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Abstract Approximate Bayesian inference on the basis of
summary statistics is well-suited to complex problems for
which the likelihood is either mathematically or computa-
tionally intractable. However the methods that use rejection
suffer from the curse of dimensionality when the number of
summary statistics is increased. Here we propose a machine-
learning approach to the estimation of the posterior density
by introducing two innovations. The new method fits a non-
linear conditional heteroscedastic regression of the parame-
ter on the summary statistics, and then adaptively improves
estimation using importance sampling. The new algorithm
is compared to the state-of-the-art approximate Bayesian
methods, and achieves considerable reduction of the com-
putational burden in two examples of inference in statistical
genetics and in a queueing model.
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1 Introduction

Making use of simulations to perform non-Bayesian infer-
ence in models for which the likelihood is neither analyt-
ically solvable nor computationally tractable has a well-
established methodology that finds its roots at least in the
seminal papers of Diggle and Gratton (1984) and Gourier-
oux et al. (1993). This approach bypasses explicit likelihood
functions by simulating from an implicit statistical model—
that is, a model defined in terms of a stochastic generating
mechanism.

In the Bayesian setting, there has been a growing inter-
est in implicit statistical models for demographic inference
in population genetics (Marjoram and Tavaré 2006). Statis-
tical inference with population-genetic data usually requires
prior knowledge on genealogical trees. As the tree is usually
considered as a nuisance parameter, Bayesian Monte Carlo
is a natural approach to average over high-dimensional tree
space. Although many likelihood-based methods have been
proposed in this framework, these methods are restricted
to particular demographic and genetic processes (Stephens
and Donnelly 2000; Wilson et al. 2003; Kuhner 2006;
Hey and Nielsen 2007). Alternatively, likelihood-free meth-
ods, named approximate Bayesian computation (ABC) after
Beaumont et al. (2002), have gained many advocates in the
recent years. The principle of standard ABC (Tavaré et al.
1997; Pritchard et al. 1999; Beaumont et al. 2002) relies
on the simulation of large numbers of data sets using para-
meters drawn from the prior distribution. A set of summary
statistics is then calculated for each simulated sample, and
compared with the values for the observed sample. Parame-
ters that have generated summary statistics close enough to
the observed data are retained to form an approximate sam-
ple from the posterior distribution.
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Approximate Bayesian estimation algorithms—that were
originally all based on rejection algorithms—can be clas-
sified into three broad categories, resembling the main-
stream methods that are applied in standard computational
Bayesian statistics (Gelman et al. 2003). The first class of
methods relies on the direct rejection algorithm as described
in the previous paragraph (Tavaré et al. 1997; Pritchard
et al. 1999). The second class of algorithms mimics Markov
chain Monte Carlo methods (MCMC, Robert and Casella
2004), embedding simulations from the implicit model in
the updating step of the stochastic algorithm (Marjoram
et al. 2003; Bortot et al. 2007). The MCMC-ABC algo-
rithm takes into account the distance between the simulated
and the observed summary statistics into the Metropolis-
Hastings acceptance rule. The third class of algorithms
shares similarity with the recently introduced sequential
Monte Carlo samplers (SMC, Liu 2001). The main SMC-
ABC algorithm combines ideas underlying rejection meth-
ods and sequential importance sampling (Sisson et al. 2007,
Beaumont et al. 2009; Toni et al. 2009).

Nevertheless, a severe limitation of rejection-based gen-
erative algorithms arises when the dimensionality of the set
of summary statistics increases. Because the three classes
of methods attempt to sample from a small multidimen-
sional sphere around the observed summary statistics, all of
them suffer from the curse of dimensionality (see e.g. Har-
dle et al. 2004). To overcome this problem, Beaumont et
al. (2002) allowed for larger acceptance rates in the rejec-
tion algorithm, ranging up to 20 percent of the simulated
values, and then performed local linear adjustment in order
to correct for the discrepancy between the simulated and the
observed statistics. Here, we address the curse of dimension-
ality issue by adopting a machine learning perspective con-
structing a functional relationship between the generated set
of summary statistics and the model parameters. Assuming
perfect construction, this relationship could ideally be uti-
lized to produce samples from the posterior distribution by
exploiting information not restricted to a subset of generated
values, but to the extended set.

In the first stage, our approach infers the functional re-
lationship linking the summary statistics to the model para-
meters by considering a flexible nonlinear conditional het-
eroscedastic (NCH) model. Flexible regression models, like
neural networks, are exploited to reduce dimension and to
better account for the correlation within the set of summary
statistics. In the second stage, we introduce an adaptive ver-
sion of the NCH (ANCH) algorithm using importance sam-
pling. The rationale of the adaptive algorithm is to iteratively
limit the discrepancy between the sampling distribution and
the posterior distribution, which may be particularly useful
when the prior distribution is vague. In two historical exam-
ples of demographic inference in population genetics and in
an example of a queueing process, we provide evidence that
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the NCH and the ANCH algorithms reduce the computa-
tional burden when compared to ABC with rejection and to
ABC with local linear adjustment.

2 Method

Rejection and weighting In ABC, we assume that there is a
multidimensional parameter of interest ¢, and the observed
value s of a set of summary statistics S is calculated for
the data. To make statistical inference, a rejection-sampling
method generates random draws (¢;,s;) where ¢; is sam-
pled from the prior distribution, and s; is measured from
synthetic data, simulated from a generative model with para-
meter ¢;. Setting the tolerance error to a value § and denot-
ing by ||.]| the Euclidean norm, only parameters ¢; such that
|ls — si|| <& are retained. Because the summary statistics
may span different scales, norms that use rescaled distances
are often considered in place of the Euclidean distance. In
our application of ABC, we rescale distances by the me-
dian absolute deviation of the simulated summary statistics
si, i =1,..., M. For this basic rejection algorithm, the ac-
cepted ¢; form a random sample from the approximate pos-
terior distribution defined as

ps(@ls) < Pr(|ls —s;[| < 5|¢) p()

where p(¢) denotes the prior distribution. Compared to the
exact expression of the posterior distribution, the likelihood
is replaced by

p(slg) = Pr(lls —si || < 8|9).

