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Abstract: Nuclear magnetic resonance (NMR) spectroscopy is a highly sensitive analytical technique essential for precise molecular identification
and quantification. However, accurate results depend on effective pre-processing to correct for various types of errors. Phase error correction, in
particular, is crucial for ensuring the reliability of NMR data. Current methods often rely on a single linear model, which may not adequately address
all types of phase errors. As a result, this limitation frequently requires manual intervention, making the process both time-consuming and prone to
errors. To address these limitations, we propose three modeling approaches for NMR phase error correction: nonlinear shrinkage, multiple models,
and a new optimization function called delta absolute net minimization (DANM). Our comparison of seven methods revealed that nonlinear
shrinkage outperformed others in both simulated spectra and a case study, followed by multiple models with DANM. Additionally, our spike-
in experiments demonstrated that DANM performed quite well in approaches using both a single model and multiple models. Our nonlinear
shrinkage approach is a simple yet effective solution. We provide an open-source R package, NMRphasing, available on CRAN (https://cran.
r-project.org/web/packages/NMRphasing/) and on GitHub (https:/github.com/ajiangsfu/NMRphasing).
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1. Introduction new correction approaches, and evaluates the proposed correction
approaches through simulations, a case study, and two spike-in
Nuclear magnetic resonance (NMR) applies the electromagnetic  experiments.
properties of atomic nuclei to diverse fields, including chemistry,
physics, biology, material science, and engineering [1-22]. When
samples are exposed to a strong magnetic field and a radio
frequency pulse, certain atomic nuclei are temporarily excited to a
higher energy state. As these nuclei relax back to their original,
lower energy state, they emit radio frequency signals, which are
detected and used to produce raw time-domain data [23]. These
data are then Fourier transformed to produce frequency-domain
spectral data, where the peaks are used to identify and quantify the
molecules within the sample. However, if left uncorrected, the
shapes and locations of the spectral peaks can be inaccurate due to
unavoidable errors during signal acquisition.
To address these challenges, this paper introduces NMR signals
and phase error issues, reviews current correction methods, proposes

1.1. NMR signals and phase error challenges

NMR raw data are recorded with complex numbers to represent
nuclei energy changes in two orthogonal directions, as shown in
Figure 1A. Phase, which refers to the timing or position within a
time-domain signal, is an important source of error in NMR.
Phase is defined as the angle between a data point’s vector and
the x-axis in the complex plot, as illustrated in blue in Figure 1A.
Mathematically, it is expressed as the inverse tangent of the ratio
of the imaginary part to the real part: Phase = tan™! %.

With a Fourier transform, the time-domain data in Figure 1A are
converted into frequency-domain data (Figure 1B). Frequency-domain
data are also represented by complex numbers, where the real part
corresponds to absorption and the imaginary part corresponds to
*Corresponding authors: Aixiang Jiang, Department of Epidemiology,  dispersion. The definition of phase remains the same in the
Biostatistics, and Occupational Health, McGill University, Department of frequency domain, still representing the angle between a data
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Figure 1
Illustration of NMR data with a simulated signal
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A Time-domain complex plot. X-axis: Real amplitude, Y-axis: Imaginary amplitude. B Frequency-domain complex plot. X-axis: Absorption
—real intensity, Y-axis: Dispersion—imaginary intensity. In both A and B, arrows show vectors of example data points, and the angles

between the vectors and the X-axes are the corresponding phase values.

C Time domain—Real part of the signal.

D Time domain—Imaginary part of the signal. E Time domain—Phase. The X-axis in C-E is time in seconds. F Frequency domain—
Absorption. G Frequency domain—Dispersion. H Frequency domain—Phase. The X-axis in F-H is frequency (Hz), where 1 Hz is
cycles per second. Red dots in A, C—E indicate the first data point in the time domain, while orange dots in B, F-H show the peak

maximum point.

imaginary part, and phase plots shown in Figure 1C-E. The red
starting point in Figure 1A corresponds to the maximum
amplitude in the real part (Figure 1C), with an imaginary
amplitude of zero (Figure 1D) and a phase value of zero
(Figure 1E), as tan_l(m) = tan~!(0) = 0.

Similarly, for the frequency-domain data (Figure 1B), we can
plot the absorption, dispersion, and phase separately, as shown in

02

Figures 1F-H. The orange point with the maximum absorption
value in Figure 1B corresponds to the maximum absorption
shown in Figure 1F, with zero dispersion in Figure 1G and a
phase value of zero in Figure 1H.

Phase errors represent discrepancies between the measured and
true phase values [24]. These errors primarily arise from factors such
as field distortions and eddy currents [25], as well as baseline
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correction processes that may inadvertently alter phase values. Noise
and distortions during signal acquisition further contribute to phase
errors, impacting the accuracy of phase measurements [24].

Phase cycling has been proposed as an efficient method for
addressing phase errors [25, 26]. However, repeating experiments
with multiple-phase pulses is often too costly, and such data are
rarely available.

There are three types of phase errors. Zero-order phase errors
introduce a constant phase shift across the spectrum, while first-order
phase errors cause a linear phase shift that varies with frequency.
Nonlinear phase errors, on the other hand, produce phase shifts that
vary in amore complex, nonlinear manner as the frequency changes [27].

In ideal conditions, when there are no phase errors, NMR signal
analysis can focus on the real part in the frequency domain because
real part peaks are sharp, concentrated, and easier to quantify, as
shown in Figure 1F. The position of the absorption peak is used
for molecule identification, while the area under the peak’s curve
is used for quantification. Even when multiple signals are present,
as shown in Figure 2A-D, the absorption spectrum (Figure 2A) is
still relied upon for identification and quantification.

However, real-world NMR data often contain phase errors, which
distort the real parts and lead to a nonlinear combination of pure
absorption and pure dispersion. This results in distorted absorption
peaks, as shown in Figure 2E. The observed dispersion is also
affected, as seen in Figure 2F. The phase pattern (Figure 2G)
deviates significantly from the ideal phase pattern (Figure 2C).
These phase errors (Figure 2H) affect both the accuracy of peak
locations and the areas under the curves (Figure 2E), making
molecule identification and quantification unreliable.

Correcting phase errors before analysis is essential to ensure
accurate results [24, 28]. Although various correction approaches
have been proposed, there is no consensus on a universal
protocol, highlighting the challenges posed by phase errors [29].
The lack of standardized correction methods necessitates further
research to develop effective, tailored strategies that can adapt to
the specific characteristics of different datasets. In the following

sections, we will review existing phase error correction methods
and propose our own approaches.

1.2. Current phase error correction methods

Most existing methods for NMR phase error correction rely on a
linear model to address phase errors [26, 30—41]. These methods
account for zero-order and first-order phase errors by assuming a
linear relationship between phase error and frequency. In NMR,
frequency represents both the number of cycles per second in the
time domain and the position of a signal’s peak in the frequency domain.

For example, in Figure 1C, a signal with a frequency of 10 cycles
per second corresponds to a peak at 10 Hz (Hertz, indicating cycles per
second) in Figure 1F. Frequency-domain data are indexed by
frequency, with a linear relationship between the data index (from 1
to N, where N is the total number of data points) and frequency. To
simplify analysis, a scaled data index is often used to represent
frequency in phase error correction models, expressed as [31]:

Pc~by+b; x f 1)
where f'is the scaled data index related to frequency, and b, and b,
represent the intercept and slope, respectively.

However, this linear assumption fails to address nonlinear phase
errors, as illustrated in Figure 2H. While earlier computational
limitations hindered the development of more complex models, recent
efforts have proposed higher-order polynomial models to incorporate
local phase variations [27, 39, 42-47]. Unfortunately, these models
often fall short in fully correcting phase errors, particularly in the
presence of baseline bias and noise. Furthermore, the inclusion of
higher-order terms in linear models tends to be unreliable [27].

Since the dependent variable, the phase correction value (Pc), is
unobservable, regression techniques are not applicable, making
optimization necessary. However, this optimization process can be
slow. To accelerate it, a recent approach involves optimizing a
linear phase correction model using only two peaks [36]. While

Figure 2
Ilustration of NMR phase errors in the frequency domain
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Panels A—D show simulated frequency-domain absorption, dispersion, phase, and phase error plots without phase errors. Panels E-H show
simulated frequency-domain absorption, dispersion, phase, and phase error plots with phase errors.
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this method increases speed, it requires specific metabolites in a
spectrum and less efficient, leading us to advise against its use.

Many algorithms employ various optimization functions to
conduct the optimization process efficiently while maintaining
good quality [23, 30-33, 35, 48-50]. Nonetheless, no single
optimization function can universally optimize the parameters of
linear models to correct all phase errors.

Of'the 20 optimization functions we reviewed [51], 15 primarily
work with a linear model, with a few incorporating higher-order
terms. These functions can be categorized into six groups:

1) Integral of the imaginary component [52]

2) Integral of the real or absolute real part [32, 43, 53, 54]

3) Entropy-based [31, 52]

4) Absolute errors or squared errors [30, 34, 35, 38, 39, 54, 55]
5) Bayesian approach [49]

6) Pearson’s correlation between absorption and magnitude spectra [40]

Each group has inherent limitations. Methods based on absolute or
squared errors rely on ground truth, which is difficult to obtain for
real-world data. Bayesian approaches require extensive model
assumptions, and Pearson’s correlation is unsuitable due to the
nonlinear relationship between absorption and magnitude spectra.

Given the limitations of these three groups of optimization
functions, we have decided to focus our analysis on the remaining
three groups—namely, the integral of the imaginary component,
the integral of the real or absolute real part, and entropy-based
methods—as a basis for comparing them with our new approaches.

