
504 IEEE TRANSACTIONS ON MEDICAL IMAGING, VOL. 38, NO. 2, FEBRUARY 2019

Medical Image Imputation From
Image Collections

Adrian V. Dalca , Katherine L. Bouman , William T. Freeman , Natalia S. Rost,
Mert R. Sabuncu , and Polina Golland for the Alzheimer’s Disease Neuroimaging Initiative

Abstract— We present an algorithm for creating high-
resolution anatomically plausible images consistent with
acquired clinical brain MRI scans with large inter-slice spac-
ing. Although large data sets of clinical images contain a
wealth of information, time constraints during acquisition
result in sparse scans that fail to capture much of the
anatomy. These characteristics often render computational
analysis impractical as many image analysis algorithms
tend to fail when applied to such images. Highly specialized
algorithms that explicitly handle sparse slice spacing do not
generalize well across problem domains. In contrast, we aim
to enable the application of existing algorithms that were
originally developed for high-resolution research scans to
significantly undersampled scans. We introduce a genera-
tive model that captures a fine-scale anatomical structure
across subjects in clinical image collections and derives an
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algorithm for filling in the missing data in scans with large
inter-slice spacing. Our experimental results demonstrate
that the resulting method outperforms the state-of-the-art
upsampling super-resolution techniques, and promises to
facilitate subsequent analysis not previously possible with
scans of this quality. Our implementation is freely available
at https://github.com/adalca/papago.

Index Terms— Imputation, super-resolution, clinical
scans, MRI, sparse slices, thick slices, brain scans.

I. INTRODUCTION

INCREASINGLY open image acquisition efforts in clinical
practice are driving dramatic increases in the number and

size of patient cohorts in clinical archives. Unfortunately, clin-
ical scans are typically of dramatically lower resolution than
the research scans that motivate most methodological devel-
opment. Specifically, while slice thickness can vary depending
on the clinical study or scan, inter-slice spacing is often
significantly larger than the in-plane resolution of individual
slices. This results in missing voxels that are typically filled
via interpolation.

Our work is motivated by a study that includes brain
MRI scans of thousands of stroke patients acquired
within 48 hours of stroke onset. The study aims to quantify
white matter disease burden [23], necessitating skull strip-
ping and deformable registration into a common coordinate
frame [27], [31], [32]. The volumes are severely under-
sampled (0.85mm × 0.85mm × 6mm) due to constraints of
acute stroke care (Fig. 1). Such undersampling is typical of
modalities, such as T2-FLAIR, that aim to characterize tissue
properties, even in research studies like ADNI [15].

In undersampled scans, the image is no longer smooth, and
the anatomical structure may change substantially between
consecutive slices (Fig. 1). Since such clinically acquired
scans violate underlying assumptions of many algorithms, even
basic tasks such as skull stripping and deformable registration
present significant challenges, yet are often necessary for
downstream analysis [4], [7], [12], [15], [23], [30], [31].

We present a novel method for constructing high reso-
lution anatomically plausible volumetric images consistent
with the available slices in sparsely sampled clinical scans.
Importantly, our method does not require any high resolution
scans or expert annotations for training. It instead imputes
the missing structure by learning solely from the available
collection of sparsely sampled clinical scans. The restored
images represent plausible anatomy. They promise to act as a
medium for enabling computational analysis of clinical scans
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Fig. 1. An example scan from our clinical dataset. The three panels
display axial, sagittal and coronal slices, respectively. While axial in-plane
resolution can be similar to that of a research scan, slice spacing is
significantly larger. We visualize the saggital and coronal views using
nearest neighbor interpolation.

with existing techniques originally developed for high resolu-
tion, isotropic research scans. For example, although imputed
data should not be used in clinical evaluation, the brain mask
obtained through skull stripping of the restored scan can be
applied to the original clinical scan to improve subsequent
analyses.

A. Prior Work
Many image restoration techniques depend on having

enough information in a single image to synthesize data.
Traditional interpolation methods, such as linear, cubic
or spline [28], assume a functional representation of the image.
They treat the low resolution voxels as samples, or observa-
tions, and estimate function parameters to infer missing voxel
values. Patch-based super resolution algorithms use fine-scale
redundancy within a single scan [10], [11], [19], [20], [22].
The key idea is to fill in the missing details by identifying
similar image patches in the same image that might contain
relevant detail [19], [22]. This approach depends on having
enough repetitive detail in a scan to capture and re-synthesize
high frequency information. Unfortunately, clinical images are
often characterized by sampling that is too sparse to adequately
fit functional representations or provide enough fine-scale
information to recover the lost detail. For example, 6mm
slice spacing, typical of many clinical scans including our
motivating example, is far too high to accurately estimate
approximating functions without prior knowledge. In such
cases, a single image is unlikely to contain enough fine-scale
information to provide anatomically plausible reconstructions
in the direction of slice acquisition, as we demonstrate later
in the paper.

Alternatively, one can use additional data to synthesize
better images. Many superresolution algorithms use multiple
scans of the same subject, such as multiple low resolution
acquisitions with small shift differences to synthesize a single
volume [2], [16], [22]. However, such acquisitions are not
commonly available in the clinical setting.

Nonparametric and convolutional neural-network (CNN)
based upsampling methods that tackle the problem of super-
resolution often rely on an external dataset of high resolution
data or cannot handle extreme undersampling present in clin-
ical scans. For example, some methods fill in missing data
by matching a low resolution image patch from the input
scan with a high resolution image patch from the training
dataset [3], [13], [16], [17], [24], [25]. Similarly, CNN-based
upsampling methods approximate completion functions, but

require high resolution scans for training [8], [21]. A recent
approach to improve resolution from a collection of
scans with sparse slices jointly upsamples all images using
non-local means [26]. However this method has only been
demonstrated on slice spacing of roughly three times the
in-plane resolution, and in our experience similar non-
parametric methods fail to upsample clinical scans with more
significant undersampling.

