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Abstract

Background: Given the increase in life expectancy among HIV-positive individuals attributable to antiretroviral
therapies, cigarette smoking now represents one of the most salient health risks confronting the HIV-positive
population. Despite this risk, very few efforts to date have been made to target persons living with HIV for smoking
cessation treatment, and no efforts have been made to explore the role of cognitions and HIV disease events/stages
on smoking outcomes. The purpose of the study, Project STATE (Study of Tobacco Attitudes and Teachable Events),
is to prospectively examine the relationship between HIV events/stages, perceived impact of HIV disease, attitudes
about cigarette smoking, and smoking behaviors.

Methods/Design: This study employs a prospective design. Patients are recruited at the time of their first physician
visit at a large inner city HIV-clinic – Thomas Street Health Center (TSHC). Consenting participants then complete a
baseline assessment. All participants are offered standard care smoking cessation treatment. Follow-up assessments
are completed on four subsequent occasions: 3, 6, 9, and 12 months post-baseline. These follow-up assessments
are scheduled to coincide with routine clinic appointments with their TSHC physicians. In addition, each participant
is given a prepaid cell phone at the time of enrollment and asked to complete brief phone assessments weekly for
the first three months of the study period.

Discussion: By evaluating events/stages of HIV disease as potential teaching moments for smoking cessation,
findings from this study could be used to develop treatments tailored to an individual’s stage of HIV disease. This
study design will enable us to carefully track changes in smoking behavior over time, and to link these changes to
both the course of HIV disease and/or to the participant’s’ perceived impact of HIV. By identifying optimal time points
for intervention, the findings from this study will have the potential to maximize the efficiency and efficacy of cessation
treatments delivered in resource-limited settings. In addition, the findings will be instrumental in identifying specific
constructs that should be targeted for intervention and will provide a strong foundation for the development of future
cessation interventions targeting smokers living with HIV/AIDS.
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Background
Available data suggest that the prevalence of cigarette
smoking is significantly higher in HIV-positive popu-
lations compared to the general population in the US
(currently estimated to be 19.0%) [1]. Data from one of
our earlier studies indicated that almost 50% of indivi-
duals receiving treatment at a large, Houston, Texas-area
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HIV/AIDS clinic were current smokers. Similarly high
rates of smoking (50-65%) have been reported by others
[2,3]. While the exact reasons for the elevated prevalence
of smoking in the HIV-positive population are not known,
there are several plausible explanations. Individuals of low
socioeconomic status are both more likely to smoke and
more likely to become infected with HIV. Other variables
associated with both smoking status and HIV include gay
or bisexual orientation [4,5], alcohol and/or illicit drug use
[6], and depression [7].
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While smoking is a well-established risk factor for nu-
merous adverse health outcomes (e.g., cancer, stroke,
heart disease, and chronic obstructive pulmonary di-
sease), a growing body of literature provides strong evi-
dence that people living with HIV/AIDS (PLWHA) are
especially at risk. For example, HIV-positive smokers
have an increased incidence of several pulmonary dis-
eases, including cryptococcus [8], invasive pneumococcal
disease [9,10], and spontaneous pneumothorax [11]. Even
in the absence of an AIDS-related pulmonary condition,
HIV-positive smokers are significantly more likely to
experience respiratory symptoms compared to HIV-
negative smokers [12]. Smokers living with HIV/AIDS
also have an increased risk of several HIV/AIDS-
related oral diseases [13-15]. In fact, several recent
studies indicate that smoking among PLWHA repre-
sents one of the leading causes of morbidity and mor-
tality, and effective smoking cessation efforts could
significantly increase life expectancy [16,17].
The data supporting the adverse effects of cigarette

smoking and elevated prevalence of smoking among
PLWHA are striking. Given the increase in life expect-
ancy among HIV-positive individuals attributable to
antiretroviral therapies, cigarette smoking now repre-
sents one of the most salient health risks confronting
the HIV-positive population. Despite this risk, very few
efforts to date have been made to target PLWHA for
smoking cessation treatment, and no efforts have been
made to explore the role of cognitions and HIV disease
events/stages on smoking outcomes. Thus, the overarching
goal of this National Cancer Institute R01-funded study
(5R01 CA132636-04) is to prospectively explore the rela-
tionship between HIV events/stages, perceived impact of
HIV disease, attitudes about cigarette smoking, and smok-
ing behaviors. The specific aims of the study are to: 1) as-
sess the relationship between HIV disease event/stage (i.e.,
diagnosis, stable, and progressive disease) and smoking out-
comes (i.e., intention to quit, number of quit attempts, and
cessation outcomes); 2) evaluate perceived impact of HIV
as a potential mediator of the association between disease
stage and smoking outcomes; 3) evaluate potential media-
tors (i.e., attitudes about smoking) and moderators (i.e.,
perceived control and social norms) of the relationship be-
tween perceived impact of HIV-disease and smoking out-
comes; and 4) describe, in detail, the smoking behavior
of individuals within the first three months after study
enrollment.

Methods/Design
Project overview
Project STATE (Study of Tobacco Attitudes and Teach-
able Events) is currently underway and employs a pro-
spective design to examine the relationship between HIV
events/stages, perceived impact of HIV disease, attitudes
about cigarette smoking, and smoking behaviors. To ac-
complish this goal, we identify and recruit smokers from
Thomas Street Health Center (TSHC), a Harris Health
clinic in Houston, TX that provides primary and spe-
cialty HIV care to approximately one third of PLWHA
in Harris County. TSHC provides care to approximately
5,000 PLWHA. After being offered a brief standard care
smoking cessation intervention (see Procedures section),
research participants complete a computer-administered
assessment designed to measure perceived impact of HIV,
attitudes about smoking, and current smoking behavior at
the time of study enrollment. Participants are then fol-
lowed over a one-year period and asked to complete
follow-up computer-administered assessments at three-
month intervals. In addition to the clinic-administered as-
sessments, participants complete brief, weekly cell phone
assessments for the first 3 months following study enroll-
ment. The phone-based data collection approach enables
us to gather detailed information on both the magnitude
and duration of the teachable moment effect in this cri-
tical period of time following HIV care initiation. Fi-
nally, research staff conduct detailed electronic medical
record reviews to document relevant disease- and treatment-
related variables.
Study site and participants
The University of Texas MD Anderson Cancer Center
Institutional Review Board approved the study. Eligible
participants are 18 years of age or older, new patients of
the TSHC clinic, self-reported current smokers at the
time of enrollment, able to perform written informed
consent and English or Spanish speaking. Participants
are excluded if their physician deems them ineligible due
to medical or psychiatric conditions.
The target sample size is 450 participants. This esti-

mate is based on the number of newly diagnosed, anti-
retroviral naïve patients seen at TSHC each month (n =
50), the expected prevalence of current smoking (50%),
and the expected participation rate. Each month, ap-
proximately 75 new patients are seen at TSHC. Of these,
approximately 50 will meet our operational definition of
newly HIV diagnosed (i.e., diagnosed with HIV within
the past 3 months and antiretroviral naïve).
Procedures
Recruitment
New clinic patients are identified through electronic me-
dical record review. Research staff approach all new pa-
tients at their first physician visit and assess current
smoking status (i.e., smoked 100 or more cigarettes in
lifetime, and smoke every day or most days). Patients
that report being a current smoker and meet the other
eligibility criteria are offered enrollment.
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Baseline assessment
Research staff administer an audio computer assisted
self-interview (ACASI) to all participants (see Measures
section below for a full description of interview measures).
The interview takes approximately 30–45 minutes to
complete and answers are recorded directly into a comput-
erized database that contains programmed logic checks and
skip patterns. At this time, participants also complete the
Mini Mental Status Examination and a breath carbon mon-
oxide test. After completing the entire baseline assessment,
participants are compensated with a $25 gift card.

Follow-up assessments
Follow-up assessments are conducted at TSHC at 3, 6,
9, and 12 months post-baseline. These assessments are
scheduled to coincide with scheduled clinic appointments
in order to reduce study-related burden. Procedures to re-
duce attrition include: 1) reminder phone calls; 2) offering
follow-up assessments on different days/times to accom-
modate different schedules; and 3) obtaining the names
and phone numbers of at least three collaterals (i.e.,
friends or relatives). Follow-ups mirror the baseline as-
sessment, consisting of the ACASI, and carbon monox-
ide (CO) test. Participants receive a $25 gift card for
each completed follow-up assessment.

Cell phone assessments
A novel component of our proposed design is cell phone
data collection, which occurs weekly during the first 3
months of study enrollment (i.e., the 3-month period of
time following the HIV diagnosis). We hypothesize that
the time of HIV diagnosis (or initiation of HIV care) is
the strongest teachable moment for smoking cessation.
Thus, the cell phone assessments allow for the collection
of detailed information on both the magnitude and dur-
ation of the teachable moment effect in this critical
period of time. These brief assessments collect informa-
tion on the participant’s perceived disease impact, at-
titudes about smoking (i.e., quit motivation and risk
perceptions/outcome expectancies) and smoking out-
comes (smoking status and intention to quit). To ensure
feasibility of this methodological approach, we provide
prepaid cell phones to all participants. Prepaid minutes
are loaded onto these phones, as needed, to complete
the brief assessments. Following completion of the study,
participants are allowed to keep the phones. In previous
studies, we have used this approach very effectively.

Smoking cessation treatment
The goal of the study is not to assess the efficacy or ef-
fectiveness of a smoking cessation intervention. How-
ever, due to the overwhelming evidence of adverse
effects for continued smoking among PLWHA, all par-
ticipants are provided with information about the smoking
cessation resources available at the clinic. Participants
who continue to smoke at the time of follow-up assess-
ments are again offered this usual care treatment.

Conceptual framework
The conceptual framework for this study (see Figure 1)
draws heavily from the teachable moment heuristic pro-
posed by McBride and colleagues [18], and from major
theories of health behavior change such as the Health
Belief Model [19], Social Cognitive Theory [20], the The-
ory of Reasoned Action/Planned Behavior [21], and
stress responses (i.e., the Cognitive Activation Theory of
Stress and the Self-Regulatory Model) [22,23]. A teach-
able moment event is thought to motivate individuals to
adopt risk-reducing behaviors that will improve their
health or reduce their risk of adverse health outcomes
[18]. It is possible that HIV events/stages serve as “teach-
able moments” (McBride) when PLWHA have increased
motivation and self-efficacy, leading to an increased likeli-
hood of smoking cessation. An HIV-related event, such as
the initiation of HIV care, will trigger a cognitive stress re-
sponse and increase one’s perceived impact of HIV, lead-
ing to an increase in risk perception, motivation to quit
smoking and beliefs that smoking cessation with improve
HIV-related health. These same attitudes about smoking
are expected to directly increase intentions to quit smo-
king, to facilitate cessation attempts and increase the like-
lihood of successful cessation.
Because we hypothesize that the HIV diagnosis (or care

initiation) elicits the greatest perceived impact during
an individual’s HIV disease course, we expect this
event to be associated with the largest change in smok-
ing outcomes (i.e., the highest number of quit at-
tempts, stronger intentions to quit and higher rates of
cessation). We further hypothesize that the time of dis-
ease progression - identified by treatment failure or
diagnosis of an HIV-related disease - is associated with
high levels of perceived impact (but not as high as the
time of HIV diagnosis) and also elicits changes in
smoking outcomes. Finally, when the disease is stable,
the perceived impact of HIV is expected to be relatively
low compared to the time of HIV diagnosis and HIV
disease progression. Thus, it is unlikely for changes in
smoking outcomes to be observed during periods of
HIV disease stability.
The framework also suggests that individuals who find

an HIV-related event (e.g., HIV diagnosis) to have little
impact on their lives will be unlikely to experience a
change in smoking attitudes or smoking outcomes. Fi-
nally, the framework suggests that two domains, subject-
ive norms and perceived control, will moderate the
relationship between the perceived impact of HIV and
smoking outcomes. For example, an individual who per-
ceives an event to be of high impact and has a high level



Figure 1 Conceptual framework for the association between HIV events/stages and smoking.
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of self-efficacy will be more likely to make a quit attempt
than a participant who perceives a high impact of dis-
ease but has a lower level of self-efficacy.

