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Abstract

Purpose: To investigate whether a deep learning-based (DL) approach can be used for
frequency-and-phase correction (FPC) of MEGA-edited MRS data.

Methods: Two neural networks (one for frequency, one for phase) consisting of fully connected
layers were trained and validated using simulated MEGA-edited MRS data. This DL-FPC was
subsequently tested and compared to a conventional approach (spectral registration, SR) and to a
model-based implementation (mSR) using /n vivo MEGA-edited MRS datasets. Additional
artificial offsets were added to these datasets to further investigate performance.

Results: The validation showed that DL-based FPC was capable of correcting within 0.03 Hz of
frequency and 0.4° of phase offset for unseen simulated data. DL-based FPC performed similarly
to SR for the unmanipulated /77 vivo test datasets. When additional offsets were added to these
datasets, the networks still performed well. While SR accurately corrected for smaller offsets, it
often failed for larger offsets. The mSR algorithm performed well for larger offsets, which was due
to the model being generated from the in vivo datasets. In addition, the computation times were
much shorter using DL-based FPC or mSR compared to SR for heavily distorted spectra.

Conclusion: These results represent a proof of principle for the use of DL for preprocessing

MRS data.
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1. Introduction

Magnetic resonance spectroscopy (MRS) is a non-invasive method for metabolite
quantification that is used in a variety of clinical research applications!. However, scanner
frequency drift, subject motion or other instabilities may result in frequency and phase shifts
of individual transients, which in turn can lead to line-broadening and signal loss upon
averaging?. Therefore, frequency-and-phase correction (FPC) of individual transients is an
essential data processing step in order to allow for reliable quantification of the targeted
metabolites. Appropriate FPC is even more crucial when using J-difference-edited MRS
methods3 such as MEGA-PRESS*7, which relies on subtraction of two spectra containing
strong signals (OFF and ON) in order to reveal a much smaller targeted signal (e.g., GABA)
in the resulting difference spectrum. Misaligned OFF and ON spectra within a dataset lead
to subtraction artifacts in the resulting difference spectrum, which can bias subsequent
quantification.

Several approaches for FPC have been proposed, including frequency alignment based on
peaks within the spectra®10, automated alignment using correlation of spectral windows?,
FPC based on cross-correlation and fitting algorithms!2, and time-domain spectral
registration13. All of these approaches rely upon the common information content of each
transient in order to achieve alignment. There is often an implicit assumption that the only
way in which individual transients of the same acquisition differ is by some (small)
frequency and phase shifts. The signal-to-noise ratio (SNR) of individual transients is a
function of voxel size, acquisition geometry and water suppression quality, and FPC
becomes increasingly challenging for low SNR data. Moreover, subject motion often leads
to changes in the quality of water suppression and/or excitation of subcutaneous lipid
signals, resulting in artifacts that violate the assumptions of FPC and bias results4:15,

Deep learning (DL) is a popular strategy to address a wide range of computational problems,
relying upon a multi-layer network with a large number of weights and bias parameters that
are optimized during network training®. Recent technical advances in processor speed and
memory capacity are crucial in allowing for sufficient network training within a reasonable
time. The structure of the network, in terms of number of layers and functions, is fixed prior
to optimization, and needs to be sufficiently complex to extract the required information
from input data while avoiding simultaneously overfitting. Networks are trained using a set
of data for which the true output values are known. After training, the network is validated
and tested on data that were not used for training.

