Appendix 1 — PH45 evidence summary

Summary of new evidence from 2-year surveillance

Summary of new intelligence from 2-year
surveillance

PH45- 01 Recommendation 1 Raising awareness of licensed nicotine-containing products
evidence statements 1.1a, 1.1b, 1.1c, 1.2a, 1.2b, 1.3a, 1.3c, 1.4a, 1.4b, 1.4c,1.5,1.7, 1.8, 1.9, 2.3.1, 3.3.1, 3.8.3, 4.1.5, 4.1.17, 4.1.18, 4.1.37, 4.1.42, 5.4, 5.5, 5.6; expert
papers 1

Effectiveness
20 studies were identified that had assessed the effectiveness of e-
cigarettes (ECs);

ECs were found to reduce tobacco cigarette consumption and were
effective in increasing abstinence at 6 months by 4 systematic
reviews that used similar evidence bases?'-?,

A Cochrane systematic review which included 13 studies (2
RCTs and 11 cohort studies) was identified?'. Results from the 2
placebo comparator RCTs (n=662) indicates that ECs are
effective in increasing abstinence from smoking for at least 6
months. However, ECs are no more effective than nicotine
patches in 6 month abstinence rates. A higher number of people
were able to reduce cigarette consumption by at least half with
ECs compared with placebo ECs and compared with nicotine
patch. None of the RCTs or cohort studies reported any serious
adverse events that were considered to be plausibly related to
EC use.

A systematic review which included 6 studies indicated that ECs
were more effective for cessation than those without EC-
placebos for a 6 month minimum period in smokers (n=1242)?2,
The review also stated that the use of EC was associated with a
reduction in the number of cigarettes used.

A systematic review including 6 experimental studies and 6
cohort studies stated that the use of the ECs can reduce the
number of cigarettes smoked and withdrawal symptoms, but the
adverse events reported are mainly related to a short period of
use?,

A systematic review, including 6 studies indicated that ECs
decreased the desire to smoke, number of cigarettes smoked
per day, and exhaled carbon monoxide levels but symptoms of
nicotine withdrawal and adverse effects were variable?*. The

Intelligence searches and feedback from the topic
experts indicated the following:

New Regulations and Policy

Regulated consumer e-cigarettes

Currently consumer ECs are regulated by the EU
Tobacco Products Directive by the MHRA. This
includes restrictions on nicotine levels (20mg/ml) in
consumer products, leaflet and packaging
requirements and health warnings.

In October last year, regulations to protect children
made it an offence to sell EC to anyone under 18 or
to buy ECs for them came into force.

Section 22 of the Committee of Advertising Practice
Code was introduced in 2014 and concerns the
regulation of advertisements for ECs. This code
details the claims that can be made regarding ECs
with and smoking cessation.

The publication of BSI PAS on e-cigarettes in 2015 —
gives guidance for the manufacture, import, labelling,

marketing and sale of VP, including ECs, e-shishas

and DIY e-liquid mixing kits. The standard covers the

purity of e-liquid ingredients, advice on testing the

toxicological and chemical analysis of emissions and

safety of batteries and chargers.

In addition the European Committee for
Standardisation (who bring together the National
Standardisation Bodies of 33 European countries)
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Impact

New evidence was identified which may
change current recommendations

The guideline currently only recommends
licensed nicotine containing products and covers
the type, use, cost, supply and availability.

At the time of development of PH45 the evidence
reviews indicated that there was limited direct
evidence available on the effectiveness, quality
and safety of ECs (or other products not directly
regulated by MHRA), hence the committee did
not include consumer ECs as a specified option
for tobacco harm reduction. Since then both
evidence and policy have moved on to include
the following:

There is new evidence from 19 studies that
indicate that ECs are potentially effective in either
reducing cigarette consumption or increasing
abstinence rates at periods up to 12 months. Only
| identified survey of EC use for 30 days indicated
that ECs were not associated with decreased
cigarette consumption and participants were less
likely to quit smoking.

The new evidence regarding safety (25 studies)
indicates that currently ECs vary widely in their
contents but on the whole suggests that ECs are
often lower in: toxic content, cytotoxicity,
associated adverse effects, and second hand
toxicity exposure®2:54-%6 than tobacco cigarettes.
Whilst there is data on the constituents of both
the aerosols generated by ECs and the vaping


http://ec.europa.eu/health/tobacco/docs/dir_201440_en.pdf
http://ec.europa.eu/health/tobacco/docs/dir_201440_en.pdf
https://www.cap.org.uk/Advertising-Codes/~/media/Files/CAP/Codes%20CAP%20pdf/The%20CAP%20Code.ashx
https://www.cap.org.uk/Advertising-Codes/~/media/Files/CAP/Codes%20CAP%20pdf/The%20CAP%20Code.ashx
http://shop.bsigroup.com/ProductDetail/?pid=000000000030303130
http://www.cen.eu/about/Pages/default.aspx
http://www.cen.eu/about/Pages/default.aspx
http://www.nice.org.uk/guidance/ph45/chapter/glossary#quality
http://www.nice.org.uk/guidance/ph45/chapter/glossary#safety
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most common adverse effects were nausea, headache, cough,
and mouth/throat irritation. Compared with nicotine patches, ECs
were associated with fewer adverse effects and higher
adherence. Most studies showed a significant decrease in
cigarette use acutely; however, long-term cessation was not
sustained at 6 months.