If the summary statistics are sufficient with respect to the pa-
rameter ¢, the approximate posterior distribution converges
to the true posterior distribution as § goes to 0. In addition,
the approximate posterior distribution corresponds to the
prior distribution when § is large. Note that more generic in-
terpretations of the ABC algorithm can be found in Wilkin-
son (2008).

Beaumont et al. (2002) introduced a first improvement
of the standard rejection ABC algorithm in which the pa-
rameters ¢; were weighted by the values Ks(||s; — s||),
where K is the Epanechnikov kernel. Using this weighting
scheme, an estimator of the posterior mean was then given
by >, Ks(llsi —slD¢i/ >_; Ks(llsi —sl|). Although this was
not originally stated, it can be seen that it corresponds to the
Nadaraya-Watson estimator, a classic approach in nonpara-
metric regression (Nadaraya 1964; Watson 1964). Note that
the Nadaraya-Watson smoother is known to be subject to
the curse of dimensionality since the rate of convergence of
the estimator decreases dramatically as the dimension of the
summary statistics increases (see e.g. Hardle et al. 2004).
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A local linear model To avoid the curse of dimensionality,
Beaumont et al. (2002) also described the posterior density
as a homoscedastic linear regression model (in fact, a local-
linear model) of the form

bi=a+si—s) B+, i=1,....M, 1)

where « is an intercept, B8 is a vector of regression coef-
ficients, and the ¢;’s are independent random variates with
mean zero and common variance. We further refer to this
algorithm as the LocL ABC model. In the LocL. model, the
parameters («, B8) are inferred by minimizing the weighted
least-squares criterion

M
D {oi — (@ + (si =)' B Ks(llsi — sl )
i=1

If (1) exactly describes the relationship between ¢ and s,
random draws of the posterior distribution can simply be
obtained as o + ¢;, for i =1, ..., M. Using the empirical
residuals in place of the ¢;’s, the parameters are adjusted as

dF=¢i — (si —9) . ?3)

Weighted by K;(||s; — s||), the qbl?‘"s, i=1,..., M, provide
an approximate sample from the posterior distribution. In
this approach, the choice of § involves a bias-variance trade-
off: Increasing § reduces variance thanks to a larger sample
size for fitting the regression, but also increases bias arising
from departures from linearity and homoscedasticity.

A nonlinear conditional heteroscedastic model In this
study, we introduce an important modification on the pre-
viously described adjustment-based ABC method for con-
ditional density estimation. In order to minimize departures
from linearity and homoscedasticity, we propose to model
both the location and the scale of the response parameter,
¢i, in (1) (see e.g. Fan and Yao 1998). The new regres-
sion model takes the form of a nonlinear conditional het-
eroscedastic model
$i=m(s)) +o(s) x¢g, i=1,.... M, 4)
where m(s;) denotes the conditional expectation,
E[¢|S = s;], and az(s,-) denotes the conditional variance,
Var[¢|S =s;].

The conditional expectation can be estimated as i (s;) by
fitting a flexible non-linear regression model. The variance
term is then estimated using a second regression model for
the log of the squared residuals

log(¢i —m(s;))? =logo’(s) +&, i=1,....M, (5

where the &;’s are independent random variates with mean
zero and common variance. In our forthcoming examples,

we consider feed-forward neural network (FFNN) regres-
sion models (Ripley 1996; Bishop 2006). This choice is
motivated by the fact that FFNNs include the possibility
to reduce the dimensionality of the set of summary statis-
tics via internal projections on lower dimensional subspaces
(Bishop 2006).

In FFNN regression models, linear combinations of the
inputs—i.e. the summary statistics—are transformed to

compute the values z;, j =1, ..., H at the H hidden units
D

z,-=h<zw§.}js’<+wj}}), j=1,....H, (6)
k=1

where sk, k=1,...,D, is the kth component of s, H is

the number of hidden units in the network, D is the di-
mension of the vector s of summary statistics, the w;}g’s,
k=1,...,D,j=1,..., H are the weights of the first layer
of the neural network, and A denotes the logistic function.
Because the number of hidden units H is typically smaller
than the number of summary statistics D, (6) reduces the
initial dimension of the vector of summary statistics. The
values z;, j =1,..., H, of the hidden units are then linearly

combined to produce the output gy (s) of the FFNN

H
gwi®) =Y WPz +uwd), (7)
j=1

where the w(.z)’s, j=1,..., H, are the weights of the sec-
ond layer of the neural network. Note that logistic regres-
sion can easily be performed within the FFNN framework
by transforming the linear combination of (7) with a logis-
tic function. The extension to general discrete parameters is
obtained using a softmax transformation (see Bishop 2006).

We use FFNNS for fitting both m(s;) and log o2(s;) (Nix
and Weigend 1995). The weights w of a first FENN are
found by minimizing the regularized least-squares criterion

M
D i — gw®YKslIsi —sl) + Allwl,

i=1

where A represents the regularization parameter, called
weight-decay parameter in the neural network literature. The
weights of a second FFNN estimating the conditional vari-
ance, are found by minimizing

M
> llog((¢i — m(s1))*) — gw ()Y Ks(lls; — sl + AlIw'[I*.

i=1

Similarly to (3), parameter adjustment under the NCH
model can be performed as follows
o (s)

¢;“:rﬁ(s)+(¢,’—rﬁ(si))x&(Si), i=1,....M. (8
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Assuming that ¢; = m(s;) 4+ o (s;)¢; corresponds to the true
relationship between ¢; and s;, then the ¢*’s form a random
sample from the distribution p(¢|s) provided that m could
be considered equal to m and & equal to o.