DL is an effective image processing approach, which has been enthusiastically adopted in
MR imaging but has had a more modest impact on MRS so far. DL has been applied to the
image domain of MRSI to deliver resolution enhancement of metabolite mapst’. In the
spectral domain, DL has previously been implemented for metabolite quantificationl8,
measurement uncertainty estimation!®, spectral reconstruction??, and artifact
elimination2122, DL algorithms have been shown to perform especially well in low-SNR
applications, suggesting DL may be particularly suitable for single-transient FPC for edited
MRS. The main aim of this paper was to investigate whether DL can be used for FPC of
MEGA-edited MRS data. Networks for FPC were trained and validated using simulated data
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and further tested using /n vivo MEGA-edited MRS data from the openly available Big
GABA repository23:24,

2. Methods

2.1 Data Selection and Simulation

Data selection for sufficient network training is one of the major challenges in deep learning.
Using /in vivo MRS datasets to train an FPC network would rely on another FPC method in
order to identify the “true” frequency and phase offsets for each spectrum. Since the true
offsets for each transient are unknown for /n vivo data, in this work training/validation
transients were simulated with an appearance similar to /n vivo spectra. In order to establish
in vivo-like levels of SNR and residual water signal, data from the publicly available Big
GABA repository23 were used, which includes a total of 101 Philips MEGA-edited datasets
collected from 9 different sites (3 T field strength, TE = 68 ms, 2048 data points sampled at
2 kHz spectral width, 320 transients, https://www.nitrc.org/projects/biggaba/). Since there
were minor acquisitional differences between the sites, only data from sites P1, P3, and P9
were selected (N = 33), all of which were acquired using a water suppression method
(VAPORZ) that generated a positive water residual in the spectra. Data collection was
conducted in accordance with ethical standards set by the institutional review board at each
site, and written informed consent was obtained from each participant.

MEGA-PRESS training/validation transients were simulated in the FID-A toolbox2%, using
ideal excitation/refocusing pulses and shaped editing pulses. The main simulation
parameters were set according to the acquisition parameters used in the Big GABA project?3
(15-ms sinc-Gaussian editing pulses with FWHM = 88.5 Hz, 2048 data points sampled at 2
kHz spectral width) and a total of 14 metabolites (Asp, Cr, GABA, GIn, Glu, GPC, GSH,
Ins, Lac, NAA, NAAG, PCh, PCr, Scyllo) and a positive water residual signal were included
in the simulated spectra. The simulated signal intensities and linewidths were appropriately
set in order to match those in the /n vivo datasets. The simulated in vivo OFF and ON
transients were each duplicated 20,500 times (with 40,000 ON+OFF spectra allocated for
training and 1,000 for validation), and random complex Gaussian noise was added to each at
a level that matched a single /n vivotransient, i.e., the standard deviation of the spectral
signal between 10 and 11 ppm.

2.2 Network Implementation and Training

Frequency correction and phase correction are separable problems, implemented as
sequential (frequency first, then phase) networks handling the frequency-domain spectra of
individual transients (Figure 1). Each network consisted of an input layer with 1024 nodes,
followed by two hidden fully connected (FC) layers with 1024 and 512 nodes, respectively,
and a final FC linear output layer with one node. Each of the hidden FC dense layers was
followed by a rectified linear unit (ReLu) activation function, which allows the introduction
of non-linearity in the network. The output from each network was the predicted offset,
either the frequency offset determined in Hz or the phase offset determined in degrees.
These two networks were implemented and trained using the TensorFlow framework in
Python with a 2.3 GHz Intel Core i5 CPU.
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In order to generate the training set, the simulated transients were manipulated with
uniformly distributed frequency and phase offsets. The frequency offset network was trained
using the spectral representations of the 40,000 transients in magnitude mode (so as to be
blind to phase errors). Artificial frequency offsets in the range of —20 to 20 Hz were applied
to each transient, and these frequency offsets defined as target output. Artificial phase offsets
in the range of —90° to 90° were applied to the 40,000 training transients, which were input
to the phase offset network as real-only spectra (without frequency offsets), with the
artificial phase offsets as target output.

Prior to input into a network, each manipulated training spectrum was normalized to the
maximum signal in the spectrum (the residual water signal), and the central 1024 points
were selected (i.e., 0.8 — 8.6 ppm) in order to prevent overfitting of noise at the frequency
limits of the spectra, and to reduce training time. Consequently, the total number of spectral
samples matched the number of nodes in the input layer of the networks. Individual training
of both networks was conducted using the Adam algorithm?7 to optimize the network
parameters with a constant learning rate of 0.01 for 500 epochs, with a batch size of 64, and
mean absolute error as the loss function.

2.3 Validation and Test of the Networks

Artificial offsets distributed uniformly over the intervals of —20 to 20 Hz and -90° to 90°
were shuffled into random pairs consisting of one unique frequency offset and one unique
phase offset, and then applied to each simulated validation transient in the time domain,
which generated a wide range of misaligned transients to validate the networks. Figure 2
illustrates how the validation and test of the networks were performed. First, the uncorrected
data were Fourier transformed, individually normalized to the maximum signal in the
spectrum, and the central 1024 samples of the magnitude spectra were extracted and used as
input to the trained frequency offset network. The resulting predicted frequency offset (A#)
was then applied to frequency-correct the original transient in the time domain. Second, this
frequency-corrected validation transient was then Fourier transformed, normalized, and the
central 1024 samples of the real spectrum were extracted and used as input to the trained
phase offset network. The resulting predicted phase offset (Ag) was then used to phase-
correct the frequency-corrected transient. Finally, all fully corrected FIDs were used to
compute an average difference spectrum by subtracting the corrected OFF spectra from the
corrected ON spectra.

The same process was also used to investigate the network performances when tested with
offsets beyond the trained ranges (40 to 40 Hz and -180° to 180°). In addition, the network
performances were also tested for transients simulated as described previously, but with
different amounts of residual water signal ranging from 0 to twice the residual water
intensity used in the training data.

2.3.1 In Vivo Tests—The 33 selected /n vivo datasets were used for testing the trained
and validated networks. The DL-corrected difference spectra were compared to the
difference spectra computed using spectral registrationl3 (SR), as implemented in Gannet?8.
The SR algorithm was performed in the time-domain, and ON and OFF transients were
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registered to a single template. In the registration process, only the first n points of the signal
were used, where n was the last point where the SNR was > 3, where the noise was
computed from the last 25% of the time-domain signal. n was limited to be at least 100. The
real and imaginary parts of the first n points of each transient were then concatenated as a
real vector, to be registered to the median transient of the dataset using the nlinfit function in
MATLAB. The fitted parameters from one transient was used as starting parameters for the
subsequent transient in the dataset. The initial starting values for the offsets were 0 Hz and 0
degrees. After registration, the transients were averaged, and global frequency and phase
correction was performed using creatine/choline (Cr/Cho) modeling (nlinfit) of this averaged
spectrum in order to correct for the residual frequency and phase offsets.

A model-based version of SR (mSR) was also implemented to offer a prior-knowledge
analog to the DL algorithm. This mSR algorithm differs from SR by using a noise-free
model as the template, instead of the median transient of the dataset. Noise-free ON and
OFF FID models were created in Osprey2®, an open-source MATLAB toolbox, following
peer-reviewed pre-processing recommendations?. All 33 datasets were loaded (OspreyLoad),
pre-processed (OspreyProcess), and modelled with a frequency-domain linear-combination
algorithm (OspreyFit). During the pre-processing, the metabolite data were eddy-current
corrected39 with the unsuppressed water data. Prior to averaging, the individual transients
were frequency-and-phase corrected using robust spectral registration, and the residual water
was removed with a Hankel singular value decomposition (HSVD) filter3!. The removed
water frequency components were stored for further use. Linear-combination modelling of
the ON and OFF spectra was performed separately for each sub-spectrum between 0.5 and
4.0 ppm. The basis set included 19 metabolite (ascorbate, aspartate, creatine (Cr), negative
creatine methylene (-CrCH2), GABA, glycerophosphocholine (GPC), glutathione,
glutamine, glutamate (Glu), water, myo-inositol (ml), lactate, N-acetylaspartate (NAA), N-
acetylaspartylglutamate, phosphocholine, phosphocreatine, phosphoethanolamine, scyllo-
inositol, and taurine) and 8 lipid/macromolecule resonances (MMO0.94, MM1.22, MM1.43,
MM1.70, MM2.05, Lip09, Lip13, Lip20). The modelling included zero-filling by a factor of
two, frequency referencing, a reduced model (NAA, Cr, GPC, Glu, and ml) to estimate
initial parameter guesses, and a final model with the whole basis set. The model estimates
were extracted including the whole spectral width, normalized by the NAA amplitude, and
averaged. Similarly, the HSVD removed water components were normalized, averaged, and
added to the Fourier-transformed models. The noise-free ON and OFF model FIDs were
exported with a number of datapoints matching the /n vivo data.

In addition, since the high quality of the /n vivo datasets generally only required minor
frequency and phase corrections, additional artificial offsets were added to the data in order
to test network performance in more extreme cases. Three different amounts of additional
offsets were added, first in the interval of IAA <5 Hz and IA¢l < 20°, second in the interval
of 5 < 1A <10 Hz and 20° < IA¢l < 45° and third in the interval of 10 < IAA < 20 Hz and
45° < |Agl < 90°. These offsets were all uniformly distributed and added as random pairs of
frequency and phase to each transient.
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2.4 Statistics and Quality Measurements

In the validation step where the true offsets were known, the mean error between the
predicted and the true offsets was used to determine how well each network performed. In
addition, the residual between the predicted and the true difference spectrum was also
computed. For the /n vivo datasets, the within-dataset (i.e., across the 320 transients)
correlations of the resulting frequency and phase offsets computed using SR and DL were
computed to determine overall agreement between the methods. Furthermore, a performance

score defined as @ = 1 — 6%, / (6%, + 05 g) Was used in order to determine which method

(DL or SR) that performed better in terms of alignment of the /in vivo data, where & is the
variance of the choline subtraction artifact (between 3.15 and 3.285 ppm) in the average
difference spectrum. A performance score greater than 0.5 indicates that DL performed
better than SR, a score less than 0.5 indicates that DL performed worse, and a score equal to
0.5 indicates that the two methods performed equally. The same quality metric was also used
to compare mSR to the conventional SR algorithm.

3. Results

Training of each network was successfully carried out in ~4 hours on a 2.3 GHz CPU. To
frequency-and-phase-correct one transient using the networks took ~1.4 ms, compared to
spectral registration that took ~4.5 ms per transient for the unmanipulated 7 vivo data.

3.1 Validation

Figure 3 illustrates the results when the 1000 unseen validation transients (500 ON, 500
OFF) manipulated with a wide range of frequency and phase offsets were corrected using
the networks. The predicted offsets were almost identical to the true actual offsets. The mean
frequency offset error was 0.00 + 0.03 Hz and is plotted against the correct value in Figure
3A. The mean phase offset error was —0.11 + 0.25° and is plotted against the correct value in
Figure 3B. It can be seen that the errors are generally larger at the limits of the frequency
and phase ranges. There is a more apparent pattern of errors for the frequency offsets. The
average DL-corrected difference spectrum arising from these 1000 transients was visually
indistinguishable from the difference spectrum corrected by the true offsets.

Figure 4 illustrates the results from correcting offsets beyond the trained ranges. None of the
networks corrected well beyond their trained range (Figure 4A-B). An approximately linear
error pattern emerged for the frequency offsets network, while a non-linear error was
observed for the phase offset network. When varying the water residual intensity without
adding any offsets to the data (true values were 0 Hz and 0°), network performance
remained stable and accurate for water intensities greater than the trained value (Figure 4C-
D). However, as the residual water intensity approached 0, both networks began to fail
rapidly. Note that the simulated data had a large water residual compared to the other
metabolites in the spectrum (total creatine intensity at 3 ppm was approximately 5% of the
water residual intensity), which matched the in vivo data. In addition, the water residual was
always positive and generally in phase with the data.
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3.2 In Vivo Testing

The 33 in vivo datasets selected as test data were used as input to the trained networks. The
high quality of the datasets is evident in Figure 5, where representative transients (number
80 from 160 transients per dataset) from each of the 33 datasets are shown.

Since there were no true offsets known for the /n vivo data, the network offset predictions
were compared to the resulting offsets estimated by SR. Figure 6 depicts the correlation
between the resulting offsets computed using SR and DL, with each dataset shown in a
distinct color. Within each dataset, a positive correlation was observed with a mean R? of
0.997 for frequency offsets and a mean R of 0.906 for phase offsets between SR and DL. It
can be seen in Figure 6 that there is better agreement between SR and DL with regard to
frequency offsets than phase offsets, with SR-predicted phase offsets showing a markedly
wider range than the DL-predicted values.

The resulting 33 difference spectra are plotted in the first column of Figure 7A, computed
using no correction, DL-based correction, SR-based correction, and model-based mSR
correction. Note that for these high-quality data, the level of subtraction artifacts seen
without correction is relatively low, although Cr and Cho subtraction artifacts can be seen in
some datasets. As expected, all correction approaches reduced the appearance of subtraction
artifacts and improved the alignment of the difference spectra to one another. There were no
large differences observed between DL and SR, as indicated by the performance scores Q
(DL performed better than SR in 21/33 datasets, with a mean score = 0.51 + 0.09, Figure
7B). The same results were observed between DL and mSR (DL performed better than mSR
in 15/33 datasets, with a mean score = 0.49 + 0.12, Figure 7C), and between mSR and SR
(mSR performed better than SR in 19/33 datasets, with a mean score = 0.52 + 0.10, Figure
7D).

3.2.1 Adding Additional Offsets—Additional artificial offsets were also added to
these 33 /n vivo datasets (column 2-4), with the resulting spectra plotted in Figures 7A, for
no correction, DL-based correction, SR-based correction, and mSR-based correction. The
performance of DL and SR was comparable when small offsets were added to the data, with
DL performing better than SR in 14/33 datasets and a mean performance score of 0.50 +
0.11 (Figure 7B second column). For medium offsets, i.e., frequency offsets of 5-10 Hz and
phase offsets of 20-45°, DL outperformed SR. Here, DL performed better in 32/33 datasets
with a mean score of 0.78 = 0.13 (Figure 7B third column). DL-corrected spectra for small
and medium offsets do not look noticeably different from the original spectra seen in the
first column in Figure 7A. For frequency offsets of 10-20 Hz and phase offsets of 45-90°,
DL performed better than SR in 30/33 datasets with a mean score of 0.74 + 0.16 (Figure 7B
fourth column). It can be seen that for these larger offsets, the DL-corrected spectra start to
diverge from the spectra without added offsets although they are still recognizable, while the
uncorrected and SR spectra are not.

The performance of DL and mSR were similar for smaller added offsets (DL performed
better than mSR in 17/33 datasets with a mean score of 0.49 + 0.13, Figure 7C second
column), and medium added offsets (DL performed better than mSR in 14/33 datasets with a
mean score of 0.48 + 0.13, Figure 7C third column). However, for larger added offsets the
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performance of mMSR was better than DL (DL performed better than mSR in 8/33 datasets
with a mean score of 0.43 £ 0.11, Figure 7C fourth column), which was evident in the
resulting difference spectra in Figure 7A.

The same pattern as seen for the DL vs SR comparison was observed when comparing mSR
to SR, where for small added offsets, mSR performed better than SR in 17/33 datasets with a
mean score of 0.51 + 0.11 (Figure 7D second column). When both medium and large offsets
were added to the data (Figure 7D third and fourth column), mSR performed better than SR

in 32/33 datasets with a mean score of 0.79 + 0.13 and 0.78 £ 0.13, respectively.

In terms of processing duration, SR generally took much longer (~45 ms per transient) to
perform with higher offsets added to the data, whereas no change in computation time was
observed using DL or mSR.

4. Discussion

Frequency and phase correction are essential steps when analyzing edited MRS data in order
to allow for robust quantification of the resulting difference spectra, which otherwise can be
biased by subtraction artifacts. The DL-based algorithm for FPC performed similarly to SR
for the unmanipulated /n vivo test data, as indicated by a mean performance score of 0.5.
When additional offsets were added to these datasets, DL still performed well while SR
accurately corrected for smaller offsets but often failed when larger offsets were added. Not
only were the resulting mean performance scores better using DL for medium and large
offsets, but the computation times were also much shorter for heavily distorted spectra. The
model-based SR did not show any of the disadvantages that SR experienced for our heavily
distorted data. Being based on the 33 selected datasets, it may not be generally applicable,
but merits further investigation.

4.1 Methodological Considerations

Many methodological options were considered before selecting the DL approach presented
here. We opted for a sequential strategy with separate networks trained to perform frequency
and phase correction. Furthermore, we designed networks that output the correction
parameters, rather than having the networks output the corrected spectra. We did at early
stages train separate networks for the correction of editing OFF and ON transients; however,
no matter how well each separate network performed, subtraction artifacts still tended to
occur in the resulting difference spectra. This problem could be solved by introducing a third
network, trained to perform the combination of the OFF and ON transients in order to
replace the plain summation, which may eliminate the offsets generated by the two
independent networks. We also attempted unsuccessfully to train a single network to return
both frequency and phase corrections. By using the magnitude spectrum as input to the
frequency-determining network, the FPC problems could be separated and presumably
therefore made ‘easier to learn’. Ultimately, the phase-determining network was most
successfully trained using the real spectrum as input.

Estimating frequency and phase offsets are not complicated problems compared to many
other DL applications. Therefore, FC layers gave the network sufficient flexibility for our
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application. The networks were trained using simulated spectra with artificially added
offsets, so that the true values of the offsets could be known and trained, which is not true
for /n vivo data. /n vivo data were used to inform various parameters of the simulations, but
training did not rely upon considering another FPC method as the gold standard. Another
aspect was to reduce the risk of overfitting noise, which was performed by removing a total
of 1000 spectral samples that did not include any signals of interest from each spectrum.
This reduction in samples also had the advantage of reducing the total training time. The
training step was performed successfully, as evident from the validation where only small
errors where observed. The networks were able to correct to within 0.03 Hz of frequency
offset and 0.4 degrees of phase offset for new unseen simulated data. This frequency error is
very small compared to the digital resolution of the spectrum (~1 Hz). DL applications often
display larger errors toward the edges of the training parameter range for uniformly
distributed training offsets.

None of the networks could accurately correct data manipulated with offsets outside the
trained range. The frequency estimation error from the frequency offset network grew
linearly with the true offset, while the phase offset network resulted in an error pattern
resembling exponential behavior, most likely due to the circular property of the phase. It was
expected that the networks would fail to correct offsets beyond the trained ranges, which
also was the major reason for us choosing training ranges that are already large compared to
the offsets seen /n vivo. When varying the residual water intensity beyond the training range,
network performance was excellent for stronger residual water signals, but deteriorated
rapidly as soon as the water residual approached zero signal intensity. This suggests that
both networks strongly rely on the presence of a residual water signal; however, this is
widely observed in typical in-vivo data, and sometimes the explicitly stated purpose of the
water suppression technique (e.g. the Siemens product weak water suppression).

4.2 DL vs.SRvs. mSR

Both FPC using DL and SR performed equally well for the selected /n vivo datasets;
however, these /n vivo data were of high quality and did not show evidence of requiring
substantial correction. Considerably higher frequency and phase shifts over the course of a
measurement are routinely encountered in data acquired on heavily used scanners, or in
subjects with less tolerance for long exams. When larger artificial offsets were added to the
in vivo datasets, the DL approach still performed well despite the large offsets (within the
trained range), whereas SR corrected adequately for smaller offsets, but struggled for larger
offsets. The choice of adding additional random offsets to the data meant that the individual
spectral averages could be extremely misaligned compared to each other, which is not a very
realistic representation of the kinds of offsets that occur /n vivo (which generally tend to be
small frequency and phase offsets, often following an underlying trend, with occasional
large offset jumps from subject motion). In contrast to SR, the DL approach involves
optimization during training only, not during application, and therefore the success of
correction does not depend on the “‘quality” of the starting values, and therefore displays
better performance for a wider range of offsets.
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Compared to SR, the mSR algorithm performed substantially better when medium and large
offsets were added to the datasets, which was due to the registration process being
performed on a noise-free model instead of the median transient in the dataset. While SR is
an entirely data-driven approach, the mSR approach could - due to its use of prior
information - be considered a fairer method of comparison to the DL approach, which was
trained using data mimicking the /n vivo conditions seen in these datasets. However, since
the noise-free template was generated from the selected 33 datasets, the mSR approach is
highly dependent on an appropriate template matching the data that are to be aligned. For
arbitrary data with little resemblance to the template, mSR is likely to produce poor
alignment - a weakness it may share with any DL-based method that was trained with a
limited parameter space.

Furthermore, one of the major differences between the DL approach and SR is that the DL
networks correct each individual transient absolutely, while SR aligns the transients within a
dataset to each other. This means that SR must be followed by a separate algorithm for
global frequency and phase correction after averaging the aligned transients, which in
Gannet is based on modeling the Cr/Cho signals. This global modeling step is not
particularly accurate at determining phase offsets, and it is likely that the discrepancy
between DL and SR in phase offsets is driven by the limitations of SR. However, one
potential disadvantage of not using a final global adjustment based on Cr/Cho is that the
offset and phase of the residual water signal may not be a faithful representation of the
spectrum. The mSR algorithm did not require any additional global adjustment, since the
noise-free model template had already been frequency-referenced and phased during the
fitting process. Additionally, the phase offset estimation from the sequential correction DL
approach may be biased by any error in the frequency correction. This impact might be
reduced in the future by training the phase network with transients that show small residual
frequency offsets.

The average computation time per transient also shows different behaviors between the
methods. Since SR is dependent upon an iterative optimization, it tends to take longer to find
its solution when the required corrections are further from the starting values (initially 0 Hz
and 0°, then the prior transient’s correction). The average duration of SR increases from
~4.5 ms per transient under normal conditions to ~45 ms for transients with large frequency/
phase errors. Meanwhile, the DL network processing time is independent of the severity of
the misalignment. There is substantial computation time in loading the network models (for
which there is no analogy for SR), but this step only has to happen once per processing run.
A processing time saving of over 3 ms per transient with DL amounts to about 1 s per
dataset misaligned by very small offsets, but with larger offsets in the transients DL saves
about 14 s per dataset.

4.3 Generalizability

Although these networks were implemented for GABA-edited MRS data, the approach can
in principle be used for other experiments. Application-specific MRS training data can be
simulated using the open source MATLAB-based toolbox FID-A, and networks can be
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implemented and trained in Python. The Python code, the trained networks, and data used
for this manuscript is available at https://github.com/stapper2/DL-FPC.

Although the promise of DL-based FPC lies in its potential flexibility, it can only be as
flexible as it is trained to be, and it is not clear how robust the approach would be to changes
in SNR (e.g., due to a change in voxel size) or variable lipid signals and/or spectral artifacts.
The testing shown here was limited to /7 vivo datasets collected from three different sites
using Philips scanners that used the same acquisition approach. Therefore, in order for this
DL approach to be more generally applicable, these aspects could also be incorporated into
the training data.

5. Conclusions

Our DL approach for FPC of edited MRS data performed similarly to SR for conventional /n
vivo datasets. For more severely corrupted data, the networks performed well without any
increase in computation time. These results represent a first proof of principle for the use of
DL algorithms to preprocess MRS data.
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Figurel.

Network structure and training progress. Both the frequency (A) and phase (B) offset

networks have the same basic structure with three fully connected (FC) layers (1024, 512, 1

node(s)). The two hidden FC layers were each followed by a rectified linear unit (ReLU)
activation function, and the output FC layer was followed by a linear activation function,
which generated the output offset as a continuous variable. Simulated spectra manipulated

with frequency offsets or phase offsets were used as training data for the respective network
(illustrated on the left-hand of the figure). During the training, the loss between the predicted

frequency/phase offsets and the true applied offsets were minimized, and the network

parameters updated. Each network was trained through 500 epochs.

Magn Reson Med. Author manuscript; available in PMC 2022 April 01.



1duosnuepy Joyiny 1duosnuely Joyiny 1duosnuey Joyiny

1duosnue Joyiny

Tapper et al. Page 15

Validation and Test of Networks
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Figure 2.
Workflow illustrating the validation and test of the networks. First, the uncorrected FIDs

were prepared (FFT, normalize, crop, magnitude) and input to the frequency offset network.
The predicted frequency offset (A7) was applied to each FID. Second, these frequency-
corrected FIDs were then prepared (FFT, normalize, crop, real) and input to the phase offset
network. The predicted phase offset (Ag) for each FID was subsequently used to phase
correct the frequency-corrected FIDs. An average difference spectrum was computed by
subtracting the averaged OFF spectrum from the average ON spectrum.
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Validation of the networks. A) Plot of the error in DL-predicted frequency offset against the
true offset. The mean error was 0.00 + 0.03 Hz. B) Plot of the error in DL-predicted phase
offset against the true offset. The mean error was —0.11 * 0.25 degrees. C) The average DL-
corrected difference spectrum was very similar to the true difference spectrum, as shown by
the flat subtraction spectrum.
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Investigation of network performance for frequency and phase offsets and residual water
signal intensities outside the training conditions. A-B) Testing the networks using frequency
and phase offsets beyond the trained range. C-D) Testing the networks using different
amounts of water residual, varying the intensity between 0 to twice the intensity used in the
training data, while both the frequency and phase offsets were set to 0 Hz and 0 degrees.
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Representative single transients (center OFF, 80/160) from each of the 33 in vivo datasets.
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In vivo testing: DL-predicted offsets plotted against SR-predicted offsets for the 33 in vivo
datasets (one point per transient; each dataset plotted in a distinct color). A high positive
within-dataset correlation was observed between the methods for both the resulting
frequency and phase offsets.
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Figure7.

Difference spectra and performance scores comparing DL to SR, DL to mSR, and mSR to
SR, for the 33 in vivo datasets. The difference spectra were either computed without any
FPC (NO), using the workflow in Figure 2 (DL), using spectral registration (SR), or using
model-based SR (MSR). A) Results of applying corrections to the in vivo data without
further manipulation, and with additional frequency and phase offsets applied to the same 33
datasets: small offsets (0-5 Hz; 0-20°); medium offsets (5-10 Hz; 20-45°); and large offsets
(10-20 Hz; 45-90°). B) Comparative performance scores Q for DL and SR for each dataset.
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A score above 0.5 indicated that DL performed better than SR meanwhile a score below 0.5
indicated that SR performed better than DL in terms of alignment. Q-bar indicates the mean
Q score + the standard deviation. C) Comparative Q scores for DL and mSR. D)
Comparative Q scores for mSR and SR.
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