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Background study

e two forms of smoking cessation treatment
1. behavioral support
2. medication

» evidence for effectiveness from multiple RCTs

— high internal validity
— low external validity (do not reflect the "real world"
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Efficacy of Varenicline, an 42 Nicotinic
Acetylcholine Receptor Partial Agonist,

vs Placebo or Sustained-Release

Bupropion for Smoking Cessation
A Randomized Controlled Trial

Screening and Eligibility Criteria
Women and men who were between the
ages of 18 and 75 years, had smoked 10
cigarettes/d or more during the previ-
ous year, and had no period of smok-
ing abstinence longer than 3 months in
the past year were eligible for the study.
All participants were screened using a
combination of a telephone interview
and 2 in-person visits during which
medical history, physical examination,
vital signs, electrocardiogram, serum
pregnancy test (for women of childbear-
ing potential), blood chemistry, hema-
tology, and urinalysis were obtained.

Exclusion criteria included previous
use of bupropion in any form; contrain-
dications for use of bupropion (eg, his-
tory of seizure, diagnosis of eating dis-
order, use of a monoamine oxidase
inhibitor in the prior 14 days, hepatic or
renal impairment, diabetes requiring in-
sulin, oral hypoglycemics); serious or un-
stable disease within the previous 6
months; clinically significant cardiovas-
cular disease in the previous 6 months;
uncontrolled hypertension; baseline sys-
tolic blood pressure higher than 150
mm Hg or diastolic blood pressure higher
than 95 mm Hg; severe chronic obstruc-
tive pulmonary disease; history of can-
cer; clinically significant allergic reac-
tions; body mass index (calculated as
weight in kilograms divided by height in
meters squared) of less than 15 or higher
than 38; body weight of less than 45 kg;

Trial Registration clinicaltrials.gov Identifier: NCT00143364

JAMA. 2006,296:56-63

history of alcohol or other drug abuse or
dependence in the previous 12 months
(nicotine excepted); treatment for ma-
jor depression in the previous 12 months;
history of or current panic disorder, psy-
chosis, or bipolar disorder; use of an-
other investigational drug within 30 days;
intention to donate blood or blood prod-
ucts during the treatment phase of the
study (12 weeks); previous participa-
tion in any varenicline study; use in the
previous month or intention to use medi-
cations that might interfere with study
medication evaluation (eg, nicotine re-
placement, nortriptyline, clonidine); use
of marijuana or other tobacco products
during the study; clinically significant ab-
normalities in the screening laboratory
values. Female participants of childbear-
ing potential were required to have a
negative serum pregnancy test at base-
line and agree to use effective birth con-
trol during the treatment phase of the
study and for 30 days thereafter.



Background study

e previous observational studies
— few studies, Inconsistent results

— methodological limitations
e small sample size
* no representative sampling of population

 unclear definition / incomplete description of treatment
methods (medication, behavioural support)

 inadequate control for confounding (nicotine dependenc
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Background study

e aim: estimate "real world" effectiveness of
common smoking cessation treatments

e using data from the English "Smoking Toolkit
Study"
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Fidler et al. BMC Public Health 2011, 11:479

http:/fwww.biomedcentral.com/1471-2458/11/479 BMC
Public Health
RESEARCH ARTICLE Open Access

The smoking toolkit study’: a national study of
smoking and smoking cessation in England

Jennifer A Fidler', Lion Shahab', Oliver West?, Martin J Jarvis', Andy McEwen', John A Stapleton’, Eleni Vangeli'
and Robert West'

A monthly

A national representative sample
A N~1,800

A faceto-face survey




Methods

N = 1,560
(Nov 2006- March 2012)

Baseline 6 month

interview

guestionnaire

/ (Response 21%)

v

Smoker Quit attempt



Methods

1. Medication on prescription
+ specialist behavioral suppo

2. Medication on prescription
+ brief advice

6 month

Baseline

interview guestionnaire

3: NRT bought ovehe-
counter

4: None of the above Non-smoker
(reference) (yes/no)

A Medication on prescription (method 1, 2): NRT, varenicline, or bupropion

A Specialist behavioral support (method 1)totl or group behavioral support by a
NationalHealth Service Stop Smokiggrvice
A Brief advice (method 2): advice delivered the prescribing health care professional



Methods

1. Medication on prescription
+ specialist behavioral suppo

2. Medication on prescription

+ brief advice 6 month

guestionnaire

Baseline

Interview 3: NRT bought ovethe-

counter

4: None of the above

(reference)

A dependence (urges)
A social grade Method used during quit attempt Nonsmoker
A age o (1, 2, 3, or 4) (yes/no)

A sex
A time since attempt started
A no. of previous attempts Confounder

A abrupt vs. cutting down first
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Baseline characteristics

Medication on prescription
combined with specialist
behavioral support’

Variable

Age at baseline
Female sex
Social grade
AB
Cl
2
D
E
Time spent with urges to smoke at baseline’
Strength of urges to smoke at baseline”

*Values are expressed as mean + SD or as No. (percentage).

