 Zetet MAN 2 0E S HER2Y BMC Public

Health, 2075)
=22 1 SSOHIS Hl.E."LIEE C EOH-lI:Il:l. xl
E’:E k'x-l oi£& =20 ‘=’0|
e e —
K= S MNE A% S8 LITEL
Nicotine Patch Placebo Patch Odds Ratio 0Odds Ratio
Study Events Total Events Total Weight M-H, Random, 95% CI R [ iy €575 €
Koegelenberg 2014 n 222 42 224 47.0% 2.0411.31,316] OR 1.62
Ramon 2014 56 170 48 71 53.0% EIEEELOE (95% ClI 1.18-2.23)
P —_— —_——
_Total (95% Cl) 392 395 100.0% 1.62[1.18, 2.23] @ e d
Total events 127 90
Heterogeneity: Chi2 = 2.20, df = 1(P = 0.14); P = 54% 0.01 01 1 10 100
Test for overall effect: Z = 3.00 (P = 0.003) Favours Placebo Patch  Favours Nicotine Patch
Im =L
LR El HtefL| 22 th=a ' oiH|
o O 0| S
% ROIBH B,
Cl, confidence interval; OR, odds ratio 7

1. Chang PH, et al. BMC Public Health. 2015;15:68¢.

& SUHEREMS BMC Public

Health, 2075)
cEaY %
- OR 5% € I EF2 (Skin reactions)
1
OAl 1 115 i * JH 0B E10E]
24 28.4% 25.7% : (0.85.156) i - Al .
H 127 1 » HERHIUM [ RO| Litst
=0 18.7% 15.4% ' (089.1.80) i (14.4% vs 7.8%; p=0.03)
1891, !
et . 7 i 120 ! XOIERZA pooled 4 ZTH Ol
&ot= .b% o . 1
i (0.78-1.84) !
1.01 H
=5 7% 7.8% i :
L (0.60-1.72)
2 2|LZe Eeut 2
%— M 25t 7ofeh o] &t
Cl, confidence interval; OR, odds ratio 42

1. Chang PH, et al. BMC Public Health. 2015;15:689



& CDI2 2RI, OIE=T R, QI0UTHAE LIS

& S0 SIRt446E
= H20OHT| |TEI I + HIMILIZ2!
= CE=QEZ QIO K| + HIMILISE!
x|z  LITEI THXI: TAD 2= & AIRE TOD 12ZAMIK| 2K
ZZEZ o HIRILISELTOD 1Z= M S2QUHOZ A& TQD 12ZAMIK| QK| & 15 242k =5t
== 7|2t  2UTKDIKI (125 KIZ + 122 £=8)

TQD: Target Quit Date(5 & 2 Y)
1. Koegelenberg CF, et el. JAMA. 2014;312(2):155-61

7H 718, & 446 S Zotol 2E9| 0| =7t

Etigiel

2= )= 0% (TQD) 9= 2z 8Es 4%
C C O
LIZE! IHAI EE= 29 IHAI S04 E~SES

HIHILISE! S04

TAHE) RS 2K+ T4

7h 7|2, S 446 S Zee 2E2| 0[S =7t

SHIE

LDEHHHN 22

3 glofT)z @
Slofrhx o

9-12F K 1% SIS 9-24ZK} 014 SHSI

1) stLUSEE H1FY, 0K 15 titration (5 X A
2) 9-12FA A% FHL: KR OHX|Y 4F 32 X| He
3) 9-2454} Q% Q8 9-245F ¢ 165 U =Y R HIE HE R F L 2Y)

2),3) 29 E7h= 27| CO(<10 ppm)= 22l

TQD: Target Quit Date
1. Koegelenberg CF, et al. JAMA. 2014;312(2):155-61

MAIE (AMA, 2014)

43

A JAMA 2014)

44
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70 7|2, 5 446 S Eeh SR O[S =7 QITHE JYAIE (AMA 2014)

E H | |- | | H12C)H-|° |. I IEE CIE=OH1 H | (o
2 3022 OO0 I I. I olikl' I?l
o =29E : LIZE! MKl + HIYILISE! HELH vs. HIHILISEI EE=RM
9-10%% 915 SIE 9-247% 014 3018
100
< 80 OR1.85 (95% CI 1 19-2.89) OR1.98 (95% Cl 1.25-3.14)
= p=0; p=0.004
&l 60
515 40 55.4% 49.0%
° 20 32.6%
0 = wiEny] =
[r=216) [r=26) =27
X 3UES ZEXE 2T Multiple Imputation £4 Z 1) 9 25 24 QY 4355, 12F B4 Al THET n=219; 245 24 A| EHEF n=217)

