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Abstract

There is a lack of evidence of the relative cost-
effectiveness of proactive telephone counseling (PTC)
and Web-based delivery of smoking cessation services
in conjunction with pharmacotherapy. We calculated
the differential cost-effectiveness of three behavioral
smoking cessation modalities with varenicline
treatment in a randomized trial of current smokers from
a large health system. Eligible participants were
randomized to one of three smoking cessation
interventions: Web-based counseling (r=401), PTC
(n=402), or combined PTC-Web counseling (r=399).
All participants received a standard 12-week course of
varenicline. The primary outcome was a 7-day point
prevalent nonsmoking at the é6month follow-up. The
Web intervention was the least expensive followed by
the PTC and PTC-Web groups. Costs per additional
6-month nonsmoker and per additional lifetime
quitter were $1,278 and $2,601 for Web, $1,472 and
$2,995 for PTC, and $1,617 and $3,291 for PTC-Web.
Cost per life-year (LY) and quality-adjusted life-year
(QALY) saved were $1,148 and $1,136 for Web,
$1,320 and $1,308 for PTC, and $1,450 and $1,437
for PTC-Web. Based on the cost per LY and QALY
saved, these interventions are among the most cost-
effective life-saving medical treatments. Web, PTC,
and combined PTC-Web treatments were all highly
cost-effective, with the Web treatment being
marginally more cost-effective than the PTC or
combined PTC-Web treatments.
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INTRODUCTION

Proactive telephone counseling (PTC) is a popular
mode of delivery of behavioral counseling for
which meta-analyses report odds ratios (OR) for
smoking cessation ranging from 1.2 [1] to 1.6 [2].
Web-based delivery of health information and
cessation behavioral counseling is widely available
and has been the focus of several assessments [3-5]
and randomized trials [6-10]. Although the combi-
nation of PTC and Web-based delivery could result

Implications

Practice: The results highlight that (1) clinicians
have three evidence-based options to support the
prescription of varenicline for cessation; if the
first choice determined jointly with the patient
does not work well, then two other drug-coun-
seling options are available, increasing flexibility
and patient acceptance.

Policy: The evidence herein shows that smoking
cessation counseling in conjunction with first-line
medications such as varenicline are highly cost-
effective in comparison to other life-saving medical
procedures and should be supported through

mechanisms such as increased insurance coverage.

Research: The results highlight the need: (1) to
determine the conditions (environmental or per-
sonal characteristics) that maximize the cost-effec-
tiveness of these interventions; (2) to determine the
extent to which these results generalize to other
populations, and (3) to determine the effectiveness
if these materials are translated into different
languages for use in other cultures.

in higher cessation rates than either delivery
method alone, there is a lack of an evidence base
for these combined treatments in conjunction with
pharmacotherapy [1].

Varenicline is a first-line medication for the treat-
ment of tobacco dependence that has substantial
evidence for efficacy, with a relative “risk” for
abstinence of 2.3 in one review [11] and an OR of
3.1 in another [1] relative to placebo. These efficacy
estimates are derived from phase 2 [12-14] and
phase 3 [15-19] randomized placebo-controlled trials
that provided up to 240 min of face-to-face clinic-
based and PTC-based counseling. The effectiveness
of varenicline with less intensive real-world adjunc-
tive counseling approaches such as those available
through the Web or quitlines has not been assessed.

The objective of the Comprehensive Medication
Program and Support Services (COMPASS) random-
ized, real-world clinical trial was to determine the
relative effectiveness of three forms of behavioral
counseling offered in conjunction with varenicline
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pharmacotherapy: standard PTC, a newly devel-
oped Web-based program modeled after the princi-
ples of the standard PTC program, and a combined
PTC and Web-based program. Herein, we compare
the cost-effectiveness of these three treatments from
a societal perspective. Although these three treat-
ments had similar clinical effectiveness, given the
recent national concern with health care cost con-
tainment, it is important from a policy perspective to
quantify their cost-effectiveness.

METHODS

Setting and participants—Participants were recruited
from Group Health in Seattle, WA, a consumer-
governed non-profit health care organization. Partic-
ipants were eligible if they: were at least 18 years old;
smoked at least ten cigarettes per day over the past
year and five cigarettes per day within the past week;
had dependable telephone and Internet access and
self-reported comfort using the Internet; were eligible
for smoking cessation services under current health
plan coverage; and were medically appropriate for
varenicline use.

Group Health members were recruited from
October 2006 to October 2007 through health plan
magazine advertisements, clinician referrals, and
through Free & Clear's Quit For Life® Program. The
2,093 screened volunteers were, on average, aged 47.5
(£11.5)years, smoked 20.6 (£8.9) cigarettes per day in
the past year, and were 64.6% female. Overall, 804
(31.2%) volunteers were excluded from participation
in the current study, with the most common reasons
being computer-related (lack of Internet or e-mail
access), too few cigarettes smoked per day, and
excessive daily alcohol use or binge drinking. Eligible
volunteers were similar to those who were excluded
with respect to number of cigarettes smoked per day at
screening and were significantly younger and more
likely to be female. Complete details can be found in
Swan et al. 2010 [26].

The 1,202 study participants were, on average,
47.3 years old, 66.9% female, 89.7% white, had
14.0 years of formal schooling, had a BMI of
27.8 kg/mz, smoked 19.7 cigarettes per day, and
56.2% self-report having have ever suffered from
depression.

Eligible volunteers participated in a 20-min tele-
phone intake survey to assess smoking history,
quitting history, motivation to quit, psychosocial
characteristics, and demographics. At the end of the
intake survey, participants were randomly assigned
to one of the three treatment groups. A telephone
follow-up survey was conducted by non-interven-
tion study staff approximately 6 months after the
target quit date to collect information on quit
attempts, smoking, and medication use. All partic-
ipants were asked to contact Free & Clear with
questions about varenicline and to report side
effects. Side effects and adverse events were also
addressed during each intervention call.