Evidence from 2 RCTs (n=300, n=657) indicate that ECs result in
abstinence from cigarette use at a similar rate to placebo EC?526
use or nicotine patches?8. Similarly smoking reduction was the
same in comparison between EC and EC placebo®. Whereas, 1
RCT (n=48) indicated ECs are more effective in increasing
abstinence compared to control (tobacco cigarettes only)?’.

e A 12-month RCT in smokers (n=300) not intending to quit
compared 2 nicotine strengths of EC to a non-nicotine placebo
model?5. All groups showed equivalent reduced daily cigarette
use at 12 weeks (22.3%) and 52 weeks (10.3%) with complete
abstinence from tobacco smoking of 10.7% and 8.7% at week-12
and week-52 respectively.

A randomised-controlled superiority trial in adult smokers
(n=657) wanting to stop smoking compared ECs, nicotine
patches and placebo (nicotine free ECs) by assessment of
biochemically verified abstinence rates at 6 months?6. Due to the
low levels of abstinence achieved in each group 7.3%, 5.8%, and
4.1 for EC, nicotine patches, placebo respectively the study was
unable to provide evidence of any superiority of nicotine ECs to
patches or to placebo ECs.

A RCT in people unwilling to quit smoking (n=48) indicated that
provision of EC for 2 months resulted in 34% of participants
stopping smoking tobacco cigarettes compared to no one in the
control group?’. Following on from the randomised period ECs
provision for up to 8 months in all study participants resulted in
both reduction and cessation of tobacco smoking in almost half
of the total study population.

Evidence from 4 observational studies indicate that at 24 months?8,
12 months?%3° and 6 months®! use of EC results in smoking
reduction (28%-50%) and abstinence (12.5-62%).

e The interim results of a cohort study (due to finish in 2019) which

Summary of new intelligence from 2-year Impact
surveillance

have started discussions for a European Standard for ' liquids data on the short-term health effects are

EC. limited and no data was identified on long term
health effects.

There is policy support for the use of ECs as a harm

reduction approach for smokers from Public Health The regulations and standards for ECs as

England with the publication of the PHE E Cigarettes consumer products have or are about to Change

an evidence update® . In addition, a joint statement  which will impact on the sale and content and

on ECs by Public Health England and other UK potentially quality of these products.

public health organisations E-cigarettes: an emerging

public health consensus endorses the use of ECs as Taken together with the expert feedback that

a major form of tobacco harm reduction E ‘Emerging | indicated that due to the increased popularity of

consensus statement’. EC, new published evidence, the unmet need
from practice and service users for guidance on
Licensed e-cigarettes their use, it is appropriate for NICE to update

recommendations with regard to consumer and

The UK MHRA introduced a licensing route for ECs  ;.ased ECs.

as medicines and manufacturers can apply for a
medicinal license (which is required for ECs to be

prescribed on the NHS). The content of Recommendation 1 impacts

significantly on subsequent recommendations.
Hence if recommendation 1 is updated and
includes EC then the following recommendations
should also be considered for update :

e Recommendation 2-Self-help materials

Literature based Evidence
The experts highlighted the PHE E cigarettes an
evidence update as providing a substantial increase

in the evidence base in the area®. They highlighted 3 o Advising on non-licensed nicotine-
publications specifically from within this report as containing products

providing important evidence on the use of EC: e Recommendation 3- Choosing a harm-
A PHE publication report Electronic cigarettes - that reduction approach

indicated EC are a safer source of nicotine compared ) )

to tobacco cigarettes however they need appropriate = Recgmmendauon 8- Supporting temporary
regulation, careful monitoring and risk management abstinence

67

e Recommendation 10 -staff working in closed
institutions

A second paper included within E cigarettes an
evidence update was stated as been particularly
important as it indicated EC are 95% safer than
tobacco cigarettes. Taking a Reading - The impact of
public health transition on tobacco control and
smoking cessation services in England®®.

