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Using quantitative multi-parameter mapping (MPM), studies can investigate clinically
relevant microstructural changes with high reliability over time and across subjects and
sites. However, long acquisition times (20 min for the standard 1-mm isotropic protocol)
limit its translational potential. This study aimed to evaluate the sensitivity gain of a fast
1.6-mm isotropic MPM protocol including post-processing optimized for longitudinal
clinical studies. 6 healthy volunteers (3547 years old; 3 female) were scanned at 3T
to acquire the following whole-brain MPM maps with 1.6 mm isotropic resolution: proton
density (PD), magnetization transfer saturation (MT), longitudinal relaxation rate (R1), and
transverse relaxation rate (R2*). MPM maps were generated using two RF transmit field
(B1+) correction methods: (1) using an acquired B1+ map and (2) using a data-driven
approach. Maps were generated with and without Gibb’s ringing correction. The
intra-/inter-subject coefficient of variation (CoV) of all maps in the gray and white matter, as
well as in all anatomical regions of a fine-grained brain atlas, were compared between the
different post-processing methods using Student’s t-test. The intra-subject stability of the
1.6-mm MPM protocol is 2—-3 times higher than for the standard 1-mm sequence and can
be achieved in less than half the scan duration. Intra-subject variability for all four maps
in white matter ranged from 1.2-5.3% and in gray matter from 1.8 to 9.2%. Bias-field
correction using an acquired B1+4 map significantly improved intra-subject variability of
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FIGURE 1 | (A) The total scan time for one MPM session including B1+ map. (B) All four quantitative maps acquired at different isotropic resolutions.

FIGURE 2 | (A) Scan-rescan variability within the white matter at different isotropic resolutions on the example of proton density contrast. Increasing the voxel size
decreases scan-rescan fluctuations until a point (red dashed line) where we assume physiological noise starts to dominate. A decrease in voxel size below 1.6 mm
(red arrow) comes at the cost of longitudinal stability and longer acquisition times (compare Figure 1A), which are incompatible with the needs of clinical routine.
Correcting for Gibb’s ringing increases stability (blue vs. red circles), especially at higher image resolution. (B) One exemplary slice (1.6 mm resolution) illustrating the
advantages of Gibb’s ringing correction on image quality and stability, especially in areas close to sharp tissue boundaries (red arrow).

contrasts in the gray (R1: —33.3%, p = 0.04; PD: —49.7%, p =  matter (PD: —12.2/-14.0%, MT: —11.6/-9.2%, R1: —8.0/-5.3%,
0.007) and white matter (R1: —46.0%, p = 0.03; PD: —62.0%, p ~ R2*: —13.3/-12.1%).
= 0.005). Additionally correcting for Gibb’s ringing resulted in a Figure 3A (lower row) shows the intra-subject variability of

lower intra-subject CoV (p < 0.001) of all contrasts in gray/white  individual atlas regions in an example slice for a typical volunteer
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Voxel-wise CoV

Atlas CoV

2-minute long B1 bias-field scan for the MT and R2* map.

FIGURE 3 | (A) An axial slice for a typical volunteer showing PD, MT, R1, R2* parameter maps for the optimized 1.6-mm protocol (upper row) including contour lines
of white matter (blue) and gray matter (red) masks used in the analysis; intra-subject CoV across the three scans (middle row); and the average CoV of MT, PD, R1,
R2* in the atlas regions - see also Table 2 and https://clinicalmpm.github.io. (B) The effect of B1+ map correction (data-driven UNICORT vs acquired B1+ map) and
Gibb’s ringing correction on the group-averaged scan-rescan variability in the gray and white matter for all 4 MPM contrasts. Note the negligible effect of using the
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TABLE 1 | Group-average values and intra-/inter-subject coefficients of variation of PD, MT, R1, and R2" maps using B1+ map and Gibb’s ringing correction.

Parameter value

Intra-subject CoV [%]

Inter-subject CoV [%]