Similarly to the LocL. ABC method, a tolerance error, &,
is allowed, and the adjusted parameters, ¢, are weighted by
Ks(|lsi —s||). Furthermore, to warrant that the adjusted para-
meters, ¢/, obtained from (3) or (8), fall in the support of the
prior distribution, we sometimes consider transformations of
the original responses. Parameters that lie in an interval are
transformed via the logit function, and nonnegative parame-
ters are transformed using a logarithm. These transforma-
tions have the further potential advantage of stabilizing the
variance of the response when performing regression (Box
and Cox 1964).

Iterated importance sampling A second change to the
LocLl ABC algorithm converts the single-stage regression
based ABC method into a multi-stage algorithm in which
estimations are improved iteratively (Liu 2001; Sisson et al.
2007). In practice, we implemented a two-stage algorithm.
The logic of using a two-stage algorithm is that the second
run can control a first run with a high acceptance rate, and
adaptively builds a better approximation of the posterior dis-
tribution. If the two empirical distributions obtained after
each step of the ANCH algorithm agree, then the results can
be pooled to form a larger approximate sample from the pos-
terior distribution.

The adaptive NCH algorithm can be described as follows:
Starting from a sample (qbl.l) obtained from a first NCH ABC
run, the adaptive step of the algorithm consists of estimating
the support A of the sample. Then new parameters are pro-
posed from the conditional prior distribution pa, given that
they fall in A;. This can be implemented using a simple re-
jection step. For ¢ having a moderate number of dimension,
this is usually achieved at a computational cost which can
be considered significantly lower than the cost of simulat-
ing from the generating distribution, p(s|¢). Using this new
set of parameters, a second sample, (¢i2), can be formed us-
ing the NCH method again. To compensate for the fact that
we do not sample from the prior distribution, each value ¢i2
should in principle be weighted by p(¢?)/pa,(¢?). Here,
the importance weights need not to be computed because
we have pa, (¢i2) = p(¢>i2)/p(A1), which means that the ra-
tio p(qbiz) /DA, (qb,.z) does not depend on i. In this two-stage
approach, we suppose that A approximates the support of
p(s|¢) accurately. For multidimensional parameters ¢, we
estimate the support of the distribution using support vector
machines (SVM, Scholkopf et al. 2001).

3 Examples of implicit statistical models

In this section, we present three examples of implicit statis-
tical models, two of which have received considerable atten-
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tion in population genetics, and the last one has served to il-
lustrate indirect inference (Gourieroux et al. 1993; Heggland
and Frigessi 2004). Using these examples, we performed
an empirical evaluation of the relative performance of three
regression-based approximate Bayesian algorithms, the lo-
cal linear regression model (LocL. ABC model), the non-
linear conditional heteroscedastic model (NCH model), and
its adaptive implementation (ANCH model). We used the R
programming language to implement the LocL, NCH and
ANCH algorithms. Least squares adjustment for neural net-
works was implemented using the R package nnet (R De-
velopment Core Team 2008). Model choice for neural net-
works was based on a Bayesian (or regularization) approach
(Ripley 1996). We used H = 4 hidden units and the weight-
decay regularization parameter was set equal to A = 0.001.
Increasing the weight-decay parameter will increase the bias
of the estimator, but it will also decrease its variance. At
this stage, cross-validation might be a useful alternative ap-
proach to the choice of a FFNN model, but the previous val-
ues for A and H proved to work well in the examples consid-
ered here. In the ANCH algorithm, the support of the condi-
tional density was estimated using a SVM v-regression algo-
rithm (v = 0.005) as implemented in the R package e1071
based on the public library 1ibsvm (Chang and Lin 2001).

Two examples in population genetics There has been
tremendous interest in simulation-based inference methods
in evolutionary biology during the last decade (Fu and Li
1997; Pritchard et al. 1999; Fagundes et al. 2007). In these
applications, the inference of demographic and genetic pa-
rameters depends on the so-called coalescent approximation
which describes, in a probabilistic fashion, the ancestry of
genes represented in a sample. Coalescent models provide
good examples of implicit statistical models for which a
straightforward stochastic generating mechanism exists, but
the likelihood is usually computationally intractable (see the
Supplementary Material for further information).

Example 1 Given a set of n DNA sequences, the first prob-
lem concerns the estimation of the effective mutation rate,
6 > 0, under the infinitely-many-sites model. In this model,
mutations occur at rate 6 at DNA sites that have not been
hit by mutation before. If a site is affected by mutation, it
is said to be segregating in the sample. In this example, the
summary statistic, s, is computed as the number of segregat-
ing sites. Note that s is not a sufficient statistic with respect
to & (Fu and Li 1993). The generating mechanism for s can
be described as follows.

1. Simulate L,, the length of the genealogical tree of the
n sequences, as the sum of independent exponential ran-
dom variables of rate (j — 1)/2, j =2,...,n.

2. Generate s according to a Poisson distribution of mean
0L,/2.
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The simulation of L,, can be derived from the formula L, =
Z?:z J Y that gives the total length of the tree as a function
of the inter-coalescence times denoted by Y;, j =2,...,n.
The inter-coalescence times correspond to the times during
which the sample has j ancestors, j =2, ..., n (Tavaré et al.
1997). In a wide range of models in population genetics, the
inter-coalescence times form independent random variables
distributed according to the exponential distributions of rate
j(Gj—1)/2,j=2,...,n. Amore detailed description of the
coalescent process can be found in Tavaré (2004).