Behavioral intervention—The three behavioral inter-
ventions were provided by Free & Clear, Inc. (Free
& Clear). The PTC condition was the standard Free
& Clear Quit For Life® program, which has been
validated in a number of empirical studies [20-24].
The Web and PTC-Web components were devel-
oped to replicate the principles and components of
the PTC-based Quit For Life program. Once
randomized to treatment, all participants received a
5-10-min orientation call, printed Quit Guides, and
access to a 1-800 inbound support line. Other
services varied by intervention group. PTC partic-
ipants received up to five one-on-one proactive
(Free & Clear initiated) phone counseling sessions
with a specialist. Web participants had access to the
online program which contained standardized con-
tent as well as targeted and tailored components and
interactive tools. They could call in for phone
support at any time, but only received one proactive
5-10 min orientation call. PTC-Web participants
received access to both programs. For those partic-
ipants in the PTC-Web group that used the Web, the
specialists had real-time access to information
regarding number and duration of logins and areas
of the website visited. They could also update the
participants' target quit date as necessary based on
their conversation and interact with participants
through online discussion forums.

Medication—Participants in all three treatment
groups received a 12-week supply of varenicline
(provided to the study by Pfizer, Inc.), to be taken
according to recommended guidelines [1] starting
1 week prior to the target quit date. Medication was
shipped from the pharmacy to the participant. At
each follow-up, we asked participants if they used
nicotine patch, nicotine gum, nicotine spray or
inhaler, or bupropion. At the 21st-day follow-up,
less than 2% of respondents used any of these
supplemental treatments. At the 12th-week follow-
up, 3.6% had used one of these supplemental
treatments. At the sixth-month follow-up, 9.1% had
used one of these supplemental treatments.

Outcome measure-For the cost-effectiveness study,
nonsmoking was defined as the self-report of no
smoking, not even a puff, within the past 7 days.
Individuals who were not reached for follow-up
were considered to be smoking.

Details concerning trial methodology and trial
outcomes are presented elsewhere [25, 26].

Web development and administration costs—The Web
module was developed by Free & Clear in 2005 and
2006 and went online in late 2006. Costs were
incurred for outsourced contracts, and Free & Clear
personnel in the following areas: (1) product devel-
opment (responsible for designing product features
and functions, and developing program content,
materials, and protocols), (2) Web development
(responsible for the architecture, design, and imple-
mentation of Web applications), (3) infrastructure (to
manage server configurations and databases), and
(4) quality assurance (to develop test cases, conduct
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tests, and work with developers to resolve defects).
Costs for Free & Clear personnel were estimated
within each category by multiplying the number of
full time equivalents by the midpoint of the range of
salary and benefits for personnel in that category (as
of Nov 2008). Outsourced contracts (during 2005
and 2006) were valued at the invoiced amount. Per
person costs for Web development and administra-
tion were obtained by dividing the total personnel
and outsourced contract costs by the number of
registered users of the company website ending Oct
2008.

Costs for telephone-based contact—For the Web group,
a single brief orientation call was scheduled. For the
other two groups, five proactive calls were sched-
uled which included the study orientation and
counseling calls. The average cumulative minutes
per enrollee for all scheduled calls was 8.3 for the
Web group, 61.7 for the PTC group, and 64.3 for
the PTC-Web group. The average cumulative
minutes per enrollee for calls initiated by the
participant were 5.6, 6.3, and 8.1 min, respectively.
Average cost per telephone minute was estimated as
the average salary plus benefits per minute for
registration staff and quit coaches (the two personnel
categories who were involved on the telephone
calls) to which was added the costs for trainers,
supervisors, and schedulers, and direct telephone
costs.

Non-medication material and supply cost—Non-medi-
cation materials and supplies included a quit kit
consisting of an introduction letter, a notice of
privacy practices, three printed booklets (a smok-
ing cessation guide, a secondhand smoke guide,
and an ally guide), and chronic conditions fact
sheets (asthma, diabetes, COPD, CHD, etc.) if
pertinent. In addition, letters were sent to patients
when there was a failure to successfully complete
a scheduled call or occasionally for some other
reason when contact was required. Costs for these
non-medication materials and supplies included
the cost of production, mailing, and personnel
time involved in assembling and mailing these
materials.

Medication cost—Varenicline drug costs per enrollee
were estimated as the average price from Costco
mail order, Bartell pharmacy, CanadaDrugs.com,
and Drugstore.com in July 2008 for a 12-week
standard course of treatment.

Adverse events and other support-line interactions—For
adverse events, staff time averaged 1 min per
enrollee and MD time averaged 1.1 min per
enrollee. Support-line staff time for other events
(medication access, Web help, etc.) averaged
0.7 min per enrollee. Costs per minute were
estimated using the same approach as for telephone
counseling.

Overhead costs—Overhead costs were estimated
based on the cost to employers for the Quit for Life
program, which includes both the Web component
and Nicotine Replacement Therapy (NRT). (Costs

for non-employers were considered to be propriet-
ary.) NRT costs were obtained from Costco mail
order, Candadrugs.com, drugstore.com, and the
CVS pharmacy website. These costs were subtracted
from the employer cost for the Quit for Life
program. The result was divided by the estimated
cost for the phone plus Web intervention calculated
as described earlier. The costs for the phone only,
Web only, and phone plus Web programs as derived
above were multiplied by this ratio to obtain an
approximate cost including overhead.

Excluded costs—Participant time and telephone or
other expenses associated with telephone counseling
or time on the website were unavailable and not
included. Costs for the development of the tele-
phone intervention were unavailable; the telephone
program has undergone continual development
over a period of many years and has been admin-
istered to hundreds of thousands of enrollees. Since
the Web component was modeled after the phone
component, if costs for the phone component had
been available, a substantial portion of those costs
would also have been added to the Web component.
Exclusion of the costs of web development would
have reduced total costs for the Web group by 7.7%
and the PTC-Web group by 5.5%.

There were no severe adverse events (SAEs) that
could be attributed directly to treatment. Thus, no
costs associated with these SAEs were included in
the analysis. Nine non-fatal SAEs that occurred
during the trial were not considered to be causally
related to treatment except for a moderate allergic
event that did not require medical attention. Two
fatal SAEs occurred in participants with pre-existing
cardiac disease and risk factors and were considered
unlikely to be associated with treatment.