Or additional recommendations made regarding
practice advice for EC may also be required.
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https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/457102/Ecigarettes_an_evidence_update_A_report_commissioned_by_Public_Health_England_FINAL.pdf
https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/457102/Ecigarettes_an_evidence_update_A_report_commissioned_by_Public_Health_England_FINAL.pdf
https://www.gov.uk/government/news/e-cigarettes-an-emerging-public-health-consensus
https://www.gov.uk/government/news/e-cigarettes-an-emerging-public-health-consensus
https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/457102/Ecigarettes_an_evidence_update_A_report_commissioned_by_Public_Health_England_FINAL.pdf
https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/457102/Ecigarettes_an_evidence_update_A_report_commissioned_by_Public_Health_England_FINAL.pdf
https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/311887/Ecigarettes_report.pdf
https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/457102/Ecigarettes_an_evidence_update_A_report_commissioned_by_Public_Health_England_FINAL.pdf
https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/457102/Ecigarettes_an_evidence_update_A_report_commissioned_by_Public_Health_England_FINAL.pdf
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is evaluating the safety and efficacy of ECs as a tool of smoking
cessation in adults smokers of >1 tobacco cigarette/day (n=491),
users of any type of EC, inhaling (n=236), or smokers of both
tobacco and ECs (n=232) were identified®. At 12 months, ECs
users were more likely to be abstinent 62% from tobacco
smoking than tobacco smokers (21%) or dual smokers (22%).
Adding ECs to tobacco smoking did not did not reduce tobacco
cigarette consumption.

The 18 and 24 month follow up of prospective observational
study evaluated smoking reduction/abstinence in smokers (n=40)
not intending to quit who had received ECs for 6 months was
identified?®. At 24 months a >50% reduction in the number of
cig/day was achieved by 28% of the participants. Smoking
abstinence was reported in 12.5% participants at 24 months.
Additionally 5 subjects stopped EC use (and stayed quit), 3
relapsed back to tobacco smoking and 4 upgraded to more
performing products by 24 months.

A proof-of-concept study monitoring modifications in smoking
behaviour smokers (n=50) unwilling to quit who switched to using
ECs indicated that at 6 months 36% of participants were
abstinence from cigarette smoking and smoking reduction was
reported for many participants®'.

A 12-month observational study assessed the impact of ECs on
smoking reduction and cessation in smokers with schizophrenia
(n=14) not intending to quit. At week 52 50% of participants had
a sustained 50% reduction in the number of cig/day and 2%
achieved smoking abstinence®. Adverse events included:
nausea 14.4%, throat irritation 14.4%, headache in 14.4%, and
dry cough in 28.6% of participants. However, these adverse
events diminished substantially by week-24.

8 cross-sectional or survey based studies from a range of countries

Summary of new intelligence from 2-year
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Impact

Practice

The experts also emphasised that there is a feeling
from practice that more clarity is required around ECs
as they are the most widely used aid in quitting, used
by more than a third of smokers in their most recent
quite attempt: Electronic cigarettes in England —
latest trends. The also highlighted that due to no
national guidance practice differed greatly across
England. The experts noted that as the
recommendations within PH45 make no mention of
EC that this undermines the guideline and makes it
redundant.

including Britain32, 33, USA 34 35, Poland® all indicated that EC use
was associated with reduced smoking and increased cessation
attempts or rates32-3°, However, 1 comparative 2 time point survey
of California smokers suggests that smokers who ever used EC
are less likely to decrease cigarette consumption and less likely to
quit for 30 days or more*°,
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http://www.smokinginengland.info/latest-statistics/
http://www.smokinginengland.info/latest-statistics/
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o A comparative 2 time point web-based survey of British smokers
(n=4064) indicated that the daily use of EC while smoking is
associated with subsequent increases in rates of cessation
attempts and reducing smoking, but not with smoking
cessation®. Non-daily use of EC while smoking as not
associated with cessation attempts, cessation or reduced
smoking.

A cross-sectional survey of English adults (n=5863) who had
smoked within the previous 12 months and made at least one
quit attempt during that period without professional support
suggests that EC users were more likely to report abstinence
than either those who used NRT bought over-the-counter or no
aid to cessation33,

An international web-based survey of EC compared dual users
(n=3682) (those who use a combination of tobacco cigarettes
and EC) with e- cigarette users (n=3530) found that dual users
had longer smoking history, lower daily cigarette consumption
and similar cigarette dependence compared to cigarette users®’.
Their daily consumption was reduced after initiation of EC use
and most used them daily.

A web-based survey of ECs users in Poland (n=179) indicated
that almost all participants used ECs daily and were primarily
used to quit smoking or to reduce the harm associated with
smoking®. The survey reported with 66% of those surveyed no
longer smoked tobacco cigarettes and 25% smoking fewer than
5 cigarettes a day after using EC.

A survey of individuals who use ECs in USA (n=159) assessed
behaviours and perceptions of use®. The survey found that an
increased duration of ECs use was associated with fewer
cigarettes smoked per day and differing patterns of dependence
to ECs were contingent upon smoking history.