Among them, studies suggest that entropy-based methods [31]
often outperform other approaches [56, 57]. However, even these
methods fail to comprehensively correct all phase errors.

In summary, current phase error correction methods face three
primary challenges:

1) They often rely on only one part of complex data, resulting in
information loss.

2) A single linear model, even with higher-order terms, cannot fully
correct all phase errors.

3) No individual optimization function can adequately optimize
linear model parameters to correct all phase errors.

As a result, manual adjustments are frequently necessary following
automated phase correction or as a standalone process [50, 58—62].
However, manual phase error correction is time-consuming and
relies on the personal experiences of experts, making it difficult to
reproduce and potentially unreliable.

Recently, neural networks have been applied to phase error
correction [45, 47, 63—-65]. While this approach shows promise in
addressing nonlinear phase errors, phase errors can vary
significantly based on NMR machines, sample types, and
measurement conditions [27]. Without a diverse and extensive
training dataset, neural networks struggle to generalize effectively.

Furthermore, for neural networks to be effective, they require a
well-defined loss function. Current loss functions are typically based
on absolute or squared errors, which rely on ground truth spectral
data and their associated phases, often unavailable. Simulations or
manually phased spectra are frequently used as substitutes for
ground truth [45, 66], but they serve only as approximations.

These issues can result in noticeable phase errors that may
persist even after neural network-based phasing [63, 65].

In this study, we concentrate on developing phase correction models
and a new optimization function. Both approaches can be employed for
traditional statistics-based phase error correction and integrated with
neural networks to further improve phase error correction.
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2. Proposed Approaches

We propose two novel modeling approaches to overcome
specific limitations in current phase error correction methods: (1)
a nonlinear intensity shrinkage method that utilizes both
absorption and dispersion spectra, and (2) multiple models to
handle different signals separately. We also present a new
optimization function that simultaneously considers both positive
and negative values as well as peak shapes.

2.1. Nonlinear intensity shrinkage (NLS)

While traditional methods struggle to correct phase errors through
optimization, our shrinkage method leverages theoretically phase-
error-free spectra to estimate the real part of signals without
requiring a complex optimization process for phase error correction.

Absorption (A) and dispersion (D) spectra represent the real and
imaginary parts of NMR frequency-domain data, respectively. Two
important quantities in our model, the magnitude (M) and power (P)
spectra, are derived from these components. The magnitude (M) is
the absolute value of a complex number: A% + D?, and the power
(P) is the squared value of M, reflecting the sum of the squares of the
real (A) and imaginary (D) parts. Both M and P are theoretically free
of phase errors and relate to A and D via the Pythagorean theorem:

P=M=A>+D? )
At any index k, and a phase value at k: 6;, we have:
A = Mj cos6
Dy = M;sin6,
Using Equation (2), we can express P; as:
P, = A7 + D}
= (M cos8;)? + (M sin 6;)?
= MZ((cos 6;)* + (sin6;)?)
= M?

This proves that P and M are independent of the phase 0, and thus,
they are not affected by phase errors in theory.

Figure 3A demonstrates the comparable shapes and widths of
the power peak and its corresponding absorption peak, while the
magnitude peak matches the height of its corresponding
absorption peak. Additionally, as shown in Figure 3B, the
calculation formula for the full width at half maximum, which is
used to measure two times the shape parameter (scale) for a
Cauchy-Lorentzian function often employed to describe a phase
error-free signal, is identical for both power and absorption peaks.

Based on these characteristics, our nonlinear intensity shrinkage
method allows one to derive absorption spectra from phase-free
magnitude and power spectra, enabling phase error correction
without optimization.

2.1.1. Nonlinear shrinkage overview

Our method estimates absorption peaks within sub-ranges
defined by major peaks, using continuous wavelet transform-
based pattern matching (Supplement 1). It applies linear shrinkage
within each sub-range; however, because each sub-range has its
own shrinkage factor, the shrinkage across the entire spectrum is



Journal of Data Science and Intelligent Systems Vol. 00 Iss. 00 2024
Figure 3
Comparison of different peak modes
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A Absorption, magnitude, and power modes of a simulated ideal peak. B Full width at half maximum (FWHM) for ideal absorption,
magnitude, and power modes. The plot is re-generated based on the concept from previous research [67]. t represents the relaxation time.

nonlinear. This results in the overall nonlinear shrinkage effect, as the
shrinkage factors do not follow a linear correlation.

2.1.2. Mathematical formulation
The following formula is used to estimate the absorption
intensity (A’ ) for each data point within a sub-range:

max(ﬁ))
A,kl = Pkl x —>Z (3)
maX(P,)

In this formula, Py, represents the power intensity for the kth data point
within the Ith sub-range of a spectrum, max(ﬁ;) represents the

maximum magnitude intensity for the Ith sub-range, and max(?,)
represents the maximum power intensity for the /th sub-range. The
shrinkage process is applied separately to each sub-range, resulting
in a nonlinear shrinkage for the entire spectrum. Detailed implemen-
tation for the shrinkage method can be found in Supplement 1.

2.1.3. Mathematical formulation of nonlinear intensity
shrinkage

The mathematical basis for the nonlinear shrinkage method can
be illustrated using Figure 4A. The DISPA (dispersion vs.
absorption) circle for a single peak without any error is depicted,
with the center of the circle on the x-axis and its radius being
maxM /2. The circle function is:

(x — maxM/2)* + y* = (maxM/2)*

This can be rearranged to:
— x2 + (maxM/2)? — x - maxM + y*> = (maxM/2)?
— x4+ —x-maxM+ y> = 0
— y* = —x2 + x-maxM
— y*=x(maxM — x) 4)
In the above, x represents absorption, y represents dispersion, and
maxM represents the peak height.
Furthermore, we always have the following based on Equation (2):
A+ D = M}
Using annotation: A, — x, D — y, My — M, we have:
X4y =M
N yz — M2 _ 2 (5)
By combining Equations (4) and (5), we obtain:
x(maxM — x) = M? — x?
— x-maxM — x> = M?* — x?

— x - maxM = M?
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Figure 4
Relationships among simulated absorption, dispersion, and magnitude
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Thus:

— x = M?*/maxM (6)

Here, maxM is the maximum magnitude (i.e., the peak height for the
non-overlapping peak, which is a constant for a given peak range).
Both x and M are variables representing values in the absorption and
magnitude spectra, respectively.

For each point k; in the /th sub-range, if we replace x with A’y

write maxM more explicitly as max (ﬁl)) , and replace M2 with the

power value Py ; Equation (6) can be rewritten as follows:

Ay =P /max(ﬁ))
K = P, 1

()
- (ra())°

Since (max(ﬁ) >2 = maX(F{) ), we obtain:

—
maX(Ml)

A/kl = Pkl X N\
max (P, >
This confirms our proof of formula (3).
The ratio on the right side of formula (3) represents a shrinkage
formula because for any number C, if C> 1, C/(C2)=1/C < 1. The
—
ﬂl(lX( Ml >

shrinkage factor ——=+
max Pl

for a given sub-range. The local maximum in a magnitude sub-range
is positive and almost always bigger than 1 (In theory, it could be
<=1, but we have not observed this situation in real NMR data).

acts as a constant coefficient applicable
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SN
max M

Therefore, we consider 74 to represent linear shrinkage
max (Pl )

transformation.

Our approach operates on multiple sub-ranges by applying
linear shrinkage within each sub-range; however, it represents
nonlinear shrinkage for the entire spectrum, as each sub-range has
its own shrinkage factor, which does not follow linear correlation.

When multiple peaks exist within a given range, the tallest peak
retains the same height between its absorption peak and its magnitude
peak. For nearby partially overlapping peaks, their absorption peaks
are typically slightly shorter than their corresponding magnitude
peaks, and the local maxima of these absorption peaks shift slightly
towards the largest maximum peak among the overlapping peaks.
This position change is minimal, typically just one index difference
for the right-side peak illustrated in Figure 4B. These are natural
characteristics of peak behavior.

The minor height discrepancy between magnitude and
absorption peaks for non-maximum peaks can be partially
addressed by separating the spectra into sub-ranges based on
major peaks. For example, the two peaks in Figure 4B are
combined into one sub-range. Consequently, each sub-range

max M)
undergoes shrinkage with the factor ——,—=% applied within its
HlllX(Pl)
range. This guarantees that the shrinkage factors for non-maximum
peaks within the sub-range exceed those that would apply to each
peak individually, resulting in slightly shorter estimated absorption
peaks compared to their corresponding magnitude peaks. This aligns
with our objective. Regarding the slight maximum location shift
(e.g., one index difference for the small peak depicted in Figure 4B),
this represents a minor concern for high-resolution NMR data, where
two neighboring indices possess very similar ppm values.

Our proposed nonlinear intensity shrinkage method overcomes
the limitations of existing linear models by leveraging phase-free
magnitude and power spectra from the full NMR data, including
both absorption and dispersion data, the latter are typically
discarded in traditional approaches. This enables the derivation of
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absorption spectra without the need for specific phase error
correction models or optimization function choices.

While theoretically phase-error-free, real-world spectra may
still contain other distortions, such as random errors, similar to
those affecting all other variables.

2.2. Multiple linear phase correction models (MPC)

In addition to the nonlinear intensity shrinkage method, we
propose multiple linear phase correction (MPC) models. While the
nonlinear intensity shrinkage method is a novel approach that
effectively addresses information loss and can handle nonlinear phase
errors, the multiple linear phase models extend the capabilities of
existing linear models specifically for addressing nonlinear phase errors.

Similar to the nonlinear intensity shrinkage method, this
approach operates on sub-ranges defined by major peak ranges.
However, rather than applying shrinkage, each sub-range is
corrected using a linear phase error model. For further details,
refer to Supplement 2.