Baseline cost-effectiveness calculations—Six-month
abstinence rates were not biochemically confirmed.
Estimates from three reviews of the validation of
self-reported smoking status [27-29] suggest a non-
validation rate for self-reported abstinence between
3.2% and 5.5% for studies that also report cotinine in
blood or saliva using appropriate cutoff levels. We
have applied a 5% nonvalidation rate to self-
reported abstinence.To extrapolate results to lifetime
quitters, this rate was further reduced by a relapse
rate of 22% [30, 31] to reflect the expected reduction
in abstinence from 6 to 12 months. Previous
research [32-34] estimates a 30-40% lifetime prob-
ability of relapse from smoking cessation after 1 year
of abstinence. Lifetime nonsmoking rates in the
present analysis were calculated assuming a 37%
relapse rate. The cost per additional lifetime non-
smoker was derived by dividing the cost per
enrollee by the lifetime placebo-adjusted quit rate.

The number of life-years (LYs) and quality-
adjusted life-years (QALYs) saved per lifetime
quitter by age and gender were obtained via Monte
Carlo simulation following the method described in
Javitz et al. [35]. The lifetimes of current smokers of
a given age, gender, and smoking status (heavy or
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light) were simulated 10,000 times taking into
account a 1.5% probability each year that the
smoker would quit without assistance [32, 33, 36—
38]. The lifetimes of current quitters were simulated
assuming that their mortality rates transitioned over
a 17-year period to those of never smokers. The life-
years saved for a current quitter was calculated as
the difference between the lifetimes. Mortality rates
were obtained from Croghan et al. [39] (which take
into account the age, gender, and smoking status—
heavy, light, or never—of the individual and the
number of years since the successful quit attempt.
We extrapolated these rates down to age 18 and up
to 100 years using piecewise linear extrapolation.
Each year of life was multiplied by the Healthy
People 2000 quality of life measure for smokers and
nonsmokers [32, 40], to obtain quality-adjusted life-
years. Our simulations specified half of the smokers
being light and half being heavy (>20 cigarettes/
day). Average life-years and QALYs saved were
obtained using the age and gender distribution of
study participants.

The cost per LY and QALY saved was calculated
as the cost per lifetime quitter divided by the
discounted number of LYs or QALYs saved per
lifetime quitter. Both calculations used a 3% dis-
count rate for future LYs and QALYs.

Sensitivity analyses—We examined the sensitivity of
our results to parameter values by developing two
scenarios that modified parameters so as to mini-
mize or maximize cost-effectiveness (denoted as the
pessimistic and optimistic scenarios).

RESULTS

The response rates at 6 months were 74.3%, 73.4%,
and 74.9% for Web, PTC, and PTC-Web, respec-
tively. Cessation rates among 6 month respondents
were 41.4%, 46.9%, and 45.2%, respectively. On an
intent-to-treat basis, with nonrespondents classified
as smokers, the cessation rates were 30.7%, 34.3%,
and 33.8%, respectively.

Intent-to-treat estimates (which involve use of all
randomized study participants) commonly also
assume all nonrespondents are smokers. To provide
an estimate the cessation rate of nonrespondents, we
imputed the probability of being a nonsmoker at
6 months for those individuals based on separate
logistic regressions for each group. The dependent
variables included smoking status at 21 days after
planned quit date, smoking status at 12 weeks after
planned quit date, cigarettes per day at baseline,
motivation to quit, years of education, any previous
quit of 6 months or longer duration, gender, age
(and age squared), whether there was another
smoker at home, whether the respondent was
married, a depression index score, the Fagerstrom
Test for Nicotine Dependence score, and body mass
index. Including imputed probabilities of being a
nonsmoker in the computation, the average 6 month

cessation rates were 40.7%, 46.5%, and 45.2% for
the Web, PTC, and PTC-Web groups, respectively.
(These estimates are the expected values that would
be obtained using multiple imputation [41].) Thus, if
imputed 6 month smoking status had been used
instead of assuming individuals with missing data to
be smokers, cost-effectiveness would have been
21.7%, 22.7%, and 22.1% greater, respectively. Prior
research suggests that missing data imputation
methods for inferring smoking cessation status are
still subject to biases [42].

Participants in the PTC and PTC-Web groups
completed an average of 4.1 and 4.2 calls, respec-
tively, while participants in the Web group com-
pleted 1.6 calls on average (including calls for
additional support beyond the orientation call).
Average call durations (in minutes) were: 14.4
Web, 67.8 PTC, and 72.4 PTC-Web. Logins aver-
aged 5.7 and 3.4 for the Web and PTC-Web groups,
respectively. Web use duration averaged 110.5 and
42.7 min for the Web and PTC-Web groups,
respectively. However, the distribution of minutes
on the Website was extremely skewed. Truncating at
250 min (the 95th percentile), Web use duration
averaged 53.9, and 28.5 min for the Web and PTC-
Web groups, respectively.

The LYs and QALYs saved following smoking
cessation are shown Table 1, using the baseline
scenario discount rate of 3%, as well as under
discount rates of 0% and 5% (later used in the
optimistic and pessimistic scenarios, respectively).
The LYs saved varies by age, gender, and discount
rate. At discount rates of 3% and 5%, there are
generally fewer years saved at younger ages (mortal-
ity rates are low for both smokers and nonsmokers
and future LYs saved are discounted) and at older
ages (fewer LYs remain). With no discounting, LYs
and QALYs are comparable for participants from 20
to 60 years old and decrease at older ages. Using the
age and gender distribution of 6 month abstainers in
our study and a 0% discount rate, the average LYs
and QALYs are 6.17 and 5.51, respectively. Dis-
counting by 3% reduces the average LYs and
QALYs saved to 2.27 and 2.29, respectively. Dis-
counting by 5% reduces the average LYs and
QALYs saved to 1.22 and 1.35, respectively.

The average number of LYs saved with a 0%
discount rate that we calculated is similar to the 5.65
LY saved reported by Solberg et al. [43], using data
from the National Health Interview Survey and the
National Mortality Feedback Survey for never,
current, and former smokers (as compiled by Rogers
and Powell-Griner [44], a 14-year prospective study
of 1.2 million US residents by Taylor et al. [45], and
the 2003 Behavioral Risk Factor Surveillance Study
(BRFSS) [46]).

