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Abstract To obtain a better insight in tissue microstructures using diffusion MRI,
a high resolution and dense sampling of g-space is required. In clinical settings,
however, this can often not be achieved due to limited acquisition time. Reduced
field-of-view (FOV) approaches counteract this limitation but may pose a challenge
for the post-processing steps such as motion and artifact correction. We present
an evaluation of the potential problems that arise with reduced FOV data during
the standard post-processing. The acquisition with reduced FOV is extracted from
a full FOV dataset. We select three different registration tools to perform the
standard data post-processing pipeline. We first evaluate the spatial error and then
measure its impact on the tensor reconstruction as well as on the derived fractional
anisotropy (FA). With reduced FOV images, the multi-scale registration methods
showed high sensitivity to parameter selection and produced up to 30 % outliers.
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With an optimized parameter set, all registration methods yielded spatial errors of
1 mm (£0.572). The spatial error resulted in a mean error of 0.03 (£0.013) in the
estimated FA values, and was thus of the same magnitude as group differences
as they are typically reported in DTI studies. Regions with large FA differences
were located especially in the corpus callosum. The evaluation indicates that
diffusion-weighted MR acquisitions with reduced FOV require careful selection of
registration parameters and also cautious interpretation when quantifying derived
indices.

1 Introduction

Since the inception of diffusion MRI more and more complex models have been
developed to provide better insights into tissue microstructures. To achieve these
improvements, acquisitions sequences with higher resolution and denser sampling
of the g-space are required. In consequence, acquisition time has risen to the point
where they are the limiting factor in clinical scenarios. One possible solution to
address this limitation is the acquisition of reduced field of views (FOV) in order to
enclose an object of interest. There are several approaches described in the literature
for limited FOV diffusion-weighted MR acquisition, i.e. the usage of localized
volumes [5] and zoom imaging [14].

For all subject acquisitions, it is typically the head movement of the patient dur-
ing acquisition together with distortions by eddy currents that corrupt the acquired
diffusion weighted (DW) images and thus make correction steps mandatory [2, 11].
In practice, both movement and distortions are commonly corrected by means of
affine registration [10]. After resampling each of the DW images according to the
estimated transformation, the rotational component of the transformation is then
used for correcting the respective gradient direction [8].

The precision of the registration approach and its influence on the DW data
post-processing have been subject of several studies. Ling et al. [9] reported a
positive bias in fractional anisotropy (FA) in their study on retrospective subject
head-motion correction. Kim et al. [7] evaluated the sensitivity of the FA and the
mean diffusivity (MD) to the degrees-of-freedom of the transformation estimated
for motion correction and showed significant differences in FA, especially in
comparison between corrected and non-corrected datasets.

In this paper, we evaluate potential problems that can occur when applying the
standard DW image post-processing to datasets with limited FOV. We evaluate
alignment errors that are introduced by the head motion and eddy currents correction
step and follow them through the pipeline to estimate their impact on the tensor
and their derived scalar images. We also analyze the parameter settings for
the registration methods and derive practical suggestions for reduced FOV data
correction.
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Fig. 1 Sagittal slice of the original (a) and the corresponding cropped version used to simulate the
partial data acquisition (b)

2 Methods

The first part of the evaluation focused on the initial alignment error introduced
by the specific properties of the partial datasets. Typically, the performance of
registration procedures is evaluated by quantifying a fiducial or target registration
error, e.g. the mean spatial distance of anatomical structures labeled by an expert in
both fixed and moving image.

To allow such an assessment without having to label the structures in all
images involved, a partial data acquisition was simulated by region extraction
from the whole brain images. The transformations, the tensor data and the FA
indices estimated upon the whole brain data were considered as a reference for
the respective results obtained on partial data. For each subject, the partial data
was computed by leaving out the lower and upper 10 slices from the original DW
acquisition as illustrated in Fig. 1. The cropping parameters were selected so that
the white matter structures of the limbic system were kept in the reduced field of
view.

2.1 MRI Acquisition

The group of participants represents a typical collective used in diffusion tensor
imaging studies on disease quantification. The collective consisted of 15 healthy
controls, 15 AD patients and 17 MCI patients with mean age of 66 (£7), 72 (£7)
and 70 (£5) years respectively.

The datasets used throughout the paper were acquired on a 1.5 T whole body
clinical scanner equipped with a quadrature head coil (Magnetom Symphony,
Siemens Medical Solutions, Erlangen, Germany) with a gradient strength of
40 mT/m. A single shot echo planar imaging technique with a twice refocused spin
echo diffusion preparation was employed using the following parameters: repetition
time (TR)/echo time (TE) 4,700/78 ms, field of view 240 mm, data matrix of 96 x 96
yielding an in plane resolution of 2.5 mm, 50 axial slices with a thickness of 2.5 mm
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and no gap. A bh-value of 1,000s/mm? was used for a DTI protocol with N = 6
gradient directions and one non-DW (b = 0) acquisition. The DTI protocol was
repeated 10 times resulting in 70 acquired volumes per dataset.

2.2 Eddy Current and Head Motion Correction Schemes

Three correction tools were selected to perform the DW image alignment. The
widely used FLIRT method [4] from the FSL library applies a multi-scale global
search combined with local parameter optimization. As second method, BRAINS-
Fit [6], which performs a single scale image registration, was selected and finally an
in-house implementation, which extends the BRAINSFit to a multi-scale pyramid
registration scheme, was included. Both BRAINSFit and our in-house implementa-
tion are based on ITK [3] and use the regular step gradient descent optimizer.

For the alignment of weighted images onto the unweighted reference, the mutual
information (MI) metric was chosen, since it is known to perform well in this multi-
modal setting [13]. The 10 reference images with b = 0 were aligned to the first
reference image by minimizing the normalized correlation (NC) metric.

2.3 Registration Parameters

The ability of an image registration method to find the optimal transformation
depends strongly on the chosen parameter values. Each of the correction tools
provides default parameter settings, that are often used for whole data registration.
But applying the default parameter settings to the multi-scale methods for partial
data often resulted in registration outlier. These are characterized by small or even
complete lack of overlap between the transformed moving and the fixed reference
image. In order to improve the registration, suitable parameter values for partial data
registration were determined as described in following paragraph. The evaluation
was then performed with the optimized parameter settings.

Since the patient movement is limited in the MR, the search space for rotation
was restricted to [—15, 15] degrees for all axes. The image information available for
optimization is reduced by the downsampling applied for each scale. Because of the
reduced size of the partial datasets, only one downsampling step was allowed in the
optimized settings for FSL. For the same reason, the image pyramid was limited to
two levels when registering partial data for the in-house ITK method. The optimizer
settings of the lowest pyramid level correspond to the settings in BRAINSFit. The
translation scales were set to 1073, all other to 1. The optimizer was set to a maximal
iteration count of 100 and a minimal step size of 1074,
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2.4 Performance Metrics

2.4.1 Precision of Registration

The spatial error of the image registration step was evaluated by the target
registration error (TRE). The fiducials, represented by a point set P, were uniformly
distributed over the spatial bounding box of the partial image. With A; denoting the
estimated transformation for the whole image and A,(-p ) for the corresponding partial

image, the mean TRE for a transformation pair (4;, A,(-p ) ) is defined by

1
TRE(A;, A?)) = WZ l4;x — AP x|, (1)

XEP

The TRE was evaluated separately for all transformation pairs of the 45 x (10 x 6)
gradient images and 45 x 9 unweighted images.

2.4.2 Tensor Fit Quality

Assessment of the influence of the registration error on the tensor fit quality was
performed by means of a residual error. In order to ensure comparison only of
voxels within the original FOV and within the brain, the Brain Extraction Tool
(BET) [12] was used to determine brain masks §2; in all whole images, which
were then cropped to fit the partial data (.Q,.(p ) ). The mask of valid voxels was then
defined as

T
Q2 = ﬂ A;P)(‘Qj(ﬁ))
j=0

Over all valid voxels x € £2, the normalized squared residual error between the

observed signal S;(x) and the signal modelled by the estimated tensor S; (x) as
introduced by Kim et al. [7]:

1 2 (Six) = S ()
ADWI = — ~ Q@
2] ;2 VS )

was measured.

2.4.3 Deviation in Fractional Anisotropy

In order to evaluate the deviation of FA values between the whole and partial
datasets, the mean absolute error (MAE)
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AFA = ﬁ > IRAY) (x) — FA(x)| (3)
xeN

over the valid voxels in the partial FA image was considered.

3 Results

According to the mean TRE, the individual registration tasks could be clearly
separated in two groups. Either the registration fails completely, i.e. transforms
the moving image almost to the outside of the reference image FOV, or the
transformation on the partial data differs only slightly. Computing the statistics
only over the different subjects would assign an disproportionally large role to each
outlier resulting into an increased TRE for the respective dataset. The presence of
outliers underlines the necessity of considering the results separately.

3.1 Registration Parameters

With default settings for registering weighted data on the unweighted reference, the
FSL method resulted into an outlier ratio of 32 % of the cases and the in-house ITK
pyramid method with a three-level pyramid produced 15 % outliers. With optimized
settings, the outlier ratio decreased to 8.6 % for FSL and 0.48 % for the ITK pyramid
method. For the unweighted data, only the ITK method produced 1.15 % outliers.
The BRAINSFit remained outlier-free on both weighted and unweighted data.

3.2 Precision of Registration

The TRE evaluation as depicted on Fig. 2 reveals multiple effects. First, all selected
registration methods are comparable in their performance on both weighted and
unweighted images. Second, for the unweighted datasets, there is no significant
difference between whole and partial case, the TRE remains far below a 10th of
the voxel size (=2.5 mm). Third, and most important, the TRE for the weighted
images reaches almost 1 mm.

3.3 Tensor Fit Quality

In spite of the large, | mm TRE of the weighted images for partial data, the residual
error of the tensor fit (see Fig. 3) showed only a minimal difference between partial
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Fig. 2 Target registration error. (a) TRE for unweighted images, (b) TRE for gradient image
registration. The percentage of outliers, if any present, is shown in the braces above (outliers were
removed before plotting and calculation of the median). Also the numerical median values are
shown
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Fig. 3 Tensor fit quality. Mean squared residual error E ; for both whole and partial images and
all registration tools. For the third column (FSL* partial) the registration outliers were excluded
from the tensor fit. The numerical median values are shown on the top

and whole data for all methods except for FSL (FSL Partial in Fig. 3). This shows
that the residual error is not capable of revealing the registration error.

The larger residual error of FSL turned out to be caused by the high number of
outliers. When the outliers were removed, which is possible because the 10-fold
repetition of the gradient scheme during acquisition guarantees a sufficient amount
of gradient images for tensor reconstruction, the residual error is of about the same
size as for the other methods (F'SL* Partial in Fig. 3) .
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Fig. 4 Fractional anisotropy evaluation. (a) MAE for all registration tools with numerical
median values and the percentage of outliers in the upper plot part (outliers were removed before
plotting and calculating the median). (b) FA difference map (FA — FA?”)) for a single slice,
the arrows point to the high error areas in the corpus callosum. The color scale range is set to
[-0.2,0.2]

3.4 Deviation in Fractional Anisotropy

Contrary to the residual error of the tensor fit, the FA images computed on partial
images differ significantly from the reference FA images. Consistent for outlier-free
registration tools, the MAE yields values of almost 0.03 as shown in Fig. 4. Again
the presence of outliers also increases the MAE.

By visual inspection of the differences (Fig. 4b), the area of the corpus callosum
(marked by arrows) proximate to the ventricle border show the highest FA error.

4 Discussion

Following recently published results, the increasing trend towards high-resolution
DW in clinical practice inevitably leads to the application of partial data acquisi-
tions. To quantify the effects introduced by the partial data into the standard DW
image post-processing, we have presented an evaluation of the registration error and
its propagation into the tensor and FA images.

We have demonstrated that the standard post-processing fails for partial data and
the registration error affects the FA values. Compared to the recent findings in voxel-
based FA evaluation studies, the MAE of almost 0.03 is of the same magnitude
as the mean group differences [1, 15] and the variance for each of the groups [1].
Moreover, the corpus callosum, one of the structures frequently evaluated in disease
quantification studies, shows the highest difference in the FA values. Our findings
correspond with the sensitivity of FA indices to the subject motion and its correction
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reported by Ling et al. [9] and Kim et al. [7]. However, our result does not reproduce
the FA differences to a full extent, which may be attributed to the smaller registration
error introduced by the partial data.

A limitation to our work is the missing real ground truth for the TRE evaluation.
But as the standard correction of whole datasets was approved in several quantifi-
cation studies, it provides a reliable base for evaluating the error trend which we
focused on. More importantly, using the whole images as reference made the DTI
and FA image difference evaluation possible in the first place.

The downscaling is a factor limiting the stability of the weighted partial data
registration as shown by the ratio of outliers for the standard settings. The FSL
method optimizes in its first step only the translation parameters for fixed rotation
values from the given range. The combination of the downsampling and maximal
rotation around the in-plane-axes reduces the information available for the metric to
an extent, that a stronger optimizer minimum is found for a minimal overlap of the
moving and fixed images.

The residual tensor error seems to be insensitive to small registration errors, as it
increased significantly only in the presence of outliers. Compared to Kim et al. [7],
the error magnitude in the outlier-free case is about 50 %. However, this can result
from the small number (6) of different directions we acquired, making it easier
to explain the data with a six parameter model as compared to fitting the same
model to many directions. In case of outliers, the missing image value caused by
the misregistration is replaced by a default background value (0). The effect on the
tensor fit is minimal due to the tenfold repetition of the acquisition, but the difference
enumerated by the residual error increases significantly.

Interesting for further investigations are the different error magnitudes achieved
on unweighted images and the gradient images respectively. In future work, we
want to focus on improving the post-processing of partial data by using the precise
registration results on the unweighted images to control the alignment of the
gradient images.
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