€I, confidence interval; OR, odds ratio 45
1. Koegelenberg CF, et al. JAMA. 2014;312(2):155-61

70 71 E 446H S oot RAQ| 0| 7tE IUIE LMAIE (AMA 2014)

Ol&HIS EHE Hlud (>2% =210 ALH)

O|¢tS HEA2% (n=216) CHERH (n=219) P value

=2 59 (27.3%) 54 (24.7%) 053

S0/ TR 43(19.9%) 35(15.1%) 018

0l&fst = 10 (4.6%) 13 (5.9%) 054

= 17(7.9%) 22 (10.0%) 043

MEERS 31 (14.4%) 17 (7.8%) 003

il 9 (4.1%) 6 (2.7%) 042

ES 5(2.3%) 301.4%) 0.50

U SANS=Z Rolgt Kol YR

7t7¢ 2EE. (14.4% vs 7.8%; p=0.03).

46
1. Koegelenberg CF, et al. JAMA. 2014;312(2):155-61



p==2
=

=31
=

HIE LUDEMHH 22

CHY J]8h B 3B S Zatot 2E2| 2Ahx A-AI™ (BMC Medicine, 2014)
7|2 2E12|, 2|QHA AN |
>207HH| Kt 3418
SELITEN Al + HIMILIZE! (n=170)
ST I IHA| + HIHILIEE! (n=171)
X2 « LIZEI Al TQDEH A&, S12F
IiT =
TEE= o HIILISRETOD 1 M AR B 125
=5 7|2t & U=
TQD: Target Quit Date(5# 3 ¢1¥) 47
1. Ramon JM, et al. BMC Med. 2014:12:172
CHY 7|8l B 341 S Zooh RA| IR AEAI- (BMC Mediicine, 2014)
oldjLo
Eli2iel
I oz(oD) 2% s = 2z
® S O
LIZE 0jx| EE 9o 1% Fof Sl
| FEEESD
INR=PISES 2K E7 A
2-125%} Gl& 3¢ 2-24%%} Gl% 28y
1) H1FE Y 2YHS 39 617 13 05 mgS FOITH £, ChS 427t 6t7 23] 0.5 mgS FO0I). 0| 115 ¢ o7 23
mgs F£0.
2),3) 3% WH=s £7] CO(<10 ppm)Z 2ol

TQD: Target Quit Date(5 &
1. Ramon JM, et al. BMC N

fex
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Ch 7|2l & 3418 S Zotoh 2A9| I TE L AI- (BMC Medicine, 2014)
MMl S, I El IHAl + HRILIS2 M2
HIHILISE! EF=QH [HHI LIt =& JHME HOIX| 3.
01z F0IE : LIZE! IHXI + HIYILIER! HEL2H vs. HIYILISE! E=2H
2-lez o1 2012 2-247 Ol 212
100
¥ 80 [ OR1.24 (95% Cl 0.8-2.6) j E OR1.17 (95% Cl 0.4-1.9) ]
%’lﬂ 60
o
4 40
0 ggc)ui EESFQ l:ﬁEOI:I I:lECX:H
[=170) =17 01—170] =7

€I, confidence interval; OR, odds ratio 49
1. Ramon JM, et al. BMC Med. 2014:12:172

QUM (BMC Medicine, 2014)

2-1oz 012 =i 2-2475 012 2018

100
% 80 [ OR1.39 (95% Cl 1.2-2.5) j [ OR1.46 (95% Cl 1.2-2.8) J
Tl 60
ro
4r 40
¥ 20 34.8%

b 24.1% 31.5% 20 6%
O gEOEH E'E'.ﬁtg l:ﬁEO:i

AtZ(Post hoc) &4 ZN2N, AT SAHY 14 55 24 ofd
ORE %, &Y, ¥EZt 2005 2 A,

e (>29711B/&)0f| A

AKX}
2l E2 Qo AT O|F0| AlAFE.

L= E IHX] + HfEﬂ L&

Cl, confidence interval; OR, odds ratio 50
1. Ramon JM, et al. BMC Med. 2014:12:172
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ﬁ
IUIO

Zotoh 2A2| It A/AI™ (BMC Medicine, 2014)

<l
9|

i

L]
T
T

I
I 00

4 (n=170)
& (n=171)

it

0 FO

H

r

EHUE=(%)

((p=035 ) [ p=084 | ((p=088 | [ p=035 |

0o

Ol

18.3% 19.1%

59% 47% 4% 26% 53% 6.4%
I | — _—

HiH| el == == JIEH)
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7HE, QIR AMAIE (AMA Network

Open, 2022)

Hr
(et

Heavy drinking & 1A+ L& 222, 0=

& CDI2 2RI, OIE=T R, QI0UTHAE LIS

& Heavy drinking S21X} 122 (E91 5-307HHI/Y, 23 heavy drinking 7 |E £X)
CH &t = HEQM | ITEIIHAI + HIHILIZ2! (n=61)
= EI=QER | |TEIIHX| + 22 (n=61)

x|z  LITE THXI: 2012 (Quit day) OIEEE] AIRL 5105
ZmZES= o HRILIS2: 2012017 M ARIZY ZHEER Q) B 127
=5 7|zt & 12= K12 E2 ANEDKI
53
1. King A, et al. JAMA Netw Open. 2022;5(3):e220951

Heavy drinking S ¥AF CH&t £2£9|, 015 w712, YIATHE L& AIE AMA Network

Open, 2022)
Heavy drinking S2IXIHIA, HEEILIS2I+LIZE! THA| HESQE2 LI
ZEl Xl EF= [HH| SR ES RL210HHI JHAMEL

LIZE! mXl + HIHILISE! HELH vs. LITE! Xl =R

9-12%F & =018 0-123= E1 TH! 21 (Kaplan-Meier)
100
100 0R 2.20 (95% CI 1.01-4.80) P =03
p=0.047 <)
80 ]
e 5
Ol Varenicline gro
a7 & 9
o 3l
440 Placeb: )
BJ 4Lt 3% 0 acebo group
20 [B/./E\] 2 g% 0 7 14 21 28 35 42 49 56 63 70 77 84
(17/61) No. at risk Days since quit day
0 o
Vareniclinegroup 61 35 28 24 23 23 23 19 18 17 17 17 16
H{SOH- CIEOH
sa= E=e Placebogroup 61 26 17 15 14 13 12 12 12 11 11 11 9

HiZILIS2I+LIZEl 11X HSLHS HIZILIS2+LIZE! 11X S22
LIZEI THAI EF=SRE [HH| LIZEI THAI EFE=SRE = [HH|

9-12% 1% SNEE RLOIGHHI JHAE. S0 THE 20| L2UASHH ZHUS.

(44.3% vs 27.9%; OR 2.20; p=0.047) (HR 0.62; 95% CI 0.40-0.96; p=0.03)

Cl, confidence interval; OR, odds ratio 54
1. King A, et al. JAMA Netw Open. 2022;5(3):e220951
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Heavy drinking St & F212), O|F=7H2, fI2ThE 2

(et

FAE (AMA Network
Open, 2022)

Hr

= Hiul (BHEESZ QQ8t ki01)

EFEEERECEL

(n=61) ?|eF + LIZEl IjX| (n=61) P value
S| 55.7% (34/61) 29.5% (18/61) 0.003
JtA /S et 49.2% (30/61) 27.9% (17/61) 0.009
HIZAN = 73.8% (45/61) 49.2% (30/61) 0.007
=M Z2R 50.8% (31/61) 24.6% (15/61) 0.003
== 42.6% (26/61) 23.0% (14/61) 0.02

55
1. King A, et al. JAMA Netw Open. 2022;5(3):e220951

22|, O|Zw7HE, RIUTHE LA (JAMA Network Open, 2024)

& CD2 2RI, OIE=T 2, QICUHAE LIS

22 SR S01KF 3202 (>10 cigarettes/day)
Ll Ak ST YIS + LITE 2MK| (n=160)
= CE=QUZUHIYILISE! + $I2F 2MIK| (n=160)

)

Xz € HRILISE: BZ 8802 12% =0f X BE AR}
Sl @ LTS SAK S S8 A 2mg 2RI AIS Qs =
U & R R e

56
1. Weeks GR, et al. JAMA Netw Open. 2024;7(6):e2418120.
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F2Q|, O|Z =7t IOt LA™ UAMA Network Open, 2024)

HHILIZE! + LIZE 2HX| BS2ES
CIEEQH [HH| &&= AV E1 SHES LIEH,.

AL SUUE  HIYILISE! + LISEI 2HX] vs. HHIILISE! EISQR

R — T e ——— -
100 1 SEECET IEPNSEE = [ ohEkessEs

—_ 1 1
= : OR1.67 (95% CI 1.05-2.64) : OR1.52 (95% CI 0.95-2.44) : OR1.84(95% CI1.08-3.11) :
u H p=0.03 ! p=0.08 H p=002 !
o so | 1 ! 1
1 6% 1
i ! 29.7% B 29.9% i
ol ! : [ 19% I
l ! mecy Ei=gu \ e Emp
/ =160 [rF60) [ ) I (FB — — o/

OR® baseline Heaviness of Smoking Index score2 27

Hg|U 22 + LRE 23X
E=e 8 OfjE| A2 21 58 E0|

d L1270 X A% 2 AE2 S

€I, confidence interval; OR, odds ratio 57
1. Weeks GR, et al. JAMA Netw Open. 2024;7(6):¢2418120.
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2027 Participants were assessed
for eligibility

781 Were excluded
399 Did not meet inclusion criteria

\]

382 Declined to participate

1246 Underwent randomization

/

622 Were assigned to intervention
group

624 Were assigned to
control group

2 Had screening failure

/

41 Were lost to follow-up
4 Withdrew
1 Was excluded owing to

38 Were lost to follow-up
29 Withdrew
1 Died

pregnancy

/

622 Were included in the
primary analysis

624 Were included in the
primary analysis

Table 1. Characteristics of the Participants at Baseline.*

Characteristic

Median age (IQR) —yr

Female gender identity — no. (%)
Employed — no. (%)

Highest educational level — no. (%)

Obligatory school, some obligatory school, or no formal
schoolingT

Secondary education

Tertiary education
Median age at which smoking was started (IQR) — yri:
Median no. of cigarettes per day (IQR)
At least one previous attempt to quit smoking — no. (%)
Fagerstrom Test for Nicotine Dependence scorex§

Median expired CO level (IQR) — ppm9

Control Intervention
Group Group
(N=624) (N=622)
39 (30-52) 37 (28-51)
295 (47.3) 290 (46.6)
465 (74.5) 438 (70.4)
45 (7.2) 50 (8.0)
277 (44.4) 291 (46.8)
302 (48.4) 281 (45.2)
16 (15-19) 16 (15-18)
15 (10-20) 15 (10-20)
530 (84.9) 531 (85.4)
4.4+23 43123
20 (12-29) 20 (13-29)

Total
(N=1246)

38 (29-51)
585 (47.0)
903 (72.5)

95 (7.6)

568 (45.6)
583 (46.8)
16 (15-19)
15 (10-20)
1061 (85.2)

43223
20 (12-29)

* Plus—minus values are means +SD. CO denotes carbon monoxide, and IQR interquartile range.
T Obligatory school (i.e. compulsory school) lasts between 9 and 11 years in Switzerland, depending on local laws.

i Data are missing for 2 participants, 1 in each group.

§ The Fagerstrém Test for Nicotine Dependence consists of 6 questions that evaluate the quantity of cigarette consump-
tion, the compulsion to use, and dependence; scores range from 0 to 10, with higher scores indicating greater depen-

dence.”
9 Data are missing for 18 participants, 11 in the intervention

group and 7 in the control group.
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Table 2. Primary and Secondary Outcomes.
Control Group Intervention Group  Difference, Intervention  Crude Relative Risk Adjusted Relative Risk
Outcome N=624 N=622 vs. Control (95% CI)* (95% CI)f (95% CI)i:
number (percent) percentage points
Primary outcome: continuous abstinence from smok- 102 (16.3) 180 (28.9) 12.6 (8.0-17.2) 1.77 (1.43-2.20) 1.71 (1.39-2.12)
ing at 6 months§
Secondary outcomes|
Continuous abstinence, without biochemical vali- 146 (23.4) 237 (38.1) 14.7 (9.6-19.8) 1.63 (1.37-1.94) 1.57 (1.32-1.85)
dation
Sustained abstinence allowing a 2-week grace pe- 110 (17.6) 191 (30.7) 13.1 (8.4-17.8) 1.74 (1.42-2.14) 1.70 (1.39-2.08)
riod, with biochemical validation
Sustained abstinence allowing up to 5 cigarettes, 109 (17.5) 219 (35.2) 17.7 (12.9-22.5) 2.02 (1.65-2.46) 1.96 (1.61-2.38)
with biochemical validation
Abstinence within previous 7 days, with biochemi- 133 (21.3) 245 (39.4) 18.1 (13.1-23.1) 1.85 (1.54-2.21) 1.74 (1.47-2.07)
cal validation
Abstinence within previous 7 days, without bio- 200 (32.1) 332 (53.4) 21.3 (16.0-26.7) 1.67 (1.45-1.91) 1.56 (1.37-1.77)
chemical validation

* The absolute difference between the groups was calculated with 95% Newcombe-hybrid-score confidence intervals.

T Relative risk was calculated with 95% Koopman confidence intervals.

I The adjusted relative risk was a sensitivity analysis, which was performed with the use of a multivariable adjusted model with stabilized inverse probability of censoring weights, adjust-
ed for trial site, age, identified gender, employment status, education, age that the participant started smoking, the number of cigarettes smoked per day, previous quit attempts, and
Fagerstrom score.

§ The primary outcome, continuous abstinence from smoking at 6 months, was defined as a participant-reported abstinence from the target quit date to the 6-month follow-up visit, vali-
dated biochemically by a urinary anabasine level of less than 3 ng per milliliter and, if not available, by an expired CO level of 9 ppm or less. P<0.001 for the chi-square test between the
control and intervention groups. The percentage meeting the primary outcome was 16.3% (95% Cl, 13.6 to 19.4) in the control group and 28.9% (95% Cl, 25.5 to 32.6) in the interven-
tion group (Wilson confidence intervals?).

9§ The widths of the confidence intervals for the secondary outcomes have not been adjusted for multiplicity and may not be used in place of hypothesis testing.

61

Table 3. Participant-Reported Use of Tobacco Cig: E-cig: and Nicoti placement Therapy at 6 Months.*
Control Intervention Difference,
Group Group Intervention
Participant-Reported Use N=504 N=552 vs. Control
number (percent) percentage points
No tobacco cigarettes: “tobacco abstainers” 194 (38.5) 329 (59.6) 218
No tobacco cigarettes, no e-cigarettes: “tobacco and e-cigarette 179 (35.5) 62 (11.2) -24.3
abstainers”
With nicotine-replacement therapy 14 (2.8) 1(0.2) -2.6
With smoking-cessation medication 1(0.2) 0 -0.2
E-cigarettes and no tobacco cigarettes: “exclusive e-cigarette users” 15 (3.0) 267 (48.4) 45.5
E-cigarettes without nicotine 5(1.0) 50 (9.1) 8.1
E-cigarettes with nicotine 10 (2.0) 217 (39.3) 373
E-cigarettes and nicotine-replacement therapy 0 1(0.2) 0.2
E-cigarettes and smoking-cessation medication 0 0 0
No nicotine: “nicotine abstainers”{ 170 (33.7) 111 (20.1) <13.6
Tobacco cigarettes 310 (61.5) 223 (40.4) -21.1
Tobacco cigarettes and no e-cigarettes: “exclusive smokers” 294 (58.3) 122 (22.1) -36.2
Tobacco cigarettes and nicotine-replacement therapy 18 (3.6) 4(0.7) -2.9
Tobacco cigarettes and smoking-cessation medication 2(0.4) 0 -0.4
E-cigarettes and tobacco cigarettes: “dual users” 16 (3.2) 101 (18.3) 15.1
Without nicotine in e-cigarettes 5(1.0) 10 (1.8) 0.8
With nicotine in e-cigarettes 11(22) 91 (16.5) 143
With nicotine-replacement therapy 1(0.2) 4(0.7) 05
With smoking-cessation medication 0 0 0

* Categories of exposure are based on participant-reported use of e-cigarettes and tobacco cigarettes in the 7 days before the 6-month
follow-up visit, and use of nicotine-replacement therapy within the 24 hours before the visit. This table shows data for 1056 out of 1246
participants (84.7%) who provided reports of their use of tobacco cigarettes and e-cigarettes at the 6-month follow-up visit (504 of 624 par-
ticipants in the control group [80.8%] and 552 of 622 participants in the intervention group [88.7%]) (Table S3). The percentages for each
category of exposure were computed with the number of participants reporting their use as the denominator. Participants who reported
use of e-cigarettes with missing information on nicotine concentration in the e-cigarettes (5 in the control group and 23 in the intervention
group) were classified as having used e-cigarettes without nicotine.
T This category is defined as no participant-reported exposure to nicotine through tobacco cigarettes, e-cigarettes with nicotine, or nicotine- 62
replacement therapy.
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