The cessation rates observed in this trial are
comparable to those seen in phase 3 clinical trials
of varenicline. The 6-month point prevalence rates
for all treatment groups (30.7-34.3% before adjust-
ment for biochemical validation) fall within the 95%
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Table 1] Life-years (LYs) and quality-adjusted life-years (QALYs) saved per lifetime quitter by gender and age of smoking

cessation
LY or QALY? LY LY LY QALY QALY QALY
Discount rate (%) 0.0 3.0 5.0 0.0 3.0 5.0
Males % Pop®
20-29 years old 1.8 6.41 1.43 0.56 7.33 2.22 1.12
30-39 years old 8.6 6.60 1.90 0.86 7.14 2.60 1.42
40-49 years old 8.6 6.65 2.45 1.28 6.60 2.82 1.67
50-59 years old 11.9 6.11 2.81 1.69 5.52 2.77 1.77
60-69 years old 5.6 4.65 2.61 1.77 3.86 2.27 1.59
70-79 years old 0.3 2.87 1.93 1.47 2.19 1.51 1.16
Females
20-29 years old 4.8 6.03 1.19 0.43 6.02 1.68 0.83
30-39 years old 9.3 6.37 1.62 0.68 5.96 1.96 1.03
40-49 years old 19.7 6.51 2.10 1.01 5.62 2.14 1.19
50-59 years old 22.2 6.26 2.56 1.42 4.97 2.22 1.33
60-69 years old 5.8 5.37 2.74 1.74 3.96 2.11 1.39
70-79 years old 1.5 3.66 2.28 1.64 2.53 1.61 1.17
Average across age 6.17 2.27 1.22 5.51 2.29 1.35
and gender

@ All calculations assume a 1.5% yearly probability that an unaided smoker will quit for 12 months and a lifetime relapse rate of 37% for smokers who are

abstinent for 1 year

® The distribution of ages and genders of 6 month abstainers in the study population

CI for the abstinence rate estimated from currently
available varenicline trials (28.9-37.8%) [1].

Costs per nonsmoker in the baseline scenario
are presented in Table 2. Cost per additional 6-
month and additional lifetime quitter are similar
across the three groups with the cost for the Web
group being slightly lower. The cost per enrollee
for the Web group ($373) was lower than the other

two groups ($480 and $519), nevertheless the Web
group was only modestly more cost effective
($2,601 per additional lifetime quitter versus
$2,995 and $3,291 for the Web and PTC-Web
groups, respectively), due to a marginally lower
6 month nonsmoking rate.

Table 2 also contains study results with respect to
cost per LY and QALY saved under baseline
assumptions. The cost per LY saved varied

Table 2 | Cost-effectiveness with respect to 6 month and lifetime nonsmoking rates

Combined varenicline and behavioral therapy

Web PTC PTC-Web
Number in treatment group 401 402 399
6-month nonsmoking rate (%) 30.7 34.3 33.8
Adjusted for biochemical validation 29.2 32.6 32.1
95% confidence interval 24.7-33.6 28.0-37.2 27.5-36.7
Estimated 12-month nonsmoking rate (%)® 22.7 25.4 25.0
Estimated lifetime nonsmoking rate (%)® 14.3 16.0 15.8
Cost of interventions per enrollee ($)
Behavioral intervention ($) 120.10 226.95 266.62
Varenicline costs ($) 252.68 252.68 252.68
Total cost per enrollee ($) 372.78 479.63 519.30
Cost per additional nonsmoker at 6 months ($) 1,278 1,472 1,617
Cost per additional lifetime quitter ($) 2,601 2,995 3,291
Cost per LY saved ($)° 1,148 1,320 1,450
Cost per QALY saved ($)° 1,136 1,308 1,437
95% C| for cost per QALY saved($)?
Lower Limit 917 1,069 1,171
Upper Limit 1,493 1,685 1,858

PTC proactive telephone calls; Web Web plus one proactive telephone call; PTC-Web Combination of PTC and Web behavioral treatment

2 Calculated by multiplying the biochemically adjusted 6 month nonsmoking rate by the complement of the relapse rate from 6 to 12 months

b Calculated by multiplying the estimated 12-month nonsmoking rate by the complement of the lifetime relapse rate

¢ Cost per lifetime quitter divided by LYs (or QALYs) saved per lifetime quitter, averaged over the age and gender distribution of 6 month self-reported

abstainers

9 Confidence interval based on corresponding upper and lower limits on biochemically adjusted 6 month abstinence rate
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Table 3 | Parameters used in sensitivity analysis

Parameter Cost-effectiveness scenario
Baseline Pessimistic Optimistic

Spontaneous unaided yearly quit rate (%) 1.5 2.5 0.5
Six-month nonsmoking rates (%)?

Web with varenicline 29.2 24.7 33.6
PTC with varenicline 32.6 28.0 37.2
PTC-Web with varenicline 32.1 27.5 36.7
Relapse rate from 6 months to 12 months (%) 22.0 26.4 17.6
Relapse rate for 12-month quitters (%) 37.0 44.4 29.6
Cost of Web ($) 120.10 144.12 96.08
Cost of PTC ($) 226.95 272.34 181.56
Cost of PTC-Web ($) 266.62 319.94 213.30
Cost of varenicline ($) 252.68 303.22 202.14
Discount rate for LYs and QALYs (%) 3.0 5.0 0.0

PTC proactive telephone calls, Web Web plus one proactive telephone call, PTC-Web Combination of PTC and Web behavioral treatment
@ Six-month nonsmoking rates reduced by 5% to reflect estimated percentage of respondents whose self-reports would not be biochemically verified

narrowly from $1,148 to $1,450 and the cost per
QALY saved varied between $1,136 and $1,437.
Upper and lower confidence limits on cost per
QALY (based on corresponding confidence limits
for the 6 month abstinence rate) vary from the
point estimates by —20% to 31%.