Measures
Perceived impact of HIV/AIDS
Two measures are used to assess the participant’s per-
ceived impact of HIV/AIDS. The Brief Illness Perception
Questionnaire (Brief-IPQ) is used to measure cognitive
and emotional illness representations. This short 8-item
measure was designed to evaluate key domains (i.e., con-
sequences, personal control, treatment control, identity,
concern, and understanding) involved in an individual’s
response to a health threat, as described by Leventhal’s
Self-Regulatory Model [23]. This scale has solid psycho-
metric properties, and has been used with numerous dis-
ease populations, including PLWHA [24,25].
The 22–item Impact of Events Scale-Revised (IES-R) is

used to assess the participant’s level of perceived distress
(during the past 7 days) due to HIV. The IES-R can be
scored to generate three subscales (Avoidance, Intru-
sions, and Hyperarousal) and an overall score. This scale
has solid psychometric properties and has been used
with many diverse populations [26].

Attitudes about smoking
Several measures are used to assess attitudes about
smoking. Quit motivation is assessed with the Reasons
for Quitting questionnaire. This 20-item scale assesses
intrinsic (health concerns, self-control) and extrinsic
(immediate reinforcement, social influence) motives for
quitting smoking. Both intrinsic motives and the ratio of
intrinsic to extrinsic motives have been demonstrated to
predict successful smoking cessation [27,28]. To assess
risk perceptions and outcome expectancies, we devel-
oped a series of items based on recommendations by
Brewer and colleagues [29]. Specifically, participants
respond to the following four questions, as applicable: 1)
“If you don’t quit or go back to smoking, what are your
chances of ever developing a smoking-related health
problem?”; 2) “If you quit smoking or remain quit, what
are your chances of ever developing a smoking-related
health problem?”; 3) Compared to other smokers, what
are your chances of ever developing a smoking-related
health problem if you continue or go back to smoking?”;
4) Compared to other smokers, what are your chances
of ever developing a smoking-related health problem if
you quit smoking or remain quit?”
Perceived control
Three separate measures are used to assess perceived
control. The widely used and well-validated 18-item
Multidimensional Health Locus of Control (MHLC) scale
is used to assess internal and external locus of control
[30,31]. In addition, Treatment Involvement is mea-
sured by a 4-item scale used on the HIV Cost and Ser-
vices Utilization Study [32]. These items measure
desire for information involvement and preference for
decision involvement in one’s own care. Item responses
are scored on a 4-point scale ranging from strongly
agree to strongly disagree [33]. Finally, the 9-item self-
efficacy scale developed and validated by Velicer and
colleagues is administered [34]. This commonly used
self-efficacy scale assesses an individual’s confidence in
his/her ability to not smoke in a variety of situations.
Subjective norms
We constructed three sequential questions to assess sub-
jective norms. The questions were constructed based on
the recommendations of Ajzen [35]. An example of these
items is, “My family thinks that it is important for me to
quit smoking”. Identically structured items will substitute
“family” with “friends” and “doctor”. Each item will be
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scored on a 7-point Likert scale ranging from 1-extremely
likely to 7-extremely unlikely.

Intention to quit smoking
Intention to quit smoking is assessed by asking par-
ticipants whether or not they plan to quit smoking.
Responses are entered on a 7-point scale, ranging from
1-definitely no to 7-definietely yes. An additional intention
item considers time frame (i.e., quitting within the next
month - within the next year). Similar items assess
intention to cut back on the number of cigarettes
smoked per day, and time frame for planned reduction.
In addition to these intention items, we assess the par-

ticipant’s readiness to quit with two commonly used mea-
sures: Stage of Change and the Contemplation Ladder.
Stage of Change is a widely used approach that categorizes
individuals into stages (e.g., pre-contemplation, contem-
plation, action, and maintenance) based on past quit at-
tempts and timing of planned future quit attempts [36].
The Contemplation Ladder is a single item that asks re-
spondents to circle a number on a 10-rung ladder that
represents their current level of readiness to consider
smoking cessation [37]. Responses range from 0 (no
thought of quitting) to 10 (taking action to quit smoking,
e.g. cutting down enrolling in a cessation program).

Smoking status
The Smoking Status Questionnaire is a 10-item question-
naire that assesses smoking behavior within the last
seven days, within the last 30 days, and since the time of
last contact. Cigarettes smoked per day, longest period
of abstinence since last contact, number of relapses, use
of nicotine replacement, exposure to other types of to-
bacco, or use of any other cessation treatment (e.g., pro-
fessional assistance and self-help) are also included [38].

Demographic, health, and smoking questionnaires
These items are designed to provide demographic data
(e.g., age, race/ethnicity, education level, income, and oc-
cupation), current medications, current medical care (in-
cluding number and type of healthcare visits), route of
HIV infection, drug/alcohol use, history of depression, and
smoking history (e.g., years smoked, amount smoked, age
of initiation, previous quit attempts, and relapse history).
These items have been used in several of our other smoking
cessation trials as well as in our pilot study [39-41].

Fagerström test for nicotine dependence (FTND)
The original items of the Fagerström Tolerance Question-
naire (FTQ) were derived from theoretical conceptualiza-
tions of reliance on nicotine [42]. The instrument is
reliable and useful in a broad spectrum of populations
[43]. The FTND, a modification of the FTQ, is a 6-item
scale with solid psychometric properties [44].
Center of epidemiologic studies depression scale (CES-D)
The CES-D is a 20-item measure developed to assess de-
pressive symptoms in community, non-clinical popula-
tions [45]. This scale consists of four major factors:
depressed affect, enervation, lack of positive affect and
interpersonal problems. Good psychometric properties
have been demonstrated across diverse populations [7].

Positive and negative affect schedule (PANAS)
The PANAS is a 20-item adjective rating form that in-
cludes both positive and negative affect scales. Ratings
are based on a five-point Likert scale (1 = very slightly or
not at all to 5 = extremely). The scales have demon-
strated high reliabilities, and intercorrelations between
the scales are low [46].

Interpersonal support evaluation list (ISEL)
The ISEL is used to measure social support. This 12-item
measure assesses three constructs of social support: tan-
gible, appraisal, and belonging. Social support is a well-
established predictor of successful smoking cessation [47].

