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APPENDIX A — INCLUDED STUDIES - EVIDENCE TABLES

First author and year:
Audrain-McGovern
2011

Aim of study:

To evaluate the
efficacy of motivational
interviewing (M)
compared with
structured brief advice
(SBA) for adolescent
smoking behaviour
change.

Study Design :

Quasi-RCT
Quality score:
+

External validity score:
+

Setting:
USA. Three adolescent medical
sites in and around Pittsburgh.

Participants:

355 adolescents recruited and
self-recruited through flyers
and brochures distributed
throughout the three sites or
referred by their physicians.
54% female, 45% black, 15%
other/ mixed race, 40% white,
12% Hispanic. Average CPD
9.80.

Inclusion:

Aged 14-18 years, smoking at
least 1 cigarette a month and at
least 100 cigarettes in their
lifetime, fluency in spoken
English, willingness by those
aged 14-17 to obtain
parental/legal guardian
consent.

Exclusion:
Severe mental retardation.

Motivation of participants:
Interest in quitting smoking
was not required to participate.

Method of allocation:
Not stated

Intervention(s):

Three 45-minute office
sessions and two 30-minute
office or telephone sessions
over 12 weeks. Intervention
based on motivational
enhancement therapy (MET),
which adds personalised
feedback about assessment
results and collaborative
development of a formal
change plan to standard
Motivational Interviewing
principles and techniques.
Control:

5 sessions of structured brief
advice (SBA) focusing on “5
A’s” for those interested in
quitting and “5 R’s” for those
who were not. In each
session, 5 A’s/R’s followed by
review of self-help materials
and a brief check-in to see if
help was needed to gain
access to services.

Sample sizes:

MI: 177

SBA: 178 (49% female, 50%
black) in SBA group.

Baseline comparisons:
Similar except for Hispanic
ethnicity.

Study power:

Power calculation not
reported.

Primary outcomes:
Self-reported attempts to
reduce and quit smoking
Self-reported reduction in CPD.
Cotinine-validated 7-day point-
prevalence smoking abstinence
Follow-up periods:

End of treatment (week 12)
24-week follow-up

Method of analysis:

Bivariate associations evaluated
using )(2 and t-test analyses.
Multivariate analysis using
mixed-effects regression models.
Variables included as potential
predictors in multivariate models
for each of four outcomes if the
bivariate relationship between
predictor and outcome was
P<.25 at either of 2 post-
treatment follow-ups. Treatment
and effect of time included in
each model. Stepwise elimination
removed predictor variables from
specific regression model if
variable had P <.20 and retained
predictor variable at P<0.10 at re-
entry. After main effects model
established for a smoking
outcome, treatment according to
time interaction was tested and
retained in the model only if
significant.

Primary:

Treatment group was significantly
associated with attempting to cut
back (p=0.15 at week 24, x2=1.12,
p=0.29 at week 12).

61% of participants attempted to cut
back on smoking at 12 weeks and
64% at 24-week follow-up.

White adolescents ~ 80% less likely
to attempt to cut back than black
adolescents (OR=0.21, 95% Cl 0.08,
0.53). Adolescents in planning stage
or higher stage of readiness to cut
back at baseline almost 3 times more
likely to attempt to cut back their
smoking (OR=2.87, 95% Cl 1.26,
6.52).

Overall, 66% reported an attempt to
quit smoking at 12 weeks and 74%
reported an attempt to quit at 24-
weeks. White adolescents >80% less
likely to attempt to quit compared
with black adolescents (OR=0.17 95%
Cl1 0.06, 0.46). Adolescents who
received MI ~60% less likely to try to
quit than adolescents who received
SBA (OR=0 .41, 95% Cl1 0.17, 0.97).
Adolescents in planning or higher
stage of readiness to quit smoking at
baseline almost 3 times more likely
to attempt to quit smoking (OR=3.13
95% Cl: 1.19, 8.26]).

74% of participants had reductions
from baseline to the 24- week follow-
up and 16% increased. 78% had
reductions in smoking from baseline
to 12-week follow-up; and 12%
increased.

Limitations (author):
Participants >18 required to
have written parental
consent to participate
which may have affected
some characteristics of the
sample. Unclear how many
adolescents not interested
in participating because
parents unaware of their
smoking.

Although the quality of the
Ml delivered was good,
values that were less than
ideal on 2 fidelity metrics
slightly reduced the
confidence in the findings.

Limitations (review team):
No information on
allocation method. No
power calculation reported.

Evidence gaps:

Which adolescents benefit
from which types of
intervention?

Funding sources:

Grant from Commonwealth
of Pennsylvania
Department of Health.

Applicable to UK?
Yes
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Intervention delivery:
Both Ml and SBA delivered by
trained counsellors.

Ml adolescents had greater reduction
in CPD than those who received SBA
(5.3 fewer versus 3.3 fewer).

At 24 weeks 12% participants
reported 7-day point prevalence
abstinence (6% cotinine-verified).

At 12 weeks 15% participants
reported 7-day point prevalence
abstinence (6% cotinine-verified).

Attrition:

5.1%

163/177 in Ml group and 174/178 in
SBA group completed 24-week
follow-up.

First author and year:
Batra 2005
Landfeldt 2003 (poster)

Aim of study:

To investigate the
efficacy of 4mg
nicotine gum in
reducing cigarette
consumption among
smokers not ready to
quit.

Study Design :

Quasi-RCT
Quality score:
+

External validity score:
+

Setting:
Two medical centres in
Germany and Switzerland

Participants:

364 participants, 40.6% female,
mean age 43 years. Mean age
of onset of smoking 17.5 years,
mean CPD at baseline = 28.

Inclusion:

> 18 years, consuming 220
cigarettes a day, smoking
regularly for >3 years, CO = 215
ppm, 2one failed quit attempt
within two years of study but
not within previous six months.

Exclusion:

Intent to quit smoking within
the next month, current use of
nicotine replacement therapy,
current involvement in other
smoking cessation or smoking
reduction programs, having
unstable angina pectoris or a
myocardial infarction within
the preceding three months,

Method of allocation:

Not stated

Intervention(s):

Intervention participants
given 4mg nicotine gum to be
used as desired for <12
months. Participants
instructed to use gum on
urge to smoke and to chew 6-
24 pieces daily. Told goal was
to reduce smoking as much
as possible by substituting
nicotine in cigarettes with
nicotine gum. Participants
informed that smoking
reduction was the goal but
not that 50% reduction was
study objective.

Control:

As per intervention group but
participants given placebo
gum.

Sample sizes:

953 participants screened;
364 eligible

=184

Primary outcomes:

Sustained smoking reduction
(decrease 250% CPD from
baseline) at 6-week, 4-month and
13-month follow-ups. Self-
reported reduction CO verified.

Secondary outcomes:

1- and 7-day point-prevalence
abstinence CO verified; intention
to quit; cardiovascular risk
markers at baseline, 4- and 12-
months.

Follow-up periods:
6 weeks, 4 months and 13
months

Method of analysis:

ITT analysis. Treatment efficacy
(proportion of successful
reducers) analysed using Fisher
exact test, supplemented by
point estimates and 95%
confidence intervals. Changes
from baseline for continuous
variables analysed using
Wilcoxon signed test. Linear

Primary:

13 months sustained smoking
reduction (from week 6) excluding
quitters (p=0.088):

1=7.1%C=2.8%

13 month CPD (excluding abstainers):
I=9.14 (+/-6.3)

C=5.25 (+/-5.5)

Secondary:

Seven day point-prevalence
abstinence at 13 months (p=0.015):

I = 10.9%

C=3.9%

One day point-prevalence abstinence
at 13 months (p=0.012).

1= 12%

C=4.5%

At 13 months, 60% agreed that study
participation had increased their
interest in quitting.

At 13 months, sustained reduction in
CO levels of 220% (p=0.012):
1=13.6%

C=5.6%

No statistically significant changes in

Limitations (author):
Uncertainty whether the
reduction rate of 8% is
sufficient to establish
clinical benefit.

High attrition rates.
Limitations (review team):
Desired sample size not
reached.

No information on
allocation method.
Three of five authors are
Pfizer employees.

Evidence gaps:
Whether the offer of
smoking reduction could
impede abstinence-
motivated smokers.
Whether successful
reduction can be
maintained without
nicotine substitution or
whether nicotine
replacement therapy has to
be used permanently to
guarantee success.
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receiving psychiatric treatment
or medication, and co-
occurring alcohol or drug
problems.

Motivations of participants
Smokers willing to change their
smoking behaviour, but
unwilling to quit.

C=180

Baseline comparisons:
No differences between
groups for smoking
characteristics or
demographics.

Study power:

Power analysis indicated that
197 participants were needed
in each group to yield a
power of 0.80 at a 2-tailed
significance level of .05. This
calculation was based on a
hypothesis that 20% of the
nicotine treatment group and
10% of the placebo group
achieve sustained reduction
in smoking between the 6-
week and 4-momnth follow-
up visits. This sample size
was not quite achieved.

Intervention delivery:
Not stated.

models to regress changes in
outcome variables on different
covariates (eg treatment status,
mean cigarette reduction, mean
CO reduction, age and sex).
Categorical variables investigated
using sign test. Comparisons of
different sub-groups with respect
to score changes made using
Kruskal-Wallis test.

mean levels of any cardiovascular risk
markers between baseline and
month 12 in 20 successful reducers.

No serious adverse event related to
nicotine treatment, and no
discontinuations reportedly resulting
from side effects.

Attrition:

53% of intervention and 38% of
control group seen for the 13 month
follow-up. 82 additional participants
followed by telephone or letter at 13
months (total of 249 participants
completed the study).

Meta-analysis data:

13 months sustained smoking
reduction: 1 =13/184; C=5/180

CPD as percentage of baseline:

I =55 (mean 36, SD 33.1); C=39,
(mean 49, SD 33.9) (p<0.0001)

7-day point prevalence abstinence at
13 months: | =20/184; C=7/180.

Funding sources:

The study was supported
by Pfizer consumer
Healthcare.

Batra has received research
funding from Pfizer
Consumer Healthcare for
other research projects.
Landfeldt, Westin and
Danielsson are Pfizer
employees.

Applicable to UK?

Yes, although participants
had to make several clinic
visits which might be
burdensome.

First author and year:
Beard 2012 in press

Aim of study:

To determine whether
providing smokers with
a personal monitor for
measuring expired-air
carbon monoxide (CO)
concentrations would
be a feasible method of
achieving a reduction
in smoke intake.