A cross-sectional survey of adult USA ECs users (n= 215) which
utilised biochemically verified smoking cessation reported that
86% of EC users had started vaping as a means of smoking
cessation and used e-liquid with nicotine strengths of
<20mg/m?3I. Exhaled CO readings confirmed that 66% of the
tested sample had quit smoking. Among those who continued to
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smoke, mean cigarettes per day had decreased.

» Findings from a web-based survey of smokers who had tried
ECs (n=222) suggest that at 6-months 31% of smokers were
abstinence and 67% had reduced the number of cigarettes they
smoked and 49% reported abstinence from smoking for a period
of time®. Of respondents who were not smoking at 6 months,
34% were not using ECs or any nicotine-containing products at
the time

A cohort of adult smokers (n=71) making their first purchase at
local participating vape shops were followed-up prospectively at
6 and 12 months3°. At 12 month, 41% subjects could be
classified as quitters, 25% as reducers.

A comparative 2 time point survey of California smokers
(n=1000) suggests that compared with smokers who never used
EC, smokers who ever used ECs were less likely to decrease
cigarette consumption and less likely to quit for 30 days or more
at follow-up°.

Safety
25 studies relating to the safety of ECs use were identified.

The evidence from a number of reviews indicates that ECs currently
vary widely in their contents and are sometimes inconsistent with
labelling*'-*5 . Compared to tobacco cigarettes, available evidence
suggests that ECs are often substantially lower in: toxic
content#346.46.47 444849 cyiotoxicity5%-5!, associated adverse
effects®25%, and second hand toxicity exposureg50.54-56,

A number of studies have examined the chemical contents of
liquids and assessed the exposures to the chemical contents of the
aerosols and produced by ECs with aerosols sometimes containing
harmful constituents*! 4346, Of potential concern are exposures to
propylene glycol and glycerin434546.4850 ' ethylene glycol,
particulates*®57, diacetyl and acetyl propionyl (flavourings)%® and
cinnamon flavoured agents%, additives (coumarin, acetamide)*®.
Whereas exposure to metals*’, aldehydes®?, formaldehyde,

Summary of new intelligence from 2-year

surveillance
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acetaldehyde and propionaldehyde*® were indicated to be minimal
in normal vaping conditions.

Data on short-term health effects are limited. However, there is
indications that ECs use compared to tobacco cigarette smoking
reduces asthma exacerbations in individuals with asthma (n=18)
who smoke®' and that the delay in myocardial relaxation caused by
acute smoking is not seen with ECs use®3. Additionally, active and
passive tobacco cigarette smoking increases white blood cell,
lymphocyte, and granulocyte counts for 1hr but these markers
remained unchanged following ECs use in a small study (n=30)5".
However, aerosol exposure may be associated with respiratory
function impairment and increases in exhaled nitric acid*36263, and
serum cotinine levels are similar to those in traditional cigarette
smokers®3. No data was identified on long term health effects.

Passive (second hand) exposure to nicotine although lower from
EC use than tobacco cigarettes was still found to occur in 2
studies®*55 but there was no exposure to toxic tobacco-specific
combustion products associated with ECs use®%. Likewise third
hand exposure from surfaces indicated that EC use could result in
exposures to nicotine in 2 studies®4%5 but this was reduced
compared to cigarette smoking®2.

PH45- 02 Recommendation 2 Self-help materials
evidence statements 4.1.4, 4.1.10, 4.1.11, 4.1.15, 4.1.17,4.1.18

No new evidence identified

Summary of new intelligence from 2-year

surveillance

Topic experts indicated through feedback within the
questionnaire that there was a feeling in practice that
more clarity is required around EC as they are the

most widely used aid in quitting.

6 of 14

Impact

New evidence was identified which may
change current recommendations

Currently PH45 Recommendation 2 details what
self-help materials should provide with regard to
the harm-reduction approaches and their health
benefits, how to plan a schedule and/or strategy
for individuals to cut down and gradually stop or
reduce the amount they smoke.

Recommendation 2 cross refers to
Recommendation 1 on the benefits of using
licensed nicotine-containing products to reduce
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PH45- 03 Recommendation 3 Choosing a harm-reduction approach
evidence statements 2.1, 2.1.1, 2.1.2, 3.1.1, 3.1.2, 3.1.3, 3.1.5, 5.1, 5.2, 5.3; expert paper 2

See new evidence in Recommendation 1 See new intelligence in Recommendation 1

PHA45 - 08 Recommendation 8 Supporting temporary abstinence
evidence statement 3.4.8; expert paper 2

No new evidence identified No committee feedback was provided by the expert
questionnaire that related to this area. No additional
intelligence indicated that this area required updating.
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Impact

the harm from smoking and type of licensed
nicotine-containing products. For ECs this will be
limited to those over 18 years old.