2.3. Optimization function: delta absolute net
minimization (DANM)

Traditional modeling techniques are ineffective for correcting phase
errors because no single existing optimization function can adequately
optimize model parameters to correct all phase errors. Current functions
do not consider that an ideal signal peak should simultaneously have a
maximum positive area and a minimum negative area, leading to
suboptimal parameters and phased spectra. To improve performance,
we propose a novel optimization function that minimizes the difference
between the absolute and net areas under a curve:

Ay

(E,E) = arﬁmj})m ( le

a ZkN:I A/k> @)

Here, (a, Z) represents the optimal pair for the linear model parameters

(a, b), while argmin denotes the process of finding the pair (a, b) that
(ab)

minimizes the function, yielding the optimal values for (a, b). A;< is the

observed absorption value at the k-th data point, and & ranges from 1 to

N, where N is the total length of the spectrum.

Our new optimization function improves phase error correction
by simultaneously minimizing the absolute area while maximizing
the net area. This dual-objective strategy effectively addresses the
limitations of existing functions, which struggle to balance
positive and negative areas, ultimately providing a more accurate
and reliable correction of phase errors.

Similar to other optimization functions, this one can be applied
either to the entire spectrum using a single linear phase error
correction model, or to each sub-range individually, where a
linear phase correction model is applied within each sub-range.

3. Materials and Methods

Seven phase error correction methods are compared using
simulated data sets, a case study, and metabolite spike-in experiments.

3.1. Phase error correction methods

As discussed earlier, many existing optimization functions have
limitations when applied to phase error correction. To address these
challenges, we focus on three primary functions used in traditional
single linear phase correction models: the integral of the

imaginary component, the integral of the absolute real part, and
entropy. These functions, along with the most commonly used
linear phase error correction model, serve as the foundation for
comparing the new methods we introduce.

We evaluated seven phase error correction methods, which
include three existing methods (SPC_AAM, SPC_EMP, and
SPC_DSM) and four new ones (SPC_DANM, MPC_DANM,
MPC_EMP, and NLS). Detailed descriptions of these methods,
including  their optimization functions, formulas, and
implementation guidelines, are provided in Supplements 3 and 4.
The seven methods are as follows:

1) SPC_AAM: A single-phase correction model (SPC) with
absolute area minimization (AAM) [32, 33].

2) SPC_EMP: A SPC model with entropy minimization and a
negative peak penalty (EMP). Entropy is calculated as the
negative sum of absolute intensity multiplied by the logarithm of
absolute intensity. A SPC model [52], with the negative peak
penalty defined by the sum of squared negative values [32].

3) SPC_DSM: A SPC model with dispersion summation
minimization (DSM) [52].

4) SPC_DANM: A SPC model with delta absolute net area
minimization (DANM).

5) MPC_DANM: MPC models combined with delta absolute net
area minimization (DANM).

6) MPC_EMP: MPC models entropy minimization and a negative
peak penalty (EMP).

7) NLS: A nonlinear intensity shrinkage (NLS) method.

All methods, except NLS, rely on specific optimization functions
to determine the optimal parameters for phase error correction. Detailed
formulas for these optimization functions are provided in Supplement 3.
Despite differences in the optimization functions or the use of single
versus multiple models, the overall optimization process remains
consistent across all methods, as outlined in Supplement 4.

3.2. Simulations

3.2.1. Simulation methods

To generate simulated data for comparing phase error correction
methods, we began by creating an idealized spectrum of 76 peaks
based on online metabolite features. We then designed three sets
of simulated datasets based on this idealized spectrum:

1) Nset (noise set): 1,000 datasets with added noise.

2) NPset (noise and phase error set): 1,000 datasets with added noise
and phase errors.

3) NPBset (noise, phase error, and baseline bias set): 1,000 datasets
with added noise, phase errors, and baseline bias.

For a more detailed description of these simulations, please refer to
Supplement 5.

3.2.2. Method comparisons with simulated datasets

We compared seven different methods and the naive method,
with no phase error correction (NPC). Graphical comparisons are
detailed in Supplement 6. Using the two most commonly employed
error metrics—L1 error (sum of absolute deviations) and L2 error
(sum of squared errors)—we assessed each method’s performance
against the true data. Furthermore, since all methods had the same
sample size, we used the ratio of their L2 errors directly for F-tests
to compare their variances, as detailed in Supplement 7.

We then used a mixed-effect model to account for internal
spatial correlations among peaks and peak ranges within a given
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spectrum, as well as correlations among spectra within a given
simulation dataset. The model was designed to compare methods
for phasing the spectra after adjusting for other variables as follows:

AY ~ X, + X+ (11X,/X,) + E (8)

Here, AY = Y — Y; represents the estimation error, where Y is the
estimated peak height or peak range area Y, and Y; is the
corresponding value based on the idealized spectrum. X is a factor
representing a phase correction method, X, denotes a type of
simulated dataset (Nset, NPset, or NPBset), X; identifies the peak or
peak range location, and X, identifies the simulated spectra. The
random effect structure (1|X>/X4) accounts for variability due to
different simulation datasets (X>) and nested effects of spectra (X,)
within each dataset (X5), while E captures random error in the
model. To implement this model in R (https:/www.r-project.org/)
based on the Ime4 package, the following code was used:

library (1lme4)
model <- lmer (DeltaY ~ X1 + X3
+ (1|X2/X4), data = dat)

To obtain 95% confidence intervals, we used the sim function in
the R package arm (https://cran.r-project.org/web/packages/arm/
index.html) to generate 10,000 simulations. Standard deviations
for these simulations were then calculated based on their coefficients.

3.3. A case study

This case study evaluated methods for correcting phase errors in
NMR spectra to detect glucose concentration differences. The data
consisted of in vitro NMR spectra derived from blood plasma
samples of 25 healthy individuals and 25 patients with early-stage
type 2 diabetes mellitus (T2DM). These spectra were originally
collected for a metabolic profiling study and are publicly available
in the MetaboLights database (https://www.ebi.ac.uk/metabolights/,
study MTBLS1). We accessed the dataset through the ASICSdata R
package [68], which was pre-processed using, ACD/1D NMR
Manager 8.0 [69]. By focusing on this dataset, we aimed to assess
how phase error correction techniques enhance the detection of
subtle metabolic differences in NMR analyses.

Our focus was specifically on comparing glucose levels using NMR
spectra, despite the availability of more direct measurement methods in
hospital laboratories or portable devices. This approach enabled us to
evaluate how effectively the phase error correction methods detect
subtle variations in glucose levels at early stages. We evaluated seven
phase error correction methods alongside the original ASICSdata
phased with ACD/1D NMR Manager 8.0, focusing on two glucose
multiplets defined by their ranges: 4.63-4.67 ppm and 5.22-5.26 ppm,
as identified in ASICSdata (Supplement 8). To improve area
estimation stability, we combined the areas of these multiplets.

Phase correction methods were grouped based on the Pearson
correlation coefficients of the glucose peak areas, and linear
regression models were used to detect differences in glucose area
between diabetics and non-diabetics.

3.4. Metabolite spike-in experiments

Simulation studies simplify phase error correction method
comparisons but may not accurately represent real NMR data.
Direct comparison of methods using real NMR data is challenging
due to the absence of a phase error-free spectrum. To address the
limitations of both simulation studies and real NMR case studies,
we performed spike-in experiments with eight metabolites in three
commercial urine samples. Single and Multiple spike-in
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experiments evaluated phase error correction methods by
comparing concentration estimates with known values.

In the single spike-in experiment, creatinine was spiked in at 12
different concentration levels (0-15 mM) to obtain peak area-to-
concentration transformation coefficients. The other seven metabolites
were spiked in at six different concentration levels (-3 mM), and a
non-spike-in spectrum was included as a reference (Supplement 9).

In the multiple spike-in experiment, we selected three non-zero
concentration levels, including low, medium, and high levels for
each metabolite. For creatinine, the actual concentrations for the
three levels were 0.5, 5, and 10 mM, while for the other seven
metabolites, the concentrations were 0.25, 1, and 3 mM. A
concentration level (low, medium, or high) was randomly selected
for each of the eight metabolites, resulting in six distinct
concentration combinations. The concentrations were manually
adjusted to ensure balance, leading to six final concentration
combinations for the eight metabolites (Supplement 9).

Details on sample preparation for 'H NMR analysis, spectroscopy
data acquisition, and pre-processing can be found in Supplement 9. One
of us (AG) defined the range for each metabolite, which could include a
single peak or a multiplet. The areas under the curves for these
metabolites were then calculated within these defined ranges. To
prevent negative concentration estimates, we computed the signal
areas for the metabolite spike-in experiments using absolute values.
This approach ensured that concentration values remained positive,
making the results more meaningful and interpretable.

We used both creatinine peak ranges in the single metabolite
spike-in experiment to estimate the area and calculate the
coefficient for determining concentration. For the multiple spike-
in experiment, we applied the same area-to-concentration
transformation coefficient obtained from the single metabolite
experiment with creatinine. To ensure consistency, we used only
one creatinine peak in the multiple spike-in experiment, similar to
other metabolites. Specifically, we selected the peak with three
protons at 3 ppm for estimating both the area and concentration.

We compared the seven phase error correction methods using
concentration estimation error distribution patterns, correlation
heatmaps, L1 and L2 errors, F-test statistics, fixed and mixed
models. In the single metabolite spike-in experiment, we ignored
spectrum information and used a fixed effect model because each
spectrum contained only one metabolite, leaving us no choice. In the
multiple metabolite spike-in experiment, we used a mixed-effect
model to address correlations among multiple metabolites within the
same spectrum, which is preferable to a fixed effect model that treats
each metabolite independently. When combining the results, we had
to use a fixed effect model due to the single metabolite experiment’s
design. Although this is not ideal for the multiple metabolite
experiment, it is still reasonable and allows for an integrated analysis
that adjusts for differences between the experiments. For additional
details on the experimental design and data analysis methods used in
the metabolite spike-in experiments, please refer to Supplement 9.