Study Design :
Uncontrolled before
and after study

Quality score:

Setting:

UK — community based
Participants:

10 smokers recruited from a
subset of the Smoking Toolkit
Study. M = 6/10; average age
48.6 years (SD 11.56); 14.1 CPD
(SD 6.03); 7/10 in full time
employment; 2/10 currently
using NRT.

Inclusion:

Original subset: smokers who
were unwilling or unable to
quit.

Exclusion:

None stated

Method of allocation:
No allocation

Intervention(s):

Participants given a CO
monitor and asked to use it
regularly throughout the day
for 6 weeks with the aim of
maintaining a CO reading
<10ppm. Advised to use
nicotine replacement
therapy, but this was not
provided.

Instructed to record CPD,
monitor and NRT usage, CO
levels and attempts to keep
reading <10ppm

Primary outcomes:
CPD and abstinence

Follow-up periods:
6 weeks from baseline

Method of analysis:

T-test analyses to determine any
significant difference in CPD from
baseline at 2 and 6 weeks.
Descriptive statistics for other
findings

Primary:

Average CPD reduced from 14.1 (SD
6.03) at baseline to 9.5 (SD 5.50) at 6-
week follow up (p=0.127)

5/10 had made a quit attempt and
1/10 participants abstinent at 6
weeks.

Attrition:

9/10 participants completed follow-
up

Limitations (author):
None stated

Limitations (review team):
Small uncontrolled pilot
study with very limited
follow-up

Evidence gaps:
A controlled trial with long-
term follow up

Funding sources:

CO monitors provided by
Bedfont Scientific.
Payments to participants
from CRUK research grant.
EB received conference
funding from Pfizer.
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External validity score:

Motivation of participants:
9/10 wanted to stop smoking
and all had made 21 quit
attempt.

Control:

No control group
Sample sizes:

10

Baseline comparisons:
Not applicable — no control
group

Study power:

None provided.
Intervention delivery:
University researchers

RW research, consultancy
and speaker fees from
companies that develop
and manufacture smoking
cessation medications. Also
has a share of a patent for a
novel nicotine delivery
device.

Applicable to UK?

Yes

First author and year:
Benowitz 1998

Aim of study:

To determine whether
transdermal nicotine
suppresses nicotine
intake from ad libitum
cigarette smoking in a
dose-dependent
manner.

Study Design :
Controlled study
(crossover design)
Quality score:

External validity score:

Setting:
USA - Clinical Study Centre at
San Francisco General Hospital

Participants:

11/12 healthy adult males
recruited by newspaper
adverts.

Mean age 41 (SD+/- 6), average
29 CPD (range, 14 +/- 40)
Inclusion:

Not clearly stated

Exclusion:

Chronic illness, medication use
or drug or alcohol abuse.

Motivation of participants:
No desire to quit smoking.

Method of allocation:
Not reported

Intervention(s):

Crossover design. Four
treatment blocks of 5 days
each:0,1,20r321mg
nicotine patches,
representing daily doses of 0,
21, 42 and 63mg nicotine/
day, Higher doses gradually
increased over 3 days:

21mg treatment: 21mg
patches received for all 5
days;

42mg treatment: 21mg day 1,
42mg days 2-5;

63mg treatment: 21mg day1,
42 mg day 2, 63mg days 3-5.
Control:

Crossover design with
placebo patch.

Sample sizes:

11/12

Baseline comparisons:

No comparisons provided.

Study power:
Power calculation not

Primary outcomes:

Cigarette consumption, plasma
nicotine and blood
carboxyhaemoglobin.

Follow-up periods:
5 day intervention period no
further follow-up.

Method of analysis:

Main hypothesis tested by
repeated measures analysis of
variance, comparing four patch
dose treatment conditions.
Presence of a dose response
examined by orthogonal contrast
test. Individual comparisons by
Tukey post test.

Outcomes:

Subjects smoked average of 15.4 CPD
on day 4 across treatment blocks:
Placebo (Omg nicotine): 17.2 CPD
(SEM +/- 2.4)

63mg patch: 12.7 CPD (SEM +/- 1.3)
CPD lowest on 63mg patch vs other
treatment conditions, difference not
significant.

Average nicotine intake per cigarette
= 2.5 mg with 0 mg patch and 1.6mg
with the 63mg patch. Difference not
significant.

Suppression of nicotine intake from
smoking averaged 3% (95% Cl, -37%
to 43%), 10% (95% Cl, -31% to 50%)
and 40% (95% Cl, 6% to 74%) in the
21, 42 and 63mg conditions,
respectively (p<0.05).

Attrition:
11/12 were analysed.

Limitations (author):
Common cues to cigarette
smoking not present on the
research ward; potentially
explaining why subjects
smoked less.

Limitations (review team):
Lab based study with very
small sample. No details of
randomisation. Inclusion
criteria not provided.
Details of eligible
population are vague. 5 day
intervention period only.
No details of wash out.

Evidence gaps:

Clinical trials of high-dose
transdermal nicotine to aid
smoking cessation and/or
to reduce the harm caused
by smoking

Funding sources:

US Public Health Service,
National Institute on Drug
Abuse & Division of
Research Resources at the
NIH
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reported.

Intervention delivery:
Authors were clinicians and
academics.

Applicable to UK?
Unclear

First author and year:
Bolliger BMJ 2000

Linked papers:
Bolliger 2002
(secondary analysis)

Aim of study:

To determine whether
use of an oral nicotine
inhaler can result in
long term reduction in
smoking

Study Design :
RCT

Quality score:
Bolliger 2000 ++
Bolliger 2002 -

External validity score:

+

Setting:
Switzerland. Two university
hospital pulmonary clinics.

Participants:

400 healthy volunteer smokers
recruited via newspaper
advertisements. 53% female.
Mean age 46.6

Inclusion:

Willing to reduce but unable or
unwilling to stop smoking
immediately. 218 years old;
smoking 215 CPD; exhaled CO
210 ppm; regular smoker for 23
years; failed 21 serious quit
attempt in past 12 months;
want to reduce smoking as
much as possible with aid of
nicotine inhaler; prepared to
adhere to protocol.

Exclusion:

Current use of NRT, other
behavioural or pharmacological
smoking reduction or cessation
method, use of other nicotine
containing products, any
condition which might interfere
with the study.

Motivation of participants
Willing to reduce smoking
but unable or unwilling to
stop smoking immediately.

Method of allocation:
Computer generated
randomisation list

Intervention(s):

10 mg nicotine/1 mg menthol
inhaler used as needed with
recommendation to use 6-12
cartridges over 24 hours.
Encouraged to decrease use
of the inhaler after 4 months
but continue treatment for
18 of the 24 months.

Control:
Placebo inhaler.

All participants received
information on smoking and
effect on health.

Sample sizes:

=200

C=200

Baseline comparisons:
More women in active
treatment vs placebo groups
—114 vs 96.

Study power:

States that 200 participants
per arm was ‘adequate’, but
does not provide power
calculation.

Intervention delivery:
Treatment dispensed by
independent pharmacists.

Authors are university
researchers and

Primary outcomes:

Self reported reduction of 250%
compared to baseline to month
four (duration for which the
study was powered). CO verified
at week 6 and months 3 and 4.

Secondary outcomes:

Smoking cessation (no smoking
from week 6) verified by CO <10
ppm. Adverse events. Intention
to quit.

Secondary analysis (Bollinger
2002): cardiovascular and quality
of life markers.

Follow-up periods:
1,2,3,6weeksand 3, 4,6, 12,
18, 24 months.

Method of analysis:

Logistic regression

Primary:

Sustained reduction (verified by
decreased CO) significantly higher for
intervention versus control group at
12 and 24 months. Odds ratios 3.59
(95% Cl 1.65, 7.80) p=0.002 and 3.39
(95% Cl 1.39, 8.29) p=0.012
respectively.

Point prevalent reduction (verified by
decreased CO) only significant at 2
months. ORs for 12 and 24 months:
1.53 (95% Cl: 0.97, 2.40) p=0.085,
1.27 (95% Cl: 0.81, 2.00) p=0.357.

Secondary:

CO verified abstinence:

Not significant at 12 or 24 months:
1.36 (95% Cl: 0.63, 2.95) p=0.557;
1.26 (95% Cl: 0.65, 2.47) p=0.609.

Throat irritation (14 vs 4; 95% Cl
1.13, 15.6) and coughing (13 vs 4;
95% Cl 1.1, 10.6) were significantly
more reported in NRT group.

No differences between groups for
intention to quit.

Secondary analysis (Bollinger 2002)
found 25 successful reducers at 2
years had significantly greater
decrease in plasma cotinine levels
than 285 unsuccessful reducers (60%
vs 1%, p<0.001), cholesterol/high-
density lipoprotein ratios (-2.42 vs -
1.67, p=0.025), haemoglobin
concentrations (-5.67 vs — 1.34 g/I,
p=0.023), pulse rate (-3.7 vs +1.0
bpm, p=0.043) and significantly

Limitations (author):
Differences in % women in
each group.

Limitations (review team):
Pharma funded and part
authored — although a
double blind trial.

Evidence gaps:

Funding sources:
Pharmacia and Upjohn
Consumer Healthcare,
Sweden.

Applicable to UK?

Yes. Community based
study with NRT delivered by
independent pharmacists.
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pharmaceutical company
(Pharmacia and Upjohn)
employees.

improved general health score (9.40
vs 2.34, p=0.049).

Attrition:

310 (78%) completed to 24 months
[83% in the active group; 72% in the
placebo group]; ITT analysis used.

Compliance - Inhaler use decreased
over time. Of participants present at
6 weeks (60%) used the inhaler each
day; By 18 months the figure was
10%.

Meta-analysis data:

CO verified sustained reduction

24 months: 1 = 19/200; 6/200,

12 months: | = 26/200; C = 8/200
Proportion of participants with 250%
reduction:

24 months: | = 55/200; C = 46/200.
12 months: | =59/200; C = 43/200.

CPD (percentage of baseline) at 18
months.

I: n=22; mean =36.2 (29.6).
C:n=8; mean=67.2(27.8).

CO verified abstinence:

24 months: 1=21/200; C=17/200
12 months: I=16/200; C=12/200

First author and year:
Borland 1999

Aim of study:

To develop programs
to assist smokers in
coping with workplace
smoking bans and to
compare outcomes
associated with two
types of reduced-
smoking intervention
to a control condition.

Setting:

Australia, 41 workplaces from
chemical, communications,
education, health, and
manufacturing industries,
including several with
predominantly blue-collar
workforces.

