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Abstract

Background: In many therapeutic areas, individual patient markers have been identified that are associated with
differential treatment response. These markers include both baseline characteristics, as well as short-term changes
following treatment. Using such predictive markers to select subjects for inclusion in randomized clinical trials could
potentially result in more targeted studies and reduce the number of subjects to recruit.

Methods: This study compared three trial designs on the sample size needed to establish treatment efficacy across
a range of realistic scenarios. A conventional parallel group design served as the point of reference, while the
alternative designs selected subjects on either a baseline characteristic or an early improvement after a short active
run-in phase. Data were generated using a model that characterized the effect of treatment on survival as a
combination of a primary effect, an interaction with a baseline marker and/or an early marker improvement. A
representative scenario derived from empirical data was also evaluated.

Results: Simulations showed that an active run-in design could substantially reduce the number of subjects to
recruit when improvement during active run-in was a reliable predictor of differential treatment response. In this
case, the baseline selection design was also more efficient than the parallel group design, but less efficient than
the active run-in design with an equally restricted population. For most scenarios, however, the advantage of
the baseline selection design was limited.

Conclusions: An active run-in design could substantially reduce the number of subjects to recruit in a randomized
clinical trial. However, just as with the baseline selection design, generalizability of results may be limited and
implementation could be difficult.
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Background
Clinical trials are increasingly extensive and complex
[1,2]. They account for the bulk of time and money
invested into drug development [3-5]. To assure the effi-
cient and timely arrival of new and affordable drugs, it is
therefore essential to explore and implement innovative
approaches to the design of clinical trials [6,7].
In many therapeutic areas, prognostic research has

identified subject characteristics that are predictive of fu-
ture clinical outcomes or favorable/unfavorable treatment
response [8,9]. These characteristics can be categorized
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as prognostic or predictive markers [10,11]. Prognostic
markers are associated with future clinical outcomes, ir-
respective of treatment status, while predictive markers
predict the response to treatment. Baseline albuminuria
is an example of a prognostic marker that is associated
with renal and cardiovascular outcomes, while unrelated to
the response to angiotensin receptor blockers [12]. On the
other hand, early albuminuria reduction after a relatively
short duration of exposure to treatment is a predictive
marker, proven to be associated with differential treatment
response on long-term renal and cardiovascular endpoints
in randomized clinical trials [13-15].
Information on markers associated with improved long-

term treatment outcomes could be of use in improving the
efficiency of clinical trials [16]. Predictive markers enable
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selection of patient subgroups for whom the expected ef-
fect of treatment (as compared to control) is particularly
beneficial. Restricting randomization to this subgroup
could reduce the sample size requirements needed to es-
tablish treatment benefit.
In this paper we distinguish selection using a baseline

marker from selection on short-term changes that follow
treatment. The former is applied in a baseline selection
design (BSD), whereby only a selection of the recruited
population (for example, those within a predefined range
on the baseline marker) is randomized at baseline. Selec-
tion on short-term marker changes is applied in an
active run-in design (ARD) whereby all the recruited sub-
jects initially receive treatment, and only those with a
predefined minimum improvement are subsequently se-
lected for random allocation to treatment or control. In
this case, improvement on the marker during active run-
in is used as a predictive marker to guide subject selec-
tion for the randomized phase. This design has some
resemblance to a randomized withdrawal design, in which
subjects are all treated with the experimental treatment
until response or recovery, are subsequently randomized
to treatment or control and then followed for a clinical
outcome (for example, a relapse). However, in the present
active run-in design, the initial period is much shorter
and only needed to observe a (minimum) response on a
marker to guide selection.
Both the BSD and the ARD intend to increase study

effect size and reduce its sample-size requirements.
However, both designs do so by randomizing only part
of the recruited population. Therefore, the number of
subjects to recruit will be larger than the number to ac-
tually randomize. As a result, it is not evident upfront
whether the BSD and ARD are more or less efficient
than a conventional parallel group design (PGD) in which
no selection is applied. Moreover, selection based on a pre-
dictive marker restricts the population to which the study
results apply, and thus limits generalizability.
This study uses statistical simulations to compare the

PGD, BSD and ARD on sample-size requirements and
the generalizability of study results. A range of realis-
tic scenarios are evaluated, including a scenario based
on empirical data from two clinical trials that assessed
the efficacy of antihypertensive treatments in diabetic
patients.

Methods
Study designs
In both PGD and BSD, subjects are randomized to treat-
ment or placebo at baseline and followed up until either
the clinical endpoint or the end of the study. In PGD,
the study population consists of a random sample from
an unrestricted patient population. In BSD, the study
population is restricted to subjects with a baseline value
on a predictive marker that exceeds a predefined cutoff.
Hence, only a fraction of the subjects who would have
been enrolled in the PGD are actually randomized in the
BSD. In ARD, all subjects start the study on active treat-
ment and only those for whom improvement on the
marker outcome after run-in exceeds a predefined min-
imal cutoff value are randomized to treatment or pla-
cebo in the second study stage. They are then followed
up until either the clinical endpoint or the end of the
study.
In both BSD and ARD, the proportion of the enrolled

population that continues into the randomized study
stage can be denoted by P, and is dependent on a selec-
tion criterion c. Supposing that both a lower baseline-
marker level and a greater improvement on the marker
during active run-in are associated with a reduced inci-
dence rate of the endpoint in the randomized study
stage. In that case, when the absolute value of c is large,
P is small since only few subjects meet the selection cri-
terion. Furthermore, the observed effect of treatment on
the endpoint will be relatively large in the randomized
population, but the fraction of the total population to
which these findings apply is reduced and generalizability
is limited. Conversely, when c is smaller, p is larger and the
observed effect in the randomized population is relatively
small, however generalizability improves. It is important to
note that the value of c is a design parameter that should
always be defined before the study starts to control the
type-I error rate of subsequent tests. In PGD, there is no
selection criterion and all recruited subjects are also ran-
domized for follow-up.

Simulations
A simulation study was conducted to assess the sample-
size requirements of PGD (NPGD), BSD (NBSD), and ARD
(NARD). In all designs, subjects were randomized in a 1:1
ratio of treatment to control, either at baseline (PGD and
BSD) or after an active run-in stage (ARD).
A single, large dataset (representing 100,000 subjects)

was generated. Included in this dataset was the treat-
ment status in the first (before randomization) and second
(after randomization) study stage (T1 and T2, respectively
with 0 representing placebo and 1 representing active treat-
ment), and the marker level at baseline (A0) and after the
end of the run-in stage (A1). Treatment status was inde-
pendent of marker levels.
For PGD and BSD, the treatment status of a subject

was the same in the first and second study stage (T1 =T2).
For ARD, all subjects were treated in the first stage (T1 = 1)
and randomized in the second. A0 and A1 were generated
as follows: first, two series were generated from a multi-
variate normal distribution ~N(3,1)) with correlation r.
The first series represented A0, and A1 was derived as the
second series minus Δ (the assumed mean improvement



Table 1 Parameters and parameter values that define the
various simulation scenarios

Scenario r Δ β1 β2 β3 β4
IA 0.7 0.5 0.0 0.0 0.0 −0.6

IB 0.7 0.5 0.0 0.0 −0.1 0.0

IC 0.7 0.5 0.0 0.0 −0.1 −0.6

IIA 0.7 0.5 −0.3 0.0 0.0 −0.6

IIB 0.7 0.5 −0.3 0.0 −0.1 0.0

IIC 0.7 0.5 −0.3 0.0 −0.1 −0.6

IIIA 0.7 0.5 0.0 0.5 0.0 −0.6

IIIB 0.7 0.5 0.0 0.5 −0.1 0.0

IIIC 0.7 0.5 0.0 0.5 −0.1 −0.6

r is the correlation between A0 and A1. Δ is the assumed mean improvement
on the marker on treatment in the first design stage. β1 is the primary effect
of treatment in the second stage, β2 is the main effect of baseline marker
level, β3 is the treatment status by baseline marker level interaction and β4 is
the treatment status by first-stage marker improvement interaction.
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on the marker during the first stage). No average first-stage
improvement on the marker was assumed among subjects
on placebo, and so for this group Δ = 0.
Endpoint-free survival times were generated using the

method described by Bender et al. [17]. First, a linear
predictor (lp) was defined by:

lp ¼ β1T2 þ β2A0 þ β3T 2A0 þ β4T 2 A0−A1ð Þ ð1Þ

In which β1 represented the primary effect (the effect
that was not mediated through the marker) of treatment
in the second stage, β2 the main effect of baseline marker
level (the prognostic part of the baseline marker), β3 the
treatment status by baseline marker level interaction (the
predictive part of the baseline marker), and β4 the treat-
ment status by first-stage marker improvement interaction
(predictive part of change on the marker). Equation 1 can
be rewritten into:

lp ¼ β1 þ β3A0 þ β4 A0−A1ð Þ� �
T 2 þ β2A0 ð2Þ

to show that the effect of treatment status in the second
stage is a combined function of β1, β3 and β4.
Based on the linear predictor, endpoint-free survival

times (S) were generated using:

S ¼ −
log Uð Þ

λ0exp lpð Þ ð3Þ

where λ0 is the baseline hazard and U is a random num-
ber generated from the uniform distribution U(0,1).
The total follow-up duration was truncated at 100

units of time for all three designs. The run-in period was
set to comprise 12 percent of the total study duration
(corresponding to about 3 months in a study with a
2 year total follow-up duration). Hence, while the total
duration of the different designs was equal, the duration
of the randomized study stage was 12 percent shorter
for ARD as compared to PGD and BSD. Subjects who
experienced an event during the active run-in stage in
ARD were excluded from analysis, thus in principle po-
tentially reducing the efficiency of ARD in terms of sam-
ple size as compared to the other designs. In practice
this would typically result in a small number of subjects
excluded, since the active run-in phase is usually only a
relatively small part of the total study duration.
The performance of the three designs was evaluated

across three sets of scenarios which are presented in
Table 1. Within each set, multiple combinations of β3
and β4 (the predictive parts of the marker and change
on the marker during run-in) were defined, and the sets
differed in the values for β1 and β2 (primary treatment
effect and the prognostic part of the marker). In
addition, the sets differed in the value for the baseline
hazard (λ0), which was chosen to result in equal event
rates for the PGD placebo arm across the different
scenarios.
For every scenario a separate dataset was generated.