4. Results

4.1. Comparison of phase error correction
methods in simulations

We compared different phase error correction methods using
graphic comparisons on simulation data sets. We compared peak
height error (Supplement 10), peak range error (Supplement 11),
and point-to-point intensity error (Supplement 12), and all metrics
showed that the nonlinear intensity shrinkage (NLS) method
performed the best.
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Figure 5
Comparisons of phase error correction methods in simulation data sets
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negative peak penaltyWe then aggregated and compared the peak height errors and the peak range area errors (Supplement 13, Figure 5A-B),
which showed that the NLS has the smallest L1 error and the highest error peak around 0, indicating the highest accuracy and precision.

We also conducted peak height error and peak range area error
comparison by L1 error and L2 error across three simulation datasets
and F-test on L2 error with NLS as the reference level. Comparisons
showed that the NLS method had the smallest errors for both L1 and
L2 errors, while the two multiple model methods were the second-
best. Furthermore, the NLS method was significantly better than
all other methods based on the F-test (Supplement 14).

We then fitted peak height error and peak range area error mixed
models to compare different phase error correction methods after

adjusting for peak or peak range effect, the random effect of the
simulation datasets, and the random effect of the spectra within
each simulation dataset. The full mixed model results are shown
in Supplement 15. The method comparison parts for peak height
error and peak range area error are presented in Figure 5C-D,
respectively. The results showed that all other methods were
significantly worse than NLS in the mixed model.

Overall, our results show that NLS outperformed all other
methods on the simulated datasets, with no clear runner-up.
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Figure 6
Comparisons of phase error correction methods in the case study based on two combined glucose peak range areas
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4.2. Comparison of phase error correction
methods in a case study

To test phase correction methods on a published real-world dataset,
we employed a glucose detection case study. The glucose range
spectrum plots (Supplement 8) confirm that the original input spectra
from the R package ASICSdata are well-phased, with the exception
of a diabetes sample. In this sample, all intensity values in the 4.63
ppm to 4.67 ppm range are negative, indicating the presence of phase
errors across the entire range. The phase correction method nonlinear
shrinkage (NLS) performs even better than the original input spectra,
with no non-phased peaks detected within the two glucose ranges of
interest (4.63 ppm to 4.67 ppm and 5.22 ppm to 5.26 ppm).

The Pearson correlation coefficient heatmap in Figure 6A shows
that the eight phase error correction methods can be clustered into three
groups with a Pearson correlation coefficient cutoff of » > 0.80. The
largest cluster includes the original input and the nonlinear shrinkage
(NLS) method, as well as the two methods with multiple models
(MPC_DANM and MPC_EMP). Their estimations of glucose areas
are similar, indicating that they perform comparably well.

In addition, Figure 6B shows that only the NLS method
demonstrated a significant difference (p =0.0476) in glucose peak
range areas between the diabetes and control groups. The original
input spectra from ASICSdata and the MPC_DANM method
produced marginally significant p-values, while the SPC_DSM
method had a p-value of 0.09, which was also marginally
significant but with an effect in the opposite direction. This
suggests that SPC_DSM was the least effective method in
detecting differences between the diabetes and control groups.

Based on our case study, we conclude that the nonlinear
shrinkage (NLS) method performed the best, followed by the
multiple model approach with our new minimization function -
delta absolute net minimization (MPC_DANM).
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4.3. Comparison of phase error correction
methods in metabolite spike-in experiments

We assessed seven phase error correction methods by
examining the distribution of metabolite concentration errors
(see Supplement 16, Figure 7A—C).

In the single metabolite spike-in experiment, Figure 7A shows
that NLS and the two multiple model approaches, MPC_DANM and
MPC_EMP, have narrower L1 error ranges than the other methods,
while SPC_DSM is the worst. In the multiple metabolite spike-in
experiments, SPC_DANM, NLS, SPC_EMP, and SPC_AAM
have narrower error ranges than MPC_DANM and MPC_EMP,
while SPC_DSM remains the worst based on the L1 error
distribution (Figure 7B). The same trend was observed when both
single and multiple metabolites were combined (Figure 7C).

Next, we examine the correlation of the performance of these seven
methods. The correlation heatmap of the seven phase error correction
methods, based on metabolite concentration errors, revealed that
the four best-performing methods, MPC_EMP, MPC_DANM,
SPC_DANM, and NLS, were highly correlated with each other
compared to other single model-based methods (Supplement 17).

We then compared the L2 errors of the seven phase error
correction methods. In the single metabolite spike-in experiment,
the multiple model approach optimized with delta absolute net
minimization (MPC_DANM) had the smallest L2 errors (Table 1).
F-tests showed significant differences between MPC_DANM and
all other methods except for MPC_EMP, which is also based on
multiple models (Table 1).

In the multiple metabolite spike-in experiment, a single model
with delta absolute net minimization (SPC_DANM) had the smallest
L2 errors (Table 2). F-tests showed significant differences between
this method and all other methods except the nonlinear shrinkage
(NLS) (Table 2).
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Figure 7
Distribution of errors for metabolite spike-in experiments
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Table 1 Table 2

L1, L2, and F-test values for the single metabolite spike-in L1, L2, and F-test values for the multiple metabolite spike-in

experiment. MPC_DANM, the method with the smallest experiment. SPC_DANM, the method with the smallest L2 error,

L2 error, is used as the reference in the F-test is used as the reference in the F-test (Degrees of freedom = 197
(Degrees of freedom =170 for all methods) for all methods)

Method L1 error L2 error F P value (one tail) Method L1 error L2 error F P value (one tail)
SPC_AAM 187.9 730.6 9.65 < 0.0001%%* SPC_AAM 290.44 978.84 212 < 0.0001%%**
SPC_EMP 149.96 435.06 5.75 < 0.000] 3% SPC_EMP 326.43 1274.57 276 < 0.0001
SPC_DSM 445.16  3700.99 4891 < 0.0001%#* SPC_DSM 1357.75 28002.27 60.55 < 0.0001 %%
SPC_DANM 107.47 308.52 4.08 < 0.0001*** SPC_DANM 165.16 462.49 1 0.5
MPC_DANM 75.45 75.68 1 0.5 MPC_DANM  210.95 769.38  1.66 0.0002%%#3*
MPC_EMP 78.37 83.38 1.1 0.2639 MPC_EMP 217.15 879.89 1.9 < 0.0001 %%
NLS 97.7 108.91  1.44 0.0091%* NLS 185.24 563.83  1.22 0.0826
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Table 3
L1, L2, and F-test values for the combination of both the single
and multiple spike-in experiments. NLS, the method with the
smallest L2 error, is used as the reference in the F-test (Degrees
of freedom =368 for all methods)

Method L1 error L2 error F P value (one tail)
SPC_AAM 47835 1709.44 254 < 0.0001%#*%*
SPC_EMP 47638  1709.63  2.54 < 0.00017%**
SPC_DSM 1802.91 31703.3  47.13 < 0.00017%**
SPC_DANM 272.63 771.01  1.15 0.0957
MPC_DANM  286.4 845.06  1.26 0.0145*
MPC_EMP 295.51 963.28 143 0.0003**
NLS 282.94 672.74 1 0.5

When we combined the results of these two experiments,
Table 3 showed that NLS had the smallest L2 error. F-tests
showed that all other methods were significantly different from
NLS except SPC_DANM.

Multivariable model analyses were conducted not only on phase
correction methods but also on metabolites and urine samples, as
detailed in Supplement 18. This supplement includes all modeling
results for the single metabolite spike-in experiment, the multiple
metabolite spike-in experiment, and the combination of these two
experiments. Forest plots in Figure 7D-E display the comparison
of methods after adjusting for urine sample and metabolite effects
in the complete models. The method with the smallest L2 error

was used as the reference level for each model. In the single
metabolite experiment, none of the methods showed significant
differences from the multiple model approach with delta absolute
net minimization (MPC_DANM). In the multiple metabolite
experiment, only the single model optimized with dispersion
(SPC_DSM) showed a significant difference when compared to
the single model optimized with delta absolute net minimization
(SPC_DANM). When both experiments were combined, none of
the methods, except SPC_DSM, showed significant differences
from the nonlinear shrinkage (NLS) method.

Although Figure 7 shows the distribution of errors from the
experiments and provides a good visualization of errors, it treats
all error units equally. In contrast, squared errors can penalize
errors that are further from zero. This distinction is why the sum
of squared errors (L2 errors) is widely used in statistics and serves
as the basis for the main comparisons in Tables 1-3.

Figure 8 complements this analysis by illustrating the
distribution of individual squared errors from the metabolite
spike-in experiments. While the L2 error, as shown in Tables 1-3,
aggregates these squared errors into a single measure, Figure 8
focuses on the spread and variability of the errors. Across all
scenarios—the single spike-in experiment (Figure 8A), the
multiple spike-in experiment (Figure 8B), and the combined
experiments (Figure 8C)—NLS consistently exhibits the smallest
ranges of squared errors. This indicates that NLS produces more
consistent, smaller error values across experiments, even though
its L2 error is not always the smallest as shown in Tables 1-3.
The narrow range of squared errors shown in Figure 8 highlights

Figure 8
Distribution of squared errors for metabolite spike-in experiments
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the stability of NLS in minimizing large deviations, which is an
important property when assessing method reliability.

Based on our statistical analysis of metabolite spike-in
experiments, we consistently observed that SPC_DSM performed
worse compared to the other methods across multiple scenarios.
This consistent underperformance supports our conclusion that
SPC_DSM is the least effective method among the seven we
tested. On the other hand, our new optimization function with a
single model (SPC_DANM) or multiple models (MPC_DANM),
as well as nonlinear shrinkage (NLS) are good performers.

5. Discussion

Phase error correction is a critical pre-processing step in NMR.
Existing methods typically use a single phase error correction model
for the entire spectrum and heavily depend on the optimization
function. In this paper, we introduced two new approaches,
nonlinear shrinkage (NLS) with full information and MPC
with multiple-phase error correction models, along with a new
optimization function called delta absolute net minimization
(DANM). NLS and DANM represent our key innovations, while
MPC modifies existing models by dividing the spectrum into peak
ranges and applying a phase correction model to each range.

Simulations and the case study demonstrated that NLS was the
top performer, significantly faster than other methods, as it does not
require any optimization process. In the metabolite spike-in
experiments, MPC_DANM and SPC_DANM were the top
performers based on L2 errors in the single spike-in and multiple
spike-in experiments, respectively. However, when the results of
both experiments were combined, NLS emerged as the best
method based on L2 errors. Furthermore, when examining the
distribution of squared errors, NLS consistently exhibited the
narrowest squared error ranges across the single spike-in, multiple
spike-in, and combined experiments.

Although the results from the metabolite experiments were
more complex compared to the simulations, we conclude that
NLS remains the most reliable method for phase error correction
and is also the fastest. Its advantage lies in avoiding the inherent
approximations of optimization, relying instead on the solid
theoretical support we demonstrated mathematically in Section 2.

Our new optimization function, DANM, also showed strong
results in enhancing phase error correction, whether applied to
single or multiple models. This highlights the versatility of
DANM, whose performance remained consistent regardless of the
number of models used. Both NLS and DANM offer promising
potential to be extended beyond the 1D data used here to 2D and
3D NMR applications.

In contrast, our modified MPC approach did not show the
significant performance gains we initially expected, and its
success is highly dependent on the optimization function used.
Therefore, we do not recommend MPC for general use.

SPC_DSM, on the other hand, performed the worst across all
simulations, the case study, and metabolite spike-in experiments.
As discussed in our phase error correction review [51],
minimizing the integral of the dispersion component can be
misleading. Ideally, when no phase error is present, the integral of
the dispersion component should be zero, but not necessarily
minimal. To address this, we suggested minimizing the absolute
integral instead [51]; however, this introduced a new problem—
non-differentiability at zero—resulting in poor convergence.
When we tested this revised version alongside the single-model
approach, SPC_DSM remained the worst performer (data not

shown). This shows the difficulty in effectively incorporating the
dispersion component into the optimization process.

The other two optimization functions, AAM and EMP,
performed better than DSM, though not as effectively as DANM,
with their performance being quite close.

While NLS does not rely on any optimization function, it also
does not consistently outperform other methods, as demonstrated in
our metabolite spike-in experiments. To further improve its
performance, we need to address potential issues related to sub-
range divisions. Although NLS should theoretically yield an ideal
real part, it depends on dividing the spectrum into peak ranges,
which can lead to non-smooth transitions between neighboring
ranges. Additionally, within the same peak range, smaller peaks
may shrink excessively. Overall, dividing a spectrum is
challenging due to noise, cutoffs, and overlapping signals.

All the methods discussed in this paper, including additional
options, are available in the R package NMRphasing, accessible via
GitHub  (https:/github.com/ajiangsfu/NMRphasing) and CRAN
(https://cran.r-project.org/web/packages/NMRphasing/index.html).

Looking forward, although we did not apply neural networks in
this research, our phase error correction review [51] highlights the
challenges of using neural networks, especially the reliance on
optimization functions based on squared or absolute errors, which
require ground truth that is not available in real-world MR data.
This limitation explains why phase errors can still persist even
after adjustments with neural networks.

Despite the limitations of each individual approach, combining
them could lead to significant improvements in phase error
correction. For instance, instead of using L1 or L2 errors for
neural network training, we could apply MR-specific optimization
functions like DANM, thereby eliminating the need for ground
truth. Alternatively, we could use NLS-phased MR data as
pseudo-ground truth. Although NLS is not perfect, it offers the
closest approximation for well-separated peaks in real-world MR
data. The future direction lies in integrating the strengths of
multiple approaches while mitigating their individual weaknesses.

Ethical Statement

This study does not contain any studies with human or animal
subjects performed by any of the authors.

Conflicts of Interest

Aixiang Jiang is an Editorial Board Member for Journal of Data
Science and Intelligent Systems and was not involved in the editorial
review or the decision to publish this article. The authors declare that
they have no conflicts of interest to this work.

Data Availability Statement

Data available on request from the corresponding author upon
reasonable request.

Author Contribution Statement

Aixiang Jiang: Conceptualization, Methodology, Software,
Validation, Formal analysis, Investigation, Data curation, Writing
— original draft, Writing — review & editing, Visualization,
Supervision, Project administration. Andrée E. Gravel:
Resources, Data curation, Writing — review & editing. Ethan Tse:
Writing — review & editing. Sanjoy Kumar Das: Resources, Data
curation. James Hanley: Conceptualization, Writing — original

13


https://github.com/ajiangsfu/NMRphasing
https://cran.r-project.org/web/packages/NMRphasing/index.html

Journal of Data Science and Intelligent Systems

Vol. 00

Iss. 00 2024

draft, Writing

review & editing, Supervision, Project

administration. Robert Nadon: Conceptualization, Resources,
Data curation, Writing — original draft, Writing — review &
editing, Supervision, Project administration.

References

[1] Akoka, S., & Remaud, G. S. (2020). NMR-based isotopic and

9

[10

[11

[12

[13

14

—_—

—_

[

—_

—

—

—_

—_—

—_

isotopomic analysis. Progress in Nuclear Magnetic Resonance
Spectroscopy, 120—121, 1-24. https://doi.org/10.1016/j.pnmrs.
2020.07.001

Anaraki, M. T., Lysak, D. H., Downey, K., Kock, F. V. C., You,
X., Majumdar, R. D., ..., & Simpson, A. J. (2021). NMR
spectroscopy of wastewater: A review, case study, and future
potential. Progress in Nuclear Magnetic Resonance
Spectroscopy, 126, 121-180. https://doi.org/10.1016/j.pnmrs.
2021.08.001

Chandler, B., Todd, L., & Smith, S. O. (2022). Magic angle
spinning NMR of G protein-coupled receptors. Progress in
Nuclear Magnetic Resonance Spectroscopy, 128, 25-43.
https://doi.org/10.1016/j.pnmrs.2021.10.002

Dalvit, C., Gmiir, 1., RoBler, P., & Gossert, A. D. (2023).
Affinity measurement of strong ligands with NMR
spectroscopy: Limitations and ways to overcome them.
Progress in Nuclear Magnetic Resonance Spectroscopy,
138-139, 52-69. https://doi.org/10.1016/j.pnmrs.2023.
07.001

Damodaran, K. (2022). Recent advances in NMR spectroscopy
of ionic liquids. Progress in Nuclear Magnetic Resonance
Spectroscopy, 129, 1-27. https://doi.org/10.1016/j.pnmrs.2021.
12.001

Eills, J., Hale, W., & Utz, M. (2022). Synergies between
hyperpolarized NMR and microfluidics: A review. Progress
in Nuclear Magnetic Resonance Spectroscopy, 128, 44—69.
https://doi.org/10.1016/j.pnmrs.2021.09.001

Forse, A. C., Merlet, C., Grey, C. P., & Griffin, J. M. (2021).
NMR studies of adsorption and diffusion in porous
carbonaceous materials. Progress in Nuclear Magnetic
Resonance Spectroscopy, 124-125, 57-84. https://doi.org/
10.1016/j.pnmrs.2021.03.003

Jones, J. A. (2024). Controlling NMR spin systems for quantum
computation. Progress in Nuclear Magnetic Resonance
Spectroscopy, 140-141, 49-85. https://doi.org/10.1016/
j-.pnmrs.2024.02.002

Krivdin, L. B. (2023). An overview of Helium-3 NMR: Recent
developments and applications. Progress in Nuclear Magnetic
Resonance Spectroscopy, 136—137, 83—109. https://doi.org/10.
1016/j.pnmrs.2023.08.001

Kupce, E., Mote, K. R., Webb, A., Madhu, P. K., & Claridge,
T. D. W. (2021). Multiplexing experiments in NMR and
multi-nuclear MRI. Progress in Nuclear Magnetic Resonance
Spectroscopy, 124-125, 1-56. https://doi.org/10.1016/).pnmrs.
2021.03.001

Leifer, N., Aurbach, D., & Greenbaum, S. G. (2024). NMR
studies of lithium and sodium battery electrolytes. Progress
in Nuclear Magnetic Resonance Spectroscopy, 142—143,
1-54. https://doi.org/10.1016/j.pnmrs.2024.02.001

Middleton, D. A. (2024). NMR studies of amyloid interactions.
Progress in Nuclear Magnetic Resonance Spectroscopy,
144-145, 63-96. https://doi.org/10.1016/j.pnmrs.2024.07.001
Mishra, S. K., & Suryaprakash, N. (2023). Pure shift edited NMR
methodologies for the extraction of homo- and heteronuclear
couplings with ultra-high resolution. Progress in Nuclear

[14

[15

[16

[17

[18

[19

[20

21

[22

23

[24

[25

[26

[27

—_

—_

—_

]

—_

]

]

]

—

—_

—_

]

—_

—

Magnetic Resonance Spectroscopy, 136—137, 1-60. https:/
doi.org/10.1016/j.pnmrs.2023.02.001

Neuhaus, D. (2022). Zinc finger structure determination by
NMR: Why zinc fingers can be a handful. Progress in
Nuclear Magnetic Resonance Spectroscopy, 130-131,
62-105. https://doi.org/10.1016/j.pnmrs.2022.07.001

Pavon, E., & Alba, M. D. (2021). Swelling layered minerals
applications: A solid state NMR overview. Progress in
Nuclear Magnetic Resonance Spectroscopy, 124—125,
99-128. https://doi.org/10.1016/j.pnmrs.2021.04.001

Snyder, D. A. (2021). Covariance NMR: Theoretical
concerns,  practical  considerations,  contemporary
applications and related techniques. Progress in Nuclear
Magnetic Resonance Spectroscopy, 122, 1-10. https://
doi.org/10.1016/j.pnmrs.2020.09.001

Theillet, F.-X., & Luchinat, E. (2022). In-cell NMR: Why and
how? Progress in Nuclear Magnetic Resonance Spectroscopy,
132-133, 1-112. https://doi.org/10.1016/j.pnmrs.2022.04.002
Tugarinov, V., Ceccon, A., & Clore, G. M. (2022). NMR
methods for exploring ‘dark’ states in ligand binding and
protein-protein interactions. Progress in Nuclear Magnetic
Resonance Spectroscopy, 128, 1-24. https://doi.org/10.1016/
j-pnmrs.2021.10.001

Tugarinov, V., & Clore, G. M. (2024). The utility of small nutation
angle 'H pulses for NMR studies of methyl-containing side-chain
dynamics in proteins. Progress in Nuclear Magnetic Resonance
Spectroscopy, 144—145, 40—62. https://doi.org/10.1016/j.pnmrs.
2024.05.004

Vosegaard, T. (2021). Single-crystal NMR spectroscopy.
Progress in Nuclear Magnetic Resonance Spectroscopy, 123,
51-72. https://doi.org/10.1016/j.pnmrs.2021.01.001

Xu, G., Cheng, K., Liu, M., & Li, C. (2024). Studying protein
stability in crowded environments by NMR. Progress in
Nuclear Magnetic Resonance Spectroscopy, 140—141, 42—48.
https://doi.org/10.1016/j.pnmrs.2024.01.001

Zheng, M., Chu, Y., Wang, Q., Wang, Y., Xu, J., & Deng, F.
(2024). Advanced solid-state NMR spectroscopy and its
applications in zeolite chemistry. Progress in Nuclear
Magnetic Resonance Spectroscopy, 140-141, 1-41. https://
doi.org/10.1016/j.pnmrs.2023.11.001

Emst, R. R., Bodenhausen, G., & Wokaun, A. (1987).
Principles of nuclear magnetic resonance in one and two
dimensions. UK: Clarendon Press.

Keeler, J. (2011). Understanding NMR spectroscopy. USA:
Wiley. https://books.google.co.uk/books?id=PKQIfaK4COoC&
Ipg=PR17&ots=ydJiBq4Z6M&dq=Keeler%2C%20J.%
20(2011).%20Understanding%20NMR%20Spectroscopy.%
20Wiley.&Ir&hl=zh-CN&pg=PR17#v=onepage&q&f=false
He, T., Zur, Y., Montrazi, E. T., & Frydman, L. (2024).
Phase-incremented steady-state free precession as an
alternate route to high-resolution NMR. Journal of the
American Chemical Society, 146(6), 3615-3621. https://
doi.org/10.1021/jacs.3¢12954

Jiang, A. (2024). Insights into nuclear magnetic resonance data
pre-processing: A comprehensive review. Journal of Data
Science and Intelligent Systems. https://doi.org/10.47852/
bonviewJDSIS42022556

Minderhoud, S. C. S., van der Velde, N., Wentzel, J. J., van der
Geest, R. J., Attrach, M., Wielopolski, P. A., ..., & Hirsch, A.
(2020). The clinical impact of phase offset errors and different
correction methods in cardiovascular magnetic resonance
phase contrast imaging: A multi-scanner study. Journal of
Cardiovascular Magnetic Resonance: Official Journal of the


https://doi.org/10.1016/j.pnmrs.2020.07.001
https://doi.org/10.1016/j.pnmrs.2020.07.001
https://doi.org/10.1016/j.pnmrs.2021.08.001
https://doi.org/10.1016/j.pnmrs.2021.08.001
https://doi.org/10.1016/j.pnmrs.2021.10.002
https://doi.org/10.1016/j.pnmrs.2023.07.001
https://doi.org/10.1016/j.pnmrs.2023.07.001
https://doi.org/10.1016/j.pnmrs.2021.12.001
https://doi.org/10.1016/j.pnmrs.2021.12.001
https://doi.org/10.1016/j.pnmrs.2021.09.001
https://doi.org/10.1016/j.pnmrs.2021.03.003
https://doi.org/10.1016/j.pnmrs.2021.03.003
https://doi.org/10.1016/j.pnmrs.2024.02.002
https://doi.org/10.1016/j.pnmrs.2024.02.002
https://doi.org/10.1016/j.pnmrs.2023.08.001
https://doi.org/10.1016/j.pnmrs.2023.08.001
https://doi.org/10.1016/j.pnmrs.2021.03.001
https://doi.org/10.1016/j.pnmrs.2021.03.001
https://doi.org/10.1016/j.pnmrs.2024.02.001
https://doi.org/10.1016/j.pnmrs.2024.07.001
https://doi.org/10.1016/j.pnmrs.2023.02.001
https://doi.org/10.1016/j.pnmrs.2023.02.001
https://doi.org/10.1016/j.pnmrs.2022.07.001
https://doi.org/10.1016/j.pnmrs.2021.04.001
https://doi.org/10.1016/j.pnmrs.2020.09.001
https://doi.org/10.1016/j.pnmrs.2020.09.001
https://doi.org/10.1016/j.pnmrs.2022.04.002
https://doi.org/10.1016/j.pnmrs.2021.10.001
https://doi.org/10.1016/j.pnmrs.2021.10.001
https://doi.org/10.1016/j.pnmrs.2024.05.004
https://doi.org/10.1016/j.pnmrs.2024.05.004
https://doi.org/10.1016/j.pnmrs.2021.01.001
https://doi.org/10.1016/j.pnmrs.2024.01.001
https://doi.org/10.1016/j.pnmrs.2023.11.001
https://doi.org/10.1016/j.pnmrs.2023.11.001
https://books.google.co.uk/books?id=PKQlfaK4COoC&lpg=PR17&ots=ydJiBq4Z6M&dq=Keeler%2C%20J.%20(2011).%20Understanding%20NMR%20Spectroscopy.%20Wiley.&lr&hl=zh-CN&pg=PR17#v=onepage&q&f=false
https://books.google.co.uk/books?id=PKQlfaK4COoC&lpg=PR17&ots=ydJiBq4Z6M&dq=Keeler%2C%20J.%20(2011).%20Understanding%20NMR%20Spectroscopy.%20Wiley.&lr&hl=zh-CN&pg=PR17#v=onepage&q&f=false
https://books.google.co.uk/books?id=PKQlfaK4COoC&lpg=PR17&ots=ydJiBq4Z6M&dq=Keeler%2C%20J.%20(2011).%20Understanding%20NMR%20Spectroscopy.%20Wiley.&lr&hl=zh-CN&pg=PR17#v=onepage&q&f=false
https://books.google.co.uk/books?id=PKQlfaK4COoC&lpg=PR17&ots=ydJiBq4Z6M&dq=Keeler%2C%20J.%20(2011).%20Understanding%20NMR%20Spectroscopy.%20Wiley.&lr&hl=zh-CN&pg=PR17#v=onepage&q&f=false
https://books.google.co.uk/books?id=PKQlfaK4COoC&lpg=PR17&ots=ydJiBq4Z6M&dq=Keeler%2C%20J.%20(2011).%20Understanding%20NMR%20Spectroscopy.%20Wiley.&lr&hl=zh-CN&pg=PR17#v=onepage&q&f=false
https://books.google.co.uk/books?id=PKQlfaK4COoC&lpg=PR17&ots=ydJiBq4Z6M&dq=Keeler%2C%20J.%20(2011).%20Understanding%20NMR%20Spectroscopy.%20Wiley.&lr&hl=zh-CN&pg=PR17#v=onepage&q&f=false
https://books.google.co.uk/books?id=PKQlfaK4COoC&lpg=PR17&ots=ydJiBq4Z6M&dq=Keeler%2C%20J.%20(2011).%20Understanding%20NMR%20Spectroscopy.%20Wiley.&lr&hl=zh-CN&pg=PR17#v=onepage&q&f=false
https://books.google.co.uk/books?id=PKQlfaK4COoC&lpg=PR17&ots=ydJiBq4Z6M&dq=Keeler%2C%20J.%20(2011).%20Understanding%20NMR%20Spectroscopy.%20Wiley.&lr&hl=zh-CN&pg=PR17#v=onepage&q&f=false
https://books.google.co.uk/books?id=PKQlfaK4COoC&lpg=PR17&ots=ydJiBq4Z6M&dq=Keeler%2C%20J.%20(2011).%20Understanding%20NMR%20Spectroscopy.%20Wiley.&lr&hl=zh-CN&pg=PR17#v=onepage&q&f=false
https://books.google.co.uk/books?id=PKQlfaK4COoC&lpg=PR17&ots=ydJiBq4Z6M&dq=Keeler%2C%20J.%20(2011).%20Understanding%20NMR%20Spectroscopy.%20Wiley.&lr&hl=zh-CN&pg=PR17#v=onepage&q&f=false
https://books.google.co.uk/books?id=PKQlfaK4COoC&lpg=PR17&ots=ydJiBq4Z6M&dq=Keeler%2C%20J.%20(2011).%20Understanding%20NMR%20Spectroscopy.%20Wiley.&lr&hl=zh-CN&pg=PR17#v=onepage&q&f=false
https://books.google.co.uk/books?id=PKQlfaK4COoC&lpg=PR17&ots=ydJiBq4Z6M&dq=Keeler%2C%20J.%20(2011).%20Understanding%20NMR%20Spectroscopy.%20Wiley.&lr&hl=zh-CN&pg=PR17#v=onepage&q&f=false
https://doi.org/10.1021/jacs.3c12954
https://doi.org/10.1021/jacs.3c12954
https://doi.org/10.47852/bonviewJDSIS42022556
https://doi.org/10.47852/bonviewJDSIS42022556

Journal of Data Science and Intelligent Systems

Vol. 00

Iss. 00 2024

[28

—_

[29]

[32

—_—

[33]

[34]

[35

—_

[36]

[37

—

[38]

[39

—

[41

—_

[42]

Society for Cardiovascular Magnetic Resonance, 22(1), 68.
https://doi.org/10.1186/s12968-020-00659-3

Abdulla, S. U., Reutens, D., Bollmann, S., & Vegh, V. (2020).
MRI phase offset correction method impacts quantitative
susceptibility mapping. Magnetic Resonance Imaging, 74,
139-151. https://doi.org/10.1016/j.mri.2020.08.009

Wymer, D. T., Patel, K. P., Burke, W. F., & Bhatia, V. K.
(2020). Phase-contrast MRI: Physics, techniques, and clinical
applications. RadioGraphics, 40(1), 122—140. https://doi.org/
10.1148/rg.2020190039

Bao, Q., Feng, J., Chen, L., Chen, F., Liu, Z., Jiang, B., & Liu,
C. (2013). A robust automatic phase correction method for
signal dense spectra. Journal of Magnetic Resonance, 234,
82-89. https://doi.org/10.1016/j.jmr.2013.06.012

Chen, L., Weng, Z., Goh, L., & Garland, M. (2002). An efficient
algorithm for automatic phase correction of NMR spectra based
on entropy minimization. Journal of Magnetic Resonance,
158(1), 164-168. https://doi.org/10.1016/S1090-7807(02)00069-1
de Brouwer, H. (2009). Evaluation of algorithms for automated
phase correction of NMR spectra. Journal of Magnetic
Resonance, 201(2), 230-238. https://doi.org/10.1016/j,jmr.2009.
09.017

Dzakula, Z. (2000). Phase angle measurement from peak areas
(PAMPAYS). Journal of Magnetic Resonance, 146(1), 20-32.
https://doi.org/10.1006/jmre.2000.2123

Mikkelsen, M., Tapper, S., Near, J., Mostofsky, S. H., Puts, N. A. J.,
& Edden, R. A. E. (2020). Correcting frequency and phase offsets in
MRS data using robust spectral registration. NMR in Biomedicine,
33(10), e4368. https://doi.org/10.1002/nbm.4368

Prostko, P., Pikkemaat, J., Selter, P., Lukaschek, M.,
Wechselberger, R., Khamiakova, T., & Valkenborg, D.
(2022). R shiny app for the automated deconvolution of
NMR spectra to quantify the solid-state forms of
pharmaceutical mixtures. Metabolites, 12(12), 1248. https://
doi.org/10.3390/metabo12121248

Rout, M., Lipfert, M., Lee, B. L., Berjanskii, M., Assempour,
N., Fresno, R. V., ..., & Wishart, D. S. (2023). MagMet: A
fully automated web server for targeted nuclear magnetic
resonance metabolomics of plasma and serum. Magnetic
Resonance in Chemistry, 61(12), 681-704. https://doi.org/
10.1002/mrc.5371

Sakhaii, P., Bohorc, B., Schliedermann, U., & Bermel, W. (2021).
Boosting the resolution of multidimensional NMR spectra by
complete removal of proton spin multiplicities. Scientific Reports,
11(1), 21566. https://doi.org/10.1038/s41598-021-01041-8

Van, A. T., Hernando, D., & Sutton, B. P. (2011). Motion-
induced phase error estimation and correction in 3D diffusion
tensor imaging. [EEE Transactions on Medical Imaging,
30(11), 1933-1940. https:/doi.org/10.1109/TMI.2011.2158654
Worley, B., & Powers, R. (2014). Simultaneous phase and
scatter correction for NMR datasets. Chemometrics and
Intelligent Laboratory Systems, 131, 1-6. https://doi.org/10.
1016/j.chemolab.2013.11.005

Wright, A. J., Buydens, L. M., & Heerschap, A. (2012). A
phase and frequency alignment protocol for 'H MRSI data of
the prostate. NMR in Biomedicine, 25(5), 755-765. https://
doi.org/10.1002/nbm.1790

Yong, J. (2024). NMR theory. In J. Yong (Ed.), Optimising
NMR  spectroscopy  through method and software
development (pp. 1-33). Springer Nature. https://doi.org/10.
1007/978-3-031-46684-7_1

Gan, Z., & Hung, 1. (2022). Second-order phase correction of
NMR spectra acquired using linear frequency-sweeps.

[43]

[44]

[43]

[46]

[47]

(48]

[49]

[50]

[51

—

[52]

[53]

[54]

[55]

[56]

Magnetic Resonance Letters, 2(1), 1-8. https://doi.org/
10.1016/.mr1.2021.100026

Jaroszewicz, M. J., Altenhof, A. R., Schurko, R. W., &
Frydman, L. (2023). An automated multi-order phase
correction routine for processing ultra-wideline NMR
spectra. Journal of Magnetic Resonance, 354, 107528.
https://doi.org/10.1016/j.jmr.2023.107528

Mattay, R. R., Kim, K., Shah, L., Shah, B., Sugrue, L., Safoora,
F., ..., & Narsinh, K. H. (2023). MR thermometry during
transcranial MR imaging—guided focused ultrasound
procedures: A review. American Journal of Neuroradiology.
https://doi.org/10.3174/ajnr.A8038

Srinivas, S., Masutani, E., Norbash, A., & Hsiao, A. (2023).
Deep learning phase error correction for cerebrovascular 4D
flow MRI. Scientific Reports, 13(1), 9095. https://doi.org/10.
1038/s41598-023-36061-z

van Vaals, J. J., & van Gerwen, P. H. J. (1990). Novel methods
for automatic phase correction of NMR spectra. Journal of
Magnetic Resonance (1969), 86(1), 127-147. https://doi.org/
10.1016/0022-2364(90)90216-V

You, S., Masutani, E. M., Alley, M. T., Vasanawala, S. S.,
Taub, P. R., Liau, J., ..., & Hsiao, A. (2022). Deep learning
automated background phase error correction for
abdominopelvic 4D flow MRI. Radiology, 302(3), 584-592.
https://doi.org/10.1148/radiol.2021211270

Ernst, R. R. (1969). Numerical Hilbert transform and automatic
phase correction in magnetic resonance spectroscopy. Journal
of Magnetic Resonance (1969), 1(1), 7-26. https://doi.org/
10.1016/0022-2364(69)90003-1

Larry Bretthorst, G. (2008). Automatic phasing of MR images.
Part I: Linearly varying phase. Journal of Magnetic Resonance,
191(2), 184-192. https://doi.org/10.1016/j.jmr.2007.12.010
Near, J., Harris, A. D., Juchem, C., Kreis, R., Marjariska, M., Oz,
G., ..., & Gasparovic, C. (2021). Preprocessing, analysis and
quantification  in  single-voxel = magnetic = resonance
spectroscopy: Experts’ consensus recommendations. NMR in
Biomedicine, 34(5), e4257. https://doi.org/10.1002/nbm.4257
Jiang, A. (2024). Phase error correction in magnetic resonance:
A review of models, optimization functions, and optimizers in
traditional statistics and neural networks. Preprints. https://
doi.org/10.20944/preprints202409.2252.v1

Binczyk, F., Tarnawski, R., & Polanska, J. (2015). Strategies for
optimizing the phase correction algorithms in nuclear magnetic
resonance spectroscopy. Biomedical Engineering Online, 14,
1-14. https://doi.org/10.1186/1475-925X-14-S2-S5

Hardy, E. H., Hoferer, J., Mertens, D., & Kasper, G. (2009).
Automated phase correction via maximization of the real
signal. Magnetic Resonance Imaging, 27(3), 393-400.
https://doi.org/10.1016/j.mri.2008.07.009

Nelson, S. J.,, & Brown, T. R. (1989). The accuracy of
quantification from 1D NMR spectra using the PIQABLE
algorithm. Journal of Magnetic Resonance, 84(1), 95-109.
https://doi.org/10.1016/0022-2364(89)90008-5

Simicic, D., Zollner, H. J., Davies-Jenkins, C. W., Hupfeld, K.
E., Edden, R. A. E., & Oeltzschner, G. (2024). Model-based
frequency-and-phase correction of (1)H MRS data with 2D
linear-combination modeling. Magnetic ~ Resonance in
Medicine, 92(5), 2222-2236. https://doi.org/10.1002/mrm.
30209

Brown, D. E., Campbell, T. W., & Moore, R. N. (1989).
Automated phase correction of FT NMR spectra by baseline
optimization. Journal of Magnetic Resonance (1969), 85(1),
15-23. https://doi.org/10.1016/0022-2364(89)90315-6

15


https://doi.org/10.1186/s12968-020-00659-3
https://doi.org/10.1016/j.mri.2020.08.009
https://doi.org/10.1148/rg.2020190039
https://doi.org/10.1148/rg.2020190039
https://doi.org/10.1016/j.jmr.2013.06.012
https://doi.org/10.1016/S1090-7807(02)00069-1
https://doi.org/10.1016/j.jmr.2009.09.017
https://doi.org/10.1016/j.jmr.2009.09.017
https://doi.org/10.1006/jmre.2000.2123
https://doi.org/10.1002/nbm.4368
https://doi.org/10.3390/metabo12121248
https://doi.org/10.3390/metabo12121248
https://doi.org/10.1002/mrc.5371
https://doi.org/10.1002/mrc.5371
https://doi.org/10.1038/s41598-021-01041-8
https://doi.org/10.1109/TMI.2011.2158654
https://doi.org/10.1016/j.chemolab.2013.11.005
https://doi.org/10.1016/j.chemolab.2013.11.005
https://doi.org/10.1002/nbm.1790
https://doi.org/10.1002/nbm.1790
https://doi.org/10.1007/978-3-031-46684-7_1
https://doi.org/10.1007/978-3-031-46684-7_1
https://doi.org/10.1016/j.mrl.2021.100026
https://doi.org/10.1016/j.mrl.2021.100026
https://doi.org/10.1016/j.jmr.2023.107528
https://doi.org/10.3174/ajnr.A8038
https://doi.org/10.1038/s41598-023-36061-z
https://doi.org/10.1038/s41598-023-36061-z
https://doi.org/10.1016/0022-2364(90)90216-V
https://doi.org/10.1016/0022-2364(90)90216-V
https://doi.org/10.1148/radiol.2021211270
https://doi.org/10.1016/0022-2364(69)90003-1
https://doi.org/10.1016/0022-2364(69)90003-1
https://doi.org/10.1016/j.jmr.2007.12.010
https://doi.org/10.1002/nbm.4257
https://doi.org/10.20944/preprints202409.2252.v1
https://doi.org/10.20944/preprints202409.2252.v1
https://doi.org/10.1186/1475-925X-14-S2-S5
https://doi.org/10.1016/j.mri.2008.07.009
https://doi.org/10.1016/0022-2364(89)90008-5
https://doi.org/10.1002/mrm.30209
https://doi.org/10.1002/mrm.30209
https://doi.org/10.1016/0022-2364(89)90315-6

Journal of Data Science and Intelligent Systems

Vol. 00

Iss. 00 2024

[57] Craig, E. C., & Marshall, A. G. (1988). Automated phase
correction of FT NMR spectra by means of phase
measurement based on dispersion versus absorption relation
(DISPA). Journal of Magnetic Resonance, 76(3), 458-475.
https://doi.org/10.1016/0022-2364(88)90350-2

[58] Ben-Tal, Y., Boaler, P. J., Dale, H. J. A., Dooley, R. E., Fohn,

N.A.,,Gao, Y., ..., & Lloyd-Jones, G. C. (2022). Mechanistic

analysis by NMR spectroscopy: A users guide. Progress in

Nuclear Magnetic Resonance Spectroscopy, 129, 28-106.

https://doi.org/10.1016/j.pnmrs.2022.01.001

Canlet, C., Deborde, C., Cahoreau, E., Da Costa, G., Gautier, R.,

Jacob, D., ..., & Giraudeau, P. (2023). NMR metabolite

quantification of a synthetic urine sample: An inter-laboratory

comparison of processing workflows. Metabolomics, 19(7), 65.

https://doi.org/10.1007/s11306-023-02028-4

[60] Corol, D. 1., Harflett, C., Beale, M. H., & Ward, J. L. (2014). An
efficient high throughput metabotyping platform for screening
of biomass willows. Metabolites, 4(4), 946-976. https://doi.
org/10.3390/metabo4040946

[61] del Campo, G., Zuriarrain, J., Zuriarrain, A., & Berregi, . (2016).
Quantitative determination of carboxylic acids, amino acids,
carbohydrates, ethanol and hydroxymethylfurfural in honey by
(DH NMR. Food Chemistry, 196, 1031-1039. https://doi.org/
10.1016/j.foodchem.2015.10.036

[62] Motegi, H., Tsuboi, Y., Saga, A., Kagami, T., Inoue, M.,
Toki, H., ..., & Kikuchi, J. (2015). Identification of reliable
components in multivariate curve resolution-alternating least
squares (MCR-ALS): A data-driven approach across
metabolic processes. Scientific Reports, 5, 15710-15710.
https://doi.org/10.1038/srep15710

[63] Bugler, H., Berto, R., Souza, R., & Harris, A. D. (2024).
Frequency and phase correction of GABA-edited magnetic
resonance spectroscopy using complex-valued convolutional
neural networks. Magnetic Resonance Imaging, 111, 186—195.
https://doi.org/10.1016/j.mri.2024.05.008

—
W
O

—

16

[64] Ma, D. J., Yang, Y., Harguindeguy, N., Tian, Y., Small, S. A,
Liu, F., ..., & Guo, J. (2024). Magnetic resonance
spectroscopy spectral registration using deep learning.
Journal of Magnetic Resonance Imaging, 59(3), 964-975.
https://doi.org/10.1002/jmri.28868
Shamaei, A., Starcukova, J., Pavlova, 1., & Starcuk Jr., Z.
(2023). Model-informed unsupervised deep learning
approaches to frequency and phase correction of MRS
signals. Magnetic Resonance in Medicine, 89(3), 1221-1236.
https://doi.org/10.1002/mrm.29498
Fischer, C., Miska, M., Jung, A., Weber, M.-A., Saure, D.,
Schmidmaier, G., ..., & Doll, J. (2020). Posttraumatic
perfusion analysis of quadriceps, patellar, and achilles tendon
regeneration with dynamic contrast-enhanced ultrasound and
dynamic contrast-enhanced magnetic resonance imaging.
Journal of Ultrasound in Medicine, n/a(n/a). https://doi.org/
10.1002/jum.15424
[67] Marshall, A. G., & Verdun, F. R. (1990). Fourier transforms in
NMR, optical, and mass spectrometry: A user’s handbook.
USA: Elsevier.
[68] Lefort, G., Liaubet, L., Canlet, C., Tardivel, P., Pére, M.-C,,
Quesnel, H., ..., & Servien, R. (2019). ASICS: An R
package for a whole analysis workflow of 1D 'H NMR
spectra. Bioinformatics (Oxford, England), 35(21), 4356-4363.
https://doi.org/10.1093/bioinformatics/btz248
Salek, R. M., Maguire, M. L., Bentley, E., Rubtsov, D. V.,
Hough, T., Cheeseman, M., ..., & Griffin, J. L. (2007). A
metabolomic comparison of urinary changes in type 2 diabetes
in mouse, rat, and human. Physiological Genomics, 29(2),
99-108. https://doi.org/10.1152/physiolgenomics.00194.2006

[65

—_

[66

—_

[69

[

How to Cite: Jiang, A., Gravel, A. E., Tse, E., Das, S. K., Hanley, J., & Nadon, R.
(2024). NMR Phase Error Correction with New Modeling Approaches. Journal of
Data Science  and  Intelligent  Systems. https://doi.org/10.47852/

bonviewJDSIS42024036



https://doi.org/10.1016/0022-2364(88)90350-2
https://doi.org/10.1016/j.pnmrs.2022.01.001
https://doi.org/10.1007/s11306-023-02028-4
https://doi.org/10.3390/metabo4040946
https://doi.org/10.3390/metabo4040946
https://doi.org/10.1016/j.foodchem.2015.10.036
https://doi.org/10.1016/j.foodchem.2015.10.036
https://doi.org/10.1038/srep15710
https://doi.org/10.1016/j.mri.2024.05.008
https://doi.org/10.1002/jmri.28868
https://doi.org/10.1002/mrm.29498
https://doi.org/10.1002/jum.15424
https://doi.org/10.1002/jum.15424
https://doi.org/10.1093/bioinformatics/btz248
https://doi.org/10.1152/physiolgenomics.00194.2006
https://doi.org/10.47852/bonviewJDSIS42024036
https://doi.org/10.47852/bonviewJDSIS42024036

	NMR Phase Error Correction with New Modeling Approaches
	1. Introduction
	1.1. NMR signals and phase error challenges
	1.2. Current phase error correction methods

	2. Proposed Approaches
	2.1. Nonlinear intensity shrinkage (NLS)
	2.1.1 Nonlinear shrinkage overview
	2.1.2 Mathematical formulation
	2.1.3 Mathematical formulation of nonlinear intensity shrinkage

	2.2. Multiple linear phase correction models (MPC)
	2.3. Optimization function: delta absolute net minimization (DANM)

	3. Materials and Methods
	3.1. Phase error correction methods
	3.2. Simulations
	3.2.1. Simulation methods
	3.2.2. Method comparisons with simulated datasets

	3.3. A case study
	3.4. Metabolite spike-in experiments

	4. Results
	4.1. Comparison of phase error correction methods in simulations
	4.2. Comparison of phase error correction methods in a case study
	4.3. Comparison of phase error correction methods in metabolite spike-in experiments

	5. Discussion
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.3
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /sRGB
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 524288
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo false
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Preserve
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 600
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.00000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 600
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.00000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages true
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth 4
  /MonoImageDownsampleThreshold 1.00000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects true
  /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 (U.S. Web Coated \050SWOP\051 v2)
  /PDFXOutputConditionIdentifier (CGATS TR 001)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /False

  /Description <<
    /ENU ()
    /ENN ()
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /ConvertToRGB
      /DestinationProfileName (U.S. Web Coated \(SWOP\) v2)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements true
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /UseName
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /UseDocumentProfile
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