We computed the posterior distribution of the effective
mutation rate 6 given the observation of s = 10 segregat-
ing sites in a sample of n = 100 DNA sequences. The prior
distribution for the parameter 6 was taken to be the exponen-
tial distribution of mean 50, which was meant to represent
a vague prior. A sample from the posterior distribution was
obtained using a direct rejection algorithm accepting only
parameters that produced ten segregating sites exactly. Ten
millions of replicates were generated resulting in a sample
of size 39, 059 after rejection.

For the ABC algorithms, we performed inference of the
posterior distribution using a total of 2,000 simulations of
the bivariate vector (6, s). We recorded the three quartiles
and the 0.025 and 0.975 quantiles of the approximate pos-
terior distributions computed by the three algorithms, and
we compared these 5 quantiles Qf, k = 1,...,5, with the
corresponding empirical quantiles, Qg, obtained from the
exact sample. For values of the tolerance rate between 0
and 1 and for each quantile, Qy, the accuracy of each al-
gorithm was assessed by the relative median absolute er-
ror (RMAE) defined as the median of (Qy — Qg)/ Qg com-
puted over 150 runs. In addition, we measured the discrep-
ancy between each approximate distribution and the empiri-
cal posterior distribution using the sum of the RMAE’s over
all quantiles. In the ANCH algorithm, the support was es-
timated as the range of the empirical distribution—i.e., the
(0, max) interval-—obtained after a first run. A total of 1,000
replicates were used in the first run and the tolerance rate,
denotes as Ps, was set to 75%.

Comparisons with standard rejection algorithms were
first conducted. We found that the posterior distribution ob-
tained from the rejection methods deviated from the em-
pirical posterior distribution significantly for tolerance rates
larger than 10% (Fig. 1a). The LocL model approximated
the posterior distribution accurately for small tolerance rates
(<20%), but the performances of the LocL. method deterio-
rated as the tolerance rate increased (Fig. 1, curves with di-
amonds). The performances of the NCH model were signif-
icantly less sensitive to the tolerance rate, staying at values
close to the optimum achieved by the LocL model (Fig. 1b,
curve with triangles point-up). The adaptive NCH algorithm
achieved even superior performances for values of the toler-
ance rate ranging between 0 and 90% (Fig. 1b, curve with
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Fig. 1 Relative median absolute error (RMAE) when estimating the
quantiles of the posterior distribution of # as a function of the tolerance
rate. In panel (a), the errors obtained with the regression algorithms
are compared to the errors obtained with the local linear adjustment. In
panel (b), the different regression methods are compared. For the quar-
tiles and for the 0.025 and 0.975 quantiles, relative errors between ap-
proximate quantiles computed by the ABC methods and empirical val-
ues from the posterior distribution were computed over the 150 repli-
cates. The sum of the RMAE’s was obtained by summing, over the
5 quantiles, the values of the relative median absolute differences. The
black dot corresponds to the rejection-free ANCH algorithm (tolerance
rate Ps = 100%) without including the Epanechnikov weights

triangles point-down). The black dot in Fig. 1b represents
the performance of the ANCH algorithm without weight-
ing and allowing for total acceptance. Having eliminated the
concept of rejection in the approximate Bayesian algorithm,
i.e. setting Ps = 1, the accuracy of the algorithm remained
close to the optimum achieved by all algorithms. This first
example illustrates the benefit of the NCH model over the
LocL model and the other rejection methods. The additional
gain of the adaptive step stems from the use of a vague prior,
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which, in this case, gave low weight to the region of poste-
rior values. We note, however, that for the smallest tolerance
rate, the RMAE is smaller in the LocL model than in the
NCH models. Because of the additional level of complexity
introduced in FFNNs, FFNNs require more data points to be
trained than local linear regression, but this not an issue for
higher tolerance rates.

Example 2 Turning to a more complex problem in which
the posterior distribution could not be estimated easily,
we considered an exponentially growing population model
with three parameters. Similarly to Weiss and von Haeseler
(1998), a population of size N4 started to grow exponen-
tially 79 years ago to reach a present size of N individuals
where N = N4/« for a value o € (0, 1). We performed in-
ference on the two parameters N4, fo and o was considered
as a nuisance parameter. In this example the data consisted
of a sample of n individuals genotyped at a multilocus subset
of independent microsatellite markers (see e.g. Zhivotovsky
et al. 2003). Microsatellite loci are characterized by a mo-
tif of two to four nucleotides that may repeat itself several
times, and the data are recorded as number of repeats for
each individual.

The generating mechanism for the implicit model can be
described as follows.

1. Simulate candidate coalescent genealogies with n tips in
a growing population for each marker.

2. Superimpose mutations on the tree branches according to
a specific mutation model.

Step 1 requires simulating coalescence times in a coalescent
model with varying population size (see Tavaré 2004 and
the Supplementary Material). In step 2, we used the single-
step mutation model, that can be viewed as a simple random
walk for which the 41 and —1 steps are equally likely (Ohta
and Kimura 1973).

To capture the pattern of genetic variation, we computed
six summary statistics previously reported to be sensitive to
the genetic diversity in the sample and to the intensity of
the demographic expansion. The amount of genetic diver-
sity was measured by the mean (over the loci) of the vari-
ance in the number of repeats and by the mean of their het-
erozygosities (Pritchard and Feldman 1996). For the demo-
graphic pattern, we used two imbalance indices studied by
King et al. (2000), the interlocus statistic introduced by Re-
ich and Goldstein (1998), and the expansion index of Zhiv-
otovsky et al. (2000). We also computed a seventh summary
statistic based on an observation of Shriver et al. (1997)
who studied the distribution, Sk, of pairwise comparisons
that differ by K repeat units. This distribution has its peak
at the value O for a recent expansion, and the peak shifts
to the value 1 for older expansions. To compute the sev-
enth statistic, we averaged the quantity S; — Sp over all the
loci.
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We took a uniform prior distribution ranging from 0 to
100,000 years for the onset of the expansion, a uniform dis-
tribution over the interval (0, 10,000) for the ancestral popu-
lation size, and a uniform distribution over the interval (1, 6)
for —log;o(@).