(n=75)

52.0+13.0'
500 (31)

16.1 (10)
145 (9)
306 (19)
48 (3)
339 (21)
37+12°
25+1.0°

Medication on
prescription combined
with brief advice”’

(n=324)

486413.8°
564 (167)

8.1 (24)
22,6 (67)
169 (50)
209 (62)
314 (93)

35+41.2°
24+1.17

®Medication on prescription included nicotine replacement therapy (NRT), varenicline, or bupropion.

“Time spent with urges to smoke: | (not at all) to 6 (all the time).

Strength of urges to smoke: 0 (no urges) to 5 (extremely strong urges).
Superscript numbers -8 indicate statistically significant (P<.05) differences between groups with the same letter according to the post hoc analyses.

NRT bought
over the counter

(n=467)

46,6+154'
57.1 (306)

11.0 (59)
200 (107)
222 (119)
15.7 (84)
312 (167)
3.3+1.2°
2.3+1.08

MNone of
the others
(n=694)

4494168'2

54.1 (398)

117 (86)
20.8 (153)
23.1 (170)
182 (134)
26.1 (192)
294113
20+1.0%"8

P

<.00]
22

007

<.00]
<001



Users / method:

4.8% (N=7p

20.8% (N=324

29.9% (N=467

44.5% (N=694

Main findings

1. Medication on prescription
+ specialist behavioral suppo

2. Medication on prescription
+ brief advice

3: NRT bought ovehe-
counter

4: None of the above
(reference)

aOR=2.58
(95%Cl=1.48.52)

aOR:1.55
(95%CI=1.12.16)

aOR0.68
(95%CI=0.49.94)

(reference



Discussion

our findings compared with RCTs

— two effect estimates for medication on
prescription with specialist behavioural support
(OR=22.58 or brief advice (OR=1.55) similar to
meta-analyses

— estimate for NRT ovahe-counter (OR=0.68)
conflicts with metaanalysis (OR=2.5)

U Inappropriate usage an low adherence?

1Stead (Cochrane 2012Hughes (Cochrane 2012 ahill (Cochrane 2012)
“Hughes TobControl 2003)
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Discussion

e RCTs on NRT owlre-counter cannot mimic "real life"

e e.g., largest RCT acknowledges that "complete
reproduciblility of the oveithe-counter setting was
impossible™
— participantswere asked to set a quit date withihdays
— theywere given instructions on how tase the medication
—t h e ufierwastundesupervision
— adverse events wermonitored
— adherence was maintainedliring several sit®isits

Davidson (ArclFramMed 1998)
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Limitations

low response to énonth followup (21%), but
no indication for biased relative effectiveness

potential residual confounding
(e.g. cemorbidity, psychological distress)

outcome (nonrsmoking) not biochemically
validated

no data on actual use of, adherence to,
medication and support
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Strengths

first studycomparing prescription medication
when offeredwith/without specialist
behavioralsupport

representative samplef English population

sufficient power to detect effect edpecialist
behavioralsupport despite low prevalence

monthly aggregated data over aygar period
reduces potential seasonal bias
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Conclusion

In the "real world"...

e combination of specialist behavioral support +
medicationon prescription most successful

 medication onprescription + brief advice also
effective

U more smokers should be guided into these
forms oftreatment
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Conclusion

In the "real world"...

 NRTboughtoverthe-counter may be
assoclatedvith reducedsuccessate

U research needed on underlying causes and
consequences
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ORIGINAL ARTICLE MAYO
CLINIC

oy

Prospective Cohort Study of the Effectiveness of
Smoking Cessation Treatments Used in the
"Real World"

Daniel Kotz, PhD; Jamie Brown, PhD; and Robert West, PhD

Mayo Clin Proc. m October 2014:8%(10):1360-1367 m hitp.//dx.doi.org/10.1014/j.mayocp.2014.07.004

Grant Support: The Smoking Toolkit Study is funded by the
English Department of Health, Cancer Research LIK, Pfizer,
GlaxoSmithKline, and Johnson & Johnson.
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Kotz et al. BMC Public Health 2014, 14:1163
http://www.biomedcentral.com/1471-2458/14/1163 BMC

Public Health

RESEARCH ARTICLE Open Access

Prospective cohort study of the effectiveness of
varenicline versus nicotine replacement therapy
for smoking cessation in the “real world”

Daniel Kotz Jamie Brown? and Robert West?

Methods: Prospective cohort study in 270 adults who participated in a household survey, smoked at baseline,
responded to the 6-month follow-up survey, and made at least one quit attempt between the two measurements
with either varenicline or NRT Rx in their most recent quit attempt. The main outcome measure was self-reported
abstinence up to the time of the survey, adjusted for key potential confounders including cigarette dependence
(measured at baseline).

Results: Users of varenicline were younger, reported more time spent with urges to smoke at baseline, and were

less likely to stop abruptly during their last quit attempt (all p < 0.01). The adjusted odds of abstinence in users of
varenicline were 3.83 (95% Cl = 1.88-7.77) times higher compared with users of NRT Rx.

Conclusions: Varenicline use with minimal professional support in the general population of smokers appears more

effective than NRT Rx in achieving abstinence.
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