The parameters used in developing pessimistic
and optimistic scenarios for sensitivity analysis are
shown in Table 3. The 6 month nonsmoking rates
were set at the limits for the 95% confidence
intervals; the spontaneous unaided yearly quit rates
at 0.5% and 2.5% (relatively low and high values in
the literature); the discount rates at 0% and 5% (two
common values for sensitivity analyses); and other

parameters at plus or minus 20% of the baseline
values.

The results for the pessimistic and optimistic
scenarios are shown in Table 4. Under the pessimistic
scenario (see upper half of Table 4), the cost for each
additional 6-month nonsmoker ranged from $1,810
to $2,264. The cost per additional lifetime quitter
ranged from $4,423 to $5,532. The cost per LY saved
ranged from $3,623 to $4,531 and the cost per QALY
saved ranged from $3,274 to $4,095. Under the
optimistic scenario (see lower half of Table 3), the
cost for each additional 6-month nonsmoker ranged
from $887 to $1,132, and the cost per lifetime quitter
ranged from $1,529 to $1,952. Cost per LY and

Table 4 | Cost-effectiveness using pessimistic and optimistic scenarios

Varenicline—counseling combined therapy

Web PTC PTC-Web
PESSIMISTIC SCENARIO
LY saved per lifetime quitter® 1.22 1.22 1.22
QALYs saved per lifetime quitter” 1.35 1.35 1.35
6 months nonsmoking rate (%)? 24.7 28.0 27.5
Lifetime nonsmoking rate (%) 10.1 11.5 11.3
Cost per additional nonsmoker at 6 mo ($) 1,810 2,055 2,264
Cost per additional lifetime quitter ($) 4,423 5,023 5,532
Cost per LY saved ($)° 3,623 4,114 4,531
Cost per QALY saved ($)° 3,274 3,718 4,095
OPTIMISTIC SCENARIO
LYs saved per lifetime quitter® 6.17 6.17 6.17
QALYs saved per lifetime quitter” 5.51 5.51 5.51
6 months nonsmoking rate (%)? 33.6 37.2 36.7
Lifetime nonsmoking rate (%) 19.5 21.6 21.3
Cost per additional nonsmoker at 6 mo ($) 887 1,032 1,132
Cost per additional lifetime quitter ($) 1,529 1,780 1,952
Cost per LY saved ($)° 248 289 317
Cost per QALY saved ($)° 278 323 354

PTC proactive telephone calls, Web Web plus one proactive telephone call, PTC-Web Combination of PTC and Web behavioral treatment
@ Adjusted by multiplying the 95% confidence bound limits for the self-reported 6 month nonsmoking rate by 95% to adjust for an estimated 5% of

responses that would not have been verified by biochemical testing

b Cost per lifetime quitter divided by the LYs (or QALYs) saved per lifetime quitter, averaged across the age and gender distribution of the study population

page 187 of 190



page 188 of 190

QALY saved range from $278 to $354. There are
only modest differences between groups in either the
pessimistic or optimistic scenarios.

DISCUSSION

A meta-analysis of three phase 3 clinical trials found
varenicline to be substantially more effective than
bupropion [47] (OR=1.56, 95% CI 1.10-2.21,
P=0.01). Although those clinical trials used 300 mg
of bupropion, in a previous study of bupropion [22],
we found that the Free & Clear PTC behavioral
therapy combined with 150 and 300 mg yielded
very comparable 12-month quit rates (31.4% and
33.2%, respectively), suggesting that the OR from
clinical trials would also hold for varenicline versus
150 mg bupropion. With varenicline, the cost per
enrollee in this study was $373 for the Web group
and $519 for the PTC-Web group. If 150 mg generic
bupropion ($95 per enrollee using the same phar-
macies as for varenicline) had been substituted for
varenicline, the cost would have been $215 and
$361, respectively. Thus, the cost ratio varies
between 1.44 and 1.73, leading to the conclusion
that cost-effectiveness for bupropion and varenicline
may be roughly equivalent. We note that the
observed 6-month nonsmoking rate in this study
for the PTC and PTC-Web group in this study
(34.3% and 33.8%, before adjustment for bio-
chemical validation) are approximately equal to
the observed 12-month rates seen for varenicline
[22], suggesting that, in a real-world situation, the
abstinence rates for varenicline and bupropion
may be more similar than suggested from the
clinical trials and that cost-effectiveness may favor
generic bupropion.

Prior cost-effectiveness analyses for varenicline
differed from the current analysis in that they have
(1) relied on efficacy results from clinical trials that
compare varenicline with bupropion, nicotine
replacement therapy, or placebo; (2) have utilized
the Benefits of Smoking Cessation on Outcomes
(BENESCO) simulation model (which reduces
intervention costs by expected cost reductions from
reduced incidence of smoking-related diseases); and
(3) have calculated incremental cost-effectiveness (i.e.,
the net cost per additional quit) [48-50]. The current
analysis is not directly comparable to those estimates
since it uses real-world quit rates; all groups receive
varenicline and consequently the comparison group
is continuing smokers, and costs are exclusive of
changes in medical costs (including both costs of
smoking-related diseases and costs for medical serv-
ices used as a result of additional years of life).

Solberg et al. [43] identified 13 economic evalua-
tions of smoking cessation in the USA that excluded
cost-offsets from smoking-related illness with costs
per quit ranging from $1,000 to $4,000. This range
is comparable to the cost per lifetime quitter in our
study which ranged from $2,601 to $3,291.

The smoking cessation interventions in our study
compare favorably with other generally accepted
preventive health strategies with respect to cost per
LY saved [32, 51-55]. Tengs et al. [52] reviewed 500
life-saving interventions and after adjusting for
inflation (to 1993 dollars), discount rate (5%), and
excluding indirect costs, the median intervention
cost was $42,000 per LY saved. Warner [56] states “a
life-year saved at a cost of less than $20,000 (the
highest cost estimate in the smoking cessation treat-
ment literature) constitutes a very worthwhile invest-
ment.” In addition, as noted by Oster et al. [37], the
relative cost-effectiveness of smoking cessation treat-
ments may be underestimated because they are
relatively brief and incur only relatively minor
adverse effects. Under the optimistic scenario the
cost per LY and QALY saved range from $278 to
$354, making these treatments similar to vaccines in
terms of cost-effectiveness.

