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Comparison of the variability of the annual rates
of change in FEV1 determined from serial
measurements of the pre- versus post-
bronchodilator FEV1 over 5 years in mild to
moderate COPD: Results of the lung health study
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Abstract

Background: The impact of interventions on the progressive course of COPD is currently assessed by the slope of
the annual decline in FEV1 determined from serial measurements of the post-, in preference to the
pre-, bronchodilator FEV1. We therefore compared the yearly slope and the variability of the slope of the pre- versus
the post-bronchodilator FEV1 in men and women with mild to moderate COPD who participated in the 5-year
Lung Health Study (LHS).

Methods: Data were analyzed from 4484 of the 5887 LHS participants who had measurements of pre- and
post-bronchodilator FEV1 at baseline (screening visit 2) and all five annual visits. The annual rate of decline in FEV1
(±SE) measured pre- and post-bronchodilator from the first to the fifth annual visit was estimated separately using a
random coefficient model adjusted for relevant covariates. Analyses were performed separately within each of the
three randomized intervention groups. In addition, individual rates of decline in pre- and post-bronchodilator
FEV1 were also determined for each participant. Furthermore, sample sizes were estimated for determining
the significance of differences in slopes of decline between different interventions using pre- versus
post-bronchodilator measurements.

Results: Within each intervention group, mean adjusted and unadjusted slope estimates were slightly higher for
the pre- than the post-bronchodilator FEV1 (range of differences 2.6-5.2 ml/yr) and the standard errors around these
estimates were only minimally higher for the pre- versus the post-bronchodilator FEV1 (range 0.05-0.11 ml/yr).
Conversely, the standard deviations of the mean FEV1 determined at each annual visit were consistently slightly
higher (range of differences 0.011 to 0.035 L) for the post- compared to the pre-bronchodilator FEV1. Within each
group, the proportion of individual participants with a statistically significant slope was similar (varying by only
1.4 to 2.7%) comparing the estimates from the pre- versus the post-bronchodilator FEV1. However, sample size
estimates were slightly higher when the pre- compared to the post-bronchodilator value was used to determine
the significance of specified differences in slopes between interventions.
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Conclusion: Serial measurements of the pre-bronchodilator FEV1 are generally sufficient for comparing the impact
of different interventions on the annual rate of change in FEV1.

Keywords: FEV1 decline, Chronic obstructive pulmonary disease (COPD), Lung health study, Pre-bronchodilator,
Post-bronchodilator
Background
The annual rate of change in FEV1 has been measured
in numerous observational and interventional studies for
nearly half a century. In the seminal work of Fletcher
and Peto [1], on a cohort of 1136 smokers, an acceler-
ated annual rate of loss of FEV1 was observed in a subset
of smokers who were believed to be particularly vulner-
able to the injurious effects of cigarette smoking leading
to the development of chronic obstructive pulmonary
disease. This observation established an accelerated an-
nual loss of lung function as a characteristic feature of
COPD supporting subsequent definitions of COPD as a
progressive disease [2], although recent longitudinal data
suggest that COPD is not always progressive [3]. In the
aftermath of the Fletcher and Peto publication [1], longi-
tudinal population-based studies have examined the in-
fluence of both smoking and other exposures, such as
ambient air pollution, on lung function decline, mostly
using the FEV1 measured without bronchodilator admin-
istration [4-6]. Beginning with the first Lung Health
Study (LHS I), [7,8], the preferred method of determin-
ing the slope of decline in other interventional studies,
including trials of inhaled corticosteroids [9-12],
N-acetycysteine [13] and long-acting inhaled broncho-
dilators with or without inhaled corticosteroids [14,15],
has relied mainly on the post-bronchodilator FEV1

measurement.
The decision to use the slope of the post- as opposed

to the pre-bronchodilator FEV1 as the primary outcome
in LHS I was based, in part, on the assumption that
bronchodilator administration would reduce the influ-
ence of varying circadian and day-to-day bronchomotor
tone on the measurement of FEV1 [16-18], thereby redu-
cing the variability of the annual slope of FEV1 decline,
and potentially increasing the power of the study to
show a significant difference in the slope of decline in
FEV1 between the study groups. However, to date, it has
not been established that use of the post- compared to
the pre-bronchodilator FEV1 is associated with a lower
variance of the slope of annual change in FEV1 in
patients with COPD or that there is less month-to-
month variability than in the pre-bronchodilator mea-
surements. The objective of the present analysis was to
use data from LHS I participants to compare the
between-sessions variability of the pre- versus post-
bronchodilator FEV1 near the beginning of the study
and the variance of the annual slope of change in the
pre- versus post-bronchodilator FEV1 measured over five
years. If no difference in the variability of the slope of
annual change in FEV1 can be discerned between these
two methods of measuring the rate of change, then use
of only the pre-bronchodilator measurement would sim-
plify longitudinal studies of lung function change with-
out compromising the ability to detect possible
differences between different treatment regimens.
Methods
Study population and FEV1 measurements
LHS I was a ten-center randomized clinical trial of 5,887
middle-aged smokers with the objective of determining
whether an intervention program combining intensive
smoking cessation counseling and an inhaled anticholin-
ergic bronchodilator could slow the rate of decline in
FEV1 over a five-year follow-up period during which
subjects underwent pre- and post-bronchodilator spir-
ometry annually [7,8]. Entry criteria included a history
of current regular smoking, ≥10 pack years of smoking,
age 35-60 yrs and the absence of other significant pul-
monary or other medical illness, as well as the presence
of mild to moderate airflow limitation (see below). A
history of asthma treated with regularly scheduled medi-
cation was also exclusionary. Potential subjects under-
went 3 separate screening visits (Figure 1). At the first
screening visit, spirometry was not rigidly controlled,
but spirometric methods used at the 2nd and 3rd screen-
ing visits and at all visits post-randomization were per-
formed using the same centrally supplied and certified
equipment and were rigorously standardized and moni-
tored to maintain suitable quality. At all of these spirom-
etry sessions, three acceptable and two repeatable
maneuvers were required from up to eight forced expira-
tions using LHS-specific standards for acceptability and
repeatability, as previously described [7,19], and the lar-
gest FEV1 and FVC values from acceptable and repeat-
able maneuvers were recorded. Bronchodilator response
to two inhalations of isoproterenol (200 μg) from a
metered-dose inhaler was determined at the 2nd screen-
ing visit and at all subsequent visits, except the 3rd

screening visit. At the latter visit, bronchoprovocation
with methacholine was performed, the details of which
have been published previously [20].
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FEV1 50-90% predicted

Pre-bronchodilator 
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Screening Visit 1 
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Screening Visit 2 
Spirometry† (3 – 8 maneuvers) before

and after 2 inhalations of 
isoproterenol (100 µg / inh) 

Screening Visit 3 
Spirometry† (3 – 8 maneuvers) 

followed by methacholine 
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Eligible participants   
(N = 5887)  
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Smoking Intervention + Placebo
Inhaler (SIP)
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Usual Care  
(N = 1962)
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Spirometry† (3 – 8 maneuvers) 
before and after 2 inhalations of 

isoproterenol

Spirometry† (3 – 8 maneuvers) 
before and after 2 inhalations of 

isoproterenol

* non-centralized spirometer   † centralized spirometer

Figure 1 Screening and post-randomization spirometry visits in the Lung Health Study.
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Eligible participants had to have a pre-bronchodilator
ratio of FEV1 to FVC of ≤0.70 and a pre-bronchodilator
FEV1 ≤90% predicted and ≥55% predicted [21] at the 2nd

screening visit. The “pre-bronchodilator” measurement
was defined as the measurement obtained before the ad-
ministration of a short-acting bronchodilator [iso-
proterenol] as part of the study, as well as after an
adequate washout period following any prior use of
bronchodilator medication by participants. Eligible parti-
cipants were randomized in a 1:2 ratio to receive “usual
care” (UC) or “special intervention” (SI). The SI group
received a four-month intensive smoking cessation
program followed by a five-year relapse prevention pro-
gram, along with physician advice and nicotine replace-
ment. In addition, participants in the SI group were
randomly assigned in a 1:1 ratio and in a double-blind
fashion to receive either placebo (SIP group) or ipratro-
pium bromide two inhalations, 18 μg per inhalation (SIA
group), which they were instructed to take three times
daily for the five-year duration of the study. The UC
group received only brief counseling on entry into the
study. All subjects were requested to return each year
for a total of five post-randomization annual visits dur-
ing each of which smoking status was determined (and
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verified by salivary cotinine and end-expired measure-
ments of carbon monoxide) and spirometry was per-
formed both before and after isoproterenol using the
same methodology and rigorous standards as applied
during the 2nd and 3rd screening visit (Figure 1). In
addition, the SI group returned for a four-month post-
randomization visit that included pre- and post-
bronchodilator spirometry. Informed consent was
obtained from all participants at each of the ten LHS
clinical centers.
Written informed consent was obtained from all parti-

cipants originally enrolled in the LHS. The study was
approved by the institutional review boards of each of
the participating centers and was conducted in accord-
ance with the Declaration of Helsinki and Good Clinical
Practice guidelines.

Statistical analysis
Data from the LHS were reanalyzed to compare the an-
nual FEV1 decline measured pre- bronchodilator versus
post-bronchodilator for the three study groups (UC, SIP
and SIA), separately. Baseline characteristics for the
three treatment groups were summarized using descrip-
tive statistics. Among the 5887 subjects in the original
study, only the 4484 (~76%) who had measurements at
both baseline and all five annual follow-up visits were
included in this analysis. Demographic characteristics
and mean baseline FEV1 values were compared between
the included and excluded subgroups. For each included
treatment group, the annual rate of decline in FEV1

measured pre- and post- bronchodilator from the first to
the fifth annual visit was estimated separately using a
random coefficient model. Time (year), gender, age,
BMI, two-point methacholine concentration-FEV1

O’Connor slope [22] and baseline number of cigarettes
smoked per day were included in the model as fixed
effects; intercept and time (i.e., slope of FEV1) were ran-
dom effects. The two-point slope was computed as the
percent change in FEV1 at the highest delivered dose of
methacholine from the postdiluent control FEV1 divided
by the highest concentration of methacholine (in mg/ml)
that the subject received. Since, on average, either no
change or an increase in FEV1 was observed from base-
line to the first annual visit, followed by a linear decline
in FEV1 from annual visits 1 through 5 in the entire
LHS 1 population, for the present analysis all slopes
were calculated using data from the first through the
fifth annual visit. In addition, for each subject individu-
ally a linear regression model was used to obtain the an-
nual rate of decline in FEV1 for that subject from annual
visits 1 through 5. The number of subjects who had a
statistically significant individual annual rate of change
in FEV1 (p < 0.05) and the mean and standard deviation
of the slopes for those with and without a significant
individual rate of change were tabulated for pre- and
post- bronchodilator FEV1 separately within each of the
three treatment groups.
Based on the estimated slope (annualized change in

FEV1) and standard deviation determined for the three
parallel LHS treatment groups, we performed sample
size calculations to determine whether there are differ-
ences in the sample sizes needed to demonstrate a sig-
nificant difference in slopes of FEV1 decline between the
UC group and the SIP group, as well as between the UC
group and the SIA group, using the pre- versus the post-
bronchodilator FEV1. For these calculations, we assumed
equal sizes for each group, a normal distribution of the
annualized change in FEV1, a significance level of 0.05
(alpha) and 80% power (beta = 0.2) to detect the
observed difference in the annualized change in FEV1

between the two study groups in each pair (UC and SIP,
and UC and SIA) using a two-sided t-test. Sample sizes
were also calculated for the SIA and SIP groups versus a
hypothetical comparison study group with an assumed
slope difference of 10, 15 and 20 ml/yr, respectively, to
investigate possible differences in sample sizes using the
pre-bronchodilator vs. the post-bronchodilator FEV1 for
determining the slope.
All analyses were performed using SAS software.

Results
Average baseline characteristics for participants who
were included and excluded in the analysis are shown in
Table 1 for each study group. Baseline features were
modestly but significantly different between the included
and excluded participants for the following: in the SIA
group, excluded subjects were more often male and
non-Caucasian, had a slightly higher BMI and reported
smoking more cigarettes/day and a greater number of
pack-years; in the SIP group, excluded patients reported
smoking more cigarettes/day; and in the UC group,
excluded subjects had a lower FEV1. No significant dif-
ferences in baseline characteristics across the subjects in
the three treatment groups were noted, except for gen-
der and BMI. The SIA group had more females than the
SIP and UC groups (p = 0.009 and 0.006, respectively)
and the BMI was slightly lower in the SIA group than
the SIP and UC groups (p = 0.0077 and 0.0721, respect-
ively). The latter differences were very small and unlikely
to be clinically significant.
The linear slopes (mean and standard deviation) of the

pre- and post-bronchodilator FEV1 change from annual
visits 1 through 5 both unadjusted and adjusted (for age,
gender, cigarettes/day and log of the 2-point methacho-
line concentration-FEV1 response slope) are shown for
the UC, SIP and SIA groups separately in Table 2. The
mean values (± SD) of the pre- and post-bronchodilator
FEV1 at baseline and each annual visit are shown in



Table 1 Baseline characteristics of subjects included in versus excluded from the analysis

Included in this analysis Study Group

SIA SIP UC

No. of Subjects N 457 459 487

Y 1504 1503 1477

Subject Characteristics

Gender

% Male N 65.6 64.3 62.6

Y 59.3 63.9 64.2

p =0.0151 ns ns

Age, y

Mean± SD N 48.7 ± 7.1 48.3 ± 6.9 48.6 ± 7.0

Y 48.3 ± 6.8 48.6 ± 6.8 48.4 ± 6.8

ns ns ns

Race

% White N 92.8 94.8 95.3

Y 96.9 96.1 95.7

p =0.0001 ns ns

FEV1, L – pre (S2)

Mean± SD N 2.62 ± 0.61 2.62 ± 0.58 2.59 ± 0.57

Y 2.62 ± 0.61 2.65 ± 0.60 2.66 ± 0.60

ns ns p =0.0178

FEV1, L– post (S2)

Mean± SD N 2.73 ± 0.63 2.73 ± 0.60 2.70 ± 0.59

Y 2.73 ± 0.64 2.76 ± 0.63 2.78 ± 0.63

ns ns p =0.0155

BMI, kg/ht2

Mean± SD N 26.0 ± 4.1 25.7 ± 3.9 25.5 ± 4.1

Y 25.3 ± 3.9 25.7 ± 3.9 25.6 ± 3.9

p =0.002 ns ns

Cigarettes/Day

Mean± SD N 32.6 ± 13.4 32.8 ± 12.8 31.8 ± 12.6

Y 30.8 ± 13.1 31.1 ± 12.5 30.9 ± 12.9

p =0.006 p =0.007 ns

Pack/Years

Mean± SD N 42.6 ± 21.7 41.9 ± 19.9 41.7 ± 20.6

Y 39.8 ± 19.0 39.9 ± 18.5 40.2 ± 18.3

p =0.027 ns ns

O’Connor slope

Mean± SD N −14.4 ± 28.1 −12.2 ± 24.1 −12.6 ± 21.6

Y −13.2 ± 23.2 −12.0 ± 21.3 −12.9 ± 24.6

ns ns ns

SIA = Special Intervention Anticholinergic; SIP = Special Intervention Placebo; UC=Usual Care; S2 = second screening visit.
Differences for each measure between participants included versus not included in the analysis were tested using the t-test (for age, FEV1 and BMI), Chi-square
(for gender and race) and Wilcoxon rank sum test (for cigarettes/day, pack-years and O’Connor slope).
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Figure 2 and Additional file 1. Regardless of the adjust-
ment for covariates, the mean slopes of both the pre-
and post-bronchodilator FEV1 are steeper by 12.2-15.5
ml/yr for the UC group compared to both SI groups
(Table 2), as previously reported for the post-
bronchodilator slope in the entire LHS 1 population [7].
However, within each group, the mean unadjusted slope
estimates are only slightly higher for the pre- than the
post-bronchodilator FEV1 (range of differences 2.6-5.2
ml/yr) and the standard errors around these estimates