One hundred test data sets were generated using fy =
18,000 years for the date of onset of the expansion, N4 =
1,500 for the ancestral population size, and « = 0.0012
(logp(r) = —2.92) for the ratio of the ancestral size to
the present population size. These values were very sim-
ilar to those used in Pritchard et al. (1999) in a study of
the Y chromosome in humans. For each algorithm, we com-
puted the posterior distribution of the three parameters given
the observation of the seven summary statistics in a sam-
ple of n = 100 individuals surveyed at 50 microsatellite
loci.

For the three algorithms, we generated samples from the
posterior distribution using 2,000 replicates from the im-
plicit model. We recorded the quartiles and the 0.025 and
0.975 quantiles of the output distributions for the three ABC
algorithms, and we compared these five values for the con-
ditional distributions of each parameter fy, N4, and «. The
median value of each quantile was then computed over 100
runs.

For each of the three parameters, the median estimates
of the quantiles of the marginal posterior distribution were
very similar in the NCH model and in the ANCH imple-
mentation (Fig. 2, curves with triangles point-up and point-
down). For large tolerance rates (Ps > 50%), we observed
a strong agreement with the values estimated by the LocL
model (Fig. 2, curves with diamonds) used with small tol-
erance rates (Ps = 5%), indicating that the NCH model can
efficiently exploit simulation results that fall far apart from
the observed values of the summary statistics. The perfor-
mances of the LocL model decreased as the tolerance rate
increased above 20%, and the estimation of the conditional
distribution of the ancestral size provided evidence that the
bias was substantial (Fig. 2, bottom right panel). The three
algorithms gave similar results regarding the estimation of
o (results not shown).

To further compare the performances of the NCH model
and its ANCH variant, we studied a particular simulated data
set corresponding to the same ground truth as before. After
running the three algorithms 100 times for each tolerance
rate, the variance of each quantile in the posterior distri-
bution was of order three times higher in the NCH model
than in the ANCH algorithm (2,000 simulations for each al-
gorithm, Table 1). Clear evidence of the stabilization phe-
nomenon was also obtained under the infinitely-many-sites
model. Given s = 10 segregating sites, we ran the ANCH
algorithm using 200 simulations of the implicit model at
each step (tolerance rate Ps = 85%). To compare estima-
tions obtained after the initial step with those obtained af-
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(left) and LocL. ABC method (right). The quantiles are plotted against
the tolerance rate for the NCH and the ANCH methods (left) and
LocL ABC method (right). For each algorithm, the curves represent
the 0.025, 0.25, 0.5, 0.75, and 0.975 quantiles of the posterior distri-
bution. These values correspond to the median over the 100 test data
sets. The ground truth values are represented as the solid lines with-
out any symbols. The values of the quantiles estimated by the NCH
and ANCH methods using a tolerance rate Ps = 75% match with those
obtained from the LocL algorithm using Ps = 5%

ter adapting the support, we replicated the estimation pro-
cedure 100 times. The reduction in variance ranged from a
factor 2.7 to a factor 34.7. The highest reduction in vari-
ance was obtained for the estimation of the upper quan-
tile.

Example 3 Our third example arose from a totally different
context, and was formerly studied by Heggland and Frigessi
(2004) using indirect inference. The connection of indi-
rect inference to ABC is the following. Indirect inference
(Gourieroux et al. 1993) is a non-Bayesian method that pro-
ceeds in three steps. (1) An auxiliary model is introduced,

usually as a simplified version of the true model. (2) Esti-
mates of the parameters in the auxiliary model are obtained
and play the role of summary statistics. These estimates can
be obtained, for example, by maximizing the likelihood in
the auxiliary model. (3) An estimate of the parameter ¢ is
built by minimizing a weighted Euclidean distance between
simulated summary statistics and the observed summary sta-
tistics. Note that the introduction of an auxiliary model can
also be a useful means of finding informative summary sta-
tistics for ABC methods.

The model considered in Heggland and Frigessi (2004)
was a queueing system with a first-come-first-serve single-
server queue (M/G/1). The service times were uniformly
distributed in the interval [0, 6], and the inter-arrival times
had exponential distribution with rate 63. Let W, be the
inter-arrival time of the nth customer and U, be the corre-
sponding service time. The process of inter-departure times
{Y,, n=1,2,...} can be described by the following gener-
ative algorithm

Up, if Y7 W< Z?;ll Y;,

Y, =
Un+ 20 Wi — 27;11 Y;,

otherwise.

Bayesian inference on (01, 6»,03) was done by assuming
that only the inter-departure times were observed. Because
the inter-arrival times were unobserved, likelihood-based in-
ference would involve high-dimensional integration.

We generated a test data set with n = 50 successive
inter-departure time observation using 61 = 1, 8, =5, and
03 = 0.2. We set a uniform prior over [0, 10] for 61, 6, — 61,
and for 63. To investigate the sensitivity of the NCH model
to the number of summary statistics, we ran the ABC-
NCH algorithm using 5, 10 and 20 summary statistics.
Here, the set of summary statistics included the minimum
and the maximum of the inter-departure times and the 3,
8 and 18 equidistant quantiles of the inter-departure times.
We used 10,000 replicates and the tolerance rate was set
to the value Ps = 50% resulting in a posterior sample of
size 5,000.

Figure 3 shows that posterior distributions of the three
parameters had their mode and median values close to
the ground truth values whatever the number of summary
statistics. This provided evidence that the NCH ABC al-
gorithm was robust to an increase in the dimensionality
of the set of summary statistics. In addition, we found
that the posterior distributions were more concentrated
around the true values when 20 summary statistics were
used.

To investigate the variability of the ABC algorithms from
one run to the other, we ran the LocL, NCH and ANCH
algorithms 100 times on the same data set. We used 2,000
replicates (a rather small number) in order to observed an ex-
aggerated variability, and we varied the tolerance rate from
Oto 1.
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Table 1 The benefit of
Model parameters

Posterior distribution quantiles

adapting the support.

Infinitely-many-sites: Ratios of 2.5% 25% 50% 75% 97.5%
variances for the quantiles
estimated after the first NCH Infinitely-many-sites
step and the second NCH step of .
the ANCH algorithm Mutation rate §
(acceptance rate Ps = 85% in Var. ratio 2.75 3.16 3.37 5.46 34.76
each step). Expansion model: P-values 1.27e—06 1.67e—08 1.76e—09 6.88e—15 0
Ratios of variances for the .
quantiles estimated by the NCH Expansion model
and the ANCH algorithm (2,000 Onset #(
iimulitsig/ns i}f; ealch algorithm, Var. ratio 1.84 2.95 3.69 3.53 2.97
s = 75%). Pvajues were P-values 128¢-03 81208  174e—10  6.16e—10 6.12¢—08
computed according to the
F-test Ancestral pop. size Ny
Var. ratio 1.65 3.23 6.83 4.58 3.20
P-values 6.20e—03 7.15e—09 0 2.3e—13 9.34e—09
Ratio of pop. sizes o
Var. ratio 0.09 0.87 3.83 1.97 7.66
P-values 1 0.75 5.8%9e—11 4.24e—04 0
Fig. 3 The posteriqr quantiles 5 summary statistics
of 01, 6>, and 63, using the NCH
ABC method, with 5, 10, and 20 0, 0, 03
summary statistics. The vertical o
lines correspond to the true o e} o .
values of the parameters that % © % % 2
were used when simulating the S - S © S
data set. The tolerance rate was o g o9 S
set at 50% and a total of 10,000 o o (=)
simulations were performed 0.0 1.0 20 2 6 10 14 0.0 05 10 15
10 summary statistics
91 92 e3
<~
= 2 2
B ° B @ s
c cC O c N
] ] ]
(m) o o . o
S IS e
0.0 1.0 2.0 2 6 10 14 00 05 1.0 15
20 summary statistics
0, 0, 0,
<
< o <
2 2 2
7 o N &
5 5 o 5 o
(m) o [a]
0.0 1.0 2.0 2 6 10 14 00 05 1.0 15

Figure 4 displays estimated posterior quantiles for 63.
The LocL. ABC algorithm was the less variable algorithm,
but the posterior credibility intervals produced by this
method were wider than those produced by the NCH and
ANCH algorithms. The latter were less sensitive to the vari-
ation of the tolerance rates, and the medians of the posterior
distributions were closer to the true value in the non-linear
models than in the LocL. model. Compared to the NCH al-

@ Springer

gorithm, the ANCH algorithm reduced the variance of the
quantile estimates. We suspect that the variance of the poste-
rior quantile estimates came from the use of local optimiza-
tion during the learning phase of the feed-forward neural
networks. For 61 and 6,, the credibility intervals obtained
with the NCH and the ANCH algorithms were also typi-
cally tighter than those obtained with the LocL algorithm
(see Supplementary Material).
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Fig. 4 The boxplot of the posterior quantiles for 63 as a function of the tolerance rate. The different ABC methods were run 100 times each using

2,000 simulations at each run

4 Discussion

Approximate Bayesian computation encompasses a wide
range of useful methods for making inference in implicit
statistical models. In this context rejection algorithms have
greatly benefited from ideas coming from regression-based
conditional density estimation. So far conditional density
estimation in ABC approaches has relied on linear adjust-
ment exclusively (Beaumont et al. 2002). While the linear
regression-based ABC method can approximate posterior
distribution accurately, this is usually achieved at the ex-
pense of a heavy computational load. For example, using
the LocL ABC method for estimating parameter in com-
plex models of modern human expansion, Fagundes et al.
(2007) required an amount of computational time equivalent

to 10 CPU-months. To increase the tolerance of the algo-
rithm, we have proposed to use non-linear regression-based
ABC. In three examples, non-linear neural networks proved
to be able to reduce computational generation costs signifi-
cantly.

An heuristic reason why neural networks worked well
when the number of summary statistics was large is that
their first layer allows for a nonlinear projection onto a sub-
space of much lower dimensionality, and non-linear regres-
sion can then be performed using the reduced number of pro-
jection variables. Increasing the number of summary statis-
tics has a dramatic effect on the variability of the estimators
of the conditional mean 7 (s;) and variance 62(s;) and con-
sequently inflates the variances of the estimated posterior
distributions. The variance can be reduced with the Bayesian
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predictive approach of Ripley (1996) that consists of train-
ing a large number of FFNNs for each conditional regression
and averaging the results over the replicate networks. In ad-
dition Bayesian neural network theory includes general rules
for choosing appropriate regularization parameters which
makes the method rather automatic. Compared to other re-
gression models, neural networks share many properties of
projection pursuit regression (Friedman and Stuetze 1981),
which may then lead to equivalent performances. As well
SVM have gained increased popularity in machine learn-
ing approaches during the recent years (Vapnik 1998), and
the algorithms described here could be modified to include
SVM regression without change in spirit.

A second justification for using feed-forward neural net-
works is their ability to implement probabilistic outputs,
hence allowing for a unified Bayesian treatment of model
choice. Indeed model choice may be performed by consid-
ering the model itself as an additional parameter to infer.
Beaumont (2008) proposed to estimate the posterior prob-
ability of each candidate model by an approach based on
a weighted multinomial logistic regression procedure. This
approach is an extension of logistic regression to more than
two categories, and it is equivalent to the use of a multino-
mial loglinear model. As they pertain to a more flexible class
of models, neural networks may achieve equal or better pre-
dictive values than multinomial logistic regression (Ripley
1996).

The ABC approach has been recently used in connected
domains like human population genetics (Pritchard et al.
1999; Fagundes et al. 2007), epidemiology (Tanaka et al.
2006; Toni et al. 2009; Blum and Tran 2008) or for the
evolution of protein networks (Ratmann et al. 2007). It
has also recently been suggested in the context of com-
positional data (Butler and Glasbey 2008), and applied in
extreme value theory (Bortot et al. 2007) and Gibbs ran-
dom fields (Grelaud et al. 2009). Although inference from
synthetic data that mimic observations has a long lasting
record in frequentist statistics (Diggle and Gratton 1984;
Gourieroux et al. 1993), ABC is still in its infancy. Because
the ABC method combines the power of simulating from
stochastic individual-based models with sound methodolog-
ical grounds from Bayesian theory, it has the potential to
open doors to inference in many complex models in ecol-
ogy, evolution, and epidemiology, or other domains like the
social science. Improved statistical ABC models, like those
presented in this study, will then be useful to deal with in-
creased model complexity, and with the need to raise the
dimension of the vector of summary statistics. An R code
for performing ABC with the NCH model is available at the
authors’ website.

Acknowledgements The authors acknowledge the support of the
ANR grant MAEV and M.B. acknowledges the support of the Rhéne-
Alpes Institute of Complex Systems (IXXI). We are also grateful to

@ Springer

Oscar Gaggiotti and two anonymous reviewers for their helpful com-
ments.

References

Beaumont, M.A., Zhang, W., Balding, D.J.: Approximate Bayesian
computation in population genetics. Genetics 162, 2025-2035
(2002)

Beaumont, M.A.: Joint determination of topology, divergence time,
and immigration in population trees. In: Matsumura, S., For-
ster, P., Renfrew, C. (eds.) Simulation, Genetics and Human Pre-
history. McDonald Institute Monographs: Cambridge McDonald
Institute for Archeological Research, UK, pp. 134-154 (2008)

Beaumont, M.A., Cornuet, J.-M., Marin, J.-M., Robert, C.P.: Adap-
tivity for ABC algorithms: the ABC-PMC scheme (2009).
arXiv:0805.2256

Bishop, C.M.: Pattern Recognition and Machine Learning. Springer,
New York (2006)

Blum, M.G.B., Tran, V.C.: Approximate Bayesian Computation for
epidemiological models: Application to the Cuban HIV-AIDS
epidemic with contact-tracing and unobserved infectious popu-
lation (2008). arXiv:0810.0896

Box, G.E.P,, Cox, D.R.: An analysis of transformations. J. R. Stat. Soc.
B 26, 211-246 (1964)

Bortot, P., Coles, S.G., Sisson, S.A.: Inference for stereological ex-
tremes. J. Am. Stat. Assoc. 102, 84-92 (2007)

Butler, A., Glasbey, C.A.: A latent Gaussian model for compositional
data with structural zeroes. J. R. Stat. Soc. Ser. C (Appl. Stat.) 57,
505-520 (2008)

Chang, C.C., Lin, C.J.: LIBSVM: A library for support vector ma-
chines (2001). Software available at http://www.csie.ntu.edu.
tw/~cjlin/libsvm

Diggle, P.J., Gratton, R.J.: Monte Carlo methods of inference for im-
plicit statistical models. J. R. Stat. Soc. B 46, 193-227 (1984)

Fagundes, N.J.R., Ray, N., Beaumont, M., Neuenschwander, S.,
Salzano, S.M., Bonatto, S.L., Excoffier, L.: Statistical evaluation
of alternative models of human evolution. Proc. Natl. Acad. Sci.
USA 104, 17614-17619 (2007)

Fan, J., Yao, Q.: Efficient estimation of conditional variance functions
in stochastic regression. Biometrika 85, 645-660 (1998)

Friedman, J.H., Stuetze, W.: Projection pursuit regression. J. Am. Stat.
Assoc. 76, 817-823 (1981)

Fu, Y.-X., Li, W.-H.: Maximum likelihood estimation of population
parameters. Genetics 134, 1261-1270 (1993)

Fu, Y.-X., Li, W.-H.: Estimating the age of the common ancestor of a
sample of DNA sequences. Mol. Biol. Evol. 14, 195-199 (1997)

Gelman, A., Carlin, J.B., Stern, H.S., Rubin, D.B.: Bayesian Data
Analysis, 2nd edn. Chapman & Hall, London (2003)

Grelaud, A., Robert, C.P,, Marin, J.-M., Rodolphe, F., Taly, J.-F.:
ABC methods for model choice in Gibbs random fields (2009).
arXiv:0807.2767

Gourieroux, C., Monfort, A., Renault, E.: Indirect inference. J. Appl.
Econ. 8, 85-118 (1993)

Hirdle, W., Miiller, M., Sperlich, S., Werwatz, A.: Nonparametric and
Semiparametric Models. Springer, New York (2004)

Heggland, K., Frigessi, A.: Estimating functions in indirect inference.
J. R. Stat. Soc. B 66, 447-462 (2004)

Hey, J., Nielsen, R.: Integration within the Felsenstein equation for
improved Markov chain Monte Carlo methods in population ge-
netics. Proc. Natl. Acad. Sci. USA 104, 2785-2790 (2007)

King, J.P, Kimmel, M., Chakraborty, R.: A power analysis
of microsatellite-based statistics for inferring past population
growth. Mol. Biol. Evol. 17, 1859-1868 (2000)


http://arxiv.org/abs/arXiv:0805.2256
http://arxiv.org/abs/arXiv:0810.0896
http://www.csie.ntu.edu.tw/~cjlin/libsvm
http://www.csie.ntu.edu.tw/~cjlin/libsvm
http://arxiv.org/abs/arXiv:0807.2767