Discounting has a substantial effect on the benefit of
smoking cessation in terms of LYs saved as well as
having differential effects for different age groups. As
the discount rate changes from 0% to 5%, the average
number of discounted life-years saved is reduced a
factor of 5.1. Furthermore, the effect of discounting on
younger adults is greater than on older adults. Without
discounting, the expected LY savings for a 25-year-old
male lifetime quitter is 6.52 LYs, whereas the com-
parable savings for a 75-year-old male is only 2.77
LYs. However, with a discount rate of 3.0%, the
savings advantage is reversed (i.e., 1.43 and 1.90,
respectively) since the life-years saved for the younger
quitter occur many years into the future and con-
sequently have a relatively small present value. These
two factors makes it difficult to compare cost-effective-
ness estimates in the literature unless discount rates are
equal and the population age (and gender) distribu-
tions are comparable.

Website content was purposefully developed to be
duplicative of the content in the calls from the
telephone counselors. As a result, the PTC-Web
participants may not have felt the need to study the
information on the Website as thoroughly as partic-
ipants in the Web group. This may explain the finding
that the number of minutes spent on the Website by
PTC-Web participants was approximately half of the
number of minutes spent by the Web participants.

The findings of this study should be interpreted
cautiously because of limitations inherent in the
methodology and assumptions. The data used to
derive mortality rates for quitters was obtained from
the Cancer Prevention Study (CPS) II database, and
the participants in that study are generally acknowl-
edged to be healthier than the general US population.
This will tend to result in an overestimation of LY's
saved for the general population (although not neces-
sarily for managed care populations of generally
healthy individuals). However, no adequate method
for adjusting for the better health status of the CPS II
population (relative to the general US population) is
apparent. Estimates of mortality rates were extrapo-
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lated to ages younger than 45 years and older than
79 years and quality of life was extrapolated to ages
younger than 25 years and older than 69 years.
Extrapolation involves assumptions concerning the
applicability of relationships observed in some age
groups to other age groups and may not be accurate.

The study sample used in these analyses was
predominantly Caucasian and middle-class, and
consisted of volunteers who knew that they would
receive varenicline. Smoking cessation rates
achieved in this population may not be reflective
of smoking cessation rates in the general popula-
tion. The study also was not blinded and did not
include a medication placebo group. The study
did not include biochemical verification of smok-
ing cessation, although requiring verification can
result in a response bias unrelated to abstinence.
Also, we adjusted the 6-month nonsmoking rate
by the expected prevalence of nonvalidation. For
the trial, nonrespondents at 6 months were
classified as smokers. This may have decreased
the 6-month cessation rates and the estimates of
cost-effectiveness.

Our baseline scenario assumed a constant sponta-
neous unaided yearly quit rate of 1.5%. Other
research [57] suggests that quit rates increase with
age. However, some of these increases may be due
to poorer health status with increasing age, increased
interventions by physicians to encourage their
patients to stop smoking, or greater use of smoking
cessation aids. More research is necessary to quan-
tify the relationship between the spontaneous
unaided quit rate and age.

In summary, smoking cessation treatment consist-
ing of varenicline combined with a telephone-based
or Web-based counseling program (with one proac-
tive telephone call) had similar cost-effectiveness,
with a slight advantage for the Web intervention
over PTC or PTC-Web, and were as cost-effective as
many other smoking cessation interventions dis-
cussed in the literature, quite likely including
generic bupropion SR combined with a PTC pro-
gram. The cost per LY and QALY saved were
sufficiently low for all modalities to rate any of these
smoking cessation interventions as among the most
cost-effective of life-saving medical treatment.

Acknowledgments: The authors wish to acknowledge the following
individuals who contributed substantially to this project: Gaye Courtney,
Lisa Nguyen, Shahab Kahn and Martha Agreda for their efforts in screening
and enrolling the participants in this study; Sallie Dacey for consultation on
eligibility issues and medical chart review as needed; Jennifer Cinnamon for
her diligent care and monitoring of trial participants and general assistance
with myriad essential tasks throughout the study; Julia Anderson and
KatieRose Oliver for their hard work and patience in managing the
collection of the follow-up data; Ken Wassum, who was instrumental in
developing protocols for varenicline treatment support and health event
reporting; Jenny Hapgood for managing the development of the website;
and Abigail Halperin for support of health event reporting and investigation.
The authors also wish to acknowledge the consultative assistance of Ray
Niaura, Caryn Lerman, and Neal Benowitz, who served on the study's data
and safety monitoring board.

This study was funded by the National Cancer Institute (grant
RO1CA071358) and is registered at Clinicaltrials.gov (NCTO0301145).

Varenicline and nominal support for recruiting participants was provided
by Pfizer, Inc. Neither entity had any role in the study design, the collection,
analysis, and interpretation of data, in the writing of the report, or in the
decision to submit the report for publication. In kind pharmacy support
was provided by Group Health. Dr. Zbikowski and Ms. Deprey are
employed by Free & Clear, Inc. which markets products similar to those in
this study. Dr. Swan received financial support from Pfizer to attend a 1-day
advisory meeting in 2008. The authors have no other potential conflicts of
interest to report.

Funding Source: This research is supported by grant CAO71358 from the
National Cancer Institute to SRI International. Additional support provided
by Pfizer, Inc. and Group Health. Clinicaltrials.gov registration number is
NCTOO0301145.

Future studies: These results suggest avenues for future work, including the
following: (1) studying the role of adherence and its impact on cost-
effectiveness; (2) studying the cost-effectiveness of these treatments delivered
via other means such as cell phone, Twitter, and Facebook, especially for
teenage and young adult smokers, and (3) identifying subgroups of individuals
for whom the cost-effectiveness is especially high or low.

-

. Fiore, M.C., et al. Treating Tobacco Use and Dependence: 2008
Update, in Clinical Practice Guideline. May 2008, U.S. Depart-
ment of Health and Human Services. Public Health Service:
Clinical Practice Guideline. Rockville, MD.