Participants:

Baseline surveys distributed to
9079 workers, 54% (4903)
returned. Sample 49.7% male;

Method of allocation:
Not stated

Intervention(s):

1. Group program Self-help
manual for weekday smokers
who responded to baseline
survey. Also offered four
session facilitator-led group
programme. Manual
addressed four sequential
stages in learning to control
smoking behaviour, with key

Primary outcomes:

1.Percentages reporting reduced
consumption with evidence of
having cut down on workdays;

2.Mean changes in workday
cigarette consumption;

3.Changes in frequency of urges
to smoke at work;

4.Changes in addiction index.

Secondary outcomes:
Numbers reporting quitting.

Primary:
No significant difference in any
outcome at 6 months.

Secondary:

No significant differences in cessation
rates between groups at 6 months.
(p=0.69).

Attrition:

Not provided, but reported use of
interventions was low.

Across two intervention conditions
27% smokers had not received self-

Limitations (author):
Problems with recruiting
worksites into the study.

Levels of intervention use
low, so the power to detect
differences using ITT
analyses reduced.

Study took place during
period of organisational
restructuring and in one
workplace many staff
members made redundant

83




THR 3.3 Review 3: Effectiveness of long-term tobacco harm reduction approaches — Appendices

Study Design :
Cluster quasi-RCT

Quality score:
+

External validity score:
+

mean age 37.2 years.18.6%
smokers with analyses on 736
smokers who reported that
they smoked on workdays.

Inclusion:

To participate in the study a
company had to agree to
accept the intervention
condition to which it was
randomly allocated.

Exclusion:
None stated.

Motivation of participants:
Not stated/no motivational
requirement as whole
worksites were recruited.

ideas, tips and suggestions,
plus protocol exercises for
before, during and after
work. Group leaders followed
written protocol linked to
self-help manual, and
participants used manual as
necessary. Smokers told
about program when
surveyed and sent invitation
with information on taking
part. Programs also
advertised via notice boards,
staff newsletters and other
media (time frame unclear).

2. Self-help : manual only.

For group and self-help
interventions manuals made
available from workplace
occupational health and
safety departments.

Control:
Measurement only.

Sample sizes:

736 of 9079 workers
surveyed reported smoking
on workdays. Comprised:
16.1% Group program
17.9% Self-help program,
19.1% Control.

Baseline comparisons:
None reported

Study power:
No power calculation
reported

Intervention delivery:
Authors university
researchers. No information
given on group facilitators.

Follow-up periods:
2 and 6 months

Method of analysis:

Analyses included cross-
tabulation and x? tests for
categorical variables and analysis
of variance for continuous
variables. Maentel-Haentzel x2
tests used for trends across
categories. Main analyses were
by intention to treat.

help booklet, 43% of those who had
received it had not used it, and only
30% reported use of at least some of
it. Only 43% of group intervention
remembered an offer to attend
sessions and only 10% attended.

between baseline and
follow-up surveys;
exacerbating already high
drop-out rates.

Lack of interest in the
program. Authors felt they
did not do enough to
promote the reduction
strategy as a genuine
alternative.

Limitations (review team):
Self-report of smoking
status only.

Evidence gaps:
None stated.

Funding sources:

National Health and
Medical Research Council
Public Health Research and
Development Committee
Australia project grant.

Applicable to UK?
Yes
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First author and year:
Carpenter 2004
Linked paper:
Carpenter 2003 (pilot
study so only 2004
results from reported)

Aim of study:

To study the effect of a
smoking reduction
intervention on the
incidence of
subsequent quit
attempts and point
prevalence abstinence.

Study Design :

Quasi-RCT
Quality score:
+

External validity score:

+

Setting:

USA, community based (study
conducted entirely via
telephone and postal mailings)

Participants:

616 smokers via proactive
telephone calls made by
national marketing company
using database ‘enriched’ with
known smokers.

Gender: 68% female (R-NRT),
74% (MT), 68% (NT); Age: 38
(R-NRT), 39 (MT), 41 (NT);
Ethnicity: 89% Caucasian (R-
NRT), 89% (MT), 88% (NT);
Education: 87% high school
graduate (R-NRT), 83% (MT),
86% (NT); FTND score: 5.6 (R-
NRT), 5.5 (MT), 5.4 (NT)

Inclusion:

Not currently interested in
quitting; smoking > 10 CPD; age
> 18 years.

Exclusion:

Nursing, pregnant or planning
to be pregnant in next 9
months. Cardiovascular disease
or hypertension not controlled
with medication. Taking
prescription medication for
depression or asthma. Not
accessible by telephone.

Motivation of participants
All participants were not
interested in quitting; the
recruitment process offered a
choice of cessation and non
cessation studies.

Method of allocation:
Not stated

Intervention(s):

Reduction aided by NRT
(R-NRT):

Three telephone calls at
weeks 0, 3 and 6, focusing on
behavioural reduction
strategies, use of NRT, and
problem solving where
necessary. Participants could
choose to receive NRT gum
(4mg) or patch (7, 14 or 21
mg) for six weeks.

At week 6 brief advice given
to quit. Those who
committed to quit given
additional NRT.

Motivational treatment (MT):

Telephone calls at weeks 0, 3
and 6 with discussions
focusing on 5Rs,

At week 6 brief advice given
to quit. Those who

committed to quit given NRT.

Control:
No treatment (NT).

Sample sizes:
R-NRT =212
MT =197

NT =207

Baseline comparisons:

NT group less concerned
about health risks than MT
group (p<0.01), and more
sceptical about reduction
than NRT and MT groups
(p<0.05).

MT group slightly fewer CPD
than those in NRT group

Primary outcomes:

CPD for last 7 days (self-reported)
Intentions to quit in the next 1
and 6 months

7-day point-prevalence
abstinence

Stage of change

Self-efficacy

Quit attempts

Side effects associated with
concomitant use of NRT and
cigarettes.

Follow-up periods:
Six and 24 weeks post baseline.

Method of analysis:

Logistic regression analyses with
post hoc pairwise comparisons to
test effect of interventions on
quit attempts and point-
prevalence abstinence. Post hoc
comparisons corrected for
multiple testing using Tukey’s
test. Repeated measures analyses
of covariance with baseline
values as covariates to examine
smoking reduction, readiness to
quit, and self-efficacy. x*test to
determine if rate of serious
adverse events >5%.

Primary:

Cigarette reduction:

At week 24 all groups reduced mean
CPD, but reductions significantly
greater (p<0.05) in R-NRT and MT
groups than in NT group. No
difference between R-NRT and MT
participants.

Among continuing smokers, 21% R-
NRT, 20% MT and 11% NT had
reduced smoking by >50%.
Percentage reduction between
weeks 0 and 6 significantly predicted
abstinence at week 24: OR 1.03 (95%
Cl: 1.02, 1.05).

Quit attempts:

Over 24 weeks, both R-NRT and MT
groups were more likely than NT
group to make 24 hour quit attempt.
R-NRT: OR 4.2 (95% Cl=2.6, 6.7), MT:
OR 5.6 (95% CI: 3.5, 9.1). R-NRT
group less likely than MT group to
make a 24 hour quit attempt (ns): OR
0.7 (95% CI: 0.5; 1.1).

Readiness to quit:

Increased across all groups. By week
24, R-NRT and MT participants had
similar intentions to quit. Intention to
quit in R-NRT and MT groups
significantly greater than NT
participants (p<0.05; data in graph
form only).

Abstinence:

At week 24 18% R-NRT and 23% MT
participants reported 7-day point-
prevalence abstinence compared
with 4% NT participants (p<0.01 for
both comparisons).

Self efficacy:
At week 24 R-NRT and MT

Limitations (author):
Reduction intervention
consists of two
interventions (reduction
counselling and NRT).
Provision of free NRT may
have encouraged more quit
attempts and possibly false
reports of abstinence to
receive more NRT.

No biochemical verification
of quit attempts or
abstinence.

Sample predominantly
female and Caucasian.

Limitations (review team):
Outcome assessment not
blinded.

Evidence gaps:
None stated

Funding sources:

Study supported by
National Institute on Drug
Abuse (NIDA) grant, NIDA
training grant and NIDA
Senior Scientist Award.
GlaxoSmithKline Consumer
Healthcare supplied NRT.

Applicable to UK?
Yes

85




THR 3.3 Review 3: Effectiveness of long-term tobacco harm reduction approaches — Appendices

(p<0.05).

Baseline differences entered
as covariates in subsequent
data analyses

Study power:
Power calculation not
reported.

Intervention delivery:
University researchers

participants did not significantly
differ, but both had significantly
greater self-efficacy scores than NT
participants (p<0.01).

Adverse events:

21% of participants who used NRT for
reduction reported an adverse event
compared to 9% of those who used
NRT only for a quit attempt (week 6-
24) (p<0.01).

Attrition:

197/3080 (6%) of scheduled
interviews were missed.

First author and year:
Carpenter 2007

Aim of study:

To examine the impact
of genetic testing for
alpha-1-antitrypsin
(AAT) deficiency, a
condition that usually
results in emphysema
in individuals exposed
to cigarette smoke.
Study Design :
Secondary analysis of
an uncontrolled before
and after study

Quality score:

External validity score:

Setting:

USA. AAT genetic testing centre
at the Medical University of
South Carolina

Participants:

729 cigarette smokers from
4,344 who completed a test kit.
‘Primarily middle aged white
women who reported smoking
approximately one pack per
day’

N=729: 55% non deficient, 38%
carrier, 7% severely AAT
deficient.

N=205 (completers): 58% non
deficient, 33% carrier, 9%
severely AAT deficient.

Inclusion:
Aged 18+ and smoker at time
of testing.

Exclusion:
None stated.

Motivation of participants:
Actively sought AAT testing.
Motivations regarding smoking
unknown.

Method of allocation:
Not applicable

Intervention(s):

AAT testing. Results sent
with a brochure advising
smoking cessation. AAT
deficient and carriers offered
genetic counselling session.

Control:
Uncontrolled

Sample sizes:
729

Baseline comparisons:
Uncontrolled

Study power:
Power calculation not
reported.

Intervention delivery:
Mailed questionnaire with
research staff calling non-
responders. Authors are
university researchers.

Primary outcomes:

CPD, 250% reduction in CPD, quit
attempts, and possible steps
towards quitting

Follow-up periods:
3 months after receipt of AAT
status.

Method of analysis:

X? and Kruskal-Wallis analysis of
variance. Logistic regression for
odds of quit attempts/cessation
for carriers and those with severe
AAT, controlled for sex, age,
education and baseline nicotine
dependence.

Primary:

After controlling for baseline
differences odds of quit attempt
were 3.3 x higher (95% Cl 1.1, 10.0)
among AAT deficient versus non
deficient individuals. There were no
group differences in abstinence at 3
months.

59% of severely AAT deficient
smokers reduced their CPD by 250%
compared with less than 20% in
carriers and normals.

Attrition:

205/729 questionnaires returned
(28%) but 5 light smokers (<5 CPD)
removed. Thus follow up =27.4%
[200/729]

Limitations (author):

No control group, low
response rate, self report,
not generalisable since so
few with AAT deficiency.

Limitations (review team):
Extremely weak study
design. Secondary analysis
of a before and after study
with high attrition and self
reported outcomes.
Tangential relevance to
review only since
motivations of participants
uncertain. Could be
relevant to review 4?

Evidence gaps:
None stated.

Funding sources:

Alpha-1 Foundation, a non
profit organisation for AAT
detection research.

Applicable to UK?
Impossible to tell. Very
poor study.
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First author and year:
Chan 2011

Aim of study:

To examine the
effectiveness of
smoking reduction
counselling plus free
nicotine replacement
therapy (NRT) for
smokers not willing to
quit.

Study Design :

RCT

Quality score:
++

External validity score:

+

Setting:
Hong Kong, China; community-
based.

Participants:

1154 Chinese smokers
recruited via the local media
and contacting cohorts of
smokers who had received
previous cessation counselling
but failed to quit.

Inclusion:

Chinese, aged 218 years,
smoked >2 CPD; no intention to
quit in the near future but were
interested in reducing smoking;
no contraindication to NRT;
were not following other forms
of smoking cessation or
reduction interventions.

Exclusion:

Pregnant or intending to
become pregnant within the
next 6 months; psychologically
or physically unable to
communicate; on regular
psychotropic medications or
any serious health problems
that made NRT use unsuitable,
such as recent stroke,
palpitation or other life-
threatening conditions.

Method of allocation:
Serially labelled, opaque and
sealed envelope.
Computerised random
numbers generated by the
research assistant before
subject recruitment.

Intervention(s):

Al: 15 mins face-to-face
counselling on smoking
reduction based on Ml
techniques and 3 mins
adherence to NRT
information at baseline, 1
week and 4 weeks with 4
weeks of free NRT (choice of
patch or gum — no dosage
information).

A2: as above without
adherence intervention.

Control:
Simple cessation advice at
baseline.

At baseline, all subjects
received a self-help quitting
pamphlet, ‘Tips for Quit
Smoking’, produced by Hong
Kong Council on Smoking and
Health.

Sample sizes:
Eligible: 6385 (5231 refused
to participate)

Al =479
A2 =449
C=226

Baseline comparisons:
Demographic variables,
smoking profiles, history of
quitting and self-efficacy to

Primary outcomes:

Self-reported 7-day point
prevalence tobacco abstinence at
6 months; self reported reduction
of 250% in cigarette consumption
at 6 months; and 4-week NRT
adherence rate at 3 months

Secondary outcomes:
Biochemically validated reduction
(>1ppm exhaled CO reduction)
and 7-day point prevalence
abstinence at 6 months;
adherence rate to NRT over the
previous 8 weeks at 3 months

Follow-up periods:
6 months

Method of analysis:

Rates of tobacco abstinence,
reduction and adherence
between groups compared using
Pearson’s c2, together with odds
ratios and absolute risk
differences with 95% confidence
intervals. Rates of reduction in
CO level by 250% and mean
change in CO levels from baseline
to 6 months compared among
validated reducers between
groups.

Note: Results for intervention
groups Al and A2 are not reported
separately.

Primary:

At 6 months:

Self reported 250% reduction:
1=472/928, C=58/226, OR=3.0 (95%
Cl=2.2, 4.2, p<0.001).

Self reported cessation:

1=158/928, C=23/226, OR=1.8 (95%
Cl=1.1, 2.9, p=0.011).

Secondary:

At 6 months:

Validated 250% reduction:
1=178/928, C=22/226, OR=2.2 (95%
Cl=1.4, 3.5, p=0.001).

CO-validated cessation:

1=74/928, C=10/226, OR=1.9 (95%
Cl=1.0, 3.7, p=0.066).

No significant difference in 3 month
adherence rates over the previous
four or eight weeks.

Attrition:

Completed questionnaire
Al =427/479

A2 =405/449
C=1216/226

Refused biochemical validation tests:

Al =121/479 (25%)
A2 = 112/449 (25%)
C=25/226 (11%)

Limitations (author):

Large difference identified
between the self reported
results and those confirmed

Limitations (review team):
Despite groups Al and A2
receiving slightly different
interventions, the results
are reported together.
Significantly higher
proportion of males.
Large number of
participants refused to
undertake biochemical
confirmation tests despite
offer of HK$100 (later
HK$200) travel allowance.

Evidence gaps:

Funding sources:

Health and Health

Services Research Fund,
Hong Kong SAR (Project

No 01030611).

Nicotine gum/patches
provided free by McNeil AB
(Helsingborg, Sweden)

Applicable to UK?
Significant cultural
differences, but a
community setting.

87




THR 3.3 Review 3: Effectiveness of long-term tobacco harm reduction approaches — Appendices

resist smoking similar in all
three groups at baseline,
except more male subjects in
control group and higher CO
level in group A2.

Low numbers of females in all
groups vs percentage of
women smokers in Chinese
population (42.6% - WHO)
Study power:

Required sample size
calculated based on three
primary outcome measures
to provide 290% power with
a 5% significance level using
2:1 ratio.

Intervention delivery:
Trained smoking cessation
counsellors.

Authors were university
researchers.

Motivation of participants
No intention to quit in the
near future, but interested in
reducing smoking.

First author and year:
Cunningham 2006

Aim of study:
Whether framing
health information as
safer smoking tips
might motivate change
in cigarette smokers.

Study Design :
Non-RCT

Quality score:
+

External validity score:

Setting:

Canada; community;
Participants:

At baseline 54 respondents;
mean age 46.3 (SD 11.5); 58%
male; 44% married; 28% had
some post-secondary
education; 50% currently
employed

Inclusion:

Daily smokers, 18 years or
older

Exclusion:

Method of allocation:
Not provided

Intervention(s):

Participants asked if they
knew about a range of safer
smoking tips

Control:

Respondents asked to share
their current harm reduction
activities.

Sample sizes:
1=27
C=27

Outcomes:
CPD, type of cigarette and any
quit attempts.

Follow-up periods:
3 months

Method of analysis:
repeated measures analysis of
variance

Results:

No main effect of time (p>0.05)
Mean CPD at three month follow-up
| =20.1 (S.D> 8.4) vs baseline 23.2
(S.D. 8.1);

C=23.1(S.D. 14.1) vs baseline
C=21.2(S.D. 12.2).

No significant difference for quit
attempts (analysis not reported).

No respondents quit smoking.

Attrition:
20%. At 3 month follow-up

I =20/27 C=23/27

Limitations (author):

No biochemical verification
for CPD or compensation in
smoking behaviour may
have had impact

Limitations (review team):
Small sample size, no
randomisation

Evidence gaps:

Further research to assess if
health information framed
as safer smoking tips might
motivate reductions in
cigarette smoking
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Not provided

Motivation of participants:
81% of respondents reported at
least one serious quit attempt.

Baseline comparisons:
No significant differences

Study power:
Power calculation not
reported.

Intervention delivery:
Not reported.

Funding sources:

Ontario Tobacco Research
Unit

Applicable to UK?

Yes

First author and year:
Davis 2011

Aim of study:

To compare the
effectiveness of brief
motivational
interviewing versus
prescriptive counselling
among smokers who
are not ready to quit.

Study Design :

Quasi-RCT
Quality score:
+

External validity score:

Setting:

USA. Lab-based study designed
to simulate outpatient visits to
GPs.

Participants:

218 pre-contemplative and
contemplative smokers
recruited directly and through
advertisement. 55% male; 76%
Caucasian; mean age 37.6;
mean years smoked 21.1; mean
CPD 25.4.

Inclusion:

Smokers not ready to quit, pre-
contemplators or
contemplators

Exclusion:
None stated

Motivation of participants:
Smokers not ready to quit.

Method of allocation:
Not stated

Intervention(s):

A 15 minute Ml session
delivered in a lab setting but
designed to match the time
available in the average
health professional-patient
interaction.

Control:

A 15 minute prescriptive
interview delivered in a lab-
setting as above

In both conditions smokers
who made a plan to quit or
reduce were phoned the day
prior to their quit/reduction
day. All interventions were
videotaped and coded for
intentions to reduce or quit

Sample sizes:

116 recruited into Ml group
(109 included in final
analysis).

114 recruited into
prescriptive group (109
included in final analysis).

Baseline comparisons:

Two groups comparable at
baseline on age, gender, total
years smoked, age at first

Primary outcomes:
13 outcomes comprising:

Intentions to quit or reduce
within 6 months, 1 month or 1
week.

Verbal report of 24 hour and 72
hour 50% reduction or quit at 1-
or 6-months.

Urinary cotinine-verified 50%
reduction or quit at 1- or 6-
months

Follow-up periods:
1 and 6 months

Method of analysis:
Demographic characteristics and
outcomes examined using t-tests
and )(2 statistics. Generalized
linear model used to analyse
primary outcome. Dependent
variable was composite outcome
measure for smoking reduction.
Independent variables and their
order of entry were gender, age,
ethnicity, CPD (to assure the
groups were similar at baseline),
treatment assignment (to
evaluate the differential
treatment effect), and interaction
terms (to examine subgroup
differences).

Primary:

Two Ml and 5 prescriptive
participants had verified reduction of
250%. One Ml participant was
verified abstinent at 1- and 6-month
follow-up. There were no differences
by treatment group assignment on
any outcome measure.

Attrition:

Of the 218 smokers, 71% were
available at 1 month and 56% at 6
months.

Limitations (author):
None stated.

Limitations (review team):
High attrition rate.

Evidence gaps:
None stated

Funding sources:

Grant from Arizona Disease
Control Research
Commission.

Applicable to UK?

Yes, albeit most health
professional-patient
interactions in the UK do
not last as long as 15
minutes.
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cigarette, lifetime packs and
spirometry. Caucasians
overrepresented in Ml group.
Smokers in prescriptive group
had higher Fagerstrom
scores.

Study power:

Powered to detect a 15%
difference in proportions in
self-reported quit rates; but
level of power is not stated
and no power calculation for
reduction was performed.

Intervention delivery:
Authors are university
researchers and two provided
training on the interventions.
Unclear who delivered them
in practice.

First author and year:
Etter 2007

Linked papers:

Etter 2002

Etter 2004

Dar 2005

Aim of study:

Whether a reduction of
cigarette consumption
obtained after 6
months of NRT was
maintained 5 years
after the end of
treatment.

Study Design :
RCT

Quality score:

+

External validity score:
++

Setting:
Switzerland (Geneva, Vaud,
Valais)

Participants:

923 members of the general
adult population (aged 18-60)
answering call to participate
(via physicians, newspaper
adverts, random emails)
Inclusion:

Smoking > 20 CPD, smoked for
> 3 yrs, no intention to quit in
next 6 months, in good health.
Exclusion:

List of medical indications
(Etter 2002): Pregnant,
breastfeeding, treatment for
psychiatric disorder, DSM
diagnosis and several major
health conditions.

Method of allocation:
Computer generated list of
random numbers (Etter
2002).

Intervention(s):

NRT - choice of 15 mg patch,
4 mg gum, 10 mg inhaler or
combination. After testing,
participants ordered the
amount and type of product
they needed and received
products by mail every other
week for 6 months.

Control:
1. Matching placebo
2. No intervention control

All participants received an
educational booklet.
Everything sent by post.

Sample sizes:

Primary outcomes:

Self-report CPD at all follow up;
smoking intensity (0-100 scale);
depth of smoking (0-10 scale) by
self report (6 months only)

Secondary outcomes:

Pleasure of smoking, enjoyment
of taste, ability to refrain. One
month- and one week-
abstinence. All by self report at 6
months only.

Follow-up periods:
6 months

2 years (26 months)
5 years (66 months)

Method of analysis:
Independent t-tests for means,
U-tests for medians, x2 for
proportions. Logistic regression
models for association between

Primary:

At 5 years (66 months; Etter 2007),
outcomes for all groups were similar
compared to baseline. Decreases in
CPD for NRT, placebo and control
were 7.9, -6.6 and -6.3 respectively
excluding quitters (p>.43).

20.9% in NRT group vs. 21.4% in
placebo and 18.3% in control groups
(p>.48) decreased CPD by >50%
compared with baseline (excludes
quitters). Smoking cessation rates
similar across groups; continuous
abstinence: 7.2%, 6.3% and 4.6% (p
>.16).

Respective figures for 2 years (26
months; Etter 2004): decreases of
9.8,7.7 and 7.7 CPD (all p <£.02).
31.3% in NRT group vs. 21.9% in
placebo (p=0.014) and 24.4% in

Limitations (author):

No biochemical assessment
but valid reasons provided
(to limit attrition).

Limitations (review team):
None

Evidence gaps:
None

Funding sources:

Swiss National Science and
the Swiss Federal Office of
Public Health. Products
supplied by Pharmacia.
Etter and Zellwegger
received reimbursement
from Pharmacia for
attending international
conferences. Etter paid by
Novartis for lectures.
Institute of Social &
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Motivations of participants:
No intention to quit smoking in
the next six months (pre-
contemplation stage of change)

NRT — 265
Placebo — 269
No intervention — 389

Baseline comparisons:
Fewer women in nicotine
group; otherwise similar.

Study power:
No power calculation
reported.

Intervention delivery:
Authors are university
researchers.

reduction in CPD at baseline and
subsequent cessation. Study
drop-outs were treated as
smokers.

control (p=0.052) decreased CPD by
250% compared with baseline.

Cigarette consumption in NRT group
at 6 months (Etter 2002) decreased
by mean of 10.9 CPD, compared to
8.7 in placebo and 4.9 in no-
treatment control group compared
to baseline (p £.02).

At 6 months (Etter 2002) greater
reductions in smoking intensity and
quantity of smoke inhaled in NRT vs
placebo and placebo vs control
groups (p <.001)

Secondary:

At 6 months (Etter 2002) some
statistically significant differences in
psychological characteristics
between NRT and control groups but
none between NRT and placebo
groups.

NRT usage at 5 years (Etter 2007):
fewer participants using NRT than at
2 years. Same proportion of
participants in all groups (daily +
occasional use NRT: Nicotine, 12%;
placebo, 9%; no treatment, 11%;
p=0.48). NRT users more likely to be
current smokers (82%). During
previous 30 days, former smokers
used NRT for longer (median=30
days) than current smokers (median,
10 days; p=0.003). Abstinence in
former smokers: 11 using NRT daily,
median=123 days ; 109 not using
NRT, median=826 days (p=0.003)

Attrition:

879 (95%) were followed to 6 months
(Etter 2002), 846 (92%) followed to
26 months (Etter 2004) and 671

Preventive Medicine
received financial support
from Novartis to develop
an educational programme
for Nicotinell users.
Zelgweger received
research funding from
Pharmacia.

Applicable to UK?
Yes
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(73%) followed to 66 months.

Meta-analysis data (Etter 2004).

Smoking cessation at 26 months:

I =32/265; C=29/269.

Proportion of participants with at
least a 50% reduction in the CPD:
I=83/265; C=59/269.

First author and year:
Fagerstrom 1997

Aim of study:

To examine whether
stable smoking
reduction over 5 weeks
is possible if nicotine
intake is supplemented
from NRT; whether a
personal choice of
medication is
important for achieving
a better effect; and
whether motivation is
influenced by the
opportunity to reduce
smoking

Study Design :

Partial RCT (cross-over
study without placebo
control group)

Quality score:

External validity score:
+

Setting:
Sweden. Community-based.

Participants:

170 participants identified
through newspaper
advertisements. [Data reported
for 143 participants who
provided complete info.] In
groups 1 and 2 respectively:
mean age 44.7 and 46.7;
female: 60% and 65%.
Mean CPD 22.6 (SD 7.0) and
mean FTQ 7.0 (SD 1.9).

Inclusion:
>15 CPD; > 20 years; healthy.

Exclusion

Pipe and cigar smokers,
smokeless tobacco users or
people on any medication or
NRT.

Motivation of participants:
Smokers that did not want to or
could not give up smoking.

Method of allocation:
Not stated

Intervention(s):

One-week familiarisation
period with different NRT
medications (2mg gum, 2mg
tablet, patch, vaporiser or
nasal spray — no dosage
information), then
randomised into two
intervention groups and two
phases:

Phase 1 (2 weeks duration):
Group 1 Further randomised
to specific nicotine
replacement (gum, patch,
nasal spray, vaporiser or
tablet).

Group 2) Free choice of
preferred NR medication.

Phase 2 (2 weeks duration):
participants crossed over to
receive the alternative
condition. Both groups
encouraged to smoke less,
but sufficient to feel
comfortable throughout
study period.

Control:

No placebo or usual care
control group

Sample sizes:

Primary outcomes:
Self-reported cigarette
consumption and exhaled CO,
mean cotinine (ng/ml), total
withdrawal score, preference for
free-choice condition, rating of
medications (in staying off
cigarettes, reducing craving,
smoking cessation, similarity to
cigarettes), motivation to quit,
amount of medication used,
adverse effects.

Follow-up periods:
Weekly during 5 week study
period. No post study follow-up.

Method of analysis:
Means and standard deviations.
Linear regression to assess

change in total withdrawal score.

Primary:

Five weeks from baseline: for full
study population self-reported CPD
declined from 22.6 (SD 7.0) to 10.4
(SD 1.0) (p<0.001); 54% decrease,
with biggest drop (37%) during week
1. CO readings decreased from 22.7
(SD 8.5) to 14.8 (SD 8.4) ppm
(p<0.001), confirming 35% decrease
in smoking.

Authors reported (though little data
in paper) overall effect of free choice
on self-reported CPD reduction was
3.1vs 1.1 (p<0.001). Overall effect of
choice on CO reduction (combining
both phases): 2.7 vs 0.9 ppm
(p<0.05).

No significant effect between
conditions on medication use. No
clear medication preference
emerged, though patch and vaporiser
seemed not as good in reducing
craving as gum and spray, and spray
was rated most similar to cigarettes.

Cotinine levels remained steady,
suggesting subjects were titrating
nicotine to their original levels.
Attrition:

Results presented on 143/170
volunteers providing complete
information (84%).

Limitations (author):

No placebo control.

Large reduction seen during
the run-in week could have
occurred because it would
be easier to reduce from
the highest number of
cigarettes smoked than
later, after some reduction
had already taken place.

Limitations (review team):
Results from study groups
merged without
explanation, so
effectiveness of different
phases and treatments
cannot be ascertained. No
raw data for two groups.
High potential for
contamination — no wash-
out period between run-in
or two following
intervention phases. No
post-intervention follow-
up.

No power calculation.
Unclear how many
participants received each
formulation during Phases
land2.

Evidence gaps:
None reported
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Group 1 69
Group 2 74

Baseline comparisons:
No significant differences

Study power:
Power calculation not
reported.

Intervention delivery:
Authors were all
pharmaceutical company
employees at time of study.

Funding sources:

All authors were employees
of Pharmacia & Upjohn,
which manufactures
nicotine replacement
products. No other funding
information was available.

Applicable to UK?
Yes.

First author and year:
Fossum 2004

Background info from
Aborrelius 2001

Aim of study:

To evaluate the effects
of the counselling
method ““Smoke-free
children”, which
focuses on protecting
the infant from
environment tobacco.

Study Design :
Controlled before and
after study

Quality score:

External validity score:

4L

Setting:
Sweden. Child health centres

Participants:
37 child health nurses (CHNs)

Inclusion:

CHNs from 5/24 counties with
the highest prevalence of
maternal smoking in 1997.

Exclusion:

None stated

Motivation of participants:
None stated.

Method of allocation:
Not stated

Intervention(s):

2-day initial training and a
follow-up session in “Smoke-
free children” by a previously
trained leader according to a
standardized program which
included video-recorded role
playing and ensuing feedback
from the leader

Control:

No training

Sample sizes:

| =17 CHNs (26 mothers)
C1 =16 CHNs (11 mothers)
C2 =4 CHNs (4 mothers)

Baseline comparisons:
Intervention and Control 1
group communities matched
for size, birth rate, SES and
prevalence of smoking during
pregnancy. Additional Control
group 2 CHNs were recruited
from one of the five counties.
Mothers recruited by control
group CHNs had slightly less
schooling and more female

Primary outcomes:

Maternal self-reported CPD
verified by saliva cotinine at 1
month pre-birth (baseline) and 3
months post-birth.

Child’s exposure to ETs by recall 3
months post-birth*

Assessment of intervention
CHN’s counselling methods by
questionnaire. [Change was not
assessed]

Follow-up periods:

Relates to period after training
not post-delivery of counselling
to mothers.

Method of analysis:

ANCOVA and non-parametric
tests; Mann—Whitney, Chi-
squared, Fisher’s exact test, and
Spearman rank correlation were
used. Statistical significance at
p<0.05 with p<0.1 interpreted as
a tendency.

Primary:

Cotinine-verified CPD results at 3
months post-birth:

Intervention (22/26 mothers)
Baseline: mean (SD) : 12.7 (6.6);
Three months: mean (SD) 12.9 (6.2)
Control (8/15 mothers)

Baseline: mean (SD) : 8.4 (3.9); Three
months: mean (SD) 7.1 (2.8)

* Results not reported — not relevant
to this review.

Attrition:

22 of 26 mothers in intervention and
8/14 mothers in control provided
saliva cotinine samples.

Limitations (author):
Small sample; potential
selection bias

Limitations (review team):
Not clear that additional
control group of nurses
were matched with the
intervention group.

No information on content/
duration of counselling
provided to mothers.
Intervention only delivered
to 23/26 mothers.

No ITT analysis
Discrepancy between
control numbers reported
in table and text.

Evidence gaps:
None stated.

Funding sources:

Swedish National Institute
of Public Health, Swedish
Cancer Society, Swedish
Heart and Lung Foundation,
Swedish Asthma and
Allergy Association,
Stockholm County Asthma
and Allergy Foundation,
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babies.

Study power:
Power calculation not
reported.

Intervention delivery:
Authors academic
researchers at the Karolinska
Institute

Solstickan Foundation

Applicable to UK?
Yes

First author and year:
Foulds 1992

Aim of study:

Effect of transdermal
nicotine patches on ad
libitum cigarette
smoking

Study Design :
Quasi-RCT (crossover )

Quality score:
+

External validity score:

Setting:
UK Research Centre

Participants:
34 adult volunteers;

27 female; mean age 39 (range
19-60); mean CPD 20 (range 10-
40); mean years of smoking
22.2 (range 2-43)

Inclusion:

210 CPD; smoked regularly for
22 years

Exclusion:

Not provided

Motivation of participants:
Not provided

Method of allocation:
Not stated.

Intervention(s):

After 1 week baseline
subjects received either 1
week nicotine patches
(releasing 15+3.5 mg over a
16 h period), followed by 1
week placebo patches or vice
versa. No wash out period.
Patches provided in a way
that implied they were
randomly mixed. Subjects
were told to smoke as usual
and record consumption for
the 3 weeks.

Control:

Crossover in which both
groups received active and
placebo patches.

Sample sizes:
30

Baseline comparisons:
Not provided

Study power:

0.80 power with a=0.05 to
detect a nicotine placebo
difference in CO.

Intervention delivery:
Researchers in research

Primary outcomes:

Nicotine placebo (N-P) difference
in CO, CPD recorded via diary;
plasma nicotine, cotinine and
thiocyanate taken at weekly lab
visit; subjective ratings of
smoking and side effects.

Follow-up periods:
No follow-up — data at end of 14
day intervention period

Method of analysis:

All measures first analysed for
order effects, power of this
analysis generally weak but was
improved by inclusion of baseline
(no patch) measure as a covariate
and alpha set at .10. For two
measures in which an order
effect was present analysis
proceeded with first period
observation only in between-
subject analysis with baseline
measure as covariate using F-
tests from a regression analysis.
Where no order effects found,
one sided t-tests carried out
based on within-subject
variation. Probability value of
<.05 considered significant.

Primary:

N-P difference :

pre-cig CO: -3.5(95% Cl: -5.7, -1.3)
p<0.05;

post-cig CO: -4.1 (95% Cl: -6.4, -1.7)
p<0.001.

Pre- and post-cig plasma nicotine
respectively:

9.2 (95% Cl: 4.5, 13.9)p<0.001

7.9 (95% Cl: -3.3, 12.5)p<0.05

N-P difference for CPD for first 6 days
not significant -0.8 (-1.7, 0.1).

N-P difference for CPD lab visit day
-1.3 (-2.3, -0.3), p<0.05.

N-P difference of frequency of urges
to smoke -10 (-16, -4), p<0.05

N-P difference for strength of urges
to smoke -8 (-13, -2), p<0.01

Attrition:

4 females dropped out in week 1.
Data complete for all participants
who received treatment.

Limitations (author):
Other cues not replicated
with the lab are likely to
impact on cigarette
consumption

Limitations (review team):
No information on
recruitment of participants
or their motivations.
Allocation method not
provided.

Small clinical trial within
research centre.

Evidence gaps:
None stated

Funding sources:
MRC and ICRF

Applicable to UK?
UK study but lab setting.
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centre.

First author and year:
Glasgow 2009

Linked papers:
Glasgow 2008
Levinson 2008

Aim of study:
Effectiveness over 3
and 12 months of a
smoking reduction
program relative to an
enhanced usual care in
patients identified in
health care setting

Study Design :
RCT

Quality score:
++

External validity score:
++

Setting:
USA. Kaiser Permanente
Colorado - HMO.

Participants:

320 adult smokers. Identified
via HMO's electronic database
of medical records.

Female: | =73.2%, C = 71.8%;
Mean age: |1 =54.8, C =56.0.
Latino: 1 =3.7%, C=6.5%.
Inclusion:

Current smokers, 218 yrs;
scheduled for outpatient
surgery or diagnostic procedure

Exclusion:

Smoked < 10 cigarettes, could
not read or understand English;
cancelled/ postponed medical
procedure; unavailable for
study duration.

Motivation of participants:
Not interested in quitting.

Method of allocation:
computer algorithm

Intervention(s):
Combination of telephone
counselling and tailored

newsletters over 6 months.

Control:
Enhanced usual care.

Sample sizes:
Eligible: 1064
Intervention: 164
Control=156

Baseline comparisons:
No significant differences.

Study power:
Power calculation not
reported.

Intervention delivery:
Trained phone callers

Primary outcomes:

Self report 250% reduction in
CPD; CPD; 250% reduction in
biochemical CO and CO levels at
baseline, 3 and 12 months;
abstinence.

Follow-up periods:
3 and 12 months

Method of analysis:
Repeated measures analyses.
Multiple regression to identify
moderator variables.

Primary:

At 12 month 250% reduction in CPD
(1=25% & C=18.6%) and 50%
reduction in CO (1=14% & C=18.6%)
non-significant.

Mean (SD) CPD: 1=15.8 (10.3); C=15.3
(9.2).

Mean (SD) CO levels (SD) of I1=24.9
(14.0) & C=24.3 (13.8).

Abstinent: I=11 & C=7.

At 3 month >50% reduction in CPD
(1=15.9% & C=7.7%) p<0.05, RR=2.06
and 250% reduction in CO (1=11% &
C=5.8%) non-significant, RR=1.9. No.
of CPD mean (SD) of I=17.2 (9.6) &
C=17.3 (8.7). CO levels mean (SD) of
I= 25.5 (13.5) & C=26.3 (13.2). No.
that quit I=1 & C=2.

Attrition:

At 12 months 1=37% & C="18%

Limitations (author):
Exclusion of Spanish-
speaking smokers; high
attrition rate; conducted in
one health care setting

Limitations (review team):
None

Evidence gaps:

Does adding components
such as NRT or “teachable
moment” to an upcoming
medical procedure actually
enhances effects or if
broader, less expensive
smoking reduction option
might work as well.
Procedures to enhance
retention

Funding sources:
National Cancer Institute

Applicable to UK?
Yes

First author and year:
Gray 2005

Aim of study:

To test whether a
single session of
motivational
interviewing (Ml)
focussing on drinking
alcohol, and cigarette
and cannabis smoking,
would successfully lead
to reductions in use or
problems.

Study Design :
Controlled before and

Setting:
UK based (appears to be largely
in London)

Participants:

162 young people mean age 17
years; 53% female; 29% had
been in trouble with the police;
48% white in Ml group, 21%
white in control group; 52%
with part time job in Ml group,
34% in control group.

Inclusion:

Daily cigarette smokers, weekly
drinkers or weekly cannabis
smokers.

Method of allocation:

UK FE colleges (urban and
rural). Separate (London)
colleges for recruitment of
control group.

Intervention(s):
Single Ml session.

Control:

No intervention. Subjects
paid £5 for completing 3
month questionnaire.

Sample sizes:
Total: 162
MI: 59

Primary outcomes:

Smoking - Prevalence, cigarettes
smoked per week, cut down/quit
attempts. All self report by
questionnaire with some
telephone completion with non-
responders.

Alcohol and cannabis
consumption.

Follow-up periods:
3 months post Ml session.

Method of analysis:
T-tests for independent and )(2 or
Fishers Exact Test for categorical

Primary:

Smoking - Cigarettes smoked in
previous week by Ml group changed
from 34.7 to 33.0 compared with
34.6 to 27.3 for the control group
(not significant). 73% of the Ml group
reported trying to quit or cut down
one or more times over the study
period compared to 45% of the
control group.

Attrition:
87% (141/162) were followed up.

Limitations (author):
Self reported data. Non
equivalent groups.
Potential variation in Ml
delivery.

Limitations (review team):
Very little information
given on the content of the
Ml session. Motivations of
participants (and youth
workers) unknown.

Evidence gaps:
Need for larger individual
studies with statistical
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after (CBA)

Quality score:

External validity score:
+

Exclusion:

Motivation of participants:
Unknown.

Control: 103

Baseline comparisons:
Major differences though
regression analyses used.

Study power:
Power calculation not
reported.

Intervention delivery:
Ml-trained youth workers.
Authors university
researchers.

variables. Regression to control
for baseline variations.

power.

Funding sources:
No dedicated funding.

Applicable to UK?
Yes — UK based.

First author and year:
Griffiths 2010

Aim of study:

To examine the impact
of a brief group
intervention developed
for individuals with
severe mental illness
(SMI) that integrates
evidence-based and
recovery-oriented
strategies to address
tobacco addiction.

Study Design :
Uncontrolled before
and after

Quality score:

External validity score:

Setting:

Developed. Ontario, Canada.
Participants:

56 subjects with severe and
persistent mental illness. 76%
female, average age 49 (SD
9.24), average years education
12.3 (SD 2.94), 38% with major
depressive disorder, 38%
bipolar affective disorder, 12%
schizophrenia, 9%
schizoaffective disorder.
Inclusion:

Current diagnosis of a major
mental illness, history of
extensive in/out patient
treatment, significant disability
in one or more major life
domains (eg vocational and
social).

Exclusion:
None stated.

Motivation of participants:
No information provided

Method of allocation:
Convenience sample referred
from Tobacco Addiction
Recovery Program (TARP).

Intervention(s):

12 weekly 2-hour group
counselling sessions held in
public-hospital affiliated
outpatient settings - TARP
program (well described)
with free NRT; participants
develop a quit/reduce
smoking action plan.

Control:
No control group

Sample sizes:
56

Baseline comparisons:
N/A no control group

Study power:
Power calculation not
reported.

Intervention delivery:

Two facilitators from range of
disciplines (eg nurse,
occupational therapist,
recreational therapist) led

Primary outcomes:
Self reported CPD, tobacco
dependence, use of NRT.

Follow-up periods:
None. Data immediately post 12-
week intervention.

Method of analysis:
Paired-samples t tests for the 34
completers only. Standard
deviations.

Primary:

From 34 completers: 13 (44%)
reported quitting smoking, of 20
reducers, 78% reduced the amount
smoked by > 50%. Across full group,
average CPD reduced from 27.97 (SD
16.23) to 4.38 (5.55).

Self efficacy in terms of ability to
resist tobacco increased significantly
(p<0.001).

Samples sizes too small to explore
effect of NRT use.

Attrition:

34/56 (61%) completed the program.
52% of those who discontinued had
schizophrenia, were more likely to be
younger and male (both p<0.05).

Limitations (author):
Self reported outcomes
only. No control group.
Small sample size

Limitations (review team):
No follow up period. No ITT
analysis. (Convenience)
sample too small to
generalise.

Evidence gaps:

Funding sources:
No information provided

Applicable to UK?
TARP does not appear to be
offered within the UK.
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each group. Authors
university researchers.

First author and year:
Gulliver 2008

Aim of study:

To investigate the
differential efficacy of
three brief
motivational
interviewing
interventions to yield
changes in smoking
behaviour among
psychiatrically complex
military veterans

Study Design :

Quasi-RCT
Quality score:
+

External validity score:
+

Setting:

Boston, USA, community based
Participants:

208 military veterans recruited
by flyers circulated through
Boston VA healthcare system.
97% male; mean age 49; 67.3%
Caucasian, average level of
education 12.7 years; 75.2%
unemployed and/or disabled;
modal annual income
<$10,000; 86.5% never
married, separated or divorced.
Sample complicated by
substance use and psychiatric
comorbidity [96% history of
mental health care; 66%
diagnosis of substance use
disorder; 62% 21 non-
substance use Axis | psychiatric
diagnosis]. 39.5% also
presented with lung-related
disease in previous three
months.

Inclusion:

Aged >18 years; daily smokers;
planning to remain in Boston
area for 26 months.

Exclusion:

There were no criteria related
to psychiatric conditions,
substance abuse history, or
physical conditions.

Motivation of participants:

Patients had not presented for
smoking cessation or expressed
any motivation to quit.

Method of allocation:
Not stated

Intervention(s):

1) Ml plus instruction in deep
breathing (MI/BI): as well as
the Ml session participants
were instructed to breathe
deeply and slowly for five
minutes, with diaphragmatic
deep breathing technique
demonstrated to them and to
practice three times daily.

2) Ml plus instruction in use
of incentive spirometer for
practice in breathing/
diaphragmatic control
(M1/1S): following Ml session
participants shown how to
use spirometer and
instructed to practice three
times daily.

Control:

Ml only (MI): a single session
of Ml lasting 40 to 50
minutes.

Sample sizes:

MI/BI =74
MI/IS = 67
Ml =67

Baseline comparisons:

No significant differences
between groups on any
baseline demographic or
smoking-related variable, or
in psychiatric comorbidity.
[Note: not all variables
available for all participants-

Primary outcomes:

Point prevalence abstinence,
defined as zero CPD, reported on
the day of assessment.
Self-reported abstinence verified
by CO <10ppm.

CO also measured to assess
changes across time points.
Self-reported CPD.

Follow-up periods:
Monthly for 6 months.

Method of analysis:

To test treatment effects on
point prevalence abstinence,
CPD, and CO levels, generalised
estimating equations with
compound symmetric covariance
matrix specified. All analyses
included linear effect of time and
controlled for baseline levels of
nicotine dependence and
perceived importance of quitting
smoking. Analyses of CPD and CO
levels also included respective
variable at baseline as covariate.
The treatment condition dummy-
coded with MI/BI as reference
group, allowing authors to test
differences between MI/IS and
MI/BI and between MI/IS and Ml
alone. Worst-case analyses
conducted - assumed missing
equalled smoking for point
prevalence abstinence and
substituted baseline levels of CPD
and CO for missing data.

Primary:

At six months:

Point prevalence abstinence 6.8% in
MI/BI group, 4.5% in MI/IS group and
6.0% in Ml group.

CPD decreased from >20 at baseline
to the mid to low teens at follow-up
(data presented in graph only).
Lowest in the MI/BI group, followed
by the MI/IS group.

Treatment conditions did not differ
significantly on point prevalence
abstinence (p>0.30) or CPD (p>0.65).

CO levels (also presented graphically)
shown to have fallen from baseline
to 6-month follow-up in MI/Bl and
MI/IS groups but increased in the Ml
group. MI/BI group had significantly
lower CO levels during follow-ups
than those receiving MI/IS (B=-.57,
SE=.19, p=0.003). Differences
between MI/IS and Ml were non-
significant (B=-.29, SE=.19, p=0.12).
Attrition:

All participants completed assigned
intervention. Monthly follow-up data
obtained on at least one occasion for
71.6% of the participants. However,
missing data were common, with
only 39.9% providing data for all six
monthly follow-ups.

Limitations (author):

No non-Ml control group.
Therapist adherence to Ml
procedures not
systematically evaluated.
Relatively short follow-up
period (6 months) and data
only looked at point
prevalence abstinence
rather than sustained
abstinence. Extent to which
participants practiced
intervention techniques (BI
or IS) outside the
intervention itself and 9
participants in Ml only
condition reported using
these techniques.
Participants had contact
with research staff who
administered smoking
assessment at each time
point, which may have
influenced their motivation
to quit smoking and thus
contributed to the
outcome. Population was
almost entirely (97%) male.

Limitations (review team):
Significant attrition. No
information on allocation
methods.

Evidence gaps:

Not reported

Funding sources:

VA Research Enhancement
Award Program grant, NIDA
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varied from n=2190.]

Study power:

Power approx .80, depending
on the degree of correlation
between time points for a
given outcome, for detecting
differences between
conditions of medium size
(d=.50) using generalised
estimating equations for the
primary analyses. Effects as
small as d=.40 could be
detected with power of .80 in
analyses with no missing
data.

Intervention delivery:
Study therapists all doctoral
level psychologists with a
minimum of three years’
experience treating
addictions and were trained
using Motivational
Interviewing Professional
Training Series.

grants, and funding from
the Department of
Veterans Affairs.

Applicable to UK?
Yes

First author and year:
Hanson 2008

Aim of study:

To determine if
adolescents not
interested in quitting
smoking can reduce
cigarette consumption,
and if cigarette
reduction leads to a
corresponding and
significant reduction in
biomarkers of exposure

Study Design :
Quasi-RCT

Setting:
USA, high schools in the
suburbs of Minneapolis-St Paul.

Participants:

103 participants aged 13-19;
mean age 16.6 years, 57.8%
female, 86.3% Caucasian, mean
CPD 11.8; 61.4% had received
psychiatric treatment; 41.7%
used psychiatric medication.

Inclusion:

Smoking =5 CPD for >six
months; not using any other
tobacco products more than
once per week; wanting to

Method of allocation:
Not stated

Intervention(s):

Two intervention groups:
NRT patch and NRT gum.
Patch usage:

215 CPD: 14mg patch during
Week 1, increased to 21mg
during last three weeks,
those smoking

10-14 CPD started with 7mg,
increased to 14 mg,

5-9 CPD 7mg patch for all
four weeks.

Gum: recommended usage

Primary outcomes:
CPD, expired CO levels, urinary
cotinine levels.

Secondary outcomes:
Abstinence

Follow-up periods:
3 and 6 months.

Method of analysis:

Analysis of Variance applied to
test overall equality of means of
continuous variables among
treatment groups, x? tests to test
difference of distributions of
categorical variables.

For repeated measurement

Primary:

No differences across treatment
groups at either follow-up time
points for any smoking related
variables (all p>0.05).

Across all treatment groups
participants reduced mean CPD
significantly at end-of-treatment and
follow-up visits compared to baseline
(all adjusted p values <.0001). At end
of treatment 49.4% participants
reduced smoking by >50%.

CO levels decreased significantly at
end of treatment but increased at
follow-up visits. Levels significantly

Limitations (author):

No placebo patch or gum.
The study was not blinded.
Limited power to detect
inter-group differences.
Feasibility of replicating the
study in the community
may be limited in terms of
the cost of providing
medication, CBT, and
participants’ compensation.
Sample may be
unrepresentative of
adolescent smokers - very
high level of co-morbidity
among participants.
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Quality score:
+

External validity score:
++

reduce smoking but not having
set a quit date within the next
two months; not using NRT or
bupropion; not taking
medication contra-indicated for
use with study medications; not
abusing alcohol or drugs; not
experiencing severe emotional
problems within the past year;
not taking psychoactive
medications that were not
stabilised or were likely to
change during the course of the
study.

Exclusion:
None stated.

Motivation of participants:

Participants not interested in
quitting.

based on participants’
baseline level of smoking:
one piece of 2mg gum
substituted for one cigarette.

Control:
400mg folic acid daily.

Participants across all three
groups met weekly for six
weeks.

Baseline = visits 1 and 2.
During next four weeks
participants began using
study medications and
reduced smoking.
Participants told to reduce
smoking by 25% during
Week3 and by 50% during
Weeks 4-6.

Participants also received CBT
at each visit designed to help
reduce smoking. At end of
week 6, participants asked if
they wanted to set a quit
date within one week. Those
who chose to do received
four additional weeks of their
choice of medication and CBT
sessions designed to help
them quit.

Sample sizes:
Patch =34
Gum =33
Control = 36

Baseline comparisons:

No significant differences
between groups in
demographic variables,
although patch group showed
some substantial non-
significant, differences in

outcomes, linear mixed model
with random subject effect used
to evaluate treatment group and
time effects (means reported are
least square means).

Interaction term introduced in
initial model and removed if it
was insignificant. Time (visit) was
treated as a discrete variable.
Akaike Information Criterion
applied in model selection.
Adjustment of p-values for
multiple comparisons performed
by Bonferroni method.
Significance level set at 5%.

higher in gum group than in patch
group at third visit (p=0.05).