As the guideline currently does not recommend
ECs as an unlicensed option if Recommendation
1 is updated with regard to the use of EC then
Recommendation 2 will also require updating.

In addition as ECs are widely used in practice the
recommendations may need to be updating to
provide clarity on their use.

New evidence was identified which may
change current recommendations

Recommendation 3 currently outlines the
approach, advice and strategies that practitioners
should offer to individual who smoke with regard
to stopping or harm reduction. With the options
available outlined in Recommendation 1.

As the guideline currently does not recommend
ECs as an unlicensed option then if
Recommendation 1 is updated with regard to the
use of ECs then Recommendation 3 will also
require updating.

Potential impact on recommendation

This recommendation may require updating if
recommendation 1 is changed with regard to the
inclusion of ECs as an option for nicotine
containing tobacco harm reduction approach.
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PH45 - 09 Recommendation 9 People in closed institutions

evidence statement 4.1.7; expert papers 5, 6

Two studies were identified in populations are potentially at a higher

risk of been within closed institutions.

o A secondary analysis of data from the ASCEND ftrial (an RCT
adult dependent adult smokers motivated to quit (n=657)%)
compared cessation and smoking reduction outcomes in
participants with mental iliness n=86 to those without®®. No
differences in smoking cessation rates were identified between
either the intervention conditions (nicotine patches, ECs or
placebo ECs) or participant status. However, ECs users had
higher levels of smoking reduction, treatment compliance, and

acceptability.

e A 12-month observational study assessed the impact of an ECs
on smoking reduction and cessation in smokers with
schizophrenia (n=14) not intending to quit. At week 52, 50% of
participants had a sustained 50% reduction in the number of
cig/day and 2% achieved smoking abstinence?®. Adverse events
included: nausea 14.4%, throat irritation 14.4%, headache in
14.4%, and dry cough in 28.6% of participants. However, these
adverse events diminished substantially by week-24.

Summary of new intelligence from 2-year
surveillance

Expert feedback from the questionnaire indicated that

the more should be done to ensure that there is no

inequality for those groups in closed institutions with

regard to the effective levels of types of service
particularly the use of EC.

PH45 - 10 Recommendation 10 Staff working in closed institutions

evidence statements 4.1.7, 4.2.6; expert papers 5, 6

No new evidence identified

Research recommendations

No committee feedback was provided by the expert
questionnaire that related to this area. No additional
intelligence indicated that this area required updating.
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Impact

Potential impact on recommendation

Recommendation 9 currently provides advice on
how staff should ensure individuals within closed
institutions can receive tobacco harm support and
cross refers to Recommendation 3.

Two studies (a secondary analysis from an RCT
(n=87) and a small observational study (n=14)
indicate that ECs use was acceptable and as
effective in smoking reduction and cessation
among populations with mental iliness as those
without.

Expert feedback from the questionnaire indicated
that the guideline could do more to give
appropriate and effective levels of types of
service in regard to those inequality groups in
closed institutions.

This recommendation may require updating if
Recommendation 1 and 3 are changed with
regard to the inclusion of ECs as an option for
tobacco harm reduction approaches.

Potential impact on recommendation

Currently recommendation 10 cross refers to the
options for smoking harm reduction detailed in
Recommendations 1 and 3.

This recommendation may require updating if
Recommendation 1 and 3 are updated with
regard to the inclusion of ECs as an option for
tobacco harm reduction approaches.
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RR - 03 How effective are interventions to help people reduce the amount they smoke (without the intention of stopping)? How great are the health benefits of

smoking reduction (by substituting some cigarettes with licensed nicotine-containing products) compared to stopping smoking? What proportion of people who
reduce the amount they smoke go on to stop smoking? How soon after starting to reduce the amount they smoke do they stop completely?

Please see evidence under recommendation 1 Please see intelligence under recommendation 1

No new evidence was identified that would impact on the following recommendations: 4-7, 11-14, or for research recommendations: 1-2, 4-7.

References

1. Thomas KH, Martin RM, Knipe DW et al. (2015) Risk of neuropsychiatric adverse events associated with varenicline: systematic review and meta-
analysis. Bmj-British Medical Journal 350.

2. Tsoi DT, Porwal M, and Webster AC. (2013) Interventions for smoking cessation and reduction in individuals with schizophrenia. [Review][Update of
Cochrane Database Syst Rev. 2010;(6):CD007253; PMID: 20556777]. Cochrane database of systematic reviews 2:CD007253.

3. Gibbons RD and Mann JJ. (2013) Varenicline, smoking cessation, and neuropsychiatric adverse events. American Journal of Psychiatry 170:1460-
1467.

4. Kishi T and lwata N. (2015) Varenicline for smoking cessation in people with schizophrenia: systematic review and meta-analysis. European Archives of
Psychiatry and Clinical Neuroscience 265:259-268.

5. Anthenelli RM, Morris C, Ramey TS et al. (2013) Effects of Varenicline on Smoking Cessation in Adults With Stably Treated Current or Past Major
Depression. Annals of Internal Medicine 159:390-+.

6. Evins AE, Cather C, Pratt SA et al. (8-1-2014) Maintenance treatment with varenicline for smoking cessation in patients with schizophrenia and bipolar
disorder: a randomized clinical trial. JAMA 311:145-154.

7. Hong L, Thaker GK, McMahon RP et al. (2011) Effects of Moderate-Dose Treatment With Varenicline on Neurobiological and Cognitive Biomarkers in
Smokers and Nonsmokers With Schizophrenia or Schizoaffective Disorder. Archives of General Psychiatry 68:1195-1206.

8. Williams JM, Anthenelli RM, Morris CD et al. (2012) A Randomized, Double-Blind, Placebo-Controlled Study Evaluating the Safety and Efficacy of
Varenicline for Smoking Cessation in Patients With Schizophrenia or Schizoaffective Disorder. Journal of Clinical Psychiatry 73:654-660.

9. Pachas GN, Cather C, Pratt Sl et al. (2012) Varenicline for Smoking Cessation in Schizophrenia: Safety and Effectiveness in a 12-Week Open-Label
Trial. Journal of Dual Diagnosis 8:117-125.

9 of 14



10. Steinberg MB, Bover MT, Richardson DL et al. (1-3-2011) Abstinence and psychological distress in co-morbid smokers using various
pharmacotherapies. Drug & Alcohol Dependence 114:77-81.

11. Cerimele JM and Durango A. (2012) Does varenicline worsen psychiatric symptoms in patients with schizophrenia or schizoaffective disorder? A review
of published studies. [Review]. Journal of Clinical Psychiatry 73:1039-e1047.

12. Chengappa KN, Perkins KA, Brar JS et al. (2014) Varenicline for smoking cessation in bipolar disorder: a randomized, double-blind, placebo-controlled
study. Journal of Clinical Psychiatry 75:765-772.

13. Hong AS, Elrashidi MY, Schroeder DR et al. (2015) Depressive symptoms among patients receiving varenicline and bupropion for smoking cessation.
Journal of Substance Abuse Treatment 52:78-81.

14. Meszaros ZS, Abdul-Malak Y, Dimmock JA et al. (2013) Varenicline treatment of concurrent alcohol and nicotine dependence in schizophrenia: a
randomized, placebo-controlled pilot trial. Journal of Clinical Psychopharmacology 33:243-247.

15. Pasternak B, Svanstrom H, and Hviid A. (2013) Use of varenicline versus bupropion and risk of psychiatric adverse events. Addiction 108:1336-1343.

16. Buggy Y, Cornelius V, Fogg C et al. (2013) Neuropsychiatric events with varenicline: a modified prescription-event monitoring study in general practice
in England. Drug Safety 36:521-531.

17. Harrison-Woolrych M and Ashton J. (1-9-2011) Psychiatric adverse events associated with varenicline: an intensive postmarketing prospective cohort
study in New Zealand. Drug Safety 34:763-772.

18. Kaduri P, Voci S, Zawertailo L et al. (2015) Real-world effectiveness of varenicline versus nicotine replacement therapy in patients with and without
psychiatric disorders. Journal of Addiction Medicine 9:169-176.

19. Castle D, Baker AL, Richmond R et al. (2012) Varenicline plus healthy lifestyle intervention for smoking cessation in psychotic disorders. Annals of
Clinical Psychiatry 24:285-291.

20. Cowan CM, Wink JS, and Dezee KJ. (2012) Use of the Patient Health Questionnaire-2 to predict suicidal ideations in patients taking varenicline.
American Journal on Addictions 21:356-362.

21. McRobbie H, Bullen C, Hartmann-Boyce J et al. (2014) Electronic cigarettes for smoking cessation and reduction. [Review]. Cochrane Database of
Systematic Reviews 12:CD010216.

22. Rahman MA, Hann N, Wilson A et al. (2015) E-cigarettes and smoking cessation: evidence from a systematic review and meta-analysis. PLoS ONE
[Electronic Resource] 10:e0122544.

10 of 14



23. Gualano MR, Passi S, Bert F et al. (2015) Electronic cigarettes: assessing the efficacy and the adverse effects through a systematic review of published
studies. Journal of Public Health 37:488-497.

24. Orr KK and Asal NJ. (2014) Efficacy of electronic cigarettes for smoking cessation. [Review]. Annals of Pharmacotherapy 48:1502-1506.

25. Caponnetto P, Campagna D, Cibella F et al. (2013) EffiCiency and Safety of an eLectronic cigAreTte (ECLAT) as tobacco cigarettes substitute: a
prospective 12-month randomized control design study.[Erratum appears in PLoS One. 2014;9(1). doi:10.1371/annotation/e12c22d3-a42b-455d-9100-
6¢7ee45d58d0]. PLoS ONE [Electronic Resource] 8:€66317.

26. Bullen C, Howe C, Laugesen M et al. (16-11-2013) Electronic cigarettes for smoking cessation: a randomised controlled trial. Lancet 382:1629-1637.

27. Adriaens K, Van GD, Declerck P et al. (2014) Effectiveness of the electronic cigarette: An eight-week Flemish study with six-month follow-up on
smoking reduction, craving and experienced benefits and complaints. International Journal of Environmental Research & Public Health [Electronic Resource]

11:11220-11248.

28. Polosa R, Morjaria JB, Caponnetto P et al. (2014) Effectiveness and tolerability of electronic cigarette in real-life: a 24-month prospective observational
study. Internal & Emergency Medicine 9:537-546.

29. Caponnetto P, Auditore R, Russo C et al. (2013) Impact of an electronic cigarette on smoking reduction and cessation in schizophrenic smokers: a
prospective 12-month pilot study. International Journal of Environmental Research & Public Health [Electronic Resource] 10:446-461.

30. Manzoli L, Flacco ME, Fiore M et al. (2015) Electronic Cigarettes Efficacy and Safety at 12 Months: Cohort Study. PLoS ONE [Electronic Resource]
10:e0129443.

31. Polosa R, Caponnetto P, Maglia M et al. (2014) Success rates with nicotine personal vaporizers: a prospective 6-month pilot study of smokers not
intending to quit. BMC Public Health 14:1159.

32. Brose LS, Hitchman SC, Brown J et al. (2015) Is the use of electronic cigarettes while smoking associated with smoking cessation attempts, cessation
and reduced cigarette consumption? A survey with a 1-year follow-up. Addiction 110:1160-1168.

33. Brown J, West R, Beard E et al. (2014) Prevalence and characteristics of e-cigarette users in Great Britain: Findings from a general population survey
of smokers. Addictive Behaviors 39:1120-1125.

34. Lechner WV, Tackett AP, Grant DM et al. (2015) Effects of duration of electronic cigarette use. Nicotine & Tobacco Research 17:180-185.

35. Tackett AP, Lechner WV, Meier E et al. (2015) Biochemically verified smoking cessation and vaping beliefs among vape store customers. Addiction
110:868-874.

11 of 14



36. Goniewicz ML, Lingas EO, and Hajek P. (2013) Patterns of electronic cigarette use and user beliefs about their safety and benefits: an internet survey.
Drug & Alcohol Review 32:133-140.

37. Farsalinos KE, Romagna G, and Voudris V. (2015) Factors associated with dual use of tobacco and electronic cigarettes: A case control study.
International Journal of Drug Policy 26:595-600.

38. Siegel MB, Tanwar KL, and Wood KS. (2011) Electronic cigarettes as a smoking-cessation: tool results from an online survey. American Journal of
Preventive Medicine 40:472-475.

39. Polosa R, Caponnetto P, Cibella F et al. (2015) Quit and smoking reduction rates in vape shop consumers: a prospective 12-month survey.
International Journal of Environmental Research & Public Health [Electronic Resource] 12:3428-3438.

40. Al-Delaimy WK, Myers MG, Leas EC et al. (2015) E-cigarette use in the past and quitting behavior in the future: a population-based study. American
Journal of Public Health 105:1213-1219.

41. Brown CJ and Cheng JM. (2014) Electronic cigarettes: product characterisation and design considerations. [Review]. Tobacco Control 23:Suppl-10.

42. Harrell PT, Simmons VN, Correa JB et al. (2014) Electronic nicotine delivery systems ("e-cigarettes"): review of safety and smoking cessation efficacy.
[Review]. Otolaryngology - Head & Neck Surgery 151:381-393.

43. Callahan-Lyon P. (2014) Electronic cigarettes: human health effects. [Review]. Tobacco Control 23:Suppl-40.

44. Farsalinos KE, Gillman IG, Melvin MS et al. (2015) Nicotine levels and presence of selected tobacco-derived toxins in tobacco flavoured electronic
cigarette refill liquids. International Journal of Environmental Research & Public Health [Electronic Resource] 12:3439-3452.

45. Hutzler C, Paschke M, Kruschinski S et al. (2014) Chemical hazards present in liquids and vapors of electronic cigarettes. Archives of Toxicology
88:1295-1308.

46. Burstyn I. (2014) Peering through the mist: systematic review of what the chemistry of contaminants in electronic cigarettes tells us about health risks.
[Review]. BMC Public Health 14:18.

47. Farsalinos KE, Voudris V, and Poulas K. (2015) Are metals emitted from electronic cigarettes a reason for health concern? A risk-assessment analysis
of currently available literature. International Journal of Environmental Research & Public Health [Electronic Resource] 12:5215-5232.

48. Pellegrino RM, Tinghino B, Mangiaracina G et al. (2012) Electronic cigarettes: an evaluation of exposure to chemicals and fine particulate matter (PM).
Annali di Igiene 24:279-288.

49. Orr MS. (2014) Electronic cigarettes in the USA: a summary of available toxicology data and suggestions for the future. Tobacco Control 23:Suppl-22.

12 of 14



50. Saddleson ML, Kozlowski LT, Giovino GA et al. (1-4-2015) Risky behaviors, e-cigarette use and susceptibility of use among college students. Drug &
Alcohol Dependence 149:25-30.

51. Flouris AD, Poulianiti KP, Chorti MS et al. (2012) Acute effects of electronic and tobacco cigarette smoking on complete blood count. Food & Chemical
Toxicology 50:3600-3603.

52. Oh AY and Kacker A. (2014) Do electronic cigarettes impart a lower potential disease burden than conventional tobacco cigarettes? Review on E-
cigarette vapor versus tobacco smoke. [Review]. Laryngoscope 124:2702-2706.

53. Farsalinos KE, Tsiapras D, Kyrzopoulos S et al. (2014) Acute effects of using an electronic nicotine-delivery device (electronic cigarette) on myocardial
function: comparison with the effects of regular cigarettes. BMC Cardiovascular Disorders 14:78.

54. Ballbe M, Martinez-Sanchez JM, Sureda X et al. (2014) Cigarettes vs. e-cigarettes: Passive exposure at home measured by means of airborne marker
and biomarkers. Environmental Research 135:76-80.

55. Czogala J, Goniewicz ML, Fidelus B et al. (2014) Secondhand exposure to vapors from electronic cigarettes. Nicotine & Tobacco Research 16:655-
662.

56. McAuley TR, Hopke PK, Zhao J et al. (2012) Comparison of the effects of e-cigarette vapor and cigarette smoke on indoor air quality. Inhalation
Toxicology 24:850-857.

57. Marini S, Buonanno G, Stabile L et al. (1-7-2014) Short-term effects of electronic and tobacco cigarettes on exhaled nitric oxide. Toxicology & Applied
Pharmacology 278:9-15.

58. Farsalinos KE, Kistler KA, Gillman G et al. (2015) Evaluation of electronic cigarette liquids and aerosol for the presence of selected inhalation toxins.
Nicotine & Tobacco Research 17:168-174.

59. Behar RZ, Davis B, Wang Y et al. (2014) Identification of toxicants in cinnamon-flavored electronic cigarette refill fluids. Toxicology in Vitro 28:198-208.
60. Farsalinos KE, Voudris V, and Poulas K. (2015) E-cigarettes generate high levels of aldehydes only in 'dry puff' conditions. Addiction 110:1352-1356.

61. Polosa R, Morjaria J, Caponnetto P et al. (2014) Effect of smoking abstinence and reduction in asthmatic smokers switching to electronic cigarettes:
evidence for harm reversal. International Journal of Environmental Research & Public Health [Electronic Resource] 11:4965-4977.

62. Vardavas Cl, Anagnostopoulos N, Kougias M et al. (2012) Short-term pulmonary effects of using an electronic cigarette: impact on respiratory flow
resistance, impedance, and exhaled nitric oxide. Chest 141:1400-1406.

13 of 14



63. Flouris AD, Chorti MS, Poulianiti KP et al. (2013) Acute impact of active and passive electronic cigarette smoking on serum cotinine and lung function.
Inhalation Toxicology 25:91-101.

64. Goniewicz ML and Lee L. (2015) Electronic cigarettes are a source of thirdhand exposure to nicotine. Nicotine & Tobacco Research 17:256-258.

65. Bush D and Goniewicz ML. (2015) A pilot study on nicotine residues in houses of electronic cigarette users, tobacco smokers, and non-users of
nicotine-containing products. International Journal of Drug Policy 26:609-611.

66. McNeill A, Brose LS, Calder R et al. (2-8-2015) E-cigarettes:an evidence update A report commissioned by Public Health England. PHE publications
gateway number: 2015260 .

67. Britton J and Bogdanovica I. (2014) Electronic cigarettes. A report commissioned by Public Health England .
68. Anderson W and Asquith H. (2014) Taking a reading. A report by ASH, commsioned by Cancer Research UK.

69. O'Brien B, Knight-West O, Walker N et al. (2015) E-cigarettes versus NRT for smoking reduction or cessation in people with mental illness: secondary
analysis of data from the ASCEND trial. Tobacco Induced Diseases 13:5.

14 of 14