2. Stead, L. F., Perera, R.,, & Lancaster, T. (2006). Telephone
counselling for smoking cessation. Cochrane Database Of
Systematic Reviews, 3, CD002850.

3. Cobb, N. K., et al. (2005). Initial evaluation of a real-world
Internet smoking cessation system. Nicotine & Tobacco
Research, 7(2), 207-216.

4. Graham, A. L., et al. (2007). Effectiveness of an internet-based
worksite smoking cessation intervention at 12months. Journal of
Occupational and Environmental Medicine, 49(8), 821-828.

5. Saul, J. E., et al. (2007). Impact of a statewide Internet-based
tobacco cessation intervention. Journal of Medical Internet
Research, 9(3), e28.

6. Etter, ). F. (2005). Comparing the efficacy of two Internet-based,
computer-tailored smoking cessation programs: a randomized
trial. Journal of Medical Internet Research, 7(1), e2.

7. Japuntich, S. J., et al. (2006). Smoking cessation via the internet:
a randomized clinical trial of an internet intervention as adjuvant
treatment in a smoking cessation intervention. Nicotine Tob Res,
8(Suppl 1), S59-567.

8. Pike, K. J., et al. (2007). American Cancer Society's QuitLink:
randomized trial of Internet assistance. Nicotine & Tobacco
Research, 9(3), 415-420.

9. Strecher, V. J., et al. (2008). Web-based smoking-cessation
programs: results of a randomized trial. American Journal of
Preventive Medicine, 34(5), 373-381.

10. Strecher, V. J., Shiffman, S., & West, R. (2005). Randomized
controlled trial of a Web-based computer-tailored smoking
cessation program as a supplement to nicotine patch therapy.
Addiction, 100(5), 682-688.

11. Cahill, K., Stead, L. F., & Lancaster, T. (2007). Nicotine receptor
partial agonists for smoking cessation. Cochrane Database of
Systematic Reviews, 1, CD006103.

12. Nides, M., et al. (2006). Smoking cessation with varenicline, a
selective alpha4beta2 nicotinic receptor partial agonist: results
from a 7-week, randomized, placebo- and bupropion-controlled
trial with 1-year follow-up. Archives of Internal Medicine, 166
(15), 1561-1568.

13. Oncken, C., et al. (2006). Efficacy and safety of the novel
selective nicotinic acetylcholine receptor partial agonist, vareni-
cline, for smoking cessation. Archives of Internal Medicine, 166
(15), 1571-1577.

14. Niaura, R., et al. (2008). The efficacy and safety of varenicline for
smoking cessation using a flexible dosing strategy in adult
smokers: a randomized controlled trial. Current Medical
Research and Opinion, 24(7), 1931-1941.

15. Gonzales, D., et al. (2006). Varenicline, an alpha4beta2 nicotinic
acetylcholine receptor partial agonist, vs sustained-release
bupropion and placebo for smoking cessation: a randomized
controlled trial. Journal of the American Medical Association, 296
(1), 47-55.

16. Jorenby, D. E., et al. (2006). Efficacy of varenicline, an
alpha4beta2 nicotinic acetylcholine receptor partial agonist, vs
placebo or sustained-release bupropion for smoking cessation:
a randomized controlled trial. Journal of the American Medical
Association, 296(1), 56—63.

17. Nakamura, M., et al. (2007). Efficacy and tolerability of

varenicline, an alpha4beta2 nicotinic acetylcholine receptor

partial agonist, in a 12-week, randomized, placebo-controlled,

page 189 of 190



page 190 of 190

18.

19.

20.

21.

22.

23.

24,

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

dose-response study with 40-week follow-up for smoking
cessation in Japanese smokers. Clinical Therapeutics, 29(6),
1040-1056.

Tsai, S. T., et al. (2007). A randomized, placebo-controlled trial of
varenicline, a selective alpha4beta2 nicotinic acetylcholine
receptor partial agonist, as a new therapy for smoking cessation
in Asian smokers. Clinical Therapeutics, 29(6), 1027-1039.
Tonstad, S., et al. (2006). Effect of maintenance therapy with
varenicline on smoking cessation: a randomized controlled trial.
Journal of the American Medical Association, 296(1), 64-71.
Hollis, J. F., et al. (2007). The effectiveness and cost effective-
ness of telephone counselling and the nicotine patch in a state
tobacco quitline. Tobacco Control, 16(Suppl 1), i53-i59.
Orleans, C. T., et al. (1991). Self-help quit smoking interventions:
effects of self-help materials, social support instructions, and
telephone counseling. Journal of Consulting and Clinical Psychol-
ogy, 59(3), 439-448.

Swan, G. E., et al. (2003). Effectiveness of bupropion sustained
release for smoking cessation in a health care setting: a
randomized trial. Archives of Internal Medicine, 163(19), 2337-
2344,

Curry, S. ., et al. (1998). Use and cost effectiveness of smoking-
cessation services under four insurance plans in a health
maintenance organization. The New England Journal of Medicine,
339(10), 673-679.

Ringen, K., et al. (2002). Smoking cessation in a blue-collar
population: results from an evidence-based pilot program.
American Journal of Industrial Medicine, 42(5), 367-377.
McClure, J. B., et al. (2009). Mood, side-effects and smoking
outcomes among persons with and without probable lifetime
depression taking varenicline. Journal of General Internal Med-
icine, 24(5), 563-569.

Swan, G. E., et al. (2010). Behavioral counseling and varenicline
treatment for smoking cessation. American Journal of Preventive
Medicine, 38(5), 482-490.

Velicer, W. F., et al. (1992). Assessing outcome in smoking
cessation studies. Psychological Bulletin, 111(1), 23-41.
Patrick, D. L., et al. (1994). The validity of self-reported smoking:
a review and meta-analysis. American Journal of Public Health,
84(7), 1086-1093.

Gorber, S., et al. (2009). The accuracy of self-reported smoking:
a systematic review of the relationship between self-reported
and cotinine-assessed smoking status. Nicotine & Tobacco
Research, 11(1), 12-24.

Swan, G. E., et al. (1993). Cardiovascular reactivity as a predictor
of relapse in male and female smokers. Health Psychology, 12
(6), 451-458.