Our work relies on a low dimensional embedding of
image patches with missing voxels. Parametric patch meth-
ods and low dimensional embeddings have been used to
model the common structure of image patches from full
resolution images, but are typically not designed to handle
missing data. Specifically, priors [33] and Gaussian Mixture
Models [35], [36] have been used in both medical and natural
images for classification [1] and denoising [9], [36]. The pro-
cedures used for training of these models rely on having full
resolution patches with no missing data in the training phase.

Unfortunately, high (full) resolution training datasets are not
readily available for many image contrasts and scanners, and
may not adequately represent pathology or other properties of
clinical populations. Acquiring the appropriate high resolution
training image data is often infeasible, and here we explicitly
focus on the realistic clinical scenario where only sparsely
sampled images are available.

B. Method Overview
We take advantage of the fact that local fine scale structure

is shared in a population of medical images, and each scan
with sparse slices captures some partial aspect of this structure.
We borrow ideas from Gaussian Mixture Model (GMM) for
image patch priors [36], low dimensional Gaussian embed-
dings [14], [34], and missing data models [14], [18] to
develop a probabilistic generative model for sparse 3D image
patches around a particular location using a low-dimensional
GMM with partial observations. We derive the EM algorithm
for maximum likelihood estimation of the model parameters
and discuss related modeling choices. Given a new sparsely
sampled scan, the maximum a posteriori estimate of the
latent structure yields the imputed high resolution image.
We evaluate our algorithm using scans from the ADNI cohort,
and demonstrate its utility in the context of the motivating
stroke study. We investigate the behaviour of our model
under different parameter settings, and illustrate an example
of potential improvements in the downstream analysis using
an example task of skull stripping.

This paper extends the preliminary version of the method
presented at the 2017 Conference on Information Processing
in Medical Imaging [5]. Here, we improve model inference
by removing parameter co-dependency between iterations and
providing new parameter initialization. We provide detailed
derivations and discuss an alternative related model. Finally,
we provide an analysis of important model parameters, present
results for more subjects, and illustrate more example recon-
structions. The paper is organized as follows. Section II
introduces the model and learning algorithm. Section III
discusses implementation details. We present experiments and
analysis of the algorithm’s behavior in Section IV. We discuss
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Fig. 2. Image imputation for a subvolume. (a) Full resolution images, shown for illustration only. These are unobserved by the algorithm. (b) Sparse
planes acquired in clinical scans. (c) During learning, we train a GMM that captures the low dimensional nature of patch variability in a region around
a particular location (white dot). (d) Given a sparsely sampled scan, we infer the most likely cluster for each 3D patch, and restore the missing data
using the learned model and the observed voxels. We form the final volume from overlapping restored patches. 2D images are shown for illustration
only, the algorithms operate fully in 3D.

important modeling aspects and related models in Section V.
We include an Appendix and Supplementary Material with
detailed derivations of the EM algorithm for the proposed
models.

II. METHOD
In this section, we construct a generative model for sparse

image patches, present the resulting learning algorithm, and
describe our image restoration procedure.

Let {Y1, . . . , YN } be a collection of scans with large
inter-slice spaces, roughly aligned into a common atlas space
(we use affine transformations in our experiments). For each
image Yi in the collection, only a few slices are observed.
We seek to restore an anatomically plausible high resolution
volume by imputing the missing voxel values.

We capture local structure using image patches. We assume
a constant patch shape, and in our experiments use a 3D 11×
11 × 11 shape. We use yi to denote a D-length vector that
contains voxels of the image patch centered at a certain
location in image Yi . We perform inference at each location
independently and stitch the results into the final image as
described later in this section. Fig. 2 provides an overview of
the method.

A. Generative Model
We treat an image patch as a high dimensional manifestation

of a low dimensional representation, with the intuition that the
covariation within image patches has small intrinsic dimen-
sionality relative to the number of voxels in the patch. To cap-
ture the anatomical variability across subjects, we employ a
Gaussian Mixture Model (GMM) to represent local structure
of 3D patches in the vicinity of a particular location across
the entire collection. We then explicitly model the observed
and missing information. Fig 3 presents the corresponding
graphical model.

Fig. 3. Graphical representation of our model. Circles indicate
random variables and rounded squares represent parameters. Shading
represents observed quantities and the plate indicates replication. The
observed patch voxels y Oi

i form a subset of patch yi extracted by the
mask Oi and are generated from a multivariate Gaussian distribution
conditioned on the latent cluster ki and the latent patch representation xi.
Parameters μ and W define the mean and the variance of the Gaussian
components of the mixture, and σ2 is the image noise variance.

We model the latent low dimensional patch representation xi

of length d < D as a normal random variable
xi ∼ N (0, Id×d ), (1)

where N (μ,�) denotes the multivariate Gaussian distribution
with mean μ and covariance �. We draw latent cluster
assignment k from a categorical distribution defined by a
length-K vector π of cluster probabilities, and treat image
patch yi as a high dimensional observation of xi drawn from
a K -component multivariate GMM. Specifically, conditioned
on the drawn cluster k,

yi = μk + Wk xi + �i , where (2)

�i ∼ N (0, σ 2
k ID×D), and �i |� xi .

Vector μk is the patch mean of cluster k, matrix Wk

shapes the covariance structure of yi , and σ 2
k is the variance

of image noise. This model implies IE[yi |k] = μk and

Ck
�= IE[(yi − μk)(y j − μk)

T |k] = Wk W T
k + σ 2

k ID×D .
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Defining θ = {μk, Wk , σ
2
k , πk}Kk=1, the likelihood of all

patches Y = {yi } at this location under the mixture model is

p(Y; θ) =
∏

i

∑

k

πkN (yi ;μk, Ck). (3)

In our clinical images, only a few slices are known. To model
sparse observations, we let Oi be the set of observed voxels

in patch yi , and yOi
i be the corresponding vector of their

intensity values:
yOi

i = μ
Oi
k +WOi

k xi + �
Oi
i , (4)

where WOi
k comprises rows of Wk that correspond to the

observed voxel set Oi . The likelihood of the observed
data YO = {yOi

i } is therefore

p(YO; θ) =
∏

i

∑

k

πkN (yOi
i ;μOi

k , COiOi
k ), (5)

where matrix COiOi
k extracts the rows and columns of Ck

that correspond to the observed voxel subset Oi .
We do not explicitly model slice thickness, as in many

clinical datasets this thickness is unknown or varies by site,
scanner or acquisition. Instead, we simply treat the original
data as high resolution thin planes and analyze the effects
of varying slice thickness on the results in the experimental
evaluation of the method.

We also investigated an alternative modeling choice where
each missing voxel of patch yi is modelled as a latent
variable. This assumption can optionally be combined with
the latent low-dimensional patch representation. We discuss
this alternative choice in Section V, and provide parameter
updates in the Supplementary Material, in the supplementary
files/multimedia tab. Unfortunately, the resulting algorithm is
prohibitively slow.

B. Learning

Given a collection of observed patches YO , we seek
the maximum likelihood estimates of the model parame-
ters {μk, Wk , σ

2
k } and π under the likelihood (5). We derive the

Expectation Maximization algorithm [6] in Appendix VI, and
present the update equations and their interpretations below.

The expectation step updates the class memberships:
γik

�= p(k|yOi
i ; θ)

= πkN (yOi
i ;μOi

k , COiOi
k )

∑
k� πk�N (yOi

i ;μOi
k� , COiOi

k� )
, (6)

and the statistics of the low dimensional representation xi for

each image patch yOi
i as “explained” by cluster k:

x̂ik
�= IE[xi |k]
=

(
(WOi

k )T (WOi
k )+ σ 2

k Id×d

)−1
(WOi

k )T (yOi
i − μ

Oi
k ),

(7)

Sik
�= IE[xi x

T
i |k] − x̂ik x̂ T

ik

= σ 2
k

(
(WOi

k )T (WOi
k )+ σ 2

k Id×d

)−1
. (8)

We let P j be the set of patches in which voxel j is observed,
and form the following normalized mean statistics:

δik = γik∑
i �∈P j

γi �k
(9)

b j =
∑

i∈P j

δik IE[xi |k] =
∑

i∈P j

δik x̂ik (10)

A j =
∑

i∈P j

δik IE[xi x
T
i |k] =

∑

i∈P j

δik (̂xik x̂ T
ik + Sik). (11)

The maximization step uses the observed voxels to update
the model parameters. We let y j

i be the j th element of
vector yi , and update the cluster mean as a convex combination
of observed voxels:

μ
j
k ←

∑
i∈P j

γik (1−x̂ T
i A−1

j b j )y j
i

∑
i�∈P j

γi�k(1−x̂ T
i� A
−1
j b j )

. (12)

The covariance factors and image noise variance are updated
based on the statistics of the low dimensional representation
from (10) and (11):
W j

k ←
∑

i∈P j

δik(y j
i − μ

j
k )̂x T

ik A−1
j , (13)

σ 2
k ←

∑
j
∑

i∈P j
γik

[
(y j

i −μ
j
k−W j

k x̂ik)
2+W j

k Sik (W j
k )T

]

∑
j
∑

i �∈P j
γi �k

.

(14)

where W j
k is the j th row of matrix Wk . Finally, we update the

cluster proportions:
πk = 1

N

∑

i

γik . (15)

Intuitively, learning our model with sparse data is possible
because each image patch provides a slightly different subset
of voxel observations that contribute to the parameter estima-
tion (Fig. 2). In our experiments, all subject scans have the
same acquisition direction. Despite different affine transfor-
mations to the atlas space for each subject, some voxel pairs
are still never observed in the same patch, resulting in missing
entries of the covariance matrix. Using a low-rank approxima-
tion for the covariance matrix regularized the estimates.

Upon convergence of the EM updates, we compute the
cluster covariance Ck = Wk W T

k + σ 2
k ID×D for each k.

C. Imputation
To restore an individual patch yi , we compute the maximum-

a-posteriori (MAP) estimate of the image patch:
ŷi = arg max

yi
p(yi |yOi

i ; θ)

= arg max
yi

∑

k

p(k|yOi
i )

∫

xi

p(yi |xi )p(xi |k, yOi
i )dxi

= arg max
yi

∑

k

γik

∫

xi

p(yi |xi)p(xi |k, yOi
i )dxi

= arg max
yi

∑

k

γikN (yi ;μk + Wk x̂ik ,�ik ),

where �ik = σ 2
k ID×D + Wk(Sik + x̂ik x̂ T

ik)W T
k . Due to the

high-dimensional nature of the data, most cluster membership
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Fig. 4. Representative restorations in the ADNI dataset. Reconstruction by NLM, linear interpolation, and our method, and the original high
resolution images for two representative subjects in the study. Our method reconstructs more anatomically plausible substructures as can be
especially seen in the close-up panels of the skull, ventricles, and temporal lobe. Additional examples are available in the Supplementary Materials
(supplementary files / multimedia tab).

estimates are very close to 0 or 1. We therefore first esti-
mate the most likely cluster k̂ for patch yi by selecting the
cluster with the highest membership γik . We estimate the low

dimensional representation x̂ik̂ given the observed voxels yOi
i

using (7), which yields the high resolution imputed patch:
ŷi = μk̂ +Wk̂ x̂ik̂ . (16)

By restoring the scans using this MAP solution, we perform
conditional mean imputation (c.f. 17, Sec.4.2.2), and demon-
strate the reconstructions in our experiments. In addition, our
model enables imputation of each patch by sampling the

posterior p(·|yOi
i ; θ) ≈ N (·;μk̂ + Wk̂ x̂ik̂ ,�ik̂ ), providing

a better estimation of the residual noise. Depending on the
desired downstream application, sampling-based imputation
may be desired.

We average overlapping restored patches using standard
techniques [18] to form the restored volume.

III. IMPLEMENTATION

We work in the atlas space, and approximate voxels as either
observed or missing in this space by thresholding interpolation
weights. To limit interpolation effects due to affine alignment
on the results, we set a higher threshold for regions with high
image gradients than in regions with low gradients. Parameter
estimation could be implemented to include transformation
of the model parameters into the subject-specific space in
order to optimally use the observed voxels, but this leads to
computationally prohibitive updates.

We stack together the affinely registered sparse images
from the entire collection. We learn a single set of mixture
model parameters within overlapping subvolumes of 21×21×
21 voxels in the isotropically sampled common atlas space.
Subvolumes are centered 11 voxels apart in each direction.
We use a cubic patch of size 11 × 11 × 11 voxels, and
instead of selecting just one patch from each volume at a
given location, we collect all overlapping patches within the
subvolume centered at that location. This aggregation provides
more data for each model, which is crucial when working with
severely undersampled volumes. Moreover, including nearby
voxels offers robustness in the face of image misalignment.
Given the learned parameters at each location, we restore all
overlapping patches within a subvolume.

While learning is performed in the common atlas space,
we restore each volume in its original image space to limit
the effects of interpolation. Specifically, we apply the inverse
of the estimated subject-specific affine transformation to the
cluster statistics prior to performing subject-specific inference.

Our implementation is freely available at https://github.com/
adalca/papago.

IV. EXPERIMENTS

We demonstrate the proposed imputation algorithm on two
datasets and evaluate the results both visually and quantita-
tively. We also include an example of how imputation can aid
in a skull stripping task.
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Fig. 5. Reconstruction accuracy statistics. Accuracy for different
image restoration methods (top), and improvement over nearest neighbor
interpolation using MSE (bottom). All statistics were computed over
50 scans randomly chosen from the ADNI dataset. Image intensities
are scaled to a [0,1] range.

A. Data: ADNI Dataset
We evaluate our algorithm using 826 T1-weighted brain

MR images from ADNI [15].1 We downsample the isotropic
1mm3 images to slice separation of 6mm (1mm × 1mm
in-plane) in the axial direction to be of comparable quality
with the clinical dataset. We use these low resolution images
as input. All downsampled scans are affinely registered to
a T1 atlas. The original images serve as the ground truth
for quantitative comparisons. After learning model parameters
using the data set, we evaluate the quality of the resulting
imputations.

B. Evaluation
We compare our algorithm to three upsampling methods:

nearest neighbour (NN) interpolation, non-local means (NLM)

1Data used in the preparation of this article were obtained from
the Alzheimer’s Disease Neuroimaging Initiative (ADNI) database
(adni.loni.usc.edu). The primary goal of ADNI has been to test whether serial
magnetic resonance imaging (MRI), positron emission tomography (PET),
other biological markers, and clinical and neuropsychological assessment can
be combined to measure the progression of mild cognitive impairment (MCI)
and early Alzheimer’s disease (AD).

Fig. 6. Regions used for hyper-parameter analysis. Representative
example of four subvolumes used in analyses, shown in saggital, coronal
and axial views.

upsampling, and linear interpolation [19]. We compare the
reconstructed images to the original isotropic volumes both
visually and quantitatively. We use the mean squared error,

MSE (Z , Zo) = 1

N

∑
||Z − Zo||2, (17)

of the reconstructed image Z relative to the original high
resolution scan Zo. We also compute the related peak signal
to noise ratio,

PSNR = log10
max(Zo)

M SE(Z , Zo)
. (18)

Both metrics are commonly used in measuring the quality of
reconstruction of compressed or noisy signals.

C. Results
Fig. 4 illustrates representative restored images for subjects

in the ADNI dataset. Our method produces more plausible
structure. The method restores anatomical structures that are
almost entirely missing in the other reconstructions, such
as the dura or the sulci of the temporal lobe by learning
about these structures from the image collection. We provide
additional example results in the Supplementary Materials in
the supplementary files / multimedia tab.

Fig. 5 reports the error statistics in the ADNI data. Due
to high variability of MSE among subject scans, we report
improvements of each method over the nearest neighbor inter-
polation baseline in the same scan. Our algorithm offers signif-
icant improvement compared to nearest neighbor, NLM, and
linear interpolation ( p ≤ 10−5, 10−42, 10−27, respectively).
Our method performs significantly better on all subjects.
The improvement in MSE is observed in every single scan.
Similarly, our method performs consistently better using the
PSNR metric (not shown), with mean improvements of up
to 1.4± 0.44 compared to the next best restored scan.

D. Parameter Setting
We analyze the performance of our algorithm while varying

the values of the parameters, and the sparsity patterns of the
observed voxels. For these experiments, we use four distinct
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Fig. 7. Mask Analysis. Top: example masks for each simulation,
shown in the saggital plane. The first experiment reflects the limited
variability of axial-only acquisitions, whereas the second and third exper-
iments represent increasingly more varied patterns of observed voxels.
Bottom: imputation errors. More varied masks leads to improved
reconstructions.

subvolumes that encompass diverse anatomy from ADNI data,
as illustrated in Fig. 6. We start with isotropic data and use
different observation masks as described in each experiment.

1) Hyper-Parameters: We evaluate the sensitivity of our
method under different hyper parameters: the number of
clusters, k ∈ [1, 2, 5, 10, 15] and the number of dimensions
of the low dimensional embedding d ∈ [10, 20, 30, 40, 50].
While different regions give optimal results with different
settings, overall our algorithm produces comparable results
for the middle range of these parameters. We run all of our
experiments with k = 5 and d = 30.

2) Sparsity Patterns: First, we evaluate how our algorithm
performs under three different mask patterns, all of which
allow for the same number of observed voxels. Specifically,
we (i) use the true sparsely observed planes as in the first
experiment; (ii) simulate random rotations of the observation
planes mimicking acquisitions in different directions; and
(iii) simulate random mask patterns. The latter setup is useful
for denoising or similar tasks, and is instructive of the perfor-
mance of our algorithm. Fig. 7 demonstrates that our algorithm
performs better under acquisition with different directions, and
similarly under truly random observations as more entries
of the cluster covariance matrices are directly observed.

Fig. 8. Slice thickness simulation. Top: saggital close-up of a
region where axial slices were blurred in the direction perpendicular
to the acquisition direction; followed by respective imputed results.
Bottom: performance of our algorithm under different slice thick-
ness simulations are shown MSE (solid line) and standard deviation
interval (shaded region).

This demonstrates a promising application of this model to
other settings where different patterns of image voxels are
observed.

3) Slice Thickness: We also investigate the effects of slice
thickness on the results. The model treats the original data as
high resolution planes. Here, we simulate varying slice thick-
ness by blurring isotropic data in the direction perpendicular
to the slice acquisition direction. We then use the sampling
masks of the scans used in the main experiments to identify
observed, albeit blurred, voxels. Fig. 8 shows that although the
algorithm performs worse with larger slice thickness, it pro-
vides plausible imputation results. For example, results show
minimal noticeable differences, even for a blur kernel of σ =
1mm, simulating a slice with significant signal contribution
from 4mm away. Our method, which treats observed slices as
thin, is nevertheless robust to slice thicknesses variations.

E. Skull Stripping

We also illustrate how imputed data might facilitate down-
stream image analysis. Specifically, the first step in many
analysis pipelines is brain extraction – isolating the brain from
the rest of the anatomy. Typical algorithms assume that the
brain consists of a single connected component separated from
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Fig. 9. Skull Stripping Example. Example of a skull stripping failure for linear and NLM interpolation. Skull stripping dramatically improves when
applied to the imputed image for this example.

the skull and dura by cerebral spinal fluid [29]. Thus, they
often fail on sparsely sampled scans that no longer include
a clear contrast between these regions. Fig. 9 provides an
example where the brain extraction fails on the original subject
scan but succeeds on our reconstructed image.

F. Clinical Dataset

We also demonstrate our algorithm on a clinical set of
766 T2-FLAIR brain MR scans in a stroke patient cohort.
These scans are severely anisotropic (0.85×0.85mm in-plane,
slice separation of 6mm). All subjects are affinely registered
to an atlas and the intensity is normalized.

Fig. 10 illustrates representative restoration improvements
in T2-FLAIR scans from a clinical population. Our method
produces more plausible structure, as can be especially seen in
the close-up panels focusing on anatomical details. We provide
additional example results in the Supplementary Materials in
the supplementary files/multimedia tab.

V. DISCUSSION

A. Modeling Choices
We explicitly model and estimate a latent low-dimensional

embedding for each patch. The likelihood model (5) does not
include the latent patch representation xi , leading to observed

patch covariance COi ,Oi
k = WOi

k (WOi
k )T + σ 2

k I . Since the
set of observed voxels Oi varies across subjects, the resulting
Expectation Maximization algorithm [6] becomes intractable if
we marginalize the latent representation out before estimation.
Introducing the latent structure simplifies the optimization
problem.

We investigated an alternative modeling choice that instead
treats each missing voxel as a latent variable. In particu-
lar we consider the missing values of patch yi as latent
variables, which can be optionally combined with the latent
low-dimensional patch representation. These assumptions lead
to an Expectation Conditional Maximization (ECM) [14], [18],
a variant of the Generalized Expectation Maximization where
parameter updates depend on the previous parameter estimates.
The resulting algorithm estimates the expected missing voxel
mean and covariance directly, and then updates the clus-
ter parameters (see Supplementary Materials for a complete
derivation). The most notable difference between this formu-
lation and simpler algorithms that iteratively fill in missing

voxels and then estimate GMM model parameters is in the
estimation of the expected data covariance, which captures
the covariance of the missing and observed data ( [18], Ch.8).
We found that compared to the method presented in Section II,
this variant often got stuck in local minima, had difficulty
moving away from the initial missing voxel estimates, and
was an order of magnitude slower than the presented method.
We provide both implementations in our code.

B. Restoration
Our restoration method assumes that the observed voxels are

noisy manifestations of the low dimensional patch representa-
tion, and reconstructs the entire patch, including the observed
voxels, leading to smoother images. This formulation assumes
the original observed voxels are noisy observations of the
true data. Depending on the downstream analyses, the original
voxels could be kept in the reconstruction. In addition, we also
investigated an alternative reconstruction method of filling in
the missing voxels given the observed voxels as noiseless
ground truth (not shown). This formulation leads to sharper
but noisier results. The two restoration methods therefore
yield images with different characteristics. This tradeoff is
a function of the noise in the original acquisition: higher
noise in the clinical acquisition leads to noisier reconstructions
using the alternative method, whereas in the ADNI dataset the
two methods perform similarly. In addition, imputation can
be achieved by sampling the posterior distribution rather than
using conditional mean estimation, enabling a better estimate
of the residual noise for downstream analysis.

C. Usability

Our model assumes that whether a voxel is observed is
independent of the intensity of that voxel. Although the voxels
missing in the sparsely sampled images clearly form a spatial
pattern, we assume there is no correlation with the actual
intensity of the voxels. The model can therefore be learned
from data with varying sparseness patterns, including restoring
data in all acquisition directions simultaneously.

The proposed method can be used for general image
imputation using datasets of varying resolution. For example,
although acquiring a large high resolution dataset for a clinical
study is often infeasible, our algorithm will naturally make use
of any additional image data available. Even a small number of
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Fig. 10. Representative restorations in the clinical dataset. Reconstruction using NLM, linear interpolation and our method for two representative
subjects. Our method reconstructs more plausible substructures, as can be especially seen in the close-up panels of the skull and the periventricular
region. Additional examples are available in the Supplementary Materials in the supplementary files / multimedia tab.

acquisitions in different directions or higher resolution than the
study scans promise to improve the accuracy of the resulting
reconstruction.

The presented model depends on the image collection
containing similar anatomical structures roughly aligned, such
as affinely aligned brain or cardiac MR scans. Smaller datasets
that contain vastly different scans, such as traumatic brain
injuries or tumors, may not contain enough consistency to
enable the model to learn meaningful covariation. However,
a wide range of clinical datasets contain the anatomical con-
sistency required, and can benefit from the proposed method.

D. Initialization
We experimented with several initialization schemes, and

provide them in our implementation. A natural initialization
is to first learn a simple GMM from the linearly interpolated
volumes, and use the resulting parameter values as initializa-
tions for our method. This leads to results that improve on the
linear interpolation but still maintain somewhat blocky effects
caused by interpolation. More agnostic initializations, such
as random parameter values, lead to more realistic anatomy
but noisier final estimates. Different methods perform well in
different regions of the brain. The experimental results are
initialized by first learning a simple GMM from the linearly

interpolated volumes, and using the resulting means with
diagonal covariances as an initial setting of the parameters.
We start with a low dimensional representation to be of
dimension 1, and grow it with every iteration up to the desired
dimension. We found that this approach outperforms all other
strategies.

VI. CONCLUSIONS

We propose an image imputation method that employs a
large collection of low-resolution images to infer fine-scale
anatomy of a particular subject. We introduce a model that
captures anatomical similarity across subjects in large clinical
image collections, and imputes, or fills in, the missing data
in low resolution scans. The method produces anatomically
plausible volumetric images consistent with sparsely sampled
input scans.

Our approach does not require high resolution scans or
expert annotations for training. We demonstrate that our
algorithm is robust to many data variations, including varying
slice thickness. The resulting method enables the use of
untapped clinical data for large scale scientific studies and
promises to facilitate novel clinical analyses.
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APPENDIX

EXPECTATION MAXIMIZATION UPDATES

Following (5), the complete likelihood of our model is:
p(YO,X ; θ) =

∏

i

∑

k

πkN (yOi
i , xi ;μOi

k , COiOi
k ), (19)

where X = {xi }. The expectation of this probability is then

Q(θ |θ)

= IEX |YO,θ

[
log p(YO,X ; θ)

]

=
∑

i,k

IE[k(−d

2
log 2π − 1

2
log |σ 2

k I |

− 1

2σ 2
k

(yOi
i −WO

k xi − μ
Oi
k )T (yOi

i −WO
k xi − μ

Oi
k )

− d

2
log 2π − 1

2
log |I | − 1

2
xi x

T
i )]. (20)

Computing this expectation requires evaluating IE[k], IE[xi |k],
and IE[xi x T

i |k], which is trivially done to obtain the expecta-
tion step updates (6)-(8).

For the maximization step, we optimize (20) with respect
to the model parameters.

∂ Q

∂μk
∝

∑

i∈P j

∂

∂μk
IE

[
k(yOi

i −WOi
k xi − μ

Oi
k )T

× (yOi
i − WOi

k xi − μ
Oi
k )

]

∝
∑

i∈P j

IE
[
k(yOi

i −WOi
k xi − μ
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k )

]

=
∑

i∈P j

γik(yOi
i − WOi

k x̂ik − μ
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k ) = 0

μ
j
k =

1∑
i � γi �k

∑

i∈P j

γik(y j
i −W j

k x̂ik) (21)

∂ Q
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∝
∑

i∈P j

∂IE
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where δ and A are defined in (9) and (11), respectively.
By combining (22) and (21), we obtain

μ
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We therefore update μ
j
k via (23), followed by W j

k using (22).
Finally,

∂ Q

∂σ 2
k

∝
∑

i∈P j

− ∂

∂σ 2
k

1

σ 2
k

IE
[
k(yOi

i −WOi
k xi−μ

Oi
k )T (yOi

i −WOi
k xi−μ

Oi
k )

]

− ∂

∂σ 2
k

N log σ 2
k

=
∑

i∈P j

1

σ 4
k

IE
[
k(yOi

i −WOi
k xi − μ

Oi
k )T

× (yOi
i −WOi

k xi − μ
Oi
k )

]− N

σ 2
k

= 0

σ 2
k =

∑

i∈P j

IE
[
k(yOi

i −WOi
k xi − μ

Oi
k )T

× (yOi
i −WOi

k xi − μ
Oi
k )

]

σ 2
k =

∑
j
∑

i∈P j
γik

[
(y j

i −μ
j
k−W j

k x̂ik)
2+W j

k Sik (W j
k )T

]

∑
j
∑

i∈P j
γik

.

(24)

REFERENCES

[1] K. K. Bhatia, A. Rao, A. N. Price, R. Wolz, J. V. Hajnal, and
D. Rueckert, “Hierarchical manifold learning for regional image analy-
sis,” IEEE Trans. Med. Imag., vol. 33, no. 2, pp. 444–461, Feb. 2014.

[2] E. Carmi, S. Liu, N. Alon, A. Fiat, and D. Fiat, “Resolution enhancement
in MRI,” Magn. Reson. Imag., vol. 24, no. 2, pp. 133–154, 2006.

[3] P. Coupé, J. V Manjón, V. Fonov, J. Pruessner, M. Robles, and
L. D. Collins, “Patch-based segmentation using expert priors: Applica-
tion to hippocampus and ventricle segmentation,” NeuroImage, vol. 54,
no. 2, pp. 940–954, 2011.

[4] A. V. Dalca, A. Bobu, N. S. Rost, and P. Golland, “Patch-based discrete
registration of clinical brain images,” in Proc. Int. Workshop Patch-Based
Techn. Med. Imag. Cham, Switzerland: Springer, 2016, pp. 60–67.

[5] A. V. Dalca, K. L. Bouman, W. T. Freeman, N. S. Rost, M. R. Sabuncu,
and P. Golland, “Population based image imputation,” in Information
Processing in Medical Imaging. Cham, Switzerland: Springer, 2017.

[6] A. P. Dempster, N. M. Laird, and D. B. Rubin, “Maximum likeli-
hood from incomplete data via the EM algorithm,” J. Roy. Stat. Soc.
B, Methodol., vol. 39, no. 1, pp. 1–38, 1977.

[7] A. D. Martino et al., “The autism brain imaging data exchange: Towards
a large-scale evaluation of the intrinsic brain architecture in autism,”
Mol. Psychiatry, vol. 19, no. 6, pp. 659–667, 2014.

[8] C. Dong, C. C. Loy, K. He, and X. Tang, “Learning a deep convolutional
network for image super-resolution,” in Proc. Eur. Conf. Comput. Vis.
Cham, Switzerland: Springer, 2014, pp. 184–199.

Authorized licensed use limited to: University of Southern California. Downloaded on March 18,2021 at 20:39:50 UTC from IEEE Xplore.  Restrictions apply. 



514 IEEE TRANSACTIONS ON MEDICAL IMAGING, VOL. 38, NO. 2, FEBRUARY 2019

[9] M. Elad and M. Aharon, “Image denoising via sparse and redundant
representations over learned dictionaries,” IEEE Trans. Image Process.,
vol. 15, no. 12, pp. 3736–3745, Dec. 2006.

[10] W. T. Freeman, T. R. Jones, and E. C. Pasztor, “Example-based super-
resolution,” IEEE Comput. Graph. Appl., vol. 22, no. 2, pp. 56–65,
Mar./Apr. 2002.

[11] D. Glasner, S. Bagon, and M. Irani, “Super-resolution from a sin-
gle image,” in Proc. IEEE Int. Conf. Comput. Vis., Sep./Oct. 2009,
pp. 349–356.

[12] D. L. G. Hill, P. G. Batchelor, M. Holden, and D. J. Hawkes, “Medical
image registration,” Phys. Med. Biol., vol. 46, no. 3, pp. R1–R45, 2001.

[13] J. E. Iglesias, E. Konukoglu, D. Zikic, B. Glocker,
K. Van Leemput, and B. Fischl, “Is synthesizing mri contrast useful for
inter-modality analysis?” in Medical Image Computing and Computer-
Assisted Intervention—MICCAI (Lecture Notes in Computer Science),
vol. 8149. Berlin, Germany: Springer, 2013, pp. 631–638.

[14] A. Ilin and T. Raiko, “Practical approaches to principal component
analysis in the presence of missing values,” J. Mach. Learn. Res., vol. 11,
no. 1, pp. 1957–2000, 2010.

[15] C. R. Jack et al., “The Alzheimer’s disease neuroimaging initiative
(ADNI): MRI methods,” J. Magn. Reson. Imag., vol. 27, no. 4,
pp. 685–691, 2008.

[16] A. Jog, A. Carass, and J. L. Prince, “Improving magnetic resonance res-
olution with supervised learning,” in Proc. IEEE ISBI, Apr./May 2014,
pp. 987–990.

[17] E. Konukoglu, A. van der Kouwe, M. R. Sabuncu, and
B. Fischl, “Example-based restoration of high-resolution magnetic
resonance image acquisitions,” in Medical Image Computing and
Computer-Assisted Intervention—MICCAI (Lecture Notes in Computer
Science), vol. 8149. Berlin, Germany: Springer, 2013, pp. 131–138.

[18] R. J. A. Little and D. B. Rubin, Statistical Analysis With Missing Data.
Hoboken, NJ, USA: Wiley, 2014.

[19] J. V. Manjón, P. Coupé, A. Buades, V. Fonov, D. L. Collins, and
M. Robles, “Non-local MRI upsampling,” Med. Image Anal., vol. 14,
no. 6, pp. 784–792, 2010.

[20] J. V. Manjón, P. Coupé, A. Buades, D. L. Collins, and M. Robles, “New
methods for MRI denoising based on sparseness and self-similarity,”
Med. Image Anal., vol. 16, no. 1, pp. 18–27, 2012.

[21] O. Oktay et al., “Multi-input cardiac image super-resolution using
convolutional neural networks,” in Proc. Int. Conf. Med. Image Com-
put. Comput.-Assisted Intervent. Cham, Switzerland: Springer, 2016,
pp. 246–254.

[22] E. Plenge, D. H. J. Poot, W. J. Niessen, and E. Meijering, “Super-
resolution reconstruction using cross-scale self-similarity in multi-
slice MRI,” in Medical Image Computing and Computer-Assisted
Intervention—MICCAI (Lecture Notes in Computer Science), vol. 8151.
Berlin, Germany: Springer, 2013, pp. 123–130.

[23] N. S. Rost et al., “White matter hyperintensity burden and suscepti-
bility to cerebral ischemia,” Stroke, vol. 41, no. 12, pp. 2807–2811,
2010.

[24] F. Rousseau, P. A. Habas, and C. Studholme, “A supervised patch-based
approach for human brain labeling,” IEEE Trans. Med. Imag., vol. 30,
no. 10, pp. 1852–1862, Oct. 2011.

[25] F. Rousseau and Alzheimer’s Disease Neuroimaging Initiative,
“A non-local approach for image super-resolution using intermodal-
ity priors,” Med. Image Anal., vol. 14, no. 4, pp. 594–605,
2010.

[26] F. Rousseau, K. Kim, and C. Studholme, “A groupwise super-resolution
approach: application to brain MRI,” in Proc. IEEE ISBI, Apr. 2010,
pp. 860–863.

[27] P. Schmidt et al., “An automated tool for detection of flair-hyperintense
white-matter lesions in multiple sclerosis,” NeuroImage, vol. 59, no. 4,
pp. 3774–3783, 2012.

[28] I. J. Schoenberg, Cardinal Spline Interpolation. Philadelphia, PA, USA:
SIAM, 1973.

[29] F. Ségonne, A. M. Dale, E. Busa, M. Glessner, D. Salat, H. K. Hahn,
and B. Fischl, “A hybrid approach to the skull stripping
problem in MRI,” NeuroImage, vol. 22, no. 3, pp. 1060–1075,
2004.

[30] W. Shi et al., “Cardiac image super-resolution with global correspon-
dence using multi-atlas PatchMatch,” in Medical Image Computing and
Computer-Assisted Intervention, vol. 8151. Berlin, Germany: Springer,
2013, pp. 9–16.

[31] R. Sridharan et al., “Quantification and analysis of large multimodal
clinical image studies: Application to stroke,” Multimodal Brain Image
Analysis, (Lecture Notes in Computer Science), vol. 8159. Cham,
Switzerland: Springer, 2013, pp. 18–30.

[32] K. V. Leemput, F. Maes, D. Vandermeulen, A. Colchester, and
P. Suetens, “Automated segmentation of multiple sclerosis lesions by
model outlier detection,” IEEE Trans. Med. Imag., vol. 20, no. 8,
pp. 677–688, Aug. 2001.

[33] J. Yang, J. Wright, T. S. Huang, and Y. Ma, “Image super-resolution
via sparse representation,” IEEE Trans. Image Process., vol. 19, no. 11,
pp. 2861–2873, Nov. 2010.

[34] R. Zhang, C. A. Bouman, J.-B. Thibault, and K. D. Sauer, “Gaussian
mixture Markov random field for image denoising and reconstruc-
tion,” in Proc. IEEE Global Conf. Signal Inf. Process. (GlobalSIP),
Dec. 2013, pp. 1089–1092.

[35] D. Zoran and Y. Weiss, “From learning models of natural image
patches to whole image restoration,” in Proc. IEEE Int. Conf. Comput.
Vis. (ICCV), Nov. 2011, pp. 479–486.

[36] D. Zoran and Y. Weiss, “Natural images, Gaussian mixtures and
dead leaves,” in Proc. Adv. Neural Inf. Process. Syst., 2012,
pp. 1736–1744.

Authorized licensed use limited to: University of Southern California. Downloaded on March 18,2021 at 20:39:50 UTC from IEEE Xplore.  Restrictions apply. 



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /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 0
  /ParseDSCComments false
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo false
  /PreserveFlatness true
  /PreserveHalftoneInfo true
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Remove
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
    /Arial-Black
    /Arial-BoldItalicMT
    /Arial-BoldMT
    /Arial-ItalicMT
    /ArialMT
    /ArialNarrow
    /ArialNarrow-Bold
    /ArialNarrow-BoldItalic
    /ArialNarrow-Italic
    /ArialUnicodeMS
    /BookAntiqua
    /BookAntiqua-Bold
    /BookAntiqua-BoldItalic
    /BookAntiqua-Italic
    /BookmanOldStyle
    /BookmanOldStyle-Bold
    /BookmanOldStyle-BoldItalic
    /BookmanOldStyle-Italic
    /BookshelfSymbolSeven
    /Century
    /CenturyGothic
    /CenturyGothic-Bold
    /CenturyGothic-BoldItalic
    /CenturyGothic-Italic
    /CenturySchoolbook
    /CenturySchoolbook-Bold
    /CenturySchoolbook-BoldItalic
    /CenturySchoolbook-Italic
    /ComicSansMS
    /ComicSansMS-Bold
    /CourierNewPS-BoldItalicMT
    /CourierNewPS-BoldMT
    /CourierNewPS-ItalicMT
    /CourierNewPSMT
    /EstrangeloEdessa
    /FranklinGothic-Medium
    /FranklinGothic-MediumItalic
    /Garamond
    /Garamond-Bold
    /Garamond-Italic
    /Gautami
    /Georgia
    /Georgia-Bold
    /Georgia-BoldItalic
    /Georgia-Italic
    /Haettenschweiler
    /Impact
    /Kartika
    /Latha
    /LetterGothicMT
    /LetterGothicMT-Bold
    /LetterGothicMT-BoldOblique
    /LetterGothicMT-Oblique
    /LucidaConsole
    /LucidaSans
    /LucidaSans-Demi
    /LucidaSans-DemiItalic
    /LucidaSans-Italic
    /LucidaSansUnicode
    /Mangal-Regular
    /MicrosoftSansSerif
    /MonotypeCorsiva
    /MSReferenceSansSerif
    /MSReferenceSpecialty
    /MVBoli
    /PalatinoLinotype-Bold
    /PalatinoLinotype-BoldItalic
    /PalatinoLinotype-Italic
    /PalatinoLinotype-Roman
    /Raavi
    /Shruti
    /Sylfaen
    /SymbolMT
    /Tahoma
    /Tahoma-Bold
    /TimesNewRomanMT-ExtraBold
    /TimesNewRomanPS-BoldItalicMT
    /TimesNewRomanPS-BoldMT
    /TimesNewRomanPS-ItalicMT
    /TimesNewRomanPSMT
    /Trebuchet-BoldItalic
    /TrebuchetMS
    /TrebuchetMS-Bold
    /TrebuchetMS-Italic
    /Tunga-Regular
    /Verdana
    /Verdana-Bold
    /Verdana-BoldItalic
    /Verdana-Italic
    /Vrinda
    /Webdings
    /Wingdings2
    /Wingdings3
    /Wingdings-Regular
    /ZWAdobeF
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 600
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 600
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 400
  /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 <<
    /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 (Use these settings to create PDFs that match the "Required"  settings for PDF Specification 4.0)
  >>
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