From this dataset, only subjects with A0 > cA0 (subjects
for whom the marker level at baseline exceeded the
threshold CA0) were randomized in the BSD, and only
those with A0-A1 > cA0-A1 (subjects for whom marker im-
provement exceeded the threshold cA0-A1) were random-
ized in the ARD. The values for cA0 and cA0-A1 were
chosen to result in P, representing a designated percent-
ile (100, 90, and so forth, down to 10 percent of the total
population). The cutoff values were based on the entire
unselected population. Obviously no subject selection
was applied in the PGD (P = 1.0).
For every value of P (1.0 - 0.1), the number of subjects

to include to significantly establish treatment efficacy in
the corresponding stratum was estimated based on a
log-rank test with 80 percent statistical power and a
nominal type-I error rate of 5 percent, two-sided. The
process of generating a dataset and estimating the re-
quired sample size for the various strata was repeated
100 times, and estimates were averaged across replica-
tions in order to reduce random simulation error. The
resulting value represented the number of subjects to be
randomized, and was multiplied by the inflation factor
1/P in order to obtain the number of subjects to be re-
cruited. For the PGD the same steps were performed,
but since no subject selection was applied, the number
of subjects to be randomized equaled the number to be
recruited.
The data simulated for subjects in a selected stratum

could be used to derive an (extrapolated) overall effect-
size estimate (hazard ratio) for the overall unrestricted
population based on the regression model, with parame-
ters estimated from the data in that particular replication.
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This reflects the situation whereby a particular selection
design is carried out and a treatment effect for the total
population is estimated from the results of that specific
trial. Obviously, this overall effect-size estimate becomes
less precise when it is derived from an increasingly re-
stricted subgroup. We evaluated the precision of these esti-
mates for the various strata in both ARD and BSD by
estimating the effect-size for the overall population from
the various strata and replicating this process 1000 times.

Empirical example of antihypertensive trials with
diabetic patients
We evaluated three designs for a scenario derived from
the data of two empirical studies. The Reduction in
End Points in NIDDM (noninsulin-dependent diabetes
mellitus) with the Angiotensin II Antagonist Losartan
(RENAAL) study and the Irbesartan Diabetic Nephropathy
Trial (IDNT) were both multinational, randomized,
double-blind trials with a renal endpoint (development of
end-stage renal disease or death from any cause), con-
ducted in patients in advanced stages of diabetic nephrop-
athy [18,19]. The RENAAL and IDNT trials involved 1513
and 1715 patients respectively. In the RENAAL trial,
patients received losartan (either 50 or 100 mg/day) or
placebo. In the IDNT trial, patients received irbesartan
(300 mg/day), amlodipine (10 mg/day) or a matched pla-
cebo. Both trials were designed to compare an angiotensin
receptor blocker based antihypertensive regimen with a
conventional blood pressure lowering regimen. To this
end, blood pressure was targeted to achieve a blood pres-
sure goal of less than 140/90 mmHg. If the blood pressure
target was not achieved, additional antihypertensive agents
(but not ACE-inhibitors or angiotensin receptor blockers)
were allowed throughout the study. The average follow-up
time was 3.4 years for the RENAAL study and 2.6 years
for IDNT. Several clinical and laboratory characteristics
were assessed at regular intervals during the trials. These
included a measurement of albuminuria at baseline and
after 3 months of follow-up. For the present study, the
data from the losartan and irbesartan arms were pooled
into a single active-treatment group and compared to the
pooled data from both placebo arms. For the purpose of
analysis, the amlodipine arm (567 subjects) of the IDNT
trial was excluded. The distribution of albuminuria levels
was first normalized by applying a log-transformation, and
then standardized and shifted three units upward, in order
to allow for comparisons with the results from our simula-
tions. Follow-up was truncated at 750 days (approximately
2 years), again to allow for comparisons.
The data were fitted to the model represented by

Equation 1, in order to estimate the effects of treatment,
biomarker levels, and their interactions on the outcome.
The other parameters used in the simulations (r, Δ,
and λ0) were also derived from the empirical data.
The resulting scenario was evaluated using the simula-
tion approach described above. This allowed us to deter-
mine the number of patients to recruit for the PGD and
for the various strata in the ARD and BSD for this par-
ticular empirical example.

Results
Simulation results for the first set of scenarios are pre-
sented in Figure 1. These scenarios did not include a pri-
mary effect of treatment unrelated to baseline marker
level or short-term marker improvement (β1 = 0), nor an
association between baseline marker level and outcome
incidence (β2 = 0). In other words, baseline marker level
was not included as a prognostic factor for survival, and
the full effect of treatment as compared to placebo could
be predicted from baseline marker levels or early marker
improvements during the run-in stage.
In scenario IA, the effect of treatment was fully

expressed as part of the interaction with early marker
improvement (β3 = 0, β4 ≠ 0). In this case, both ARD and
BSD had the potential to reduce sample-size require-
ments in comparison to PGD. For ARD in particular, the
increase in treatment effect from the unselected popula-
tion to more restricted patient strata outweighed the loss
of efficiency due to the exclusion of subjects that did
not meet the selection criteria. With optimal restriction
(P = 0.5), ARD required a little under one third of the
sample size that was required with PGD. Further restric-
tion reduced the comparative efficiency of ARD, since
the further increase in treatment effect no longer out-
weighed the exclusion of subjects after the run-in stage.
It should be noted that when P = 1, ARD required
slightly more subjects than either PGD or BSD (a general
picture seen in all evaluated scenarios), as events during
the active run-in stage were excluded in the analysis, lead-
ing to a slightly smaller total event rate in ARD. BSD was
also more efficient than PGD as the higher baseline
marker levels were correlated with larger marker improve-
ment and thus a larger effect on survival. As a result, sub-
jects in the more restricted strata generally displayed a
larger marker improvement and hence a stronger effect of
treatment. At the optimal level of restriction (P = 0.7),
BSD was about 30 percent more efficient than PGD, but
still less efficient when compared to ARD.
When the effect of treatment was fully expressed as

part of the interaction with baseline marker levels (β3 ≠ 0,
β4 = 0; scenario IB), neither BSD nor ARD were more
efficient than PGD for any value of P. In this case, the lar-
ger treatment effect in more restricted strata was can-
celled out by the increasing proportion of subjects that
were excluded after selection. ARD was less efficient than
BSD as improvement on the marker during run-in was
only partly related to baseline marker level, and hence to
an increase in effect size with more restricted strata. In



A

B C

Figure 1 Improvement rates in the number of patients to recruit for ARD and BSD as compared to PGD under scenarios IA-C. Positive
improvement indicates smaller sample sizes and thus higher efficiency. The sample size requirements for the parallel group design were 1386,
800 and 318 for scenario IA-C, respectively. ARD, active run-in design; BSD, baseline selection design; PGD, parallel group design.
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general, subjects with a larger short-term improvement
had a higher baseline marker level to start with, and
while improvement in the marker in itself was unrelated
to survival in this scenario (β4 = 0), baseline marker level
was not (β3 ≠ 0).
When the treatment effect could be predicted by the

baseline marker level as well as short-term marker im-
provement (β3 ≠ 0, β4 ≠ 0; scenario IC), ARD and BSD
had some potential to increase efficiency when com-
pared to PGD, but considerably less than when the treat-
ment effect was only included as part of the interaction
with marker improvement (scenario IA). For ARD, the
increased treatment effect in more restrictive strata still
outweighed the exclusion of subjects after run-in, but
only up to a certain degree of restriction. Further restric-
tion (P < 0.2) dramatically reduced its efficiency relative
to PGD. The largest increase in efficiency of ARD corre-
sponded to approximately 25 percent fewer subjects
than PGD. For BSD, the maximum efficiency gain was
only 10 percent.
Figure 2 shows the results for the second set of scenar-
ios which all included a primary effect of treatment
(β1 ≠ 0), which meant that part of the long-term treat-
ment effect was unrelated to baseline marker level or
short-term marker improvement. These scenarios did
not include an association between baseline marker level
and outcome (β2 = 0). In this case, sample sizes were re-
duced overall since the total effect of treatment was a
combined function of β1, β3 and β4 (Equation 2), and
therefore larger than in the scenarios of the first set. In
general, the results showed the same patterns as ob-
served for the first set, but the potential for an efficiency
gain (for ARD and BSD as compared to PGD) was re-
duced over the whole range of P. This resulted from the
fact that the relative difference in treatment effect asso-
ciated with an increase in β3 and/or β4 was smaller.
Figure 3 presents the results for the third set of sce-

narios, which are very similar to those for the first set.
Scenarios IIIA-C included an association between base-
line marker level and outcomes (β2 ≠ 0), but no primary
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Figure 2 Improvement in the number of patients to recruit for ARD and BSD as compared to PGD under scenarios IIA-C. Positive
improvement indicates smaller sample sizes and thus higher efficiency. The sample size requirements for PGD were 298, 228 and 146 for scenario
IIA-C, respectively. ARD, active run-in design; BSD, baseline selection design; PGD, parallel group design.
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effect of treatment independent of the interaction with
baseline marker level or short-term marker improvement
(β1 = 0). Equation 2 already demonstrates that β2 had no
influence on the treatment effect size, but instead resulted
in an overall increase in event rate (for both the control
and the treatment group), which was corrected for by a
lowering of the baseline hazard.
Figure 4 shows the estimates of the effect size in the

full (unselected) patient population as derived from the
various patient strata in ARD and BSD. As expected,
the imprecision of these effect-size estimates increased
when they were derived from increasingly restricted,
and thus smaller strata. In other words, there is an in-
creased risk that the extrapolated effect-size estimate
for the unselected population is biased when it is de-
rived from increasingly restricted strata. The impreci-
sion is larger for BSD than for ARD, because the time
between patient selection and end of follow-up was
shorter in ARD.
Finally, Figure 5 shows the results for the scenario that
was derived from empirical data. This scenario was char-
acterized by the following parameters: β1 = -0.25 (P =
0.51), β2 = 1.10 (P < 0.01), β3 = 0.05 (P = 0.61), β4 = -0.49
(P < 0.01), r = 0.79, Δ = 0.32, and λ0 = 7.7e−5. These results
indicate that baseline albuminuria is a strong prognostic
factor for endpoint-free survival, but not significantly as-
sociated with differential treatment response, while early
improvement in albuminuria is significantly associated
with differential response to treatment. In addition, the
primary effect of treatment was small and not significant.
Clearly, these estimates were derived from a model that
may not have been the most adequate representation of
these data. As a result, they should be interpreted with
care.
The simulation results indicate that BSD does not have

large potential to increase efficiency when compared to
PGD. In contrast, ARD did have the potential to increase
efficiency. With an unselected population (P = 1.0) the
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Figure 3 Improvement in the number of patients to recruit for ARD and BSD as compared to PGD under scenarios IIIA-C. Positive
improvement indicates smaller sample sizes and thus higher efficiency. The sample size requirements for the PGD were 900, 692 and 236 for
scenario IIIA-C, respectively. ARD, active run-in design; BSD, baseline selection design; PGD, parallel group design.

Figure 4 Estimates of the hazard ratio for the overall (unrestricted) population as derived from the various patient strata in ARD and
BSD. Each circle represents the estimate from a single replication. The white dot is the average estimate over 1000 replications. ARD, active run-in
design; BSD, baseline selection design.
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Figure 5 Sample-size requirements for ARD, BSD and PGD under the scenario based on empirical data from two clinical trials that
assessed the efficacy of antihypertensive treatments in diabetic patients. ARD, active run-in design; BSD, baseline selection design; PGD,
parallel group design.
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ARD required about 20 percent more subjects than the
PGD, but with optimal restriction (P = 0.5) the advantage
was about 35 percent (Figure 5).

Discussion
This study evaluated the sample-size requirements (the
number of subjects to be recruited) to establish treat-
ment efficacy for three study designs across a range of
realistic scenarios. These scenarios characterized the ef-
fect of treatment on endpoint-free survival as a combin-
ation of an interaction with a baseline marker and/or
short-term marker improvements in addition to a pri-
mary effect that was unrelated to both. The designs
include: a conventional PGD with an unselected study
population, a BSD that is similar to the PGD, but ran-
domizes only a selection of the recruited population
based on a predictive baseline marker, and 3) an ARD that
exposes all subjects to a short treatment run-in phase and
randomizes only those with a predefined improvement on
the marker during the run-in stage.
Findings indicated that ARD is generally the most effi-

cient design to establish treatment efficacy when short-
term improvements during the active run-in stage are
a reliable predictor for the long-term effect of treat-
ment on survival. In the presence of a reliable base-
line predictor or a primary treatment effect (unrelated
to any observed marker value) the advantage of ARD
decreased.
When short-term improvements were strongly related

to long-term survival, BSD had an advantage over PGD
as higher baseline marker levels were correlated with lar-
ger short-term improvements. When only the baseline
marker level in itself was predictive of treatment efficacy,
the observed effect in BSD was larger than in PGD, but
did not result in a more efficient design as a portion of
the recruited population was excluded in the selection.
In none of these cases was there any meaningful advan-
tage of baseline selection.
An additional scenario was evaluated that was based

on empirical data from two diabetes trials. Here, baseline
albuminuria was a prognostic biomarker for endpoint-
free survival, and short-term reduction in albuminuria
after treatment was predictive of differential treatment
response on survival. In this scenario, ARD had the po-
tential to reduce sample-size requirements as compared
to PGD with up to 35 percent. This efficiency advantage
would have been achieved by randomizing only the top
50 percent of the recruited population with the largest
early reduction in albuminuria during the run-in phase.
While in this example patient selection was based on a

predictive biomarker, it could also be based on a gen-
omic marker [20] or a risk score from a prognostic
model [21]. The use of genomic-based predictive bio-
markers is an area of great research interest in oncology.
The discovery of genes that have been proven to be of
clinical relevance such as the Her2/neu gene in breast
cancer and epidermal growth factor 1 (EGFR1) in non-
small cell lung cancer has intensified interest in this
area. Mutations in these genes can be used for baseline
patient selection who are more susceptible for interven-
tion. It has been shown that Her2/neu positive tumors
are more aggressive. Patients with Her2/neu overex-
pressing tumors benefit from trastuzumab, a monoclonal
antibody against the Her2/neu receptor. It should be
noted that not all patients with positive Her2/neu status
respond to trastuzumab, which may be due to primary
or acquired resistance against trastuzumab [22,23]. With
regards to EGFR1, two small molecule tyrosine kinase
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inhibitors (gefitinib and erlotinib) against EGFR1 are
available. Emerging data demonstrate that among non-
small-cell lung carcinoma patients mutations in the tyro-
sine kinase domain (exons 18, 19 and 21) are predictive
of the response to gefitinib and erlotinib [24,25]. Muta-
tions in the tyrosine kinsase domain stimulate EGFR1
signaling, thereby increasing susceptibility to EGFR1 in-
hibitors and amplifying clinical responsiveness. More ex-
amples about genomic predictive markers in oncology
are reviewed elsewhere [26]. With respect to enrichment
design, a recent study has suggested that among lung
cancer patients, selecting responder patients after two
cycles of chemotherapy in combination with histological
scoring may predict long-term survival benefit [27]. Fur-
ther studies are required to confirm these findings. An
example of predictive short-term change with treatment
includes the lowering of LDL cholesterol and the effect
of lipid-modifying therapies on the risk for cardiovascu-
lar events [28].
Both BSD and ARD apply selection based on an indi-

vidual patient measure that is associated with differential
treatment response. This measure is obtained either at
baseline (BSD) or after a relatively short exposure to
treatment in an active run-in stage (ARD). In statistical
terms, there is an interaction between this measure and
the long-term effect of treatment on the outcome. In
biological terms, there may be an undisclosed underlying
mechanism to explain the interaction. As a result, every
conceivable gain in efficiency (with BSD or ARD) is as-
sociated with a reduction in the generalizability of the
trial results. This results from the fact that the selected
and randomized subgroup is unrepresentative of the en-
tire patient population. Moreover, it becomes increas-
ingly difficult to extrapolate the observed effect to the
overall population when selection becomes increasingly
restrictive.
As a result, findings from BSD and ARD apply primarily

to the selected patient subgroup and cannot be readily ex-
trapolated to a broader population without running the
risk of introducing bias. This complicates general state-
ments on the efficacy of the investigated drug and illus-
trates an important concern regarding the use of these
designs in confirmatory clinical trials. In a sense, both
BSD and ARD generate a substantial amount of “missing
data”, which is to say, information on the (long-term) effi-
cacy and safety of the drug that will be missing for the
deselected population. In this respect, ARD has an advan-
tage over BSD in that it collects considerable information
on the short-term effects of the experimental treatment
during the run-in phase. Both ARD and BSD are likely
most beneficial in situations where a meaningful effect of
treatment in the total population is unlikely, but valid
markers are available to reliably identify patient subgroups
where benefit from treatment is improved.
There is also a difference in the clinical implications of
the results from both designs. BSD reflects a situation
whereby prescription of the drug is restricted to patients
with a specific baseline characteristic that is related to
its outcome, which is something that often occurs in
clinical practice as well. ARD, on the other hand, reflects a
situation where the drug is initially prescribed to everyone
and early improvement on a measurable marker decides
whether treatment is continued or aborted.
The practicality of BSD and ARD is obviously dependent

on the availability of a valid and reliable predictive marker
that can identify a patient subgroup most likely to benefit
from treatment. Appropriate markers are those on the
causal path from treatment to effect and are preferably
identified in earlier (pre-clinical) studies. If long-term effi-
cacy of the investigated treatment is unrelated to an avail-
able marker, the enrollment of only marker-positive
subjects may slow down recruitment, increase expenses,
and unnecessarily limit the size of the indicated popula-
tion. As to be expected, both ARD and BSD were also
found to be less efficient than PGD in this scenario
(results not shown). If the investigated treatment truly
benefits a specific subgroup but the marker used for selec-
tion is unfit to accurately identify that group, a beneficial
treatment could mistakenly be abandoned. It is however,
notoriously difficult to identify genuine predictors of dif-
ferential treatment response. Such evidence is usually ac-
cumulated slowly from secondary analyses of existing
trials and meta-analyses.
In the current study, data were generated using a fairly

straightforward model that divided the total effect of
treatment on long-term survival into three components
(a primary effect, an interaction with a baseline marker
and an interaction with short-term improvement on
treatment), and in addition included the baseline marker
as a prognostic marker for survival (unrelated to treat-
ment status).
When the effect of treatment was fully accounted for

by its interaction with the baseline marker, the increase
in efficiency that resulted from larger effect sizes in
more restricted strata was cancelled out by the exclusion
of recruited subjects after selection. In this case, both
BSD and ARD had very limited potential to increase
efficiency as compared to PGD. This resulted from the
fact that baseline marker levels were linearly associated
with the linear predictor (Equation 1) and exponentially
associated with the treatment vs. control hazard ratio
(Equation 3). Consequently, the additional reduction in
the number to randomize decreased exponentially with
further restriction of the indicated population. When re-
striction was more extreme, the exclusion of subjects
after selection started to outweigh the advantage of larger
effects in the more restricted strata. Under these circum-
stances, BSD was only more efficient than PGD when
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there was a very strong (and unrealistic) interaction effect
between baseline marker level and treatment status,
which was not included in the evaluated scenarios.
Some consideration regarding our model should be

mentioned. An increase in the prognostic effect of base-
line marker level increased the treatment effect size, and
hence reduced sample-size requirements despite adjust-
ment of the baseline hazard, to result in equal event
rates for the control group as observed in the other sce-
narios. When data were simulated based on a model that
included a prognostic effect of the baseline marker on
survival there was more variation in the individual haz-
ards. This caused some subjects to develop the endpoint
early in the trial, irrespective of their treatment status,
whereas others were very unlikely to experience the
endpoint during the trial. The net effect was that the
probability of the outcome after a certain period of
follow-up was lower among treated subjects compared
to the treated subjects in the simulations based on the
model without the prognostic effect of baseline marker
level on survival.
The model used is fairly flexible and fitted the experi-

mental data well. However, results and conclusions may
not hold to the same extent if a substantially different
model is used. This will particularly be the case if the
underlying proportional hazards assumption does not
apply.
It should also be noted that the improvement in effi-

ciency with BSD and ARD as reported in this study is
relative to a PGD that disregards baseline marker level
and early changes in the marker in response to treat-
ment as a covariate in the analysis of the data. Including
these factors as covariates in the final drug efficacy ana-
lysis would improve the efficiency of the PGD, and
hence reduce the comparative advantage of both ARD
and BSD.

Conclusions
In summary, our results suggest that an ARD can substan-
tially reduce the number of subjects to recruit in a clinical
trial when short-term improvement on the marker during
the run-in phase is a strong and reliable predictor of dif-
ferential treatment response. Under these conditions, BSD
was also potentially more efficient than PGD, but always
less efficient than ARD given equally restricted strata. For
all other scenarios evaluated, no meaningful advantage
was observed for BSD. Generalizability issues may limit
the applicability of ARD and BSD in practice. In addition,
valid markers must be available to reliably identify patient
subgroups with an increased likelihood to eventually bene-
fit from investigational treatment.

Abbreviations
ARD: active run-in design; BSD: baseline selection design; PGD: parallel group
design.
Competing interests
The authors declare that they have no competing interests.

Authors’ contributions
RB contributed to the conception and design of the study, data collection
and analysis, manuscript writing and final approval of the manuscript. HJLH
contributed to the conception and design of the study, manuscript writing
and final approval of the manuscript. RHHG contributed to the conception
and design of the study, manuscript writing and final approval of the
manuscript. KCBR contributed to the conception and design of the study,
manuscript writing and final approval of the manuscript. DZ contributed to
the conception and design of the study, manuscript writing and final
approval of the manuscript. DEG contributed to the conception and design
of the study, manuscript writing and final approval of the manuscript. All
authors read and approved the final manuscript.

Acknowledgements
This study was performed in the context of the Escher project (T6-202), a
project of the Dutch Top Institute Pharma. The Escher project brings
together university and pharmaceutical partners with the aim to energize
pharmaceutical R&D by identifying, evaluating and removing regulatory and
methodological barriers to bring efficacious and safe medicines to patients
in an efficient and timely fashion. The project focuses on delivering evidence
and credibility for regulatory reform and policy recommendations.

Author details
1Julius Center for Health Sciences and Primary Care, University Medical
Center Utrecht, Universiteitsweg 100, 3584 CG, Utrecht, The Netherlands.
2Department of Clinical Pharmacology, University Medical Center Groningen,
Antonius Deusinglaan 1, 9713 AV, Groningen, The Netherlands.

Received: 11 September 2013 Accepted: 13 March 2014
Published: 2 April 2014

References
1. DiMasi JA, Feldman L, Seckler A, Wilson A: Trends in risks associated with

new drug development: success rates for investigational drugs.
Clin Pharmacol Ther 2010, 87:272–277.

2. Thiers FA, Sinskey AJ, Berndt ER: Trends in the globalization of clinical
trials. Nat Rev Drug Discov 2008, 7:13–14.

3. Woodcock J, Woosley R: The FDA critical path initiative and its influence
on new drug development. Annu Rev Med 2008, 59:1–12.

4. Dickson M, Gagnon JP: Key factors in the rising cost of new drug
discovery and development. Nat Rev Drug Discov 2004, 3:417–429.

5. Kaitin KI, DiMasi JA: Pharmaceutical innovation in the 21st century: new
drug approvals in the first decade, 2000-2009. Clin Pharmacol Ther 2011,
89:183–188.

6. US Department of Health and Human Services: Innovation or stagnation?
Challenge and opportunity on the critical path to new medical products.
US Food and Drug Administration; 2004.

7. Bretz F, Koenig F, Brannath W, Glimm E, Posch M: Adaptive designs for
confirmatory clinical trials. Stat Med 2009, 28:1181–1217.

8. Riley RD, Hayden JA, Steyerberg EW, Moons KGM, Abrams K, Kyzas PA,
Malats N, Briggs A, Schroter S, Altman DG, Hemingway H: Prognosis
research strategy (PROGRESS) series 2: Prognostic factor research.
PLoS Med 2013, 10:e1001380.

9. Atkinson AJ, Colburn WA, DeGruttola VG, DeMets DL, Downing GJ, Hoth DF,
Oates JA, Peck CC, Schooley RT, Spilker BA, Woodcock J, Zeger SL: Biomarkers
and surrogate endpoints: Preferred definitions and conceptual framework.
Clin Pharmacol Ther 2001, 69:89–95.

10. Bakhtiar R: Biomarkers in drug discovery and development. J Pharmacol
Toxicol Methods 2008, 57:85–91.

11. Freidlin B, McShane LM, Korn EL: Randomized clinical trials with
biomarkers: design issues. J Natl Cancer Inst 2010, 102:152–160.

12. Keane WF, Brenner BM, de Zeeuw D, Grunfeld JP, McGill J, Mitch WE,
Ribeiro AB, Shahinfar S, Simpson RL, Snapinn SM, Toto R: The risk of
developing end-stage renal disease in patients with type 2 diabetes and
nephropathy: the RENAAL study. Kidney Int 2003, 63:1499–1507.

13. De Zeeuw D, Remuzzi G, Parving HH, Keane WF, Zhang Z, Shahinfar S,
Snapinn S, Cooper ME, Mitch WE, Brenner BM: Albuminuria, a therapeutic



Boessen et al. Trials 2014, 15:103 Page 11 of 11
http://www.trialsjournal.com/content/15/1/103
target for cardiovascular protection in type 2 diabetic patients with
nephropathy. Circulation 2004, 110:921–927.

14. De Zeeuw D: Albuminuria, not only a cardiovascular/renal risk marker,
but also a target for treatment? Kidney Int 2004, 92(Suppl):S2–S6.

15. Holtkamp FA, de Zeeuw D, de Graeff PA, Laverman GD, Berl T, Remuzzi G,
Packham D, Lewis JB, Parving HH, Lambers Heerspink HJ: Albuminuria and
blood pressure, independent targets for cardioprotective therapy in
patients with diabetes and nephropathy: a post hoc analysis of the
combined RENAAL and IDNT trials. Eur Heart J 2001, 32:1493–1499.

16. Simon R, Maitournam A: Evaluating the efficiency of targeted designs for
randomized clinical trials. Clin Cancer Res 2004, 10:6759–6763.

17. Bender R, Augustin T, Blettner M: Generating survival times to simulate
Cox proportional hazards models. Stat Med 2005, 24:1713–1723.

18. Brenner BM, Cooper ME, de Zeeuw D, Keane WF, Mitch WE, Parving HH,
Remuzzi G, Snapinn SM, Zhang Z, Shahinfar S: Effects of losartan on renal
and cardiovascular outcomes in patients with type 2 diabetes and
nephropathy. N Engl J Med 2001, 345:861–869.

19. Lewis EJ, Hunsicker LG, Clarke WR, Berl T, Pohl MA, Lewis JB, Ritz E, Atkins RC,
Rohde R, Raz I: Renoprotective effect of the angiotensin-receptor antagonist
irbesartan in patients with nephropathy due to type 2 diabetes. N Engl J Med
2001, 345:851–860.

20. Simon R: The use of genomics in clinical trial design. Clin Cancer Res 2008,
14:5984–5993.

21. Hingorani AD, Hemingway H: How should we balance individual and
population benefits of statins for preventing cardiovascular disease?
BMJ 2011, 342:c6244.

22. Smith I, Procter M, Gelber RD, Guillaume S, Feyereislova A, Dowsett M,
Goldhirsch A, Untch M, Mariani G, Baselga J, Kaufmann M, Cameron D,
Bell R, Bergh J, Coleman R, Wardley A, Harbeck N, Lopez RI, Mallmann P,
Gelmon K, Wilcken N, Wist E, Sánchez Rovira P, Piccart-Gebhart MJ, for
the HERA study team: 2-year follow-up of trastuzumab after adjuvant
chemotherapy in HER2-positive breast cancer: a randomised controlled trial.
Lancet 2007, 369:29–36.

23. Romond EH, Perez EA, Bryant J, Suman VJ, Geyer CE, Davidson NE, Tan-Chiu E,
Martino S, Paik S, Kaufman PA, Swain SM, Pisansky TM, Fehrenbacher L,
Kutteh LA, Vogel VG, Visscher DW, Yothers G, Jenkins RB, Brown AM,
Dakhil SR, Mamounas EP, Lingle WL, Klein PM, Ingle JN, Wolmark N:
Trastuzumab plus adjuvant chemotherapy for operable HER2-positive
breast cancer. N Engl J Med 2005, 353:1673–1684.

24. Lynch TJ, Bell DW, Sordella R, Gurubhagavatula S, Okimoto RA, Brannigan BW,
Harris PL, Haserlat SM, Supko JG, Haluska FG, Louis DN, Christiani DC,
Settleman J, Haber DA: Activating mutations in the epidermal growth factor
receptor underlying responsiveness of non–small-cell lung cancer to
gefitinib. N Engl J Med 2004, 350:2129–2139.

25. Pao W, Miller V, Zakowski M, Doherty J, Politi K, Sarkaria I, Singh B, Heelan R,
Rusch V, Fulton L, Mardis E, Kupfer D, Wilson R, Kris M, Varmus H: EGF
receptor gene mutations are common in lung cancers from “never
smokers” and are associated with sensitivity of tumors to gefitinib and
erlotinib. Proc Natl Acad Sci U S A 2004, 101:13306–13311.

26. Oldenhuis CNAM, Oosting SF, Gietema JA, De Vries EGE: Prognostic versus
predictive value of biomarkers in oncology. Eur J Cancer 2008, 44:946–953.

27. Lee SM, Hackshaw A: A potential new enriching trial design for selecting
non-small-cell lung cancer patients with no predictive biomarker for
trials based on both histology and early tumor response: further analysis
of a thalidomide trial. Cancer Med 2013, 2:360–366.

28. Cholesterol Treatment Trialists’ (CTT) Collaborators: Efficacy and safety of
cholesterol-lowering treatment: prospective meta-analysis of data from
90 056 participants in 14 randomised trials of statins. Lancet 2005,
366:1267–1278.

doi:10.1186/1745-6215-15-103
Cite this article as: Boessen et al.: Improving clinical trial efficiency by
biomarker-guided patient selection. Trials 2014 15:103.
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


	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Study designs
	Simulations
	Empirical example of antihypertensive trials with diabetic patients

	Results
	Discussion
	Conclusions
	Abbreviations
	Competing interests
	Authors’ contributions
	Acknowledgements
	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