Garrison, G.D. and S.E. Dugan, Varenicline: a first-line treatment
option for smoking cessation. Clin Ther, Mar 2009. 31(3).
Fiscella, K., & Franks, P. (1996). Cost-effectiveness of the
transdermal nicotine patch as an adjunct to physicians' smoking
cessation counseling. Journal of the American Medical Associa-
tion, 275(16), 1247-1251.

Stapleton, J. A., Lowin, A., & Russell, M. A. (1999). Prescription of
transdermal nicotine patches for smoking cessation in general
practice: evaluation of cost-effectiveness. Lancet, 354(9174),
210-215.

Etter, J. F., & Stapleton, J. A. (2006). Nicotine replacement
therapy for long-term smoking cessation: a meta-analysis.
Tobacco Control, 15, 280-285.

Javitz, H. S., et al. (2004). Cost-effectiveness of different
combinations of bupropion SR dose and behavioral treatment

36.

37.

38.

39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

56.

57.

for smoking cessation: a societal perspective. American Journal
of Managed Care, 10(3), 217-226.

Wasley, M. A., et al. (1997). The cost-effectiveness of the
nicotine transdermal patch for smoking cessation. Preventive
Medicine, 26(2), 264-270.

Oster, G., et al. (1986). Cost-effectiveness of nicotine gum as an
adjunct to physician's advice against cigarette smoking. Journal
of the American Medical Association, 256(10), 1315-1318.
Centers for Disease Control and Prevention, Smoking cessation
during previous year among adults—United States, 1990 and
1991. MMWR Morb Mortal Wkly Rep, 1993. 42: p. 504-7
Croghan, I. T., et al. (1997). Cost-effectiveness of treating
nicotine dependence: the Mayo clinic experience. Mayo Clinic
Proceedings, 72(10), 917-924.

Centers for Disease Control and Prevention, Years of healthy life.
Stat Notes, 1995. 7: p. 1-14.

White, I.R. and J.B. Carlin, Bias and efficiency of multiple
imputation compared with complete-case analysis for missing
values. Stat Med (Epub ahead of print), 2010.

Barnes, S. A., et al. (2010). Missing data assumptions and
methods in smoking cessation. Addiction, 105(3), 431-437.
Solberg, L. I, et al. (2006). Repeated tobacco-use screening and
intervention in clinical practice. American Journal of Preventive
Medicine, 31(1), 62-71.

Rogers, R. G., & Powell-Griner, E. (1991). Life expectancies of
cigarette smokers and nonsmokers in the United States. Social
Science & Medicine, 32, 1151-1159.

Taylor, D. H., et al. (2002). Benefits of smoking cessation for
longevity. American Journal of Public Health, 92, 990-996.
Centers for Disease Control and Prevention, Behavorial Risk
Factor Surveillance System, in available at: www.cdc.gov/brfss/.
Accessed on: June 13, 2005. 2003.

Wu, P., et al. (2006). Effectiveness of smoking cessation
therapies: a systematic review and meta-analysis. BMC Public
Health, 6, 300-315.

Bolin, K., et al. (2009). Cost-effectiveness of varenicline com-
pared with nicotine patches for smoking cessation-results from
four European countries. European Journal of Pub Health, 19(6),
650-654.

Knight, H. P., Boler, A., & Baker, C. (2008). Cost-utility analysis of
varenciline versus existing smoking cessation strategies using
the BENESCO Simulation model: application to a population of
US adult smokers. Pharmacoeconomics, 26(6), 497-511.
Faulkner, M. A. (2009). Smoking cessation: an economic analysis
and review of varenicline. Clinico Econ Outcomes Res, 1, 25-34.
Leu, R. E., & Schaub, T. (1983). Does smoking increase medical care
expenditure? Social Science & Medicine, 17(23), 1907-1914.
Tengs, T. 0., et al. (1995). Five-hundred life-saving interventions
and their cost-effectiveness. Risk Analysis, 15(3), 369-390.
Cheung, A. M., & Tsevat, J. (1997). Economic evaluations of
smoking interventions. Preventive Medicine, 26(2), 271-273.
Tsevat, J. (1992). Impact and cost-effectiveness of smoking
interventions. American Journal of Medicine, 93(1A), 435-47S.

. Weinstein, M. C., & Stason, W. B. (1985). Cost-effectiveness of

interventions to prevent or treat coronary heart disease. Annual
Review of Public Health, 6, 41-63.

Warner, K. E. (1997). Cost effectiveness of smoking-cessation
therapies. Interpretation of the evidence-and implications for
coverage. PharmacoEconomics, 11(6), 538-549.

Mendez, D., Warner, K. E., & Courant, P. N. (1998). Has smoking
cessation ceased? Expected trends in the prevalence of smoking in
the United States. American Journal of Epidemiology, 148, 249-258.

TBM


http://www.cdc.gov/brfss/

	Cost-effectiveness of varenicline and three different behavioral treatment formats for smoking cessation
	Abstract
	INTRODUCTION
	METHODS
	RESULTS
	DISCUSSION
	References




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 600
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e5c4f5e55663e793a3001901a8fc775355b5090ae4ef653d190014ee553ca901a8fc756e072797f5153d15e03300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc87a25e55986f793a3001901a904e96fb5b5090f54ef650b390014ee553ca57287db2969b7db28def4e0a767c5e03300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020d654ba740020d45cc2dc002c0020c804c7900020ba54c77c002c0020c778d130b137c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor weergave op een beeldscherm, e-mail en internet. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents best suited for on-screen display, e-mail, and the Internet.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /DEU <FEFF004a006f0062006f007000740069006f006e007300200066006f00720020004100630072006f006200610074002000440069007300740069006c006c0065007200200037000d00500072006f006400750063006500730020005000440046002000660069006c0065007300200077006800690063006800200061007200650020007500730065006400200066006f00720020006f006e006c0069006e0065002e000d0028006300290020003200300031003000200053007000720069006e006700650072002d005600650072006c0061006700200047006d006200480020>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToRGB
      /DestinationProfileName (sRGB IEC61966-2.1)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing false
      /UntaggedCMYKHandling /UseDocumentProfile
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice


