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The aim of this paper is to demonstrate the potential power of large-scale parti-
cle filtering for the parameter estimations of in silico biological pathways where
time course measurements of biochemical reactions are observable. The method
of particle filtering has been a popular technique in the field of statistical sci-
ence, which approximates posterior distributions of model parameters of dynamic
system by using sequentially-generated Monte Carlo samples. In order to apply
the particle filtering to system identifications of biological pathways, it is often
needed to explore the posterior distributions which are defined over an exceed-
ingly high-dimensional parameter space. It is then essential to use a fairly large
amount of Monte Carlo samples to obtain an approximation with a high-degree
of accuracy. In this paper, we address some implementation issues on large-scale
particle filtering, and then, indicate the importance of large-scale computing for
parameter learning of in silico biological pathways. We have tested the ability of
the particle filtering with 108 Monte Carlo samples on the transcription circuit
of circadian clock that contains 45 unknown kinetic parameters. The proposed
approach could reveal clearly the shape of the posterior distributions over the 45
dimensional parameter space.

1. Introduction

Mathematical modeling of biological pathways has broad utility to under-
standing of complex networks of biochemical reactions in living cells. In
systems biology, in silico modeling of biological pathways has proven to be
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a promising approach with successful applications.!”* Usually, a pathway

model is comprised of a set of differential®>% or difference?=%78

equa-
tions that describe kinetic mechanism between biochemical reactants, e.g.
mRNA and protein. In order to conduct simulation experiments, it is essen-
tial to find a set of model parameters and initial concentrations of reactants
such that the solution fits observations. For example, one may find effective
values of rate constant parameters for which time course microarray data
are available.

More recently, several approaches have been proposed as a technique
of estimating parameters of in silico pathway, e.g. genetic algorithm,® un-
scented Kalman filter,® and gradient methods.®> We also have been working
on this topic based on the method of particle filtering, 013
a popular technique for the problem of system identifications in the field

which has been

of statistical science and signal processing. While these existing methods
could cope with the estimation of relatively small number of parameters,
their ability is limited by the case that model contains much larger number
of unknown parameters.

As an illustration, consider the use of particle filtering that approximates
the posterior distributions of model parameters based on a set of Monte
Carlo samples. The size of random numbers usually lies in 10® to 105.13
As the number of unknown parameters becomes large, it is required to
generate an exceedingly large number of Monte Carlo samples in order to
cover the overall parameter space. Such a problem, often called curse of
dimensionality, is also common in the existing methods.?%8 For example,
genetic algorithm explores values of parameters by alternating cross-over
and mutation of initially-generated seeds for unknown parameters.® In its
applications, it is a key to success whether or not an initial set of candidate
parameters lies in the region close to the optimal values.

To address such a limitation, we adopt the direct way that uses an
exceedingly large amount of Monte Carlo samples, e.g. of order 10® or
more, for improving ability of particle filtering. In our previous works,*!°
we applied the particle filtering with 10,000 Monte Carlo samples to the
parameter estimation of transcription network of circadian clock. Unfortu-
nately, the number of parameters that were estimated was limited to only
a few. However, as will be demonstrated, by increasing the number of sam-
ples to 108 particles, the ability of the particle filtering has been extended
greatly so that 45 unknown parameters could be estimated with a high de-
gree of accuracy. Particularly, the large-scale particle filtering could reveal
clearly the shape of the posterior distributions over the 45 parameters. In
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doing so, we aim to obtain an overall view of high-dimensional parameter
space of in silico biological pathways, e.g. multi-modality and higher-order
moments.

One more attractive feature of the particle filtering is a high degree
of compatibility with parallel computing. This favorable feature increases
the potential of particle filtering such that we can use a larger number of
parameters to deal with higher dimensional parameter space, e.g. of order
102, by exploiting the parallel computation schemes and computational
resources which will be available in the near future.

In this paper, we first give a brief explanation about the method of the
particle filtering, and then, address some computational problems that arise
from the implementation of large-scale particle filtering. The development
of the 10 petaflops supercomputer has been going on as a national project.
It mainly targets high performance computing of life science simulators,
including molecular dynamics, biomechanics and biochemical simulations.
This work is a pilot study towards the estimation of large-scale in silico
models by the aid of petascale computing.

In Section 2, we show the method of particle filtering after introducing
the state space model that relates in silico pathway models to time course
measurements. We also discuss some computational issues on the large-
scale particle filtering. Section 3 shows the numerical experiments which
test the applicability of the proposed approach on the analysis of transcrip-
tion network of circadian clock. Finally, discussion and conclusion are given
in Section 4.

2. Method
2.1. Nonlinear State Space Model

Suppose that we model successive change in concentration levels of bio-
chemical reactants by a set of rate equations

Ty = f(wt—l,e), (1)

where the p dimensional vector x; contains concentration levels of all vari-
ables, e.g. mRNAs and proteins, at time step ¢ and @ denotes a vector
of model parameters. The state variable x; which is assumed to be un-
observable evolves during successive discrete time points from ¢t — 1 to ¢
according to the p dimensional vector-valued function f. For ordinary dif-
ferential equations, several methods are available to be associated with (1),

for example, discretization in time. °
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To deal with an inevitable modeling error, we may rather use the
stochastic difference equations, referred to as system model,

;= f(x4-1,0) + v, (2)

where the noise component v, is added to (1). In what follows, we use the
general form (2) which contains (1) as a special case.

The measurement model, referred to as observation model, associates
the simulation model to time course data:

Yy = h(xi—1) + wy. (3)

Here, h(-) represents the function of measurement mechanism, which de-
fines the conversion from unobserved concentration level x; to observed
time course data y;. w; denotes additive measurement noise. Initial state
variables xg are assumed to follow a certain distribution p(ap). The prob-
abilistic model consisting of (2) and (3) is referred to as the nonlinear state
space model. 1012

Of interest is then to find values of parameters, 8, and unobserved
concentrations of reactants, x;, based on time course data y;,t =1,--- ,T.
This paper focuses on the Bayesian estimations of model parameters, which
are based on the joint posterior distribution of @, t =0,--- ,7 and 6 con-
ditional on the observed data. However, the Bayesian estimations usually
require us to approximate the posterior distributions because their closed

forms are usually unavailable due to nonlinearity of models f.3:16

2.2. Particle Filtering

The particle filtering is a sequential Monte Carlo technique '°~'2 which
approximates a joint posterior distribution of state vectors and parameters

p(xo.1,0ly1.T) < p(y1.r|T1.7)p(X1.7|0, 20 )P(T0)P(0), (4)

where p(2() and p(@) denote the prior distributions of initial concentrations
and model parameters, respectively. Here, sets of state vectors and obser-
vations up to time ¢ are denoted respectively by xo.: = {xo, @1, ..., x+} and
Yo = {Y1, Y2, Yt}

Denote N Monte Carlo samples from the conditional distribution
p(x, Bly1.x) by (“J'Ef;)w 0,?)), i=1,---,N. Then, the procedure of the par-
ticle filtering is summarized as follows:

e Set t «— 1. Generate N Monte Carlo samples {mé%,@éi)}i]\il from

the prior distributions of initial state variables p(xo) and parameter
vector p(0).
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o (#) Perform the following procedure:

— (Prediction step) After drawing {vt )}1 1, generate N predic-

tion samples of state variables {w HE )1} *, according to

tt—1
:UETFI = f(wt?l‘t71,0£1)1) +o fori=1,--- N.
— (%) (Filtering step) Execute the following procedure'

(i) Compute likelihood function of each particle p(yt|w
t=1,---,N.

(ii) Calculate the normalizing welghts q(
i=1,---, N such that Zl 1qt =1

(i) Generate {x

tt— 1)

) p(yt|act|t ,) for

tfz,a(l)}'_ by  the resampling of

{wt|t 1 9% )1} L, with the probabilities {q }

e If ¢ is equal to T, stop the algorithm. Otherwise, set ¢t < t+ 1 and
go to (f).

Here, the likelihood function p(y:|x:) is defined by the probability density
function, e.g. normal distribution, corresponding to the observation model
(3). The final draws of {H(Ti)}f\él generated from this procedure are ap-
proximately distributed according to the augmented posterior distribution
p(xo.1,8|y1.7). Indeed, 1t can be proved that the empirical distributions
given by N realization {0 } v, approach to the true distribution p(8|y1.7)
with probability one as N goes to infinity.'3

As the number of unknown parameters becomes large, the method re-
quires to generate an exceedingly large number of Monte Carlo samples in
order to cover the overall parameter space. For example, the transcription
regulation model of circadian clock that will be shown in Section 3 contains
45 unknown parameters in total. Particularly, the problem of “particle de-
generacy’ is caused by a small number of Monte Carlo samples (Chapter
14 of Ref. 13). This is due to the fact that during the repeated resampling
of initially generated {08”}?;1 drawn from p(@), the number of distinct
values in the resampled particles can diminish drastically as the time step
increases. Hence, in order to estimate a large number of parameters, it is
essential to use a fairly large amount of Monte Carlo samples.

Both the time complexity and space complexity of the prediction step
are linear order of the number of particles. On the other hand, the time
complexity of the filtering step is O(N log N) because the resampling al-
gorithm requires O(log N) evaluations of weight table to yield one filtered
particle (see Appendix A for details). We employ this type of resampling
procedure in the numerical experiment. Rather than performing the ran-
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dom resampling algorithms, the filtering step can be replaced by the re-
sampling algorithm with the proportional-allocation that yields the filtered
samples by increasing and decreasing the number of prediction samples pro-
portional to their weights. In that case, the time complexity can be reduced
to linear order.

Here, we briefly discuss the low coupling property of the particle fil-
tering. In the prediction step, each predictive sample is updated indepen-
dently. In the likelihood calculation (i) at the filtering step, each likelihood
can be also computed independently. As a result, the tasks in each step
can be divided into parallel processors. On the other hand, the processes of
normalization (ii) and resampling (iii) require additional parallel computing
technique in order to manage the communication among N Monte Carlo
samples. In the step (ii), it is necessary that the likelihood values of N
samples are collected into a root CPU. To implement a parallel computing
for such interacted tasks, we can use the divide and conquer algorithm.!”
By the aid of it, time complexity of normalization and resampling can be
reduced up to O((N/M)log M) where M CPU processors are available,
which indicates scalability of the particle filtering in parallel computing.

3. Numerical Experiments
3.1. Implementation

Circadian clocks of living cells are controlled by oscillating feedback loop in
the transcription circuits of clock-control genes.?'® The model that we con-
sider was constructed by incorporating the regulatory mechanisms among
the five mRNAs (per, cry, rev/erb, clock, bmal), the translated proteins
(PER, CRY, REV/ERB, CLOCK, BMAL) and the two protein complexes
(PER/CRY, CLOCK/BMAL), which were reported by Ref. 18. It consists
of the 12 first-order stochastic difference equations as,

Tig41 = Tip — kay T1g + ke, L(@sy < s15)1 (12,6 > 51,12) + ey + V1041,

To41 = To,p — ka,Tot + Ky T1,t — Kby 4 T24 T4t + V2,041,

L3441 = T3¢ — Ky @3t + Kt I (25 < 835)I(x12,¢ > 83,12) + ey + V3,441,

Tapq1 = Tap — Kd,Tap + K, 30 — Koy 4 T2,46Ta,t + Vapy1,

T5,041 = T5,t — ka5 Ts,t + Kby 42,4 Ta,t + V5,041,

T6,441 = 6,6 — Kdg®o,t + keI (25,1 < S6,5) + keg + V6,141,

T 41 = T — kd, T g + Ky, oo + V7141,

8,141 = T8t — KagTs,t + keg + U8 141,
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To 441 = ot — KdgTot + KrigTs,t — Kby 11 T9,tT11,t + V9,t41,

210,441 = 210t — Kdyo 10,441 + Ktero L (5¢ > s10,5) (X7 < S10,7)
+keyo + V10,8415