Cotinine levels did not decrease
significantly at end of treatment or at
follow-up visits. Mean cotinine levels
decreased at three-month follow up
visit but increased significantly at six
month follow-up visit (p=0.04).

Secondary:

53/103 participants entered smoking
cessation treatment. Patch = 21; gum
=13; control = 19).

30-day abstinence

4.9% at six months

6.8% at three months

0% at end of treatment.

7-day point prevalence abstinence:
6.8% at six month follow-up.
12.6% at three month follow-up;
1.9% at the end of treatment;

No significant difference for 7 or 30
day abstinence rates (all adjusted
values p >.05).

Attrition:

91.3% of participants completed the
study (Week 6). 85.1% completed the
three month follow-up visit and
71.3% completed the six month
follow-up.

Advertising a smoking
reduction programme in
schools could influence
adolescents to think
smoking at a reduced level
poses no health issues or
quitting isn’t necessary.

Limitations (review team):
As above.

Evidence gaps:
None stated

Funding sources:
None stated

Applicable to UK?

Three of 14 schools in the
study for students who had
recently completed drug or
alcohol treatment - not
representative of UK. No
reason why intervention
couldn’t be delivered to
adolescent smokers in a
general school setting.
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certain baseline variables -
lower number of females and
higher duration of prior
abstinence.

Study power:
No power calculation
provided.

Intervention delivery:
Authors are university
researchers. No information
on who delivered CBT
component.

First author and year:
Hatsukami 2005
Linked paper:

Hecht 2004

Aim of study:

To study the
consistency of risk
measures for
cardiovascular disease
and to examine the
dose response
relationship as the
number of cigarettes is
reduced.

Study Design :

Quasi RCT (but results
presented as per
uncontrolled before
and after study)
Quality score:

External validity score:
+

Setting:

USA - Minnesota

Participants:

151 adult cigarette smokers
recruited via advertisements on
radio or in metropolitan and
campus newspapers.

Age 44.73 years; gender: 45.7%
male; FTND: 6.07

Inclusion:

15 — 45 CPD for past year; age
18 to 70; interested in
significantly reducing cigarette
use, but no plans to quit in next
30 days.

Exclusion:

Psychiatric diagnoses; using
other tobacco or nicotine
products; pregnancy; unstable
medical condition;
contraindications for NRT use.

Motivation of participants:
Participants were interested in
reducing cigarette use but not
quitting.

Method of allocation:
Not stated

Intervention(s):

After baseline, planned
reduction from baseline
levels to:

75% in first 2 weeks,
50% in weeks 3-4

25% in weeks 5-6.

Participants given 4 mg gum
and instructions on how to
achieve reduction
(substitution, timed interval
use and situational use).
Recommendations for gum
usage based on CPD. Those
who found it difficult to
achieve 50% or 75% goals
offered 14mg nicotine patch
to be used with gum.

Control:

Wait list - after baseline (2
weeks), participants
maintained and monitored
smoking for a further 6
weeks.

Followed by reduction as per

Primary outcomes:
Measurement of complete blood
count, lipoprotein profile
(serum), urinary anatabine and
cotinine at baseline, weeks 4, 6
and 12 (to determine consistency
of cardiovascular biomarkers
during ad libitum smoking and
dose-response when CPD
reduced).

Smoking reduction and
abstinence: self reported CPD.
Respiratory symptoms,
Follow-up periods:

26 weeks from baseline.

Method of analysis:

Pearson correlation coefficients
were calculated between every
pair of the baseline data for each
variable (wait list control data)

Paired t tests were used to
investigate the effects of
reduction on mean biomarker
values.

Primary:

Note: no separate data for
intervention and control (wait list)
groups.

At 26 weeks:

41/151 (27%) achieved >40%
reduction in CPD;

11/151 participants (7%) achieved
biochemically verified 30 day
abstinence.

At 12 weeks:

Among non-abstinent 240% reducers
(64/151), significant improvements
found in many biomarkers vs mean
baseline values (hemoglobin,
hematocrit, RBC and WBC counts,
lipids, BP, heart rate, respiratory
symptoms, all p<0.0167).

Attrition:

98/151 participants completed
treatment to Week 12: 1=37; C=16
(3 during wait phase)

Limitations (author):
Short time scale for
measurement of
biomarkers (they may
adjust slowly to reduced
smoking)

Limitations (review team):
Authors do not present
results separately for
intervention and control
(wait list) groups.
Significant attrition (<35%)
over 12 weeks.

Evidence gaps:

Authors report that,
although smoking
reduction improves
biomarker measurements,
it is unclear whether these
changes translate into
significant health
improvements.

Funding sources:

The study was supported
by a National Institutes of
Health grant.

Applicable to UK?
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intervention group

All participants monitored
their cigarette consumption
for 2 weeks (baseline)

Sample sizes:
I =102
C=49

Baseline comparisons:
Not reported

Study power:

No power calculation
presented, but authors report
a sample size of 64 non-
abstinent participants
achieving a 40% reduction
and describe it as sufficient.

Intervention delivery:
Authors are university
researchers.

Yes

First author and year:
Hatsukami 2007

Aim of study:

To determine if higher
NRT doses in
conjunction with
smoking are safe and
may promote
significant reductions
in cigarette smoking
and biomarkers of
exposure

Study Design :
Uncontrolled before
and after

Quality score:

Setting:
Developed. Minnesota
community

Participants:
Volunteers from multi-media
advertising

Inclusion:

Aged 18-70, smoked 20-25 CPD
over past year, interested in
reducing but no plans to set
quit date in next 2 months,
good or stable physical health
with no cardiovascular disease
history, good or stable mental
health

Exclusion:

Method of allocation:

Community recruitment via
radio, television, flyers and
newspaper advertisements

Intervention(s):

Two weekly baseline visits
followed by 5 weeks
escalation of NRT patch —
week 3 15 mg, week 4 30 mg,
week 5 45mg. Then two
weeks de-escalation (week 6
30 mg, week 7 15 mg).
Instruction to smoke as much
as needed. $10 paid for each
visit during treatment and
$25 for follow up visit

Primary outcomes:

Self reported CPD (diary cards),
CO, urinary cotinine (NB — NRT
use), nicotine withdrawal,
physiological measures.

Secondary outcomes:
Relationship of NRT dose to
smoking reduction and toxicant
exposure

Follow-up periods:

End of 5 week treatment period.
5 weeks post treatment (for
health status only).

Method of analysis:
ANOVA models to link outcomes
to baseline levels. Restricted

Primary:

Reductions in CPD week by week
were significant to week 5 but not
from weeks 5 to 7. CPD from week 3
to 4 (15 to 30 mg NRT) reduced by
5.81 (p<0.0001). For CO, significant
reductions were noted from weeks 3
to 4 (15mg to 30 mg patch) (-3.36,
p=0.0004) and weeks 4 to 5 (30 mg to
45 mg) (-3.25, p=0.0016). No
differences were found for weeks 5
to 7.

There was some evidence of greater
inhalation per cigarette as CPD
reduced.

Secondary:

Limitations (author):

Self reported CPD, lack of
placebo control, some
variations in the way
patches were applied (eg
45 mg patch at noon rather
than in the morning).

Limitations (review team):
Analysis for still-smoking
completers only. No post-
treatment follow up.

Evidence gaps:

Funding sources:
National Institute on Drug
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External validity score:

Specific medical conditions (eg
cardiovascular), medication use
that might affect or be affected
by tobacco use, pregnant or
nursing

Motivation of participants:
Not immediately interested in
quitting

Control:
No control

Sample sizes:

64 initially, 25 remained in
study. Analysis on 20 still
smoking completers.
Baseline comparisons:

No control

Study power:
Not provided

Intervention delivery:
Authors are university
researchers

only to those who had not quit
smoking and received full
treatment course

2/25 subjects could not tolerate the
45 mg patch.

Attrition:

Adherence to NRT use measured and
87.1-91.4% over the seven weeks.
Only 25 in study from 64 expressing
interest — 20 still smoking completers
(31%).

Abuse. GlaxoSmithKline
provided the patches.

Applicable to UK?
Yes, feasible.

First author and year:
Horn 2007

Aim of study:

To examine the efficacy
of an emergency
department based
motivational teenage
smoking intervention.

Study Design :
RCT

Quality score:
+

External validity score:
++

Setting:

USA. Emergency Department in
suburban, university affiliated
hospital in Morgantown, West
Virginia.

Participants:

75 adolescent smokers
attending an emergency
department initially enrolled.
One participant was discharged
before finishing the
assessment. This left a baseline
sample 75 smokers aged 14-19
years. 57.3% were female and
96.0% were white, the mean
age was 17.8 years. One
participant withdrew following
the MTI assessment, bringing
the final sample to 74.

Inclusion:

Participants were eligible if
they 1) reported smoking on 1
or more days in the past 30
days, 2) provided written
assent and consent (a parent or
guardian had to be present).

Method of allocation:
Sequentially numbered
folders containing
intervention or control forms
in single pile sorted by SAS
random number function.
Providers blinded during
initial screening and did not
know patient’s group
assignment until folder was
opened after screening.

Intervention(s):

The motivational tobacco
intervention was delivered in
the emergency department
and consisted of 1) screening;
2) a 15 to 30 minute patient-
tailored face-to-face
motivational interview
including a readiness
assessment, a reflection on
smoking behaviours, and a
health inventory; 3) a stage
matched self-help, take home
workbook with audio; 4) one
handwritten personal
postcard within 3 days of the

Primary outcomes:
Self-reported quitting and days of
continuous abstinence

Self-reported reduction in CPD

Follow-up periods:
6 months

Method of analysis:

Baseline differences examined
using multiple )(2 and t-test
analyses, with level of
significance (.05) divided by 10
(.005) to correct for controlling
heightened error.

xzanalyses to calculate both
intent-to-treat and compliant
sample quit rates (compliant
sample analysis to assess relative
efficacy of | vs C and intent-to-
treat to assess intervention
efficacy independently).
Reduction rates from baseline
calculated and mean percentage
rates among teenagers reducing
for baseline.

Attrition analysis conducted to
identify baseline differences

Primary:

Intervention patients showed greater
initial reduction than control but 6-
month post-baseline values were not
significant (20.5% versus 6.1%
reduced CPD compared to baseline;
p=0.15).

Differences in quit rates at 6 months
post baseline were not statistically
significant (2.5% versus 2.9%, p=0.55)

Attrition:

28 participants (37%) provided
information on quitting at the six
month follow-up; 26 (35%) provided
information on reduction.

Limitati