Gray matter White matter Gray matter White matter Gray matter White matter
PD [%] 78.92 £ 0.38 70.52 + 0.40 1.85 £ 0.40 1.22 £0.20 0.48 + 0.04 0.56 + 0.05
MT [%] 0.93 + 0.04 1.59 £ 0.04 5.26 + 1.37 3.35 + 0.83 4.67 + 0.26 245+ 0.15
R1[s7'] 0.62 £ 0.02 0.90 + 0.02 3.568 + 1.04 2.69 + 0.85 2.69 + 0.26 243+ 0.26
R2* [s7] 18.87 £ 0.52 21.61 £ 0.66 9.17 + 1.66 5.30 + 1.01 2.73 £ 0.18 3.05 £ 0.15

and Table 2 presents the group-averaged intra-subject CoV of 15
ROIs with high clinical relevance from the Neuromorphometrics
atlas alongside volume (data for all regions can be found at
https://clinicalmpm.github.io). Intra-subject CoV within atlas
regions follows the same pattern as in the tissue masks: PD has
the lowest CoV (2.09 & 1.07%), followed by R1 (4.00 & 1.20%),
MT (6.26 & 2.54%), and R2* (9.45 & 3.43%). White and deep gray
matter regions are more stable compared to the cortical regions.
Using the data-driven B1+ inhomogeneity correction without
correcting for Gibb’s ringing resulted in poorer stability in all atlas
regions (https://clinicalmpm.github.io).

Inter-subject CoV followed a similar pattern as the intra-
subject CoV across atlas regions (https://clinicalmpm.github.
io): PD has the lowest CoV (2.02 &+ 1.82%), followed by R1
(512 £ 2.17%), MT (9.33 + 4.18%) and R2* (9.04 £ 5.61%).
Across atlas regions, no differences between intra- and inter-
subject variability were found for PD (p = 0.64) and R2* (p =

0.55) while the inter-subject CoV was slightly higher for MT
(by a factor of 1.61; p < 0.001) and R1 (by a factor of 1.35;
p < 0.001).

DISCUSSION

We present an acquisition and post-processing protocol for
quantitative MPM of the brain optimized for longitudinal
clinical studies. The acquisition protocol is fully based on
manufacturer sequences certified for clinical use and can be
immediately translated into clinical protocols without concerns
about patient safety or insurance issues. A standard head
coil (20 channels) was used for acquisition as it is more
readily available in the clinic (e.g., compared to 64-channel
coils). Further, the optimized protocol is fully compatible
with a wide range of 3-Tesla scanners with less performant
gradient systems.

Frontiers in Neuroscience | www.frontiersin.org

December 2020 | Volume 14 | Article 611194


https://clinicalmpm.github.io
https://clinicalmpm.github.io
https://clinicalmpm.github.io
https://clinicalmpm.github.io
https://clinicalmpm.github.io
https://www.frontiersin.org/journals/neuroscience
https://www.frontiersin.org
https://www.frontiersin.org/journals/neuroscience#articles

Cooper et al.

MPM Optimization

TABLE 2 | Mean and standard deviation of intra-subject CoV (scan-rescan) and volume of 15 example atlas regions with high clinical relevance (see remaining atlas

regions as sortable table at https://clinicalmpm.github.io).

ROI name PD CoV [%] MT CoV [%] R1 CoV [%] R2* CoV [%] ROI volume [cm?]
White matter

Cerebral WM 1.24 £ 0.21 3.54 + 0.91 2.80 + 0.87 5.31 + 0.95 556.2
Cerebellum WM 1.81 £ 0.41 4.14 £ 0.82 313 £ 1.22 8.23 + 2.03 33.1
Deep gray matter

Thalamus 1.34 £ 0.22 3.85 £ 1.22 2.71 £ 0.49 6.51 £ 1.11 20.7
Putamen 1.21 £ 0.21 3.02 £+ 0.80 2.40 £ 0.48 5.29 £ 1.31 11.5
Hippocampus 1.76 £ 0.38 5.00 + 1.50 3.42 + 0.86 10.561 £ 2.25 9.5
Caudate 1.22 £0.18 3.59 + 0.78 2.74 £ 0.85 5.95 + 0.99 8.6
Pallidum 1.38 £ 0.36 3.39 + 1.02 2.58 + 0.55 4.26 £ 0.96 3.8
Amygdala 2.16 £ 0.46 514 +1.46 3.47 £ 0.84 14.56 + 3.65 25
Cortical areas

Precentral gyrus 1.52 £ 0.44 6.43 £ 2.43 3.82 + 1.45 7.15 £ 1.59 40.5
Postcentral gyrus 1.73 £ 0.54 7.68 + 3.53 455 + 1.93 8.38 £ 2.25 34.4
Angular gyrus 1.683 £ 0.48 5.88 £ 2.70 3.99 + 1.40 7.35 £ 2.11 29.9
Supplementary motor cortex 1.40 £ 0.26 578 £ 1.45 3.66 +£ 1.34 6.40 £ 1.13 16.0
Occipital fusiform gyrus 2.01 £ 0.55 574 +£ 2.46 3.67 +£ 0.86 10.38 £ 3.37 10.6
Occipital pole 292 +1.22 8.81 £ 6.49 525 + 2.45 9.43 £+ 3.27 9.3
Parahippocampal gyrus 2.72 £ 0.81 6.24 + 2.67 421 +1.49 12.97 £ 2.90 7.6