Table 2 Linear slope estimates (± SE) for the annual change (year 1-5) in pre- and post-bronchodilator FEV1 (ml/yr)
both unadjusted and adjusted for covariates (age, gender, cigarettes/day and log of the 2-point methacholine-FEV1

response slope) by intervention group

Group Unadjusted Adjusted

Slope Estimate ml/yr SE ml/yr p† Slope Estimate ml/yr SE ml/yr p†

UC (N= 1477)

Pre-bronchodilator −56.7 1.36 −56.7 1.37

Post-bronchodilator −52.8 1.25 −53.1 1.26

Difference* 3.9 1.07 <0.001 3.6 1.08 <0.001

SIP (N = 1503)

Pre-bronchodilator −43.2 1.30 −43.3 1.31

Post-bronchodilator −40.6 1.25 −40.8 1.27

Difference* 2.6 1.07 0.016 2.5 1.09 0.020

SIA (1504)

Pre-bronchodilator −42.7 1.36 −42.7 1.38

Post-bronchodilator −37.5 1.27 −37.6 1.29

Difference* 5.2 1.22 <0.001 5.1 1.24 <0.001

UC=Usual Care; SIP = Special Intervention Placebo; SIS = Special Intervention Anticholinergic.
*Difference between the linear slope estimates calculated using the pre- versus post-bronchodilator FEV1.
†p values refer to the significance of the differences between the slopes determined from the pre- versus post-bronchodilator FEV1 within each group
(mixed model).
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are only minimally higher for the pre- vs. the post-
bronchodilator FEV1 (range 0.05-0.11 ml/yr). Similarly,
the mean adjusted slope estimates are slightly higher for
the pre- than the post-bronchodilator FEV1 in each
group (range of differences 2.5-5.1 ml/yr) and the stand-
ard errors around these estimates are only minimally
higher for the pre- vs. the post-bronchodilator FEV1

(range 0.04-0.11 ml/yr). The similarity of the slopes of
the pre- vs. post-bronchodilator FEV1 from annual visits
1 through 5 is readily discerned by inspection of curves
drawn for the mean values of the pre- vs. post-
bronchodilator FEV1 at each annual visit over this time
period (Figure 2). Moreover, the standard deviations of
the mean FEV1 at each of these time points are very
similar on comparison of the pre- and post-
bronchodilator values (Additional file 1).
Table 3 shows the percentage of participants in each

randomized group who exhibited a statistically signifi-
cant individual slope of pre- and post-bronchodilator
FEV1 change over annual visits 1 through 5. Within each
group, the percentage of individual participants with a
statistically significant slope was similar between the
slopes estimated from the pre- versus the post-
bronchodilator FEV1, the differences varying by only 1.4-
2.7%. The percentage of UC participants who exhibited
a statistically significant slope of both pre- and post-
bronchodilator FEV1 decline (40.2 and 38.7%, respect-
ively) was significantly higher than the percentage of
participants in each SI group (range 25.4-30.5%) who
demonstrated a statistically significant slope, most likely
attributable to the generally steeper significant slopes in
the UC group (range of means 53.5-56.7 ml/yr) than in
the two SI groups (range of means 37.5-43.2 ml/yr) as a
consequence of the significantly higher rates for sus-
tained quitting in the SI groups than the UC group (7).
The differences of the pre- and post-bronchodilator

FEV1 in the SIP group between screening visit 2 and
month 4 reflect the month-to-month variability in FEV1

unconfounded by the introduction of maintenance treat-
ment with a bronchodilator (Additional file 2). The
mean difference in pre-bronchodilator FEV1 from
screening visit 2 to month 4 is actually smaller than that
for the post-bronchodilator measurements, although the
variances are similar.
Using the pre- and post-bronchodilator FEV1, the

sample sizes required 1) to demonstrate significant dif-
ferences between the UC vs. SIA group and the UC vs.
SIP group are shown in Table 4 and 2) to demonstrate a
significant slope difference of 10, 15 and 20 ml/yr for
the SIA and the SIP groups vs. the hypothetical compari-
son group are shown in Table 5. A smaller N was
required to show a difference between the SIP and the
UC group using the pre-bronchodilator compared to the
post-bronchodilator FEV1, while, conversely, a larger N
was needed to show a difference between the SIA and
UC groups using the pre- compared to the post-BD
FEV1 (Table 4). These differences in sample size esti-
mates comparing the UC group with each of the SI
groups are related to the differences in the means of the
slopes (effect size) between the groups, as well as the dif-
ferences in the SD shown in Table 2. On the other hand,
comparison of the sample sizes needed to show statis-
tical significance for specified differences in slope be-
tween each SI group and a hypothetical comparison
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Figure 2 Mean values of pre- and post-bronchodilator FEV1 at
screening visit 2 and annual visits 1 through 5 in A) UC group,
B) SIP group and C) SIA group.
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group using pre- vs. post-bronchodilator data showed
that slightly larger numbers of subjects would be
required using pre- than post-bronchodilator FEV1 mea-
surements, especially for relatively small hypothetical
differences in slope (Table 5).
Discussion
We found that, for the UC and the two SI groups, both
the mean slope and the variance of the slope of the an-
nual change in the pre-bronchodilator FEV1 were fairly
similar to the slope and variance of the slope determined
using the post-bronchodilator FEV1 (Table 2), suggesting
that the post-bronchodilator measurement offered little
advantage over the pre-bronchodilator FEV1 for tracking
the course of COPD in LHS participants. These findings
are consistent with our observation of comparable
between-month variability of the pre- and the post-
bronchodilator FEV1 in the SIP group (Additional file 1).
Our results indicating that the variability of the slope

of annual change in FEV1 is not substantially reduced by
determining the slope based on the post-bronchodilator
compared to the pre-bronchodilator FEV1 are further
supported by the observation that, within each group,
the proportion of participants with a statistically signifi-
cant individual slope of decline in the post-
bronchodilator FEV1 was similar to the proportion with
a statistically significant individual slope determined
from the pre-bronchodilator FEV1 since the statistical
significance of the individual slope of FEV1 decline is
influenced, in large part, by the variance of the slope.
On the other hand, any possible advantage, with re-

spect to savings in time and effort, of restricting the
measurement of FEV1 to only the pre-bronchodilator
value for studies of the impact of an intervention on the
annual rate of change in FEV1 must be balanced by the
comparative size of the sample required, with adequate
power, to show a significant difference between the
interventions. The sample size is driven by both the ef-
fect size and the variance of the annual slope. Therefore,
we determined the sample sizes needed to show a sig-
nificant difference between the UC group and each of
the SI groups, as well as to show significant specified dif-
ferences (10, 15 and 20 ml/yr) between each of the SI
groups and a hypothetical comparison group. Inconsist-
ent differences in the required sample size were shown
for determining significant differences between the UC
group and each of the SI groups using pre- vs. post-
bronchodilator data (Table 4). However, in general, a
modestly larger sample size was required to demonstrate
significance for specified differences in slope between a
hypothetical comparison group and each SI group, par-
ticularly for relatively small assumed differences in slope
(Table 5), thus potentially incurring an additional cost



Table 3 Proportion of participants (95% CI) in each intervention group with a statistically significant individual annual
rate of change in pre- versus post-bronchodilator FEV1 from annual visit 1 through 5

Intervention Group Proportion with significant change in FEV1 (95% CI)

Pre-bronchodilator FEV1 Post-bronchodilator FEV1

UC 40.1 (37.6-42.6) 38.7 (36.2-41.2)

SIP 27.8 (25.6-30.1) 30.5 (28.1-32.8)

SIA 27.0 (24.7-29.2) 25.4 (23.3-27.6)
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for recruitment of a somewhat larger sample size if only
the pre-bronchodilator FEV1 were measured.
In studies conducted over approximately the last 25

years comparing the impact of different therapeutic inter-
ventions in COPD on the progression of the disease, it
became common practice to use the post-bronchodilator,
rather than the pre-bronchodilator, FEV1 for calculating
the annual rate of change as the primary measure of the
course of the disease [7,9-15]. The rationale for this prac-
tice, is likely to have been based on the belief that the
post-bronchodilator value better “standardizes” the FEV1

than the pre-bronchodilator value, since the pre-
bronchodilator value could be affected by day-to-day and
within-day variability in bronchomotor tone, as well as by
residual bronchodilation from the last dose of either res-
cue or maintenance bronchodilator medication if an ad-
equate washout period was not observed. The goal of this
“standardization” would be to reduce the variability of
the FEV1 and thus better estimate the slope of the annual
change in FEV1, thereby decreasing the sample size
required to demonstrate a significant difference in slope
between therapeutic interventions.
On the other hand, serial spirometry studies evaluating

the time course of FEV1 over 24 hrs have failed to show
any difference in the circadian pattern of FEV1 compar-
ing responses to placebo with those to bronchodilator
medication [23,24]. Moreover, the short-term response
to a bronchodilator is influenced by several factors [25]
in consequence of which the post-bronchodilator incre-
ment in FEV1 is itself highly variable both within and be-
tween patients with COPD [26,27]. One of the factors
Table 4 Estimates of sample sizes (N) per group required
to demonstrate (A) significant slope differences between
the UC vs., separately, the SIA and SIP group using the
pre- vs. post-bronchodilator FEV1 and (B) significant
slope differences of 10, 15 and 20 ml/yr for the SIA and
the SIP group, separately, vs. a hypothetical comparison
group using pre- and post-bronchodilator FEV1,
respectively

SIA vs. UC SIP vs. UC

Using pre-bronchodilator data 221 227

Using post-bronchodilator data 160 248
affecting the acute response to a bronchodilator mea-
sured in terms of the absolute improvement in FEV1 is
the pre-bronchodilator FEV1 % predicted, such that,
across the spectrum of GOLD stages of severity from
moderate to very severe, the magnitude of the FEV1 re-
sponse has been observed to be largest in patients with
moderate COPD and smallest in patients with very se-
vere COPD [28,29]. Consequently, as COPD progresses
from moderate to very severe airflow obstruction over
time, one would expect a progressively smaller absolute
increment in FEV1 after bronchodilator administration,
which could influence the annual slope of decline in the
post-bronchodilator FEV1. In contrast, patients with
relatively mild airflow obstruction, as observed on the
baseline visit of the LHS, exhibit a minimal response to
a bronchodilator [7,30], in contrast to the much greater
response in patients with moderate to severe airflow ob-
struction, possibly due to the effect of Poisseuille’s Law
[31]. Consequently, when such patients progress to a
greater degree of airflow obstruction, one would expect
a relatively larger acute response to a bronchodilator, as
was demonstrated in the continuing and intermittent
smokers over the 11 years of follow-up in the LHS [30].
Whether because of these or other factors, the yearly
slope of FEV1 and the variance of this slope do, in fact,
differ between the pre- vs. the post-bronchodilator FEV1

has heretofore not been specifically addressed.
This study has several strengths as well as weaknesses.

The major strength is the exceptional rigor with which
the centralized spirometry assessments were performed
and continually monitored for quality control [19], thus
minimizing variability due to technical factors. Other
strengths include the large number of subjects studied
(nearly 6,000, over three-quarters of whom completed
all annual visits) and the relatively high representation of
females (35%) compared to most other interventional
studies in COPD. A weakness is the somewhat limited
spectrum of COPD represented by the subjects, all of
whom had only mild to moderate airflow obstruction at
entry into the study and generally had not been pre-
scribed maintenance bronchodilator or other medication
for their COPD, so that our findings might not apply to
patients with severe or very severe COPD nor to non-
smokers and those without COPD. Similarly, the average



Table 5 Estimates of sample sizes (N) per group required to demonstrate (A) significant slope differences between the
UC vs., separately, the SIA and SIP group using the pre- vs. post-bronchodilator FEV1 and (B) significant slope
differences of 10, 15 and 20 ml/yr for the SIA and the SIP group, separately, vs. a hypothetical comparison group
using pre- and post-bronchodilator FEV1, respectively

Difference of Slope Using pre-BD data Using post-BD data

SIA vs. comparison group 10 435 382

15 194 171

20 110 97

SIP vs. comparison group 10 398 371

15 178 166

20 101 94
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age of the participants (~48 yrs) was much lower than
that of COPD patients participating in pharmacothera-
peutic trials. The imbalance in some of the baseline
characteristics between the ~76% of participants
included in the analysis and the remainder who were
excluded might be another limitation. To address this
limitation, we re-analyzed the data to determine the esti-
mated annual change in FEV1 in the total LHS popula-
tion of 5,887 participants using multiple imputation of
the missing data (see Additional file 3). The results of
this analysis yielded differences between the mean slopes
and slope variances determined from the pre- versus the
post-bronchodilator FEV1 that were very similar to those
found when the analysis was restricted only to those
who completed all annual visits. Another limitation is
that COPD was defined by a pre-bronchodilator ratio of
FEV1 to FVC of <70%, rather than the currently recom-
mended post-bronchodilator ratio [2]. Consequently,
some subjects with fully reversible airflow obstruction
were included in the study. There were 503 subjects
whose post-bronchodilator FEV1 % predicted was 90%
or greater, and 1246 whose post-bronchodilator FEV1/
FVC % was 70% or greater. On the other hand, subjects
who were receiving regularly prescribed medication for
asthma were excluded.
We conclude that serial measurements of the pre-

bronchodilator FEV1 appear to be adequate for compar-
ing the impact of different interventions on the annual
rate of change in FEV1, thus simplifying the design of
such longitudinal studies. On the other hand, relying
only on the pre-bronchodilator measurement might re-
quire a slightly larger sample size to show significant dif-
ferences between interventions, particularly if relatively
small differences in slope are observed. Moreover, meas-
urement of the response to a bronchodilator is import-
ant at baseline to exclude the presence of fully reversible
airflow obstruction and, in addition, to describe the de-
gree of partial reversibility for descriptive and potential
analytic purposes, although the pre-bronchodilator FEV1

has been found to be just as accurate as the post-
bronchodilator measurement in predicting mortality in
the LHS [32]. In addition, if only the pre-bronchodilator
measurement is performed over time, care should be
taken to ensure that subjects withhold their concomitant
bronchodilator medication for a suitable washout period
prior to spirometry testing. Furthermore, whether or not
post-bronchodilator measurements are also performed,
subjects should be studied at approximately the same
time of day to minimize variability due to the influence
of circadian rhythm.
Additional files

Additional file 1: Mean (±SD) pre- and post-bronchodilator FEV1 at
baseline and each annual visit by intervention group.

Additional file 2: Mean values ± SD of pre- and post-
bronchodilator FEV1 at the 2nd screening visit (S2) and the 4 month
visit (M4) and the mean M4-S2 differences ± SD in SIP participants
(N=1427).

Additional file 3: Estimates of annual change in FEV1 (in liters)
using multiple imputation of missing data in the entire LHS
population*.

Abbreviations
COPD: Chronic obstructive pulmonary disease; FEV1: Forced expired volume
in 1 second; UC: Usual Care group; SI: Special Intervention group; SIP: Special
Intervention group assigned to placebo; SIA: Special Intervention group
assigned to active bronchodilator; S2: Screen 2 visit; M4: Month 4 visit.

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

Authors’ contributions
DT helped design the study, contributed to the collection of data, developed
the concept for the statistical analysis, assisted in the interpretation of the
results and drafted the manuscript; DH and EK assisted in the interpretation
of the results and contributed to the writing of the manuscript; HW and NL
carried out the statistical analysis; JC and RE oversaw the statistical analysis
and assisted in the interpretation of the results. All authors read and
approved the final manuscript.

Author details
1Departments of Medicine, David Geffen School of Medicine, University of
California, Los Angeles, CA, USA. 2Departments of Biomathematics, David
Geffen School of Medicine, University of California, Los Angeles, CA, USA.
3Royal Devon and Exeter Hospital, Exeter, UK. 4Department of Biostatistics,
University of Minnesota, Minneapolis, MN, USA. 5David Geffen School of
Medicine at UCLA, 10833 Le Conte Ave., Los Angeles, CA 90095, USA.

http://www.biomedcentral.com/content/supplementary/1465-9921-13-70-S1.doc
http://www.biomedcentral.com/content/supplementary/1465-9921-13-70-S2.doc
http://www.biomedcentral.com/content/supplementary/1465-9921-13-70-S3.doc


Tashkin et al. Respiratory Research 2012, 13:70 Page 10 of 10
http://respiratory-research.com/content/13/1/70
Received: 14 May 2012 Accepted: 10 August 2012
Published: 15 August 2012
References
1. Fletcher C, Peto R: The natural history of chronic airflow obstruction. Br

Med J 1977, 1:1645–1648.
2. Global Strategy for the Diagnosis, Management and Prevention of COPD,

Global Initiative for Chronic Obstructive Lung Disease (GOLD). 2010. http://
www.goldcopd.org

3. Casanova C, de Torres JP, Aguirre-Jaime A, Pinto-Plata V, Marin JM, Cordoba
E, BAz R, kKCote C, Celli BR: The progression of chronic obstructive
pulmonary disease is heterogeneous. The experience of the BODE
cohort. Am J Respir Crit Care Med 2011, 184:1015–1021.

4. Detels R, Tashkin DP, Sayre JW, Rokaw SN, Massey FJ, Coulson AH, Wegman
DH: The UCLA population studies of CORD. X. A cohort study of changes
in respiratory function associated with chronic exposure to SOX, NOX

and hydrocarbons. Am J Public Health 1991, 81:350–359.
5. Tashkin DP, Detels R, Simmons M, Liu H, Coulson AH, Sayre J, Rokaw S: The

UCLA Population Studies of Chronic Obstructive Respiratory Disease XI.
Impact of air pollution and smoking on annual change in forced
expiratory volume in one second. Am J Respir Crit Care Med 1994,
149:1209–1217.

6. Kohansal R, Martinez-Camblor P, Agusti A, Buist AS, Mannino DM, Soriano
JB: The natural history of chronic airflow obstruction revised. An analysis
of the Framingham Offsping Cohort. Am J Respir Crit Care Med 2009,
180:3–10.

7. Anthonisen NR, Connett JE, Kiley JP, Altose MD, Bailey WC, Buist AS,
Conway WA Jr, Enright PL, Kanner RE, O’Hara P, Owens GR, Scanlon PD,
Tashkin DP, Wise RA, for the Lung Health Study Research Group: Effects of
smoking intervention and the use of an inhaled anticholinergic
bronchodilator on the rate of decline of FEV1. The Lung Health Study.
JAMA 1994, 272:1497–1505.

8. Scanlon PD, Connett JE, Waller LA, Altose MD, Bailey WC, Buist AS, Tashkin
DP, for the Lung Health Study Research Group: Smoking cessation and
lung function in mild-to-moderate chronic obstructive pulmonary
disease: the lung health study. Am J Respir Crit Care Med 2000,
161:381–390.

9. Pauwels RA, Lofdahl C-G, Laitinen LA, Schouten JP, Postma DS, Pride NB,
Ohlsson SV: Long-term treatment with inhaled budesonide in persons
with mild chronic obstructive pulmonary disease who continue smoking.
N Eng J Med 1999, 340:1948–1953.

10. Burge PS, Calverley PMA, Jones PW, Spencer S, Anderson JA, Maslen TK:
Randomised, double-blind, placebo-controlled study of fluticasone
propionate in patients with moderate to severe chronic obstructive
pulmonary disease: the ISOLDE trial. BMJ 2000, 320:1297–1303.

11. Vesto J, Sorensen T, Lange P, Brix A, Torre P, Viskum K: Long-term effect of
inhaled budesonide im mild and moderate chronic obstructive
pulmonary disease: a randomized controlled trial. Lancet 1999,
353:1819–1823.

12. The Lung Health Study Research Group: Effect of inhaled triamcinolone on
the decline in pulmonary function in chronic obstructive pulmonary
disease. N Engl J Med 2000, 343:1902–1909.

13. Decramer M, Rutten-van Molken M, Dekhuijzen PNR, Troosters T, van
Herwaarden C, Pellegrino R, van Schayck CPO, Olivieri D, Del Donno M, De
Backer W, Lankhorst I, Ardia A: Effects of N-acetylcysteine on outcomes in
chronic obstructive pulmonary disease (Bronchitis Randomized on NAC
Cost-Utility Study, BRONCUS): a randomized placebo-controlled trial.
Lancet 2005, 365:1552–1560.

14. Tashkin DP, Celli B, Senn S, Burkhart D, Kesten S, Menjoge S, Decramer M,
for the UPLIFT study investigators: A 4-year trial of tiotropium in chronic
obstructive pulmonary disease. N Engl J Med 2008, 359:1543–1554.

15. Celli BR, Thomas NE, Anderson JA, Ferguson GT, Jenkins CR, Jones PW,
Vestbo J, Knobil K, Yates JC, Calverley PMA: Effect of pharmacotherapy on
rate of decline in lung function in chronic obstructive pulmonary
disease. Results from the TORCH study. Am J Respir Crit Care Med 2008,
178:332–338.

16. Postma DS, Hoeter GH, vd Mark TW, Reig RP, Sluiter HJ: The effects of oral
slow-release terbutaline on the circadian variation in spirometry and
arterial blood gas levels in patients with chronic airflow obstruction.
Chest 1985, 87:653–657.
17. Pennock BE, Rogers RM, McCaffree DR: Changes in measured spirometric
indices. What is significant? Chest 1981, 80:97–99.

18. Nisar M, Earis JE, Pearson MG, Calverley PMA: Acute bronchodilator trials in
chronic obstructive pulmonary disease. Am Rev Respir Dis 1991,
146:555–559.

19. Enright PL, Johnson LR, Connett JE, voelker H, Buist AS: Spirometry in the
Lung Health Study: I. Methods and quality control. Am Rev Respir Dis
1991, 143:1215–1233.

20. Tashkin DP, Altose MD, Bleecker ER, Connett JE, Kanner RE, Lee WW, Wise R,
for the Lung Health Study Research Group: The Lung Health Study: Airway
responsiveness to inhaled methacholine in smokers with mild to
moderate airflow limitation. Am Rev Respir Dis 1992, 145:301–310.

21. Crapo RD, Morris AH, Gardner RM: Reference spirometric values using
techniques and equipment that meet ATS recommendations. Am Rev
Respir Dis 1981, 123:659–664.

22. O’Connor GT, Sparrow D, Weiss ST: A prospective longitudinal study of
methacholine airway responsiveness as a predictor of pulmonary
function decline: the Normative Aging Study. Am J Respir Crit Care Med
1995, 152:87–92.

23. Calverley PMA, Lee A, Towse L, van Noord J, Witeck TJ, Kelsen S: Effect of
tiotropium bromide on circadian variation in airflow limitation in chronic
obstructive pulmonary disease. Thorax 2003, 58:855–860.

24. van Noord JA, Aumann JL, Janssens E, Verhaert J, Smeets JJ, Meuller A,
Cornelissen PJG: Effects of tiotropium with and without formoterol on
airflow obstruction and resting hyperinflation in patients with COPD.
Chest 2006, 129:509–517.

25. Tashkin DP: Measurement and Significance of the Bronchodilator
Response. In Bronchodilators: Theory and Practice, Lung Biology in Health and
Disease series. Series edited by Lenfant C. Edited by Jenne JW. New York:
Marcel Dekker, Inc; 1987:535–613.

26. Calverley PMA, Burge PS, Spencer S, Anderson JA, Jones PW, for the ISOLDE
Study Investigators: Bronchodilator reversibility testing in chronic
obstructive pulmonary disease. Thorax 2003, 58:659–664.

27. Dorinsky PM, Reisner C, Ferguson GT, Menjoge SS, Serby CW, Witek TJ Jr:
The combination of ipratropium and albuterol optimizes pulmonary
function reversibility testing in patients with COPD. Chest 1999,
115:966–971.

28. Tashkin DP, Celli B, Decramer M, Liu D, Burkhart D, Cassino C, Kesten S:
Bronchodilator responsiveness in patients with COPD. Eur Respir J 2008,
31:742–750.

29. Celli B, Tashkin DP, Rennard SI, McElhattan J, Martin U: Bronchodilator
responsiveness and onset of effect with budesonide/formoterol pMDI in
patients with COPD. Respir Med 2011, 105:1176–1188.

30. Anthonisen NR, Lindgren PG, Tashkin DP, Kanner RE, Scanlon PD, Connett
JE: Bronchodilator response in mild to moderate COPD over 11 years:
Results from the Lung Health Study. Eur Respir J 2005, 26:45–51.

31. DuBois AB: Resistance to breathing. In Handbook of Physiology, Section 3:
Respiration, vol 1. Edited by Fenn WO, Rahn H. Washington, DC: American
Physiological Society; 1964:451–452.

32. Mannino DM, Diaz-Guzman E, Buist S: Pre- and post-bronchodilator lung
function as predictors of mortality in the Lung Health Study. Respir Res
2011 Oct 12, 12:136.

doi:10.1186/1465-9921-13-70
Cite this article as: Tashkin et al.: Comparison of the variability of the
annual rates of change in FEV1 determined from serial measurements
of the pre- versus post-bronchodilator FEV1 over 5 years in mild to
moderate COPD: Results of the lung health study. Respiratory Research
2012 13:70.

http://www.goldcopd.org
http://www.goldcopd.org

	Abstract
	Background
	Methods
	Results
	Conclusion

	Background
	Methods
	Study population and FEV1 measurements

	link_Fig1
	Statistical analysis

	Results
	link_Tab1
	link_Tab2
	Discussion
	link_Fig2
	link_Tab3
	link_Tab4
	Additional files
	Competing interests
	Authors´ contributions
	Author details
	link_Tab5
	References
	link_CR1
	link_CR2
	link_CR3
	link_CR4
	link_CR5
	link_CR6
	link_CR7
	link_CR8
	link_CR9
	link_CR10
	link_CR11
	link_CR12
	link_CR13
	link_CR14
	link_CR15
	link_CR16
	link_CR17
	link_CR18
	link_CR19
	link_CR20
	link_CR21
	link_CR22
	link_CR23
	link_CR24
	link_CR25
	link_CR26
	link_CR27
	link_CR28
	link_CR29
	link_CR30
	link_CR31
	link_CR32


<<
  /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