11,441 = 11,6 — Kdyy T11,¢ + Kely, T10,6 — Kbg 11 9,6 T11,¢ + V11,641,

12,041 = T12,¢ — Ka,T12,¢ + Koy 1, Tt T11,¢ + V12,641, (5)

in order corresponding to per, PER, cry, CRY, PER/CRY, rev/erb,
REV/ERB, clock, CLOCK, bmal, BMAL, and CLOCK/BMAL, respec-
tively. Here, v; ¢, 1 =1,---,12, stand for the Gaussian noises with mean 0
and variance 2.0 x 10~7. Of interest is then to estimate the 26 rate constant
parameters k., the 7 threshold parameters s., and the initial concentrations
of 12 reactants x; 0, ¢ = 1,--- ,12. Note that we did not estimate values of
kas and k., for the reason shown below.

Ueda et al.'® studied the transcription regulations of mammalian cir-
cadian clocks based on the time course gene expression data which were
generated with Affymetrix mouse high-density oligonucleotide probe ar-
ray. Time course data were measured at equally-spaced 12 time points
during 44 hours (about two days). We extracted gene expression mea-
surements of the five mRNAs (per, cry, rev/erb, clock, bmal) from
Figure la and the supplementary data (http://sirius.cdb.riken.jp/
MouseLiver/MouseLiverCCG(020707) .html %), where the set of 12 time
points were allocated to the 700 simulation time steps by the conduction
of time alignment. Note that in the current model (5), there are no regula-
tory mechanisms which yield oscillating concentrations of clock mRNA. As
a possible solution, we decided to treat the measurements of clock mRNA
concentrations as an input sequence. To this end, we interpolated the ob-
served 12 data points of clock by using spline functions, and then, the
interpolated values were substituted into the corresponding state variables
which remained to be fixed during the parameter estimation process.

Figure 1 shows the observed time course of gene expression profiles and
the result of simulation which was generated according to (5) with the pre-
determined parameters without inclusion of system noises v; ¢s. This figure
shows inconsistency in periods, phases and amplitude among the simulation
paths and observed profiles. The objective of this numerical experiment
is to capture the observed oscillating patterns of circadian rhythm by the
application of the particle filtering where the currently obtained parameters
have the bias in the cyclic behavior.

Before proceeding to the particle filtering, the observation noise w; was
set as the normal distribution N(0,0.64) for per mRNA and N(0,0.25)
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Figure 1. Result of initial simulation which was generated according to (5) with the
pre-determined parameters without inclusion of system noises v;¢s. The observed 12
data points are indicated by dots.

for the other reactants. We adopted the values that are employed in the
simulation shown in Figure 1 as the prior mean of the parameter 6 and
the initial state xy. Because the parameters and the states should be non-
negative, the prior distributions were set to truncated normal distributions.
The prior variances of initial concentration x. o, coeflicients k. and threshold
values s. were set to 0.01, 0.001 and 0.05, respectively.

In order to realize the implementation of the particle filtering with
10® samples, all particles were divided into 20 sets of 5 x 106 particles,
and allocated into 20 computational units. After repeating the parti-
cle filtering with 5 x 10 samples for each computational unit, which
yields {H(le)}}gsl for k = 1,---,20, we can compute the estimator by
6= % Zigl flems 0(Ti’k). Dufz to the independence of the computational
units, the integrated estimator @ still preserves the statistical consistency.

3.2. Results

Figure 2 shows the histograms of Monte Carlo samples drawn from the
posterior distribution of the parameters kq, (¢ = 1,...,12), where the sizes
of Monte Carlo samples were set to 10% and 10°, respectively. It is observed
from the right panel of Figure 2 that the number of distinct values declines
drastically for the estimation with 10° particles. Obviously, we would not
obtain any efficient estimates by using such degenerated particles. On the
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Figure 2. Approximated posterior distributions of the 12 “degradation rate” k4 , which
were generated by using 108 (left) and 10° (right) particles.

other hand, the ability of the particle filtering was improved greatly by the
use of 10® particles as the histograms of the Monte Carlo samples reveal
the shapes of posterior distributions clearly as shown in the left panel of
Figure 2.

Figure 3 shows the results of simulations based on the estimated pa-
rameters and initial state variables, which were computed as the averages
of 10% and 10° particles, respectively. In the case of 10% particles, simu-
lation paths were generated from the estimated parameters in each of the
20 computational units, and then, the generated 20 paths were averaged
in order to compute the final estimates shown in Figure 3. The observed
data points are also shown in the Figure 3. The simulated concentrations
corresponding to 105 particles preceded the observed periodicity of circa-
dian rhythm whereas the difference in periodicity has been reduced greatly
by using 10® particles compared with the initially-chosen parameters (prior
means).

3.3. Estimation of computational time

We evaluate computational time for execution of large-scale particle filtering
on upcoming peta-scale supercomputers.
We measured and estimated CPU times in the following three cases:
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Figure 3. State transition estimated by using 108 (left) and 10° (right) particles.

(a) 108 particles are divided into 20 sets of 5 million particles, and
then, repeat the particle filtering 20 times on Opteron 2200 (about
5 gigaflops).

(b) Particle filtering with 10%(100 million) samples is performed on one
petaflops machine.

(c) Particle filtering with 10°(one billion) samples is performed on one
petaflops machine.

For the evaluations of (b) and (c), the CPU times were estimated based on
the observed CPU time of the experiment (a). The results of the tests are
summarized in Table 1. The current implementation that divides 108 par-
ticles into 20 computational subunits requires about eight days on average,
which can be reduced to 90 seconds by the aid of one petaflops computer.
Even with one billion particles, the estimated CPU time can be within 20
minutes.

Table 1. Observed and estimated CPU times (second). The left column
shows the measured CPU time on Opteron 2200 and 20 sets of 5 million
particles. The middle and right columns show the estimated CPU times for
100 million and one billion particles.

Opteron, 5mil. x 20 1 petaflops, 100 mil. 1 petaflops, 1 billion

Ave. 6.8 x 10° 90 1.0 x 103
Min. 3.7 x 10° 50 5.6 x 102
Max. 2.0 x 10° 2.7 x 102 3.0 x 103
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4. Conclusion

This paper has shown the promising approach based on large scale particle
filtering towards exhaustive explorations for kinetic parameters of in silico
biological pathways. The approach could offer an overall view of posterior
distributions defined over the 45 unknown parameters within a reasonable
computing time. To our knowledge, the use of one hundred million particles
is the first attempt not only in systems biology but also in the other scientific
fields. Because the idea is too obvious, such a direct and straightforward
approach may have been overlooked so far.

A limitation of our approach is the sensitivity of the estimation results
to the choice of the prior distributions, that is, if the prior distributions are
fairly inappropriate, we would not obtain reasonable posterior estimations.
In order to overcome such a difficulty, we have to develop a methodology for
incorporating the existing knowledge on biochemistry and systems biology.

According to the evaluation of computational time, it has been found
that we can execute the particle filtering even with one billion particles
within 20 minutes by the aid of one petaflops computer that will be acces-
sible in Japan. The results of the experiments indicate that the large scale
particle filtering can be a promising approach to parameter estimation of
in silico biological pathways in the near future.

Appendix A. Resampling Algorithm

The filtering step (%) of the algorithm that has O(N log N) time complexity
is achieved as follows:

e Compute likelihood function of each particle p(yt|w(i) ), i =

tlt—1
1,--+,N. Time complexity of this step is given by O(N).
e Calculate the normalizing weights qu) = p(yt|w§‘?71) for i =

1,---, N such that vazl qf) = 1. Time complexity of this step
is given by O(N).
e Compute cumulative weight table @,S“ fori=0,---,N by 22:1 q,gj)
(th(O) = 0). Time complexity is given by O(N).
e Foreachj=1,--- /N
— Generate random number « from uniform distribution U (0, 1].
Time complexity is O(N).
— Search the number k where qA,Ekfl) < u < @,S’“) by binary
search. Time complexity is O(N log N).
— Set (ac(j) 0§j)) — (:c(k) 0§Ii)1), which requires O(N).

tlt tjt—1°
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Only the binary searching requires O(N log N). In order to deal with

much larger number of particles, we can replace the binary search algorithm

by the resampling with the proportional-allocation that yields the filtered
samples by increasing and decreasing the number of prediction samples
proportional to their weights.

References

1.

2.

10.
11.

12.
13.
14.
15.
16.

17.
18.

19.

K. C. Chen, L. Calzone, A. Csikasz-Nagy, F. R. Cross, B. Novak and J. J.
Tyson, Mol Biol Cell., 15, 3841-3862 (2004).

H. Matsuno, R. Murakami, R. Yamane, N. Yamasaki, S. Fujita, H. Yoshimori
and S. Miyano, Pac Symp Biocomput., 8, 152-163 (2003).

A. Doi, S. Fujita, H. Matsuno, M. Nagasaki and S. Miyano, In Silico Biol.,
4, 271-291 (2004).

. A. Doi, M. Nagasaki, H. Matsuno and S. Miyano, In Silico Biol., 6, 1-13

(2006).

K. Fujarewicz, M. Kimmel, T. Lipniacki and A. Swierniak, IEEE/ACM
Transaction on Computational Biology and Bioinformatics, 4, 322-335
(2007).

M. Quach, N. Brunel and F. d’Alché-Buc, Bioinformatics, 23, 3209-3216
(2007).

I. Nachman, A. Regev and N. Friedman, Bioinformatics, 20, i248-1256 (2004).
G. Koh, H. F. C. Teong, M-V ment, D. Hsu and P.S. Thiagarajan, Bioinfor-
matics, 22, e271-e280 (2006).

B.-E. Perrin, L. Ralaivola, A. Mazurie, S. Bottani, J. Mallet, F. d’Alché-Buc,
Bioinformatics, 19, ii386-i1349 (2003).

G. Kitagawa, J. Computational and Graphical Stat. 5, 1-25 (1996).

N. J. Gordon, D. J. Salmond and A. F. M. Smith IEE Proceedings-F, 140,
107-113 (1993).

T. Higuchi and G. Kitagawa, IEICE Tras. Inf. Syst., E83-D, 36-43 (2000).
A. Doucet and N. De Freitas, Springer-Verlag (2001).

M. Nagasaki, R. Yamaguchi, R. Yoshida, S. Imoto, A.Doi, Y.Tamada, H.
Matsuno, S. Miyano and T. Higuchi, Genome Inform. 17(1), 46-61 (2006).
S. Tasaki, M. Nagasaki, M. Oyama, H. Hata, K. Ueno, R. Yoshida, T.
Higuchi, S. Sugano, S. Miyano, Genome Inform. 17(2), 226-238 (2006).

G. Kitagawa, J. Amer. Stat. Assoc., 93, 1203-1215 (1998).

Peter Pacheco, Parallel Programming with MPI, Morgan Kaufmann (1996).
Y. Fujii, Y. Okitsu, H. Matsuno, S. Miyano and S. T. Inoue, A new regulatory
interactions suggested by simulations for circadian genetic control mechanism
in mammals, Genome Inform., available at http://www.jsbi.org/journal/
GIWO, (2004).

H. R. Ueda, W. Chen, A. Adachi, H. Wakamatsu, S. Hayashi, T. Takasugi,
M. Nagano, K. Nakahama, Y. Suzuki, S. Sugano, M. Iino, Y. Shigeyoshi and
S. Hashimoto, Nature, 418, 534-539 (2002).




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /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 /Warning
  /CompatibilityLevel 1.6
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /sRGB
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType true
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /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 1200
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.00000
  /EncodeColorImages true
  /ColorImageFilter /JPXEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /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 100
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 1200
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.00000
  /EncodeGrayImages true
  /GrayImageFilter /JPXEncode
  /AutoFilterGrayImages false
  /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 100
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1800
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.00000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /JPN <FEFF8d859ad854c18cea51fa529b30fb30d530a930f330c857cb30818fbc307f63a859688a2d5b9a>
  >>
  /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 /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [1200 1200]
  /PageSize [612.000 792.000]
>> setpagedevice