Multi-Resolution Analysis

The analysis of MPM data acquired with isotropic voxel sizes
between 1 and 2.7 mm showed the expected increase in stability
with increasing voxel size. The stability of the 1.6 mm protocol
was very close to the optimum where physiological noise
dominates. A further increase in voxel size would not be expected
to increase sensitivity and would rather have a negative impact on
the anatomical details that can be resolved. Given the envisioned
clinical application, all maps were visually inspected by a
neuroradiologist (M.S.) and MPM maps with voxel resolutions
higher than 2mm were confirmed to be of good quality and
suitable for most clinical and diagnostic purposes. One example is
the detection of multiple sclerosis white matter lesions, which are
larger than 3 mm in the long axis (Filippi et al., 2019) and could
be well-resolved at these resolutions. The fast MPM protocol
with 1.6 mm resolution was confirmed to be suitable for our
multi-subject analyses.

Multi-Subject Analysis

Intra-/inter-subject variability for all four quantitative maps were
found to be good both in gray and white matter as well as across
all regions in the Neuromorphometrics atlas. Of note, intra-
/inter-subject variability of all atlas regions were very comparable,
suggesting that the optimized protocol is useful for both cross-
sectional and longitudinal clinical studies with similar sensitivity.
The intra-subject CoV of all contrasts at 1.6mm isotropic
resolution are roughly 3 times smaller than the values reported
by Weiskopf et al. for their 20-min protocol with 1 mm isotropic
resolution (Leutritz et al., 2020), even without Gibb’s ringing
correction. Therefore, in order to achieve the intra-subject CoV
of our optimized 1.6 mm protocol, patients would have to be
scanned for an estimated 3> = 9 times longer (~3h) using the

1 mm isotropic protocol by Weiskopf et al. which is not feasible
for clinical studies. The mean and intra-/inter-subject CoV of
all maps in all 60 atlas regions and the gray and white matter
masks are available online (https://clinicalmpm.github.io) for use
by clinical researchers for sample size and effect size estimations
(Sullivan and Feinn, 2012) for microstructural changes in specific
ROIs using MPM.

An apparent spatial distribution of longitudinal variability
in all four contrasts was identified, where white and deep gray
matter regions had lower CoV compared to cortical gray matter.
This was particularly apparent in the gray/white matter contrast,
where white matter CoV was 50% lower than gray matter. Given
that cortical gray matter has a higher amount of vasculature
compared to white and deep gray matter (Bernier et al., 2018),
which could lead to artifacts from blood and cerebrospinal fluid
(Havsteen et al., 2017), we hypothesize that this could contribute
to the observed higher variability of MPM parameters in cortical
regions as this has also been shown in functional MRI (Mueller
et al, 2013; Chamberland et al, 2017; Bernier et al, 2018;
Provencher et al., 2018). The effect of vascularization on MPM
has, to our knowledge, not yet been investigated and represents a
potentially interesting area for future optimization.

We recommend correcting for Gibbs ringing artifacts.
Removing the typical oscillatory artifacts surrounding sharp
tissue boundaries not only increases the overall image quality
for diagnostic purposes but also increases temporal stability as
the destructive effect of Gibb’s ringing is amplified due to subject
motion. Gibbs ringing had very little influence on the absolute
values of MPM maps, while stability significantly increased.
While correcting for Gibb’s ringing increased stability in all maps,
the effect was less strong for R1. A possible interpretation of
this would be that the other three maps (PD, MT, and R2*)

Frontiers in Neuroscience | www.frontiersin.org

December 2020 | Volume 14 | Article 611194


https://clinicalmpm.github.io
https://clinicalmpm.github.io
https://www.frontiersin.org/journals/neuroscience
https://www.frontiersin.org
https://www.frontiersin.org/journals/neuroscience#articles

Cooper et al.

MPM Optimization

are derived from raw data with high (unsuppressed) CSF signal
and therefore particularly benefit from Gibb’s ringing correction.
We suggest that high-resolution MPM studies trying to resolve
cortical layers (Trampel et al., 2019) might especially benefit from
Gibb’s ringing correction.

Given the need for short acquisition times in the clinical
setting, we tested which contrasts benefit from the additional scan
time (~2 min) required to acquire a B14- map. Using the acquired
Bl+ maps increased the stability for PD and R1 with slight
deviations in absolute R1 and MT values as expected, with higher
deviations in R1 than MT (Callaghan et al., 2014; Leutritz et al.,
2020). As expected, R2* quantification is not affected by B1+
mapping (Tabelow et al., 2019). Hence, for clinical studies with
particularly limited scan time or in populations where patient
compliance is challenging, it may be possible to reduce the total
scan time to 7 min, sacrificing some stability in R1 and PD.
Alternatively, the MPM protocol may be extended to correct
B1- inhomogeneities using the short (< 1min) scan presented
by Leutritz et al. (2020), according to the work of Papp et al.
(2016).

In line with previous reports (Weiskopf et al., 2013; Leutritz
et al., 2020), R2* had the lowest stability in the current study.
Possible measures to improve the stability may be to correct
for BO inhomogeneities by adapting sequences as described
by Baudrexel et al. (2009) or by using the existing phase
images acquired with the MPM protocol (Cohen-Adad et al.,
2012). Phase images may also be used to derive quantitative
susceptibility maps (Acosta-Cabronero et al., 2018). Another
potential extension would be to calculate the macromolecular
proton fraction from the acquired MPM maps (Yarnykh, 2016),
to acquire an additional marker of myelination with high stability
(Yarnykh et al., 2020).

Important Considerations for Clinical
Applications

The real benefit of quantitative measures is the ability to make
statistically valid comparisons and interpret effect sizes across
brain areas, subjects, species and sites (Sullivan and Feinn,
2012; Weiskopf et al, 2015; Chen et al., 2017). Therefore,
excellent reporting standards are required, including a-priori
power calculation and effect sizes. This is a well-described
problem in the field of functional MRI research (Sullivan
and Feinn, 2012; Chen et al, 2017; Nichols et al., 2017).
We only found two MPM papers that reported absolute
values and effect sizes (Grabher et al., 2015; Lommers et al.,
2019). Weiskopf et al. (and the current study) provide
important reference values for mean and standard deviation
and intra-/inter-subject reliability. This should enable clinical
researchers to calculate detailed power analyses and report
effect sizes that can be interpreted in the context of future
studies as well as enable the implementation of their findings in
the clinic.

Limitations

Although the intra-subject variability reported in the current
study is good (0.2-10%), it is higher than recently reported
intra-subject variability in T1, T2*, and PD (Gracien et al,

2020). This might be explained by several factors: First, a
different B1+4 inhomogeneity correction method was used, which
can have a large effect on stability of gMRI parameters as
demonstrated in the current study. Second, the explicit use of
non-manufacturer sequences allowed for higher optimization
than was possible in the current study and may explain some
differences. Further, as recently highlighted (Leutritz et al., 2020),
PD maps are calibrated to 69% in the white matter (Tabelow
et al, 2019), which may have led to an underestimation of
variability. The current study aimed to implement sequences
for MPM that were fully certified for clinical use and based
on manufacturer sequences, allowing for safe and immediate
translation into clinical protocols (not just research centers).
Hence, we were unable to implement many experimental
sequence adjustments (Callaghan et al., 2019) that could further
optimize the stability of the QMRI parameters. Finally, this was a
single-center study and a multi-center validation of the current
protocol, similar to Weiskopf et al. (2013) is warranted for
future research.

Conclusions

In conclusion, we present an optimized 7-9 min MPM protocol
at 1.6 mm isotropic resolution that is fully certified for clinical
use, is suitable for diagnostic purposes and can be easily
translated into clinical protocols. All scan protocols, processing
scripts and variability data are available for download at
https://clinicalmpm.github.io. We show that a lower resolution
and correcting for Gibb’s ringing in the preprocessing stage
robustly produces high-quality PD, MT, R1, and R2* maps
with absolute values comparable to those previously reported
in healthy participants using MPM (Weiskopf et al., 2013;
Callaghan et al., 2014; Lommers et al., 2019). The optimized
MPM protocol has excellent intra-subject variability both in
tissue classes and individual atlas regions. The stability of our
optimized protocol is 2-3 times higher than for widely used 1-
mm MPM protocols (Weiskopf et al., 2013; Callaghan et al,,
2014; Grabher et al., 2015; Ziegler et al., 2018; Lommers et al.,
2019; Leutritz et al., 2020; Taubert et al., 2020) and was achieved
in less than half the acquisition time. Given the high effect
sizes reported in former MPM studies (Grabher et al., 2015;
Lommers et al., 2019), the optimized protocol is expected to
have high sensitivity to detect subtle changes related to disease
or treatment effects even at the single-subject level, making the
current protocol a candidate for rare diseases and personalized
medicine approaches.
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