AIDS clinical trials group (ACTG) measures
Two measures developed by the ACTG are used to
capture both HIV/AIDS-related symptom status and
HIV medication adherence. The HIV Symptom Index
is a 20-item instrument that assesses the presence of
20 HIV-related symptoms, and the degree to which
these symptoms are distressing to the respondent. The
scale has been validated and correlates with measures
of functional status and HIV disease stage [48]. Using
this measure in our previous work, we have shown
that smoking cessation can significantly reduce symp-
tom burden [49]. The 20-item HIV Medication Adherence
Questionnaire assesses overall adherence to HIV me-
dications, and variables associated with adherence (e.g.,
away from home, side effects, and complication of re-
gimen) [50].

Mental status
We use the Mini-Mental Status Examination (MMSE)
to assess possible cognitive impairment. This brief meas-
ure is widely used in a variety of clinical and research
settings and has been validated in English and Spanish
[51]. See Table 1 for assessment schedule.

General analytic approach
Because we are collecting repeated measurements that
are correlated within subjects, our data analytic ap-
proach utilizes generalized linear mixed model (GLMM)
regression [52,53]. GLMM is a flexible analytic approach
with wide use in health sciences research [54]. It can
handle fixed- and random-effect model parameters, as
well as both nested designs and repeated measures with



Table 1 Assessment schedule

Measure Baseline Cell Phone
assessments
weeks 1-12

Follow-up assessments

3-month 6-month 9-month 12-month

Brief Illness perception questionnaire (Brief-IPQ) X X X X X X

Impact of events scale (IES-R) X X X X X

Reasons for quitting X X* X X X X

Risk perceptions/qutcome expectancies X X X X X X

Health locus of control (MHLC) X X X X X

Self-efficacy X X X X X

Treatment involvement X X X X X

Subjective norms X X X X X

Intention to quit smoking X X* X X X X

Contemplation ladder X X X X X

Stage of change X X X X X

Smoking status (self-report) X* X X X X

Demographics and health hehaviors X X* X* X* X*

Fagerström test for nicotine dependence (FTND) X X X X X

Center of epidemiologic studies depression scale (CES-D) X X X X X

Positive and negative affect schedule (PANAS) X X X X X

Interpersonal support evaluation list (ISEL) X X X X X

ACTG symptom status X X X X X

ACTG medication adherence X X X X

Expired carbon monoxide X X X X X

Mini-mental status examination (MMSE) X X X X X

*Brief version.
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various correlation structures [52,53]. GLMM can also
handle normal and non-normal outcomes (such as the
dichotomous outcome of smoking cessation), different
variance functions, as well as unbalanced designs where
the number of repeated measurements varies across
individuals.

Statistical analysis
Aim 1 is to assess the relationship between HIV disease
event/stage (i.e., diagnosis, stable, and progressive dis-
ease) and smoking outcomes (i.e., intention to quit,
number of quit attempts, and cessation outcomes). To
evaluate Specific Aim 1, we will assess each of the pair-
wise comparisons between the three disease events/stages.
For the primary analysis, intention to quit smoking will be
classified as a dichotomous endpoint. Specifically, partici-
pants who have either quit smoking or report high levels
of intention to quit smoking (i.e., scores of 5–7 on the 7-
point intention-to-quit scale) will be compared to partici-
pants who do not intend to quit (i.e., current smokers with
scores of 1–4 on the intention to quit scale). A GLMM
with binomial error distribution and logit link function
will be used for this analysis. The same analysis will be
used for the binary cessation outcome. In this model, we
will use 7-day point prevalence abstinence as our out-
come. That is, participants who self-report no smoking
(not even a puff) in the past seven days and have an ex-
pired CO level of < 10 ppm will be considered abstinent.
Similarly, the number of quit attempts (i.e., trying to quit
and remaining abstinent for ≥ 24 hours) will be analyzed
using a Poisson mixed effects model, a special class of
GLMMs, and continuous cessation outcomes will be ana-
lyzed using a linear mixed model.
Aim 2 is to evaluate perceived impact of HIV as a po-

tential mediator of the association between disease stage
and smoking outcomes. We will assess the indirect ef-
fects of disease event/stage on smoking outcomes (bin-
ary, ordinal or continuous) through perceived impact of
HIV, not necessarily requiring that a significant associ-
ation between disease event/stage and smoking out-
comes be found, as long as the hypothesized theory in
our conceptual framework calls for the analysis. This strat-
egy is consistent with new recommendations regarding
mediation analysis in social psychology [55]. Exploratory
analyses will also be performed to assess the mediation
and/or moderation effects of all the constructs in the con-
ceptual framework. To assess the mediation effects, we
will use the approaches of MacKinnon and colleagues and
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Preacher and Hayes [56-60], as appropriate. In particu-
lar, we will use a bootstrap resampling approach to cal-
culate the confidence intervals of the indirect effects.
Moreover, for binary and ordinal outcomes, we will fol-
low the approaches recommended by MacKinnon and
colleagues [57,61].
Aim 3 is to evaluate potential mediators (i.e., attitudes

about smoking) and moderators (i.e., perceived control
and social norms) of the relationship between perceived
impact of HIV disease and smoking outcomes. We will
assess the indirect effects of perceived impact of HIV on
smoking outcomes through attitudes about smoking.
Similar procedures for testing for mediation effects for
Specific Aim 2 will be employed in assessing Specific Aim
3. In addition, we will assess whether perceived control
and social norms moderate the above association, by in-
cluding and testing the interaction between these variables
and the perceived impact of HIV in the GLMMs. A sig-
nificant interaction effect will indicate the presence of a
moderation effect.
Aim 4 is to describe, in detail, the smoking behavior of

individuals recently diagnosed with HIV within the first
three months after study enrollment. For Specific Aim 4,
we expect that the probability of intention to quit smok-
ing will decrease over the three-month period after ini-
tial diagnosis. A series of GLMMs will be generated. We
will first use GLMM to model parametric time profiles
of this smoking behavior. In the event that the data sug-
gest a nonlinear trajectory, nonparametric or nonlinear
regression models for longitudinal data will be explored
or employed. In particular, models that may be useful in-
clude, for example, Zhang et. al. [62], Lin and Zhang
Approached an
eligibility (n

Consente

3-month follow-up 
completion (n=288)

6-month follow-up 
completion (n= 220)

Figure 2 CONSORT diagram of Project STATE: screening, study enroll
[63], and Li et al. [64]. These methods are applicable to
normal (continuous) or non-normal (e.g., categorical)
smoking outcome data. Estimation of such time profiles
will allow us to determine the teachable moment’s mag-
nitude and duration in this critical period of time follow-
ing HIV diagnosis. In the second step, separate models
will be generated to explore the effects of perceived im-
pact of HIV, risk perception, and quit motivation, in
addition to time, on quit intention. A final step will in-
clude all three predictor variables in a single model. It
should also be noted that potential confounders (e.g.,
smoking cessation treatment) will be controlled in each
step. We will perform a similar series of analyses to con-
sider current smoking status.

Missing data and drop-outs
Some participants will fail to complete all planned as-
sessments and consequently present missing data. For
missing smoking outcomes, we will use a conservative
approach of treating missing intention-to-quit or cessa-
tion outcome data as no intention to quit smoking, or
imputing the number of quit attempts with the currently
observed number (i.e., no improvement after that). While
this generally is considered a conservative approach, we
note that GLMM will give unbiased estimates of effects
provided that the probability of having missing data de-
pends only on the observed variables in the model (or are
missing at random [MAR]). We will conduct additional
sensitivity analyses assuming different missing data mecha-
nisms. For example, we will consider a multiple imputation
approach based on relevant patient characteristics at base-
line to account for potential missing at random (MAR)
d assessed for 
=1,557)

Excluded (n=1,017)
Did not meet inclusion criteria (n=930) 
Declined to participate (n=87)

Met inclusion criteria, but not enrolled (n=137) 
Lack of time (n=131)
Other reasons (n=6)

d (n=403)

Did not complete baseline assessment 
(n=19) 

9-month follow-up 
completion (n=197) 

12-month follow-up 
completion (n=229) 

ment, and retention through 12-month follow-up.



Table 2 Baseline characteristics of study participants

Demographic, psychosocial and smoking variables n = 384

Mean age in years (SD) 38.7 (10.6)

Male, n (%) 280 (72.9)

Married/living with significant other, n (%) 70 (18.2)

Race/ethnicity, n (%)

White 69 (18.0)

Black/African American 245 (63.8)

Latino/Hispanic 56 (14.6)

Other 14 (3.6)

Mean years of formal education (SD) 10.9 (4.0)

Education level, n (%)

Less than high school 139 (36.2)

High school or equivalent 150 (39.1)

More than high school 95 (24.7)

Current employment status, n (%)

Working full or part time 63 (16.4)

Not working due to health 185 (48.2)

Unable to find work 95 (24.7)

Not working for other reasons 41 (10.7)

HIV transmission, n (%)

Male homosexual contact 132 (34.4)

Heterosexual contact (45.6)

Injection drug use 35 (9.1)

Other 42 (10.9)

Depression (CES-D score1), mean (SD) 22.1 (11.8)

Cigarettes smoked per day, n (%)

10 or fewer 231 (60.2)

11 to 20 per day 117 (30.5)

21 to 30 per day 19 (4.9)

31 or more per day 17 (4.4)

Nicotine dependence (FTND score2), mean (SD) 4.3 (2.5)

Alcohol use (AUDIT score3), mean (SD) 8.6 (7.6)

Illicit drug use in past 30 days, n (%) 178 (46.4)
1Range 0-60, scores ≥16 indicate risk of clinical depression.
2Range, 0–10.
3Scores ≥8 are associated with harmful or hazardous drinking.
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mechanisms. We will also explore pattern-mixture and se-
lection models to account for potential missing not at ran-
dom (MNAR) mechanisms [65]. Similar findings based on
these analyses will strengthen our study conclusions.

Power and sample size
We present a power analysis for Primary Aim 1 based on
several conservative estimations. Specifically, the following
assumptions are made: 1) Approximately 50% of patients
will intend to quit smoking at the time of initial HIV diag-
nosis. This is based on earlier reports that >50% of HIV
patients report adopting healthier behaviors following an
HIV diagnosis [33]. At each follow-up visit, patients will
be classified as having stable HIV disease or progressive
HIV disease based upon their viral load, CD4 count and
presence of AIDS-defining illnesses; 2) It is anticipated
that 30% of participants will meet the criteria for progres-
sive disease in the 12-month follow-up window.
We will enroll 450 participants in the study, and con-

servatively estimate that 20% of these participants will
miss at least one of the four (i.e., 3-, 6-, 9-, and 12-
month) follow-up measurements. Assuming that 50% of
participants will quit or intend to quit at diagnosis, using
a logistic mixed model analysis we will have 87% power
to detect a rate to quit or intent to quit of 39% or lower
in progressive disease and 99% power to detect a rate of
30% in patients with stable disease. We will have 88%
power to detect the difference between 30% and 39% in
the stable and progressive arms. Conservatively, we have
chosen to base our power estimates on a dichotomous
outcome, as described above. Power will generally be
higher when the outcome variable is ordinal or continu-
ous. Therefore, we will have excellent power to detect
moderate effect sizes for Primary Aim 1.

Discussion
Efforts to develop and assess novel smoking cessation
treatments for underserved HIV-positive populations are
needed. By evaluating events/stages of HIV disease as
potential teaching moments for smoking cessation, find-
ings from this study could be used to develop treatments
tailored to an individual’s stage of HIV disease. We expect
that disease events/stages will influence perceived impact
of HIV disease which will, in turn, influence smoking re-
lated attitudes and behavior. For example, if individuals
are more likely to be motivated to make a quit attempt
at the time of HIV diagnosis, efforts to target individ-
uals at this time with relatively low intensity treatments
may be quite effective. On the other hand, treatments
targeting individuals with stable HIV disease - who may
have relatively low levels of motivation to quit - may re-
quire greater intensity.
Thus far, we have successfully consented 403 participants.

See Figure 2 for the CONSORT (Consolidated Standards of
Reporting Trials) diagram which displays participant
recruitment, enrollment and follow-up to date. Study par-
ticipants are predominantly male (72.9%), Black/African-
American (63.8%), have completed 10.9 years of formal
education, were infected through heterosexual contact
(45.6%), are smoking 10 or fewer cigarettes per day (60.2%)
and have a mean age of 38.7 years. See Table 2 for complete
demographic and psychosocial and smoking variables of
study participants.
This prospective study design enables us to carefully

track changes in smoking behavior over time, and to link
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these changes to both the course of HIV disease and/
or to the participant’s perceived impact of HIV. By
identifying optimal time points for intervention, the
findings from this study will have the potential to
maximize the efficiency and efficacy of cessation treat-
ments delivered in resource-limited settings. In addition,
the findings will be instrumental in identifying specific
constructs that should be targeted for intervention and
will provide a strong foundation for the development of
future cessation interventions targeting smokers living
with HIV/AIDS.

Abbreviations
PLWHA: People living with HIV/AIDS; HAART: High active antiretroviral
therapy; HPV: Human papilloma virus; DAD: Data collection on adverse
events of Anti-Hiv Drugs; STATE: Study of tobacco attitudes and teachable
events; TSHC: Thomas street health center; ACASI: Audio computer assisted
self-interview; CO: Carbon monoxide; Brief-IPQ: Brief illness perception
questionnaire; IES-R: Impact of events scale-revised; MHLC: Multidimensional
health locus of control; SSQ: Smoking status questionnaire; FTND: Fagerström
test for nicotine dependence; CES-D: Center of epidemiologic studies
depression scale; PANAS: Positive and negative affect schedule;
ISEL: Interpersonal support evaluation list; ACTG: AIDS clinical trials group;
MMSE: Mini-mental status examination; GLMM: Generalized linear mixed
model; MAR: Missing at random; MNAR: Missing not at random;
CONSORT: Consolidated standards of reporting trials.

Competing interests
The authors declare that they have no competing interests.

Authors’ contributions
DV and EG conceptualized and designed the study and were involved in
drafting the manuscript. FF and MB prepared the manuscript draft and both
contribute to study implementation. YL and RA contribute to study design
and drafting the manuscript. All authors read and approved the final
manuscript.

Acknowledgement
Funding
This grant is funded by the National Institutes of Health/National Cancer
Institute grant awarded to Damon J. Vidrine (5R01 CA132636-04).

Author details
1Department of Behavioral Science, The University of Texas MD Anderson
Cancer Center, P.O. Box 301439, Unit 1330, Houston, TX 77030-1439, USA.
2Division of Community Health Sciences, University of Illinois at Chicago
School of Public Health, 1603 West Taylor Street, MC 923, Chicago, IL
60612-4394, USA. 3Department of Biostatistics, The University of Texas MD
Anderson Cancer Center, P.O. Box 301402, Unit 1411, Houston, TX
77230-1402, USA. 4Division of Infectious Diseases, The University of Texas
Health Science Center at Houston Medical School, 6431 Fannin, MSB 6.120,
Houston, TX 77030-1439, USA.

Received: 9 December 2013 Accepted: 20 December 2013
Published: 11 February 2014

References
1. CDC: Current cigarette smoking among adults–- United States, 2011.

MMWR Morb Mortal Wkly Rep 2012, 61:889–894.
2. Burkhalter JE, Springer CM, Chhabra R, Ostroff JS, Rapkin BD: Tobacco use

and readiness to quit smoking in low-income HIV-infected persons.
Nicotine Tob Res 2005, 7(4):511–522.

3. Feldman JG, Minkoff H, Schneider MF, Gange SJ, Cohen M, Watts DH,
Gandhi M, Mocharnuk RS, Anastos K: The association of cigarette smoking
with HIV prognosis among women in the HAART Era–a report from the
women’s interagency HIV study. Am J Public Health 2006, 96(6):1060–1065.
4. AMA TAMA: Health care needs of gay men and lesbians in the united
states. Council on scientific affairs, American medical association.
JAMA 1996, 275(17):1354–1359.

5. Greenwood GL, Paul JP, Pollack LM, Binson D, Catania JA, Chang J, Humfleet G,
Stall R: Tobacco use and cessation among a household-based sample of US
urban men who have sex with men. Am J Public Health 2005, 95(1):145–151.

6. Degenhardt L, Hall W: The relationship between tobacco use, substance-
use disorders and mental health: results from the National Survey of
Mental Health and Well-being. Nicotine Tob Res 2001, 3(3):225–234.

7. Breslau N, Johnson EO: Predicting smoking cessation and major depression
in nicotine-dependent smokers. Am J Public Health 2000, 90(7):1122–1127.

8. Hajjeh RA, Conn LA, Stephens DS, Baughman W, Hamill R, Graviss E, Pappas
PG, Thomas C, Reingold A, Rothrock G, et al: Cryptococcosis: population-
based multistate active surveillance and risk factors in human immuno-
deficiency virus-infected persons. Cryptococcal Active Surveillance
Group. J Infect Dis 1999, 179(2):449–454.

9. Nuorti JP, Butler JC, Gelling L, Kool JL, Reingold AL, Vugia DJ: Epidemiologic
relation between HIV and invasive pneumococcal disease in San
Francisco County, California. Ann Intern Med 2000, 132(3):182–190.

10. Nuorti JP, Butler JC, Farley MM, Harrison LH, McGeer A, Kolczak MS, Breiman
RF: Cigarette smoking and invasive pneumococcal disease. Active
Bacterial Core Surveillance Team. N Engl J Med 2000, 342(10):681–689.

11. Metersky ML, Colt HG, Olson LK, Shanks TG: AIDS-related spontaneous
pneumothorax. Risk factors and treatment. Chest 1995, 108(4):946–951.

12. Diaz PT, Wewers MD, Pacht E, Drake J, Nagaraja HN, Clanton TL: Respiratory
symptoms among HIV-seropositive individuals. Chest 2003, 123(6):1977–1982.

13. Shiboski CH, Neuhaus JM, Greenspan D, Greenspan JS: Effect of receptive
oral sex and smoking on the incidence of hairy leukoplakia in HIV-
positive gay men. J Acquir Immune Defic Syndr 1999, 21(3):236–242.

14. Chattopadhyay A, Caplan DJ, Slade GD, Shugars DC, Tien HC, Patton LL: Risk
indicators for oral candidiasis and oral hairy leukoplakia in HIV-infected
adults. Community Dent Oral Epidemiol 2005, 33(1):35–44.

15. Slavinsky J 3rd, Myers T, Swoboda RK, Leigh JE, Hager S, Fidel PL Jr: Th1/Th2
cytokine profiles in saliva of HIV-positive smokers with oropharyngeal
candidiasis. Oral Microbiol Immunol 2002, 17(1):38–43.

16. Lifson AR, Neuhaus MS, Arribas JR, van den Berg-Wolf M, Labriola AM, Read
TRH, Group ISS: Smoking-related health risks among persons with HIV in the
strategies for management of antiretroviral therapy clinical trial. Am J Public
Health 2010, 100(10):1896–1930.

17. Helleberg M, Afzal S, Kronborg G, Larsen CS, Pedersen G, Pedersen C, Gerstoft J,
Nordestgaard BG, Obel N: Mortality attributable to smoking among HIV-1-
infected individuals: a nationwide, population-based cohort study. Clin Infect
Dis 2012, 56(5):727–734.

18. McBride CM, Emmons KM, Lipkus IM: Understanding the potential of
teachable moments: the case of smoking cessation. Health Educ Res 2003,
18(2):156–170.

19. Becker MH: The health belief model and personal health behavior. Health
Educ Monogr 1974, 2(4):.

20. Bandura A: Social Learning Theory. Englewood Cliffs, NJ: Prentice-Hall; 1977.
21. Ajzen I, Fishbein M: Understanding Attitudes and Predicting Social Behavior.

Englewood Cliffs, NJ: Prentice-Hall; 1980.
22. Eriksen HR, Murison R, Pensgaard AM, Ursin H: Cognitive activation theory

of stress (CATS): from fish brains to the Olympics.
Psychoneuroendocrinology 2005, 30(10):933–938.

23. Leventhal H, Nerenz DR, Steele DJ: Illness representation and coping with
health threats. In Handbook of Psychology and Health, volume IV: Social
psychological aspects of health. Edited by Baum A, Taylor SE, Singer JE.
Hillsdale, NJ: Erlbaum; 1984:219–252.

24. Broadbent E, Petrie KJ, Main J, Weinman J: The brief illness perception
questionnaire. J Psychosom Res 2006, 60(6):631–637.

25. Henderson M, Safa F, Easterbrook P, Hotopf M: Fatigue among HIV-
infected patients in the era of highly active antiretroviral therapy.
HIV Med 2005, 6(5):347–352.

26. Weiss D, Marmar C: The Impact of Event Scale -Revised. New York: Guildford; 1997.
27. Curry S, Wagner EH, Grothaus LC: Intrinsic and extrinsic motivation for

smoking cessation. J Consult Clin Psychol 1990, 58(3):310–316.
28. Curry SJ, Grothaus L, McBride C: Reasons for quitting: intrinsic and

extrinsic motivation for smoking cessation in a population-based sample
of smokers. Addict Behav 1997, 22(6):727–739.

29. Brewer NT, Weinstein ND, Cuite CL, Herrington JE: Risk perceptions and
their relation to risk behavior. Ann Behav Med 2004, 27(2):125–130.



Vidrine et al. BMC Public Health 2014, 14:149 Page 10 of 10
http://www.biomedcentral.com/1471-2458/14/149
30. Wallston KA: The validity of the multidimensional health locus of control
scales. J Health Psychol 2005, 10(5):623–631.

31. Wallston KA, Wallston BS, DeVellis R: Development of the
multidimensional health locus of control (MHLC) scales. Health Educ
Monogr 1978, 6(2):160–170.

32. Frankel MR, Shapiro MF, Duan N, Morton SC, Berry SH, Brown JA, Burnam MA,
Cohn SE, Goldman DP, McCaffrey DF, et al: National probability samples
in studies of low-prevalence diseases. Part II: Designing and implementing
the HIV cost and services utilization study sample. Health Serv Res 1999,
34(5 Pt 1):969–992.

33. Collins RL, Kanouse DE, Gifford AL, Senterfitt JW, Schuster MA, McCaffrey DF,
Shapiro MF, Wenger NS: Changes in health-promoting behavior following
diagnosis with HIV: prevalence and correlates in a national probability
sample. Health Psychol 2001, 20(5):351–360.

34. Velicer WF, Diclemente CC, Rossi JS, Prochaska JO: Relapse situations and
self-efficacy: an integrative model. Addict Behav 1990, 15(3):271–283.

35. Constructing a TpB questionnaire:Conceptual and methodological
considerations. [http://www.people.umass.edu/aizen/pdf/tpb.measurement.pdf].

36. Prochaska JO, DiClemente CC: Stages and processes of self-change of
smoking: Toward an integrative model of change. J Consult Clin Psychol
1983, 51(3):390–395.

37. Biener L, Abrams DB: The contemplation ladder: validation of a measure of
readiness to consider smoking cessation. Health Psychol 1991, 10(5):360–365.

38. Cinciripini PM, Lapitsky L, Seay S, Wallfisch A, Kitchens K, Van Vunakis H: The
effects of smoking schedules on cessation outcome: can we improve on
common methods of gradual and abrupt nicotine withdrawal? J Consult
Clin Psychol 1995, 63(3):388–399.

39. Gritz ER, Carr CR, Rapkin D, Abemayor E, Chang LJ, Wong WK, Belin TR,
Calcaterra T, Robbins KT, Chonkich G, et al: Predictors of long-term smoking
cessation in head and neck cancer patients. Cancer Epidemiol Biomarkers Prev
1993, 2(3):261–270.

40. Cinciripini PM, Lapitsky L, Seay S, Wallfisch A, Meyer WJ 3rd, van Vunakis H:
A placebo-controlled evaluation of the effects of buspirone on smoking
cessation: differences between high- and low-anxiety smokers. J Clin
Psychopharmacol 1995, 15(3):182–191.

41. Cinciripini PM, Gray C: Development and validation of a coping skills scale for
smoking cessation. Washington, DC: Society for Research on Nicotine and
Tobacco; 1996.

42. Fagerstrom KO, Schneider NG: Measuring nicotine dependence: a review of
the fagerstrom tolerance questionnaire. J Behav Med 1989, 12(2):159–182.

43. Pomerleau CS, Carton SM, Lutzke ML, Flessland KA, Pomerleau OF:
Reliability of the fagerstrom tolerance questionnaire and the fagerstrom
test for nicotine dependence. Addict Behav 1994, 19(1):33–39.

44. Heatherton TF, Kozlowski LT, Frecker RC, Fagerstrom KO: The fagerstrom
test for nicotine dependence: a revision of the fagerstrom tolerance
questionnaire. Br J Addict 1991, 86(9):1119–1127.

45. Radloff LS: The CES-D scale: A self-report depression scale for research in
the general population. Appl Psych Measure 1977, 1(3):385–401.

46. Watson D, Clark LA, Tellegen A: Development and validation of brief
measures of positive and negative affect: the PANAS scales. J Pers Soc
Psychol 1988, 54(6):1063–1070.

47. Fiore MC, Bailey WC, Cohen SJ, Dorfman SF, Goldstein MG, Gritz ER,
Heyman RB, Jean RC, Kottke TE, Lando HA, et al: Treating Tobacco Use and
Dependence. Rockville, MD: U.S. Department of Health and Human Services.
Public Health Services; 2000.

48. Justice AC, Holmes W, Gifford AL, Rabeneck L, Zackin R, Sinclair G,
Weissman S, Neidig J, Marcus C, Chesney M, et al: Development and
validation of a self-completed HIV symptom index. J Clin Epidemiol 2001,
54(Suppl 1):S77–S90.

49. Vidrine DJ, Arduino RC, Gritz ER: The effects of smoking abstinence on
symptom burden and quality of life among persons living with HIV/
AIDS. AIDS Patient Care STDs: . in press.

50. Chesney MA, Ickovics JR, Chambers DB, Gifford AL, Neidig J, Zwickl B, Wu AW:
Self-reported adherence to antiretroviral medications among participants
in HIV clinical trials: the AACTG adherence instruments. Patient Care
Committee & Adherence Working Group of the Outcomes Committee of
the Adult AIDS Clinical Trials Group (AACTG). AIDS Care 2000, 12(3):255–266.

51. Folstein MF, Folstein SE, McHugh PR: Mini-mental state. A practical
method for grading the cognitive state of patients for the clinician.
J Psychiatr Res 1975, 12(3):189–198.
52. McCulloch CE, Searle SR: Generalized, Linear, and Mixed Models. New York:
John Wiley and Sons, Inc; 2001.

53. Verbe G, Molenberghs G: Linear Mixed Models for Longitudinal Data.
New York: Springer-Verlag; 2000.

54. Brown H, Prescott R: Applied Mixed Models in Medicine. West Sussex,
England: John Wiley and Sons, Ltd; 1999.

55. Rucker DD, Preacher KJ, Tormala ZL, Petty RE: Mediation analysis in social
psychology: Current practices and new recommendations. Soc Personal
Psychol Compass 2011, 5(6):359–371.

56. MacKinnon DP, Lockwood CM, Williams J: Confidence limits for the
indirect effect: Distribution of the product and resampling methods.
Multivar Behav Res 2004, 39(1):99–128.

57. MacKinnon DP: Introduction to Statistical Mediation Analysis. New York:
Lawrence Erlbaum Associates; 2008.

58. Preacher KJ, Hayes AF: SPSS and SAS procedures for estimating indirect
effects in simple mediation models. Behav Res Methods Instrum Comput
2004, 36(4):717–731.

59. Preacher KJ, Hayes AF: Asymptotic and resampling strategies for
assessing and comparing indirect effects in multiple mediator models.
Behav Res Methods 2008, 40(3):879–891.

60. Hayes AF: Beyond Baron and Kenny: Statistical mediation analysis in the
new millennium. Commun Monogr 2009, 76(4):408–420.

61. MacKinnon DP, Lockwood CM, Brown CH, Wang W, Hoffman JM: The
intermediate endpoint effect in logistic and probit regression. Clin Trials
2007, 4(5):499–513.

62. Zhang D, Lin X, Raz J, Sowers M: Semiparametric stochastic mixed models
for longitudinal data. J Am Statist Assoc 1998, 93(442):710–719.

63. Lin X, Zhang D: Inference in generalized additive mixed models by using
smoothing splines. J Royal Stat Soc 1999, 61(Series B):381–400.

64. Li Y, Lin X, Müller P: Bayesian inference in semiparametric mixed models
for longitudinal data. Biometrics 2010, 66(1):70–78.

65. Little RJA, Rubin DB: Statistical Analysis with Missing Data (2nd ed.). New York:
John Wiley & Sons, Inc; 2002.

doi:10.1186/1471-2458-14-149
Cite this article as: Vidrine et al.: The influence of HIV disease events/
stages on smoking attitudes and behaviors: project STATE (Study of
Tobacco Attitudes and Teachable Events). BMC Public Health 2014 14:149.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit

http://www.people.umass.edu/aizen/pdf/tpb.measurement.pdf

	Abstract
	Background
	Methods/Design
	Discussion

	Background
	Methods/Design
	Project overview
	Study site and participants
	Procedures
	Recruitment
	Baseline assessment
	Follow-up assessments
	Cell phone assessments
	Smoking cessation treatment

	Conceptual framework
	Measures
	Perceived impact of HIV/AIDS
	Attitudes about smoking
	Perceived control
	Subjective norms
	Intention to quit smoking
	Smoking status
	Demographic, health, and smoking questionnaires
	Fagerström test for nicotine dependence (FTND)
	Center of epidemiologic studies depression scale (CES-D)
	Positive and negative affect schedule (PANAS)
	Interpersonal support evaluation list (ISEL)
	AIDS clinical trials group (ACTG) measures
	Mental status

	General analytic approach
	Statistical analysis
	Missing data and drop-outs
	Power and sample size


	Discussion
	Abbreviations
	Competing interests
	Authors’ contributions
	Funding
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /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 true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /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

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /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 /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