Stat Comput

Kuhner, M.K.: LAMARC 2.0: maximum likelihood and Bayesian es-
timation of population parameters. Bioinformatics 22, 768-770
(2006)

Liu, J.S.: Monte Carlo Strategies in Scientific Computing. Springer,
New York (2001)

Marjoram, P., Tavaré, S.: Modern computational approaches for
analysing molecular genetic variation data. Nat. Rev. Genet. 7,
759-770 (2006)

Marjoram, P., Molitor, J., Plagnol, V., Tavaré, S.: Markov chain Monte
Carlo without likelihoods. Proc. Natl. Acad. Sci. USA 100,
15324-15328 (2003)

Nadaraya, E.A.: On estimating regression. Theory Probab. Appl. 9,
141-142 (1964)

Nix, D.A., Weigend, A.S.: Learning local error bars for nonlinear re-
gression. In: Tesauro, G., Touretzky, D., Leen, T. (eds.) Advances
in Neural Information Processing Systems 7 (NIPS’94), pp. 489—
496. MIT Press, Cambridge (1995)

Ohta, T., Kimura, M.: A model of mutation appropriate to estimate the
number of electrophoretically detectable alleles in a finite popula-
tion. Genet. Res. 22, 201-204 (1973)

Pritchard, J.K., Feldman, M.W.: Statistics for microsatellite variation
based on coalescence. Theor. Popul. Biol. 50, 325-344 (1996)

Pritchard, J.K., Seielstad, M.T., Perez-Lezaun, A., Feldman, M.W.:
Population growth of human Y chromosomes: a study of Y chro-
mosome microsatellites. Mol. Biol. Evol. 16, 1791-1798 (1999)

R Development Core Team: R: A Language and Environment for Sta-
tistical. R Foundation for Statistical Computing, Vienna, Austria
(2008)

Ratmann, O., Jgrgensen, O., Hinkley, T., Stumpf, M., Richardson, S.,
Wiuf, C.: Using likelihood-free inference to compare evolutionary
dynamics of the protein networks of H. pylori and P. falciparum.
PLoS Comput. Biol. 3, €230 (2007)

Reich, D.E., Goldstein, D.B.: Genetic evidence for a Paleolithic human
population expansion in Africa. Proc. Natl. Acad. Sci. USA 95,
8119-8123 (1998)

Ripley, B.D.: Pattern Recognition and Neural Networks. Oxford Uni-
versity Press, London (1996)

Robert, C.P., Casella, G.: Monte Carlo Statistical Methods, 2nd edn.
Springer, New York (2004)

Scholkopf, B., Platt, J.C., Shawe-Taylor, J., Smola, A.J.: Estimating
the support of a high-dimensional distribution. Neural Comput.
13, 1443-1471 (2001)

Shriver, M.D., Jin, L., Ferrell, R.E., Deka, R.: Microsatellite data sup-
port an early population expansion in Africa. Genome Res. 7,
586-591 (1997)

Sisson, S.A., Fan, Y., Tanaka, M.M.: Sequential Monte Carlo without
likelihoods. Proc. Natl. Acad. Sci. USA 104, 1760-1765 (2007)

Stephens, M., Donnelly, P.: Inference in molecular population genetics.
J. R. Stat. Soc. Ser. B 62, 605-635 (2000)

Tanaka, M., Francis, A., Luciani, F., Sisson, S.: Estimating tuberculosis
transmission parameters from genotype data using approximate
Bayesian computation. Genetics 173, 1511-1520 (2006)

Tavaré, S.: Ancestral inference in population genetics. In: Picard, J.
(ed.) Lectures on Probability Theory and Statistics, pp. 1-188.
Springer, Berlin (2004)

Tavaré, S., Balding, D.J., Griffiths, R.C., Donnelly, P.: Inferring coa-
lescence times from DNA sequence data. Genetics 145, 505-518
(1997)

Toni, T., Welch, D., Strelkowa, N., Stumpf, M.PH.: Approximate
Bayesian computation scheme for parameter inference and model
selection in dynamical systems. J. R. Soc. Interface 6, 187-202
(2009)

Vapnik, V.N.: Statistical Learning Theory. Wiley, New York (1998)

Watson, G.S.: Smooth regression analysis. Shankya Ser. A 26, 359-372
(1964)

Weiss, G., von Haeseler, A.: Inference of population history using a
likelihood approach. Genetics 149, 1539-1546 (1998)

Wilkinson, R.D.: Approximate Bayesian computation (ABC) gives
exact results under the assumption of model error (2008).
arXiv:0811.3355

Wilson, 1.J., Weale, M.E., Balding, D.J.: Inferences from DNA data:
population histories, evolutionary processes and forensic match
probabilities. J. R. Stat. Soc. Ser. A 166, 155-187 (2003)

Zhivotovsky, L.A., Bennett, L., Bowcock, A.M., Feldman, M.W.: Hu-
man population expansion and microsatellite variation. Mol. Biol.
Evol. 17, 757-767 (2000)

Zhivotovsky, L.A., Rosenberg, N.A., Feldman, M.W.: Features of evo-
lution and expansion of modern humans, inferred from genome-
wide microsatellite markers. Am. J. Hum. Genet. 72, 1171-1186
(2003)

@ Springer


http://arxiv.org/abs/arXiv:0811.3355

	Non-linear regression models for Approximate Bayesian Computation
	Abstract
	Introduction
	Method
	Rejection and weighting
	A local linear model
	A nonlinear conditional heteroscedastic model
	Iterated importance sampling

	Examples of implicit statistical models
	Two examples in population genetics

	Discussion
	Acknowledgements
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 600
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 5.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice


