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Abstract: Ultrasound-based shear wave elastography (SWE) provides the means to quantify tissue
mechanical properties in vivo and has proven valuable in detecting degenerative processes in tendons.
Its current mode of use is for two-dimensional rendering measurements, which are highly position-
dependent. We therefore propose an approach to create a volumetric reconstruction of the mechano-
acoustic properties of a structure of interest based on optically tracking the ultrasound probe during
free-hand measurement sweeps. In the current work, we aimed (1) to assess the technical feasibility
of the three-dimensional mapping of unidirectional shear wave velocity (SWV), (2) to evaluate the
possible artefacts associated with hand-held image acquisition, (3) to investigate the reproducibility of
the proposed technique, and (4) to study the potential of this method in detecting local adaptations in a
longitudinal study setting. Operative and technical feasibility as well as potential artefacts associated
with hand-held image acquisition were studied on a synthetic phantom containing discrete targets of
known mechanical properties. Measurement reproducibility was assessed based on inter-day and
inter-reader scans of the patellar, Achilles, and supraspinatus tendon of ten healthy volunteers and
was compared to traditional two-dimensional image acquisition. The potential of this method in
detecting local adaptations was studied by testing the effect of short-term voluntary isometric loading
history on SWV along the tendon long axis. The suggested approach was technically feasible and
reproducible, with a moderate to very good reliability and a standard error of measurement in the
range of 0.300-0.591 m/s for the three assessed tendons at the two test-retest modalities. We found
a consistent variation in SWV along the longitudinal axis of each tendon, and isometric loading
resulted in regional increases in SWV in the patellar and Achilles tendons. The proposed method
outperforms traditional two-dimensional measurement with regards to reproducibility and may
prove valuable in the objective assessment of pathological tendon changes.

Keywords: imaging; biomechanics; ultrasound; shear wave elastography; stereophotogrammetry;
tendon; tendinopathy; validation study; reproducibility of results

1. Introduction

Tendon-related complaints, such as tendinopathy, are common in athletes, workers,
and the general population [1], with the patellar, Achilles, and supraspinatus tendons being
among the most frequently affected [2]. The typical diagnostic procedure of tendinopathies
includes the reporting of symptoms during daily activities, the manual palpation of the ten-
don and its insertions (pressure-induced pain), as well as radiological signs through imaging.
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Additionally, quantitative assessments of the elastic properties of tendon structures have
proven valuable in identifying pathologic and traumatic conditions [3]. Degenerative pro-
cesses of such conditions include an increase in collagen type IlI fibers, fibrocartilaginous
changes caused by an upregulated production of glycosaminoglycans (GAGs), tenocyte
rounding and proliferation, and neovascularization [4-7]. Collagen type III fibers exhibit a
reduced ability to form cross-links compared to collagen type I fibers, and their accumula-
tion results in reduced fiber orientation [5]. Moreover, GAGs contain highly hydrophilic
side chains and increase the water content in the tendon [8,9]. As a consequence of these
adaptations, the stiffness of pathological tendons is reduced [10-12], favoring traumatic
tendon injuries such as ruptures [13,14].

Ultrasound (US) shear wave elastography (SWE) allows a quantitative assessment
of local tissue elasticity. Briefly, a focused acoustic radiation force impulse displacing the
tissue is produced. This tissue displacement propagates perpendicularly to the direction
of the impulse as a shear wave, which can be observed with a high frame rate (3-18 kHz)
brightness-mode (B-mode) US and appropriate tracking algorithms [15]. The instantaneous
group velocity of such shear waves is related to the tissues’ elastic properties and can be
mapped on a regular grid superimposed onto the B-mode US image [16]. Quantitative
measurements of the elastic properties of structures of the musculoskeletal system have
proven valuable in identifying various pathologic and traumatic conditions [3]. In par-
ticular, SWE has the potential to depict tendon damage and degeneration and predict
impending structural failure [17].

Commonly, when investigating specific tissue properties using US SWE, the scans are
performed in a two-dimensional (2D) fashion with a limited field of view (FOV), severely
complicating the assessment of larger structures and rendering the retrieved results highly
position-dependent. Specifically in the case of tendon imaging, pathological alterations
in structural composition and architecture are oftentimes spatially confined and their
assessment over time consequently requires accurate spatial referencing.

One potential solution to overcome these limitations might be found in the following
approach: when the US transducer’s position and orientation (i.e., its pose) over a series of
measurement frames is known, 2D measurements can be projected into three-dimensional
(3D) space, allowing the volumetric reconstruction of shear wave velocity (SWV) and the
underlying B-mode images. To this end, we propose a free-hand 3D ultrasound approach
based on optical probe tracking on a SWE-capable US device in order to obtain a 3D map-
ping of unidirectional shear wave velocity of human tendons in vivo, hereafter called 3D
SWVM. Such an approach enables the investigation of larger structures, only limited by
the maximum measurement depth of the device (approximately 5 cm [18]), and analyses of
substructures can be performed offline. As for any new measurement technique, criteria of
sufficient validity and reproducibility must be met in order to provide a clinically viable
assessment tool. Moreover, particularly in the context of intra-subject effects in a longitudi-
nal setting, the ideal technique should enable the investigation of tendon adaptation with
sufficient spatial resolution.

Therefore, the aims of the study were: (1) to assess the technical feasibility and validity
of 3D SWVM by scanning an elastography tissue phantom and validating the acquired data
with the reference values of the substructures in the phantom provided by the manufacturer;
(2) to evaluate potential artefacts caused by out-of-plane transducer motion during image
acquisition at varying transducer speeds; (3) to investigate the inter-operator- and inter-day
reproducibility of 3D SWVM in patellar-, supraspinatus-, and Achilles tendons compared
to traditional 2D SWVM; and (4) to assess the effect of isometric loading on local tendon
SWYV in healthy adult subjects.

2. Materials and Methods
2.1. Free-Hand 3D Shear Wave Velocity Mapping

Measurements of shear wave group velocity were acquired as provided by the ultra-
sound device (Aixplorer Ultimate, SuperSonic Imagine, Aix-en-Provence, France) using a
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linear 5 cm transducer (SuperLinear SL18-5, SuperSonic Imagine, Aix-en-Provence, France).
In order to project 2D US frames into 3D space, the transducer was equipped with a custom-
built marker set and image positions and orientations were recorded synchronous to image
acquisition with an optical tracking system (FusionTrack 500, Atracsys LLC, 7 Hz sampling
frequency, tracking accuracy 0.09 mm (RMS)). The volumetric sampling of the volume of
interest was achieved by manually moving the US transducer orthogonal to the imaging
plane in a continuous motion (<5 mm/s). Where the volume of interest was larger than the
lateral FOV, the transducer was repositioned during the scanning procedure with the image
acquisition halted. In vivo measurements consisted of 3 of these measurement sweeps,
whereas phantom measurements were acquired in one continuous motion. The volumetric
reconstruction of both B-mode and SWV data was performed using a voxel-based approach
averaging pixel intensities, where multiple pixels were sampled into the same voxel at an
isometric resolution of 0.5 mm [19,20]. For the reconstruction of SWV volumes, pixel values
of zero were discarded before reconstruction because these do not constitute valid SWV
estimates [3]. Depending on the transducer path during scanning, multiple frames map
into the same voxel. The overall SWV () of a structure was therefore estimated by using
a weighted mean of all voxels contained within the segmentation, weighting (w;) each
voxel’s (V;) average SWV (v(V;)) with the inverse of its respective standard error:

Y w; x o(V;)

U=
Z?:1 wj

M

, with w; =

To prevent the occurrence of singularities, the minimum of o (V;) was set to be 0.5 m/s.
B-mode images were acquired with a sampling frequency of 7 Hz. SWE images can be
acquired at a maximum frequency of 2 Hz. One dataset typically consisted of a total
of 1000 B-mode and 200 SWE US images. Images were recorded and processed using
MATLAB (2019b, The MathWorks, Inc., Natick, MA, USA). Volumetric segmentation was
performed manually by using the underlying 3D B-mode reconstruction [21].

2.2. Phantom Experiments

Technical feasibility and validity of free-hand 3D SWVM was assessed using an
elastography tissue phantom (Elasticity QA Phantom, model 049, CIRS Inc., Virginia, WV,
USA) containing four different types of acoustic inclusions of uniform known stiffness.
3D SWVM was performed by scanning each inclusion separately with the transducer
oriented perpendicular to the long axis of the inclusion. A total of 200 SWS frames were
obtained per measurement, and each measurement was repeated three times. 2D SWVM
was performed by positioning the transducer statically over the largest cylinder of the
inclusion with analogous transducer orientation. The 2D measurement was repeated five
times and each measurement was segmented manually.

To determine the effect of out-of-plane transducer motion on shear wave velocity
estimates, the US transducer was connected to the crosshead of a materials testing machine
(ZWICK Roell Z010, Ulm, Germany) in order to be able to accurately manipulate the
speed at which the phantom was scanned. 3D SWVM was performed of the largest
cylinder of each inclusion applying a constant transducer speed of motion and repeating
the measurement at varying transducer speeds ranging from 0 to 33 mm/s, with the latter
comprising the maximum applicable crosshead speed of the machine. Each measurement
consisted of 125 SWV frames. The mean SWV of the inclusion was calculated as described
in Equation (1). Young’s modulus (E) values of the inclusions provided by the manufacturer
were converted into shear wave velocity (v, ms 1), with an assumed density (p) of 1040,
1040, 1050, and 1060 kgm 2 for the inclusion of type I to IV [22], respectively, based on the
following equation [23]:

V= 4| =— 2)
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2.3. In Vivo Reproducibility Experiments

Ten healthy subjects (mean (SD) age: 28.1 (3.0), female: 4) without history of upper
or lower limb musculoskeletal pathology were included and the right patellar, Achilles,
and supraspinatus tendon were imaged. All the subjects reported to be physically ac-
tive (at least one intense or more than 30 min of moderate physical activity per week).
The in vivo study was approved by the local ethics committee (KEK-ZH-NR: 2017-01395).
All the participants were informed in writing about the measurement procedures and
provided written consent.

All the tendon measurements were conducted with the US transducer oriented parallel
to the fiber axis of the tendon, which can be accomplished by observing and maximizing
the fibrillar appearance of the intratendinous structure in relation to transducer rotation
(about its long axis). Minimal transducer pressure was applied, and proper acoustic trans-
mission was ensured with the application of a generous amount of US gel. The subjects
were positioned at least 5 min prior to the assessment to prevent any immediate loading his-
tory from affecting the measurements and were instructed to remain as relaxed as possible,
during this preconditioning phase as well as during the scanning procedure. Each structure
was imaged by both operators on day one in a randomized order. Approximately 24 h later,
each structure was imaged twice by operator one, once to assess inter-day reproducibility
and a second time immediately following a 15 s maximum voluntary isometric tendon
loading exposure. Post-loading measurements were conducted with the subjects in the
same position as during pre-loading measurements. The experiment was powered to yield
an intra-class correlation (ICC) precision of £0.15 to detect a pre-post loading effect of
Cohen’sd =1 [24].

2.3.1. In Vivo 3D SWVM

Figure 1 provides an illustration of the subject positioning during US examination
and isometric tendon loading.

Figure 1. Top row: Subject position during ultrasound examination of the patellar, Achilles,
and supraspinatus tendon, respectively. Bottom row: experimental setup used to induce tendon
loading stimulus for either of the three tendons assessed.

The patellar tendon was imaged with the subject in supine position and an adjustable
support underneath the knee with a knee flexion angle of approximately 20 degrees.
3D SWVM was performed on the entire tendon length. For 2D SWVM, the transducer
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was positioned over the thickest part of the tendon parallel to its long axis, ensuring the
region of interest (ROI) as described below is fully included. The tendon loading exposure
consisted of having the subject in a sitting position with the knees flexed 90 degrees,
the right ankle fixated by a brace, and instructing the subject to perform a 15 s maximum
voluntary isometric knee extension.

For the imaging of the Achilles tendon, the subject was lying prone on an examination
table with their foot hanging just over the edge, ensuring a relaxed ankle position. 3D SWVM
was performed on the distal portion of the tendon for a total length of approximately 10 cm.
For the tendon loading exposure, the subject was instructed to perform a one-legged
complete foot plantarflexion in a standing position, touching the wall for balance.

The imaging of the supraspinatus tendon was performed with the subject in supine
position with the right arm positioned under the lumbar back with the palm facing down.
Tendon loading consisted of brace-resisted arm abduction with the elbow joint in extension.

2.3.2. In Vivo 2D SWVM

During the in vivo assessments, six 2D SWVM measurements were acquired by posi-
tioning the transducer statically over the central portion of the tendon, oriented parallel
to its long axis. The region of interest (ROI) was defined as a full-thickness portion of the
tendon with a length of 2 cm and was segmented manually post-measurement. In the
patellar tendon, the proximal border of the ROI was defined as the patellar tendon insertion.
The ROI for the Achilles and the supraspinatus tendon was placed just proximal to the
tendon insertion (Figure 2). The mean shear wave velocity for one measurement sequence
was then calculated by averaging all the pixel values of the six frames contained in the
segmentation mask.

Patellar Tendon

Shear wave velocity (m/s)

mm

mm

Figure 2. Exemplary 2D shear wave elastography measurements of the 3 types of tendons studied
after the manual segmentation of the region of interest.
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2.3.3. Tendon Response to Loading

SWYV as a function of relative longitudinal position along the axis of the tendon before
and after the loading exposure was computed. In the three tendon types, the following
registration landmarks were defined: patellar tendon: the most proximal point of tibial
insertion and the most distal point of patellar insertion; Achilles tendon: the most proximal
point of calcaneal insertion and proximal location with a distance of 10 cm from the distal
tendon-calcaneus insertion; supraspinatus tendon: the most distal and most proximal point
of humerus insertion (see the illustrations in the top row of Figure 6). These landmarks
were manually annotated and used to orient the volumes and were kept at fixed longi-
tudinal positions in order to obtain a positional frame of reference. Averaging along the
longitudinal axis was performed using a Gaussian convolution kernel (¢ = 5 mm) and the
voxel weighting scheme described in Equation (1).

2.4. Statistical Analysis

The validity of both measurement modalities was assessed by comparing the mean SWV
of each phantom inclusion, averaged over the three test repetitions with the manufacturer-
provided reference values. Measurement reproducibility was analyzed in the two domains
of measurement agreement and measurement reliability. The prior was described in terms
of standard error of measurement (SEm), and the latter was described using intra-class
correlation coefficients (ICC(2, 1)) [25] and associated 95% confidence intervals based on
a two-way random effects model assessing the absolute agreement of a single-measure
approach [26]. ICC values were classified as poor (<0.2), fair (0.21-0.4), moderate (0.41-0.6),
good (0.61-0.8), and very good (>0.8) [27]. The effect of tendon loading on the overall
SWV was assessed with a paired-samples t-test. Analogously, paired-samples t-tests were
performed on each computed longitudinal position to test for regional loading effects.
Statistical analysis was conducted with MATLAB (2019, The MathWorks, Inc., Natick, MA,
USA) and SPSS (Version 26, IBM Corp., Armonk, NY, USA). Statistical significance was set
at o = 0.05.

3. Results
3.1. Elastography Phantom

Scanning the elastography phantom revealed 3D SWVM to be technically feasible.
Figure 3 presents a visualization of the reconstruction. Each voxel’s opacity was determined
based on its assigned shear wave velocity with varying thresholds for the different phantom
inclusion types. The shape of the phantom inclusions can readily be distinguished solely
based on the stiffness information available.

Shear wave velocity (m/s)

£ o0

f : 0
B .

Figure 3. Elastography phantom scan. (A) Schematic depiction of the procedure used to validate 3D shear wave velocity on

an elastography phantom including discrete targets of known stiffness. The phantom was scanned with the US transducer

oriented orthogonal to the contained cylinders and volumetric mapping was implemented using a motion capture system

and a reflective marker set attached to the transducer. (B) Heatmap visualization of the volumetric shear wave velocity

reconstruction of the four inclusions.
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The calculated mean shear wave velocities of the four phantom inclusions using 3D
SWVM and 2D SWVM were subsequently compared with the reference values provided
by the manufacturer. 3D SWVM underestimated the reference values by —13.4%, —18.4%,
—23.5%, and —24.0%, whereas 2D SWVM showed accuracies of —10.1%, —20.2%, —22.6%,
and —23.7% related to the four types of inclusions, respectively (Table 1).

Table 1. Mean (£SD) shear wave velocity of the four inclusion types in the elastography tissue
phantom. Calculated mean values in the reconstructed 3D volume (3D SWVM) and 2D images
(2D SWVM) with respective standard deviations in comparison to the reference values provided by
the manufacturer.

Reference Values by

Inclusion 3D SWVM [m/s] 2D SWVM [m/s]
Manufacturer [m/s]
Type I 1.27 (+£0.05) 1.32 (£0.22) 1.47
Type II 1.83 (£0.04) 1.79 (£0.02) 2.24
Type III 3.09 (£0.00) 3.13 (£0.03) 4.04
Type IV 4.12 (£0.07) 413 (£0.03) 5.42

In a separate experiment, the influence of transducer motion during measurement
was quantified. When compared to transducer-static recordings, transducer motion below
20 mm/s introduced a maximum measurement error of 0.15 m/s during the scanning of
inclusion type IV (Figure 4). Varying transducer motion up to 33 mm/s yielded a persistent
SWYV overestimation compared to the velocity values acquired during static recording.

5.5
Inclusion

5 +Typel Type lll
F Type Il -I-Type IV

A

3.5

3

25

0.5
0

Shear wave velocity (m/s)

5 10 15 20 25 30 35
Transducer velocity [mm/s]

Figure 4. Mean shear wave velocity estimates based on 3D SWVM as a function of the speed of out-
of-plane transducer motion during measurement. Estimates remain relatively robust at transducer
motion below 20 mm/s. Error bar: £SD.

3D SWVM yielded a high reproducibility for elastography phantom measurements
with an ICC = 0.999 (0.987; 1) and SEm = 0.043 m/s. Similarly, 2D SWVM yielded an
estimated ICC of 0.993 (0.970; 0.999) and a SEm of 0.10 m/s.

3.2. In Vivo Tendon Imaging

3D B-mode reconstruction allowed the manual segmentation and subsequent masking
of the 3D SWVMs of the acquired in vivo measurements (Figure 5).
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Figure 5. Heatmap visualization of 3D SWVM of the patellar (A), Achilles (B), and supraspinatus (C) tendon after manual
segmentation. Artistic representations of the bony structures are added for more clarity.

The reliability of the in vivo 3D SWVM of tendons ranged between moderate to very
good, whereas the measurement uncertainty was between 0.303 and 0.591 m/s (Table 2).
2D SWVM, on the other hand, displayed a poor to moderate reliability, with an SEm
between 0.516 and 1.068 m/s (Table 3).

Table 2. Estimates of intra-class correlation coefficients (ICC) and standard error of measurement
(SEm) for the assessment of the patellar, Achilles, and supraspinatus tendons using 3D shear wave
velocity mapping.

3D SWVM Inter-Operator Inter-Day
ICC (95% CI) SEm [m/s] ICC (95% CI) SEm [m/s]
Patellar tendon 0.736 (0.270; 0.926) 0.440 0.904 (0.680; 0.975) 0.303
Achilles tendon 0.436 (—0.195; 0.820) 0.553 0.591 (—0.015; 0.878) 0.505
Supraspinatus tendon  0.632 (0.079; 0.892) 0.591 0.556 (—0.037; 0.866) 0.501

Table 3. Estimates of intra-class correlation coefficients (ICC) and standard error of measurement
(SEm) for the assessment of the patellar, Achilles, and supraspinatus tendons using 2D shear wave
velocity mapping.

2D SWVM Inter-Operator Inter-Day
ICC (95% CI) SEm [m/s] ICC (95% CI) SEm [m/s]
Patellar tendon 0.495 (—0.122; 0.842) 0.892 0.545 (—0.053; 0.862) 0.901
Achilles tendon 0.455 (—0.172; 0.827) 1.043 0.591 (0.014; 0.878) 1.068

Supraspinatus tendon  0.350 (—0.291; 0.783) 0.761 0.323 (—0.318; 0.772) 0.516

3.3. Tendon Response to Loading

Maximum voluntary isometric tendon loading resulted in an overall mean (+SD)
increase in the SWV of 0.70 + 1.16 (p = 0.090), 0.75 £ 0.81 (p = 0.017), and 0.04 £ 0.92 m/s
(p = 0.888) in the patellar, Achilles, and supraspinatus tendon, respectively. The analysis
of SWV along the longitudinal axis of the tendon revealed considerable regional varia-
tion. Likewise, the response to loading was highly position-dependent, with a significant
increase in the SWV for specific regions in the patellar and Achilles tendons (Figure 6).
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Figure 6. Top row: schematic representation of the assessed structures with the anatomical landmarks used for spatial

referencing. Bottom row: areas of uncertainty around the estimate of the mean (+SE) shear wave velocity before and after

15 s maximum voluntary isometric tendon loading over the longitudinal axis of the tendon. Longitudinal positions with a

statistically significant load response are underlined with a black line.

4. Discussion

In the current study, we found (1) 3D SWVM to be technically feasible with a high
reproducibility in elastography phantom measurements, and with similar bias as the tradi-
tional 2D SWVM approach when compared to the manufacturer-provided reference values.
(2) Out-of-plane transducer motion had a small nonlinear effect on the SWV estimates,
which may be considered negligible in most potential applications. (3) In vivo 3D SWVM
showed moderate to good reliability for the Achilles and supraspinatus tendons, whereas
for the patellar tendon it was shown to have a good to very good reliability. The reliability
of 2D assessments on the other hand ranged from poor to moderate. (4) There was consider-
able variation in SWV along the longitudinal axis of all tendons, with significant increases
in SWV after tendon loading in specific regions of the patellar and the Achilles tendons.

4.1. Three-Dimensional Mapping of Shear Wave Velocity in Human Tendon Is a Technically
Feasible and Valid Approach

Within the elastography tissue phantom experiment, the technical feasibility of gener-
ating a 3D map of SWV was clearly demonstrated. We further note that the assessment
time and operator proficiency required to robustly acquire images with sufficient technical
quality were compatible with the eventual clinical translation. The random error was
revealed to be sufficiently small. However, the validation of the absolute values against
the manufacturer-provided reference values yielded only limited agreement. The elastic
response of most materials is dependent on the strain as well as the rate at which it is
applied. Moreover, the depth of measurement [28] as well as the size of the assessed
inclusion [29] has been reported to influence results. Mulabecirovic et al. have reported
better agreement with manufacturer-provided reference values when using traditional 2D
SWVM [22]. A possible explanation for this discrepancy is that this study limited analysis
to the central region of the phantom inclusions, whereas in the current study the inclusion
was analyzed in its entire diameter.

4.2. Potential Artefacts Caused by Out-of-Plane Transducer Motion during Image Acquisition at
Varying Transducer Speeds

When using conventional SWE imaging, the transducer is usually held stationary
during the measurement process, which is not possible when scanning an entire tissue
volume. Out-of-plane transducer motion introduces various potential sources of additional
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measurement error, such as biased tissue strain estimation due to changes in the imaged
scatterer configuration during SW tracking. Current SWE devices rely on plane-wave
B-mode imaging at frame rates exceeding 5000 Hz, and tissue deformation is usually
estimated merely from one frame to the next [30]. Consequently, at a transducer speed of
motion of 33 mm/s the out-of-plane displacement of the FOV between two consecutive
measurements will lie below 0.01 mm. This miniscule displacement evidently does not pro-
hibit measurement but may conceivably reduce the signal-to-noise ratio in the strain field
maps. The current results indicate a nonlinear influence of out-of-plane transducer motion
on SWV estimates. When the transducer motion is kept below 20 mm/s however, the max-
imum measurement error of 0.15 m/s may be rated acceptable for most musculoskeletal
applications. The in-plane transducer motion had no effect on SWV measurements in a
previous study [31].

4.3. Inter-Operator and Inter-Day Reproducibility of 3D SWVM in Human Tendon

The reproducibility of a measurement can be described in two distinct domains often
denoted as agreement and reliability. Whereas the prior aims to determine the measurement
error inherent to the technique under investigation, the latter relates test-retest discrepan-
cies (intra-subject variability) to the overall spread of the acquired data and is consequently
a direct function of the heterogeneity of the studied subject cohort [26]. In view of the
fact that the current cohort was comprised of healthy, physically active subjects with a
narrow age range, the presented ICC values are a conservative estimate of the reliability
to be expected in a cohort more representative of the general population [32-34], and in
particular when including cases with symptomatic tendons [35].

The technique under study yielded highly reproducible measurements in the con-
trolled laboratory setting, with a marked decrease in reproducibility for in vivo measure-
ments, which can be attributed to multiple potential factors. The tendon is composed of
primarily aligned collagen, and therefore SWV is orientation-dependent [34,36]. Indeed,
Peltz et al. [37] reported a lower reliability of ICC = 0.85 in an in vitro tendon SWE study.
Tendon SWV is position-dependent [33,35,38], which may explain the lower reproducibility
in the case of 2D SWE. Furthermore, tendon elasticity undergoes natural fluctuations in
relation to loading history [39] and hydration state [40].

The measurement reproducibility of 2D SWVM for the assessment of either tendon
studied herein has been described previously with varying results. A number of those in-
vestigations studied a cohort with a high inherent heterogeneity either by reporting pooled
reliability for multiple age groups [34] or by combining healthy subjects and subjects with a
relevant pathology [41], rendering direct comparison difficult. Others based their analysis
on estimates of Young’s modulus rather than analyzing the underlying SWV [33,42-46].
We chose to analyze the latter, since the simple conversion formula shown in Equation (2)
relies on material isotropy and linear elasticity, assumptions clearly violated in the case
of tendons. Other conversion approaches are not straightforward and material model-
dependent [47]. A further factor limiting comparability with some studies [36,48,49] is
patient positioning and the imposed joint flexion angle during measurement. Among other
factors, tendon SWYV is directly dependent on the tensile force during measurement [46,50].
For instance, Baumer et al. [48] reported an increase in the inter-day reliability of supraspina-
tus tendon measurements when the subject was actively lifting his arm (ICC = 0.94) com-
pared to the relaxed position (ICC = 0.48). In the context of assessing tendon integrity,
SWE aims to describe characteristics inherent to the material, rather than being a proxy for
tendon loading; since the weight of the arm will vary (reproducibly) among the subjects,
the prior protocol may yield critically biased results.

The available literature indicates the 2D SWVM of the patellar tendon to be region-
dependent, with ICC values in the range of 0.71-0.83 [35,51] and 0.40-0.84 [49,51] in an inter-
day and inter-operator setting, respectively. Achilles tendon assessments were reported
to yield an inter-day reliability of ICC: 0.54-0.71 [35,52], and an inter-operator reliability
of ICC = —0.01 with the foot in neutral position [36]. Regarding the reproducibility of
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supraspinatus tendon measurements, apart from the study performed by Baumer et al.
mentioned above, we did not find any additional literature allowing direct comparison
to the current study. Few of the mentioned reproducibility studies quantify measurement
agreement. Tas et al. [53] estimates the SEm for patellar tendon 2D SWVM to be 0.51-0.56
and 0.7 m/s, in an inter-day and inter-operator setting, respectively. Payne et al. [52]
reports a high inter-day agreement with SEm = 0.23 m/s for Achilles tendon assessments
with a relaxed foot position.

4.4. Local Tendon Shear Wave Velocity

We found consistent variation in SWV along the longitudinal axis of each tendon.
Such behavior was not present along the medio-lateral or the superficial-deep axis (data not
shown). The observed variation is likely a result of an interplay of various factors. Tendon
tissue changes towards both the muscular and the bony transition in structure and compo-
sition [54-56]. Moreover, guided shear wave propagation (leaky Lamb wave guided mode)
may cause the SWV to be dependent on the tendon diameter [47]. Irrespective of the nature
of the underlying factors, the observed position-dependency underlines the necessity of
accurate spatial referencing of SWE measurements both in intra- as well as in inter-subject
study settings.

4.5. Effect of Isometric Loading on Tendon Shear Wave Velocity in Healthy Adult Subjects

Tendons’ biochemical, biomechanical, and structural properties adapt in response to
loading or the absence thereof in the long term. Towards a deeper understanding of the
mechanisms governing chronic tendon adaptation, the study of acute effects of loading may
be pivotal [57]. In our experiment, all three tendon structures behaved consistently with an
increase in SWV in response to 15 s maximum voluntary isometric contraction, with statis-
tical significance only for the patellar and the Achilles tendon. Data from the literature on
the matter are sparse but support our findings in that variable modes of loading resulted
in an increase in Achilles tendon SWV [39,44,45]. Contrary to these findings, the global
tendon stiffness assessed by measuring force-controlled tendon elongation was reduced fol-
lowing isometric contractions [58] and static stretching [59] in the Achilles tendon, as well
as following eccentric knee extension exercises in the patellar tendon [60]. Structurally,
tendon loading has been reported to induce the uncrimping and re-alignment of wavy
collagen fibers and reduce fluid content [61,62]. These changes conceivably lead to reduced
hysteresis as a result of an increase in the capacity for elastic energy storage accompanied by
reduced viscosity [63]. According to theoretical modelling, however, longitudinal tendon
SWYV is not affected by viscous behavior, which may explain this apparent discrepancy
of increased SWV at lower global tendon stiffness [47]. Following this line of thought,
a tendon’s response to loading in SWV may be indicative of its structural organization
and could potentially be used as a marker for the presence of functionally impaired tissue,
such as that found in partial tendon rupture and degeneration [4], and warrants further
investigation.

4.6. Methodological Considerations

There are limitations to this study that need to be considered. The current investigation
solely assessed reproducibility related to the imaging procedure. Inter-evaluator differences
during the manual segmentation of the acquired data would additionally have to be
considered before the large-scale implementation of the technique. As evident from the
large variation in SWV across the tendon long axis, depicting the entire measurement
consisting of millions of localized SWV estimates in one value may be overly simplistic in
clinical applications, but we believe this serves its purpose in establishing measurement
reproducibility.
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5. Conclusions

In the current study, we found the 3D mapping of unidirectional shear wave velocity
to be a feasible extension of traditional 2D measurement with improved reproducibility.
The volumetric spatial referencing of the measurements in a longitudinal study setting
allows the objective characterization of local alterations in mechano-acoustic properties
and demonstrates potential towards the functional assessment of both pathological and
physiological tendon adaptations.

Author Contributions: Conceptualization, T.G., N.S., ].G.S., M.V.E. and ].S.; Data curation, T.G. and
N.S.; Formal analysis, T.G., N.S. and J.H.; Funding acquisition, ]J.G.S. and ].S.; Investigation, T.G.,
J.H. and J.S.; Methodology, T.G., N.S., ].G.S., M.V.F. and ].S.; Project administration, T.G., ].H. and ].S.;
Resources, J.G.S. and J.S.; Software, T.G. and N.S.; Supervision, J.S.; Validation, T.G., ].G.S. and ].S.;
Visualization, T.G. and N.S.; Writing—original draft, T.G., N.S., . H., M.V.F. and ].S.; Writing—review
and editing, T.G., ].G.S., M.V.F. and ].S. All authors have read and agreed to the published version of
the manuscript.

Funding: This study was generously supported by the Balgrist Foundation.

Institutional Review Board Statement: The study was conducted according to the guidelines of the
Declaration of Helsinki, and approved by the local ethics committee of (KEK-ZH-NR: 2017-01395).

Informed Consent Statement: Informed consent was obtained from all subjects involved in the study.
Written informed consent has been obtained from the subject to publish this paper where applicable.

Data Availability Statement: The data supporting the reported results can be found at https://doi.
org/10.6084/m9.figshare.14124152.v2.

Acknowledgments: Imaging was performed with equipment maintained by the Swiss Center for
Musculoskeletal Imaging, SCMI, Balgrist Campus AG, Ziirich.

Conflicts of Interest: The authors declare no conflict of interest.

References

1. Hopkins, C.; Fu, S.C.; Chua, E.; Hu, X,; Rolf, C.; Mattila, V.M.; Qin, L.; Yung, PS.H.; Chan, K.M. Critical review on the
socio-economic impact of tendinopathy. Asia-Pac. J. Sport. Med. Arthrosc. Rehabil. Technol. 2016, 4, 9-20. [CrossRef]

2. Maffulli, N.; Wong, J.; Almekinders, L.C. Types and epidemiology of tendinopathy. Clin. Sports Med. 2003, 22, 675-692. [CrossRef]

3. Taljanovic, M.S.; Gimber, L.H.; Becker, G.W,; Latt, L.D.; Klauser, A.S.; Melville, D.M.; Gao, L.; Witte, R.S. Shear-wave elastography:
Basic physics and musculoskeletal applications. Radiographics 2017, 37, 855-870. [CrossRef] [PubMed]

4. Fredberg, U,; Stengaard-Pedersen, K. Chronic tendinopathy tissue pathology, pain mechanisms, and etiology with a special focus
on inflammation. Scand. J. Med. Sci. Sports 2008, 18, 3—15. [CrossRef] [PubMed]

5. Maffulli, N.; Ewen, S.W.B.; Waterston, S.W.; Reaper, J.; Barrass, V. Tenocytes from ruptured and tendinopathic achilles tendons
produce greater quantities of type III collagen than tenocytes from normal achilles tendons: An in vitro model of human tendon
healing. Am. J. Sports Med. 2000, 28, 499-505. [CrossRef] [PubMed]

6.  Snedeker, ].G.; Foolen, ]. Tendon injury and repair—A perspective on the basic mechanisms of tendon disease and future clinical
therapy. Acta Biomater. 2017, 63, 18-36. [CrossRef] [PubMed]

7. Attia, M,; Scott, A.; Carpentier, G.; Lian, J.; Van Kuppevelt, T.; Gossard, C.; Papy-Garcia, D.; Tassoni, M.C.; Martelly, I. Greater
glycosaminoglycan content in human patellar tendon biopsies is associated with more pain and a lower VISA score. Br. |.
Sports Med. 2014, 48, 469-475. [CrossRef]

8. Parkinson, J.; Samiric, T.; Ilic, M.Z.; Cook, J.; Handley, C.J. Involvement of proteoglycans in tendinopathy. |. Musculoskelet.
Neuronal Interact. 2011, 11, 86-93. [PubMed]

9.  Fessel, G.; Snedeker, ].G. Evidence against proteoglycan mediated collagen fibril load transmission and dynamic viscoelasticity in
tendon. Matrix Biol. 2009, 28, 503-510. [CrossRef]

10. Ooi, C.C,; Richards, PJ.; Maffulli, N.; Ede, D.; Schneider, M.E.; Connell, D.; Morrissey, D.; Malliaras, P. A soft patellar tendon on
ultrasound elastography is associated with pain and functional deficit in volleyball players. J. Sci. Med. Sport 2016, 19, 373-378.
[CrossRef] [PubMed]

11.  Seo, ].B.; Yoo, J.S.; Ryu, ].W. Sonoelastography findings of supraspinatus tendon in rotator cuff tendinopathy without tear:
Comparison with magnetic resonance images and conventional ultrasonography. J. Ultrasound 2014, 18, 143-149. [CrossRef]

12.  Finnamore, E.; Waugh, C.; Solomons, L.; Ryan, M.; West, C.; Scott, A. Transverse tendon stiffness is reduced in people with

Achilles tendinopathy: A cross-sectional study. PLoS ONE 2019, 14, e0211863. [CrossRef]


https://doi.org/10.6084/m9.figshare.14124152.v2
https://doi.org/10.6084/m9.figshare.14124152.v2
http://doi.org/10.1016/j.asmart.2016.01.002
http://doi.org/10.1016/S0278-5919(03)00004-8
http://doi.org/10.1148/rg.2017160116
http://www.ncbi.nlm.nih.gov/pubmed/28493799
http://doi.org/10.1111/j.1600-0838.2007.00746.x
http://www.ncbi.nlm.nih.gov/pubmed/18294189
http://doi.org/10.1177/03635465000280040901
http://www.ncbi.nlm.nih.gov/pubmed/10921640
http://doi.org/10.1016/j.actbio.2017.08.032
http://www.ncbi.nlm.nih.gov/pubmed/28867648
http://doi.org/10.1136/bjsports-2013-092633
http://www.ncbi.nlm.nih.gov/pubmed/21625045
http://doi.org/10.1016/j.matbio.2009.08.002
http://doi.org/10.1016/j.jsams.2015.06.003
http://www.ncbi.nlm.nih.gov/pubmed/26095373
http://doi.org/10.1007/s40477-014-0148-8
http://doi.org/10.1371/journal.pone.0211863

Sensors 2021, 21, 1655 13 of 14

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

Yasui, Y.; Tonogai, I.; Rosenbaum, A.J.; Shimozono, Y.; Kawano, H.; Kennedy, J.G. The Risk of Achilles Tendon Rupture in
the Patients with Achilles Tendinopathy: Healthcare Database Analysis in the United States. BioMed Res. Int. 2017, 2017, 1-4.
[CrossRef]

Cook, J.L.; Purdam, C.R. Is tendon pathology a continuum? A pathology model to explain the clinical presentation of load-induced
tendinopathy. Br. J. Sports Med. 2009, 43, 409—416. [CrossRef]

Hein, I.A.; Brien, W.D.O. Current Time-Domain Methods for Assessing Tissue Motion by Analysis from Reflected Ultrasound
Echoes—A Review. IEEE Trans. Ultrason. Ferroelectr. Freq. Control 1993, 40, 84-102. [CrossRef] [PubMed]

Nightingale, K. Acoustic Radiation Force Impulse (ARFI) Imaging: A Review. Curr. Med. Imaging Rev. 2012, 7, 328-339. [CrossRef]
[PubMed]

Aubry, S.; Nueffer, ].P,; Tanter, M.; Becce, F; Vidal, C.; Michel, F. Viscoelasticity in achilles tendonopathy: Quantitative assessment
by using real-time shear-wave elastography. Radiology 2015, 274, 821-829. [CrossRef] [PubMed]

Wang, C.Z.; Zheng, ].; Huang, Z.P.; Xiao, Y.; Song, D.; Zeng, ].; Zheng, H.R.; Zheng, R.Q. Influence of Measurement Depth on
the Stiffness Assessment ofHealthy Liver with Real-Time Shear Wave Elastography. Ultrasound Med. Biol. 2014, 40, 461-469.
[CrossRef] [PubMed]

Mozaffari, M.H.; Lee, W.S. Freehand 3-D Ultrasound Imaging: A Systematic Review. Ultrasound Med. Biol. 2017, 43, 2099-2124.
[CrossRef]

Jeevarathinam, A.S.; Pai, N.; Huang, K.; Hariri, A.; Wang, J.; Bai, Y.; Wang, L.; Hancock, T.; Keys, S.; Penny, W.; et al. A cellulose-
based photoacoustic sensor to measure heparin concentration and activity in human blood samples. Biosens. Bioelectron. 2019,
126, 831-837. [CrossRef]

Kikinis, R.; Pieper, S.D.; Vosburgh, K.G. 3D Slicer: A Platform for Subject-Specific Image Analysis, Visualization, and Clinical
Support. In Intraoperative Imaging and Image-Guided Therapy; Springer: New York, NY, USA, 2014; pp. 277-289.

Mulabecirovic, A.; Vesterhus, M.; Gilja, O.H.; Havre, R.F. In Vitro Comparison of Five Different Elastography Systems for Clinical
Applications, Using Strain and Shear Wave Technology. Ultrasound Med. Biol. 2016, 42, 2572-2588. [CrossRef] [PubMed]
Nowicki, A.; Dobruch-Sobczak, K. Introduction to ultrasound elastography. J. Ultrason. 2016, 16, 113-124. [CrossRef] [PubMed]
Arifin, W.IN. A Web-based Sample Size Calculator for Reliability Studies. Educ. Med. ]. 2018, 10, 67-76. [CrossRef]

Shrout, P.E.; Fleiss, J.L. Intraclass correlations: Uses in assessing rater reliability. Psychol. Bull. 1979, 86, 420—428. [CrossRef]
[PubMed]

De Vet, H.C.W,; Terwee, C.B.; Knol, D.L.; Bouter, L.M. When to use agreement versus reliability measures. J. Clin. Epidemiol. 2006,
59, 1033-1039. [CrossRef] [PubMed]

Altman, D. Practical Statistics for Medical Research: Chapman & Hall; Chapman Hall: London, UK, 1991.

Tozaki, M.; Saito, M.; Joo, C.; Yamaguchi, M.; Isobe, S.; Ogawa, Y.; Homma, K.; Fukuma, E. Ultrasonographic tissue quantification
of the breast using acoustic radiation force impulse technology: Phantom study and clinical application. Jpn. J. Radiol. 2011, 29,
598-603. [CrossRef] [PubMed]

Carlsen, J.F.; Pedersen, M.R.; Ewertsen, C.; Saftoiu, A.; Lonn, L.; Rafaelsen, S.R.; Nielsen, M.B. A comparative study of strain and
shear-wave elastography in an elasticity phantom. Am. . Roentgenol. 2015, 204, W236-W242. [CrossRef] [PubMed]

Gennisson, J.L.; Deffieux, T.; Macé, E.; Montaldo, G.; Fink, M.; Tanter, M. Viscoelastic and anisotropic mechanical properties of
in vivo muscle tissue assessed by supersonic shear imaging. Ultrasound Med. Biol. 2010, 36, 789-801. [CrossRef] [PubMed]
Pellot-Barakat, C.; Chami, L.; Correas, ].M.; Lefort, M.; Lucidarme, O. Does motion affect liver stiffness estimates in shear wave
elastography? Phantom and clinical study. Eur. |. Radiol. 2016, 85, 1645-1650. [CrossRef] [PubMed]

Slane, L.C.; Martin, J.; DeWall, R.; Thelen, D.; Lee, K. Quantitative ultrasound mapping of regional variations in shear wave
speeds of the aging Achilles tendon. Eur. Radiol. 2017, 27, 474-482. [CrossRef] [PubMed]

Hsiao, M.Y.; Chen, Y.C,; Lin, C.Y.; Chen, W.S.; Wang, T.G. Reduced patellar tendon elasticity with aging: In vivo assessment by
shear wave elastography. Ultrasound Med. Biol. 2015, 41, 2899-2905. [CrossRef] [PubMed]

Fu, S.; Cui, L.; He, X; Sun, Y. Elastic characteristics of the normal achilles tendon assessed by virtual touch imaging quantification
shear wave elastography. J. Ultrasound Med. 2016, 35, 1881-1887. [CrossRef]

Coombes, B.K,; Tucker, K.; Vicenzino, B.; Vuvan, V.; Mellor, R.; Heales, L.; Nordez, A.; Hug, F. Achilles and patellar tendinopathy
display opposite changes in elastic properties: A shear wave elastography study. Scand. ]. Med. Sci. Sport. 2018, 28, 1201-1208.
[CrossRef] [PubMed]

Aubry, S.; Risson, ].R.; Kastler, A.; Barbier-Brion, B.; Siliman, G.; Runge, M.; Kastler, B. Biomechanical properties of the calcaneal
tendon in vivo assessed by transient shear wave elastography. Skeletal Radiol. 2013, 42, 1143-1150. [CrossRef]

Peltz, C.D.; Haladik, J.A.; Divine, G.; Siegal, D.; Van Holsbeeck, M.; Bey, M.]. ShearWave elastography: Repeatability for
measurement of tendon stiffness. Skeletal Radiol. 2013, 42, 1151-1156. [CrossRef] [PubMed]

DeWall, RJ.; Slane, L.C.; Lee, K.S.; Thelen, D.G. Spatial variations in Achilles tendon shear wave speed. ]. Biomech. 2014, 47,
2685-2692. [CrossRef]

Payne, C.; Watt, P.; Webborn, N. Shear wave elastography measures of the Achilles Tendon: Influence of time of day, leg dominance
and the impact of an acute 30-minute bout of running. Appl. Sci. 2018, 8, 1170. [CrossRef]

Masic, A.; Bertinetti, L.; Schuetz, R.; Chang, S.W.; Metzger, T.H.; Buehler, M.].; Fratzl, P. Osmotic pressure induced tensile forces
in tendon collagen. Nat. Commun. 2015, 6, 5942. [CrossRef] [PubMed]


http://doi.org/10.1155/2017/7021862
http://doi.org/10.1136/bjsm.2008.051193
http://doi.org/10.1109/58.212556
http://www.ncbi.nlm.nih.gov/pubmed/18263161
http://doi.org/10.2174/157340511798038657
http://www.ncbi.nlm.nih.gov/pubmed/22545033
http://doi.org/10.1148/radiol.14140434
http://www.ncbi.nlm.nih.gov/pubmed/25329764
http://doi.org/10.1016/j.ultrasmedbio.2013.10.021
http://www.ncbi.nlm.nih.gov/pubmed/24361224
http://doi.org/10.1016/j.ultrasmedbio.2017.06.009
http://doi.org/10.1016/j.bios.2018.11.052
http://doi.org/10.1016/j.ultrasmedbio.2016.07.002
http://www.ncbi.nlm.nih.gov/pubmed/27570209
http://doi.org/10.15557/JoU.2016.0013
http://www.ncbi.nlm.nih.gov/pubmed/27446596
http://doi.org/10.21315/eimj2018.10.3.8
http://doi.org/10.1037/0033-2909.86.2.420
http://www.ncbi.nlm.nih.gov/pubmed/18839484
http://doi.org/10.1016/j.jclinepi.2005.10.015
http://www.ncbi.nlm.nih.gov/pubmed/16980142
http://doi.org/10.1007/s11604-011-0591-9
http://www.ncbi.nlm.nih.gov/pubmed/21928005
http://doi.org/10.2214/AJR.14.13076
http://www.ncbi.nlm.nih.gov/pubmed/25714307
http://doi.org/10.1016/j.ultrasmedbio.2010.02.013
http://www.ncbi.nlm.nih.gov/pubmed/20420970
http://doi.org/10.1016/j.ejrad.2016.07.001
http://www.ncbi.nlm.nih.gov/pubmed/27501901
http://doi.org/10.1007/s00330-016-4409-0
http://www.ncbi.nlm.nih.gov/pubmed/27236815
http://doi.org/10.1016/j.ultrasmedbio.2015.07.008
http://www.ncbi.nlm.nih.gov/pubmed/26304500
http://doi.org/10.7863/ultra.16.01052
http://doi.org/10.1111/sms.12986
http://www.ncbi.nlm.nih.gov/pubmed/28972291
http://doi.org/10.1007/s00256-013-1649-9
http://doi.org/10.1007/s00256-013-1629-0
http://www.ncbi.nlm.nih.gov/pubmed/23640400
http://doi.org/10.1016/j.jbiomech.2014.05.008
http://doi.org/10.3390/app8071170
http://doi.org/10.1038/ncomms6942
http://www.ncbi.nlm.nih.gov/pubmed/25608644

Sensors 2021, 21, 1655 14 of 14

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

Yun, SJ.; Jin, W.; Cho, N.S.; Ryu, K.N.; Yoon, Y.C.; Cha, ].G.; Park, ].S.; Park, S.Y.; Choi, N.Y. Shear-wave and strain ultrasound
elastography of the supraspinatus and infraspinatus tendons in patients with idiopathic adhesive capsulitis of the shoulder:
A prospective case-control study. Korean J. Radiol. 2019, 20, 1176-1185. [CrossRef]

Siu, W.L.; Chan, C.H.; Lam, C.H.; Lee, C.M.; Ying, M. Sonographic evaluation of the effect of long-term exercise on Achilles
tendon stiffness using shear wave elastography. J. Sci. Med. Sport 2016, 19, 883-887. [CrossRef] [PubMed]

Zardi, E.M.; Franceschetti, E.; Giorgi, C.; Palumbo, A.; Franceschi, F. Reliability of quantitative point shear-wave ultrasound
elastography on vastus medialis muscle and quadriceps and patellar tendons. Med. Ultrason. 2019, 21, 50-55. [CrossRef]
[PubMed]

Leung, WK.C.; Chu, K.L.; Lai, C. Sonographic evaluation of the immediate effects of eccentric heel drop exercise on Achilles
tendon and gastrocnemius muscle stiffness using shear wave elastography. Peer] 2017, 5, €3592. [CrossRef]

Chiu, T.C.R;; Ngo, H.C.; Lau, LW.,; Leung, KW.; Lo, M.H.; Yu, H.EF; Ying, M. An Investigation of the Immediate Effect of
Static Stretching on the Morphology and Stiffness of Achilles Tendon in Dominant and Non-Dominant Legs. PLoS ONE 2016,
11, e0154443. [CrossRef]

Zhang, Z.].; Fu, S.N. Shear Elastic Modulus on Patellar Tendon Captured from Supersonic Shear Imaging: Correlation with
Tangent Traction Modulus Computed from Material Testing System and Test-Retest Reliability. PLoS ONE 2013, 8, e68216.
[CrossRef] [PubMed]

Brum, J.; Bernal, M.; Gennisson, J.L.; Tanter, M. In vivo evaluation of the elastic anisotropy of the human Achilles tendon using
shear wave dispersion analysis. Phys. Med. Biol. 2014, 59, 505-523. [CrossRef]

Baumer, T.G.; Davis, L.; Dischler, J.; Siegal, D.S.; van Holsbeeck, M.; Moutzouros, V.; Bey, M.]. Shear wave elastography of the
supraspinatus muscle and tendon: Repeatability and preliminary findings. J. Biomech. 2017, 53, 201-204. [CrossRef]

Gulledge, C.M.; Baumer, T.G.; Juliano, L.; Sweeney, M.; McGinnis, M.; Sherwood, A.; Moutzouros, V.; Bey, M.]. Shear wave
elastography of the healing human patellar tendon following ACL reconstruction. Knee 2019, 26, 347-354. [CrossRef] [PubMed]
Martin, J.A.; Brandon, S.C.E.; Keuler, EM.; Hermus, ].R.; Ehlers, A.C.; Segalman, D.J.; Allen, M.S.; Thelen, D.G. Gauging force by
tapping tendons. Nat. Commun. 2018, 9, 2-10. [CrossRef] [PubMed]

Tas, S.; Onur, M.R,; Yilmaz, S.; Soylu, A.R.; Korkusuz, F. Shear Wave Elastography Is a Reliable and Repeatable Method for
Measuring the Elastic Modulus of the Rectus Femoris Muscle and Patellar Tendon. J. Ultrasound Med. 2017, 36, 565-570. [CrossRef]
[PubMed]

Payne, C.; Watt, P.; Cercignani, M.; Webborn, N. Reproducibility of shear wave elastography measuresof the Achilles tendon.
Skeletal Radiol. 2017, 47, 779-784. [CrossRef] [PubMed]

Tas, S.; Yilmaz, S.; Onur, M.R,; Soylu, A.R.; Altuntas, O.; Korkusuz, F. Patellar tendon mechanical properties change with gender,
body mass index and quadriceps femoris muscle strength. Acta Orthop. Traumatol. Turc. 2017, 51, 54-59. [CrossRef]

Rossetti, L.; Kuntz, L.A.; Kunold, E.; Schock, J.; Miiller, KW.; Grabmayr, H.; Stolberg-Stolberg, J.; Pfeiffer, F.; Sieber, S.A.;
Burgkart, R.; et al. The microstructure and micromechanics of the tendon-bone insertion. Nat. Mater. 2017, 16, 664—670. [CrossRef]
Trotter, J.A. Structure-function considerations of muscle-tendon junctions. Comp. Biochem. Physiol. A Mol. Integr. Physiol. 2002,
133, 1127-1133. [CrossRef]

Kolz, C.W.,; Suter, T.; Henninger, H.B. Regional mechanical properties of the long head of the biceps tendon. Clin. Biomech. 2015,
30, 940-945. [CrossRef] [PubMed]

Tardioli, A.; Malliaras, P.; Maffulli, N. Immediate and short-term effects of exercise on tendon structure: Biochemical, biomechani-
cal and imaging responses. Br. Med. Bull. 2012, 103, 169-202. [CrossRef] [PubMed]

Kay, A.D.; Blazevich, A.J. Isometric contractions reduce plantar flexor moment, Achilles tendon stiffness, and neuromuscular
activity but remove the subsequent effects of stretch. J. Appl. Physiol. 2009, 107, 1181-1189. [CrossRef] [PubMed]

Kubo, K.; Kanehisa, H.; Kawakami, Y.; Fukunaga, T. Influence of static stretching on viscoelastic properties of human tendon
structures in vivo. J. Appl. Physiol. 2001, 90, 520-527. [CrossRef] [PubMed]

Yin, N.H.; Chen, W.S.; Wu, Y.T.; Shih, T.T.; Rolf, C.; Wang, H.K. Increased patellar tendon microcirculation and reduction of
tendon stiffness following knee extension eccentric exercises. J. Orthop. Sports Phys. Ther. 2014, 44, 304-312. [CrossRef] [PubMed]
Miller, K.S.; Edelstein, L.; Connizzo, B.K.; Soslowsky, L.J. Effect of preconditioning and stress relaxation on local collagen fiber
re-alignment: Inhomogeneous properties of rat supraspinatus tendon. J. Biomech. Eng. 2012, 134, 1-6. [CrossRef] [PubMed]
Miller, K.S.; Connizzo, B.K.; Feeney, E.; Soslowsky, L.]. Characterizing local collagen fiber re-alignment and crimp behavior
throughout mechanical testing in a mature mouse supraspinatus tendon model. J. Biomech. 2012, 45, 2061-2065. [CrossRef]
[PubMed]

Kubo, K.; Kanehisa, H.; Fukunaga, T. Effect of stretching training on the viscoelastic properties of human tendon structures
in vivo. J. Appl. Physiol. 2002, 92, 595-601. [CrossRef] [PubMed]


http://doi.org/10.3348/kjr.2018.0918
http://doi.org/10.1016/j.jsams.2016.02.013
http://www.ncbi.nlm.nih.gov/pubmed/26996945
http://doi.org/10.11152/mu-1712
http://www.ncbi.nlm.nih.gov/pubmed/30779831
http://doi.org/10.7717/peerj.3592
http://doi.org/10.1371/journal.pone.0154443
http://doi.org/10.1371/journal.pone.0068216
http://www.ncbi.nlm.nih.gov/pubmed/23826378
http://doi.org/10.1088/0031-9155/59/3/505
http://doi.org/10.1016/j.jbiomech.2017.01.008
http://doi.org/10.1016/j.knee.2018.12.006
http://www.ncbi.nlm.nih.gov/pubmed/30638680
http://doi.org/10.1038/s41467-018-03797-6
http://www.ncbi.nlm.nih.gov/pubmed/29686281
http://doi.org/10.7863/ultra.16.03032
http://www.ncbi.nlm.nih.gov/pubmed/28108983
http://doi.org/10.1007/s00256-017-2846-8
http://www.ncbi.nlm.nih.gov/pubmed/29260258
http://doi.org/10.1016/j.aott.2016.12.003
http://doi.org/10.1038/nmat4863
http://doi.org/10.1016/S1095-6433(02)00213-1
http://doi.org/10.1016/j.clinbiomech.2015.07.005
http://www.ncbi.nlm.nih.gov/pubmed/26209454
http://doi.org/10.1093/bmb/ldr052
http://www.ncbi.nlm.nih.gov/pubmed/22279080
http://doi.org/10.1152/japplphysiol.00281.2009
http://www.ncbi.nlm.nih.gov/pubmed/19644033
http://doi.org/10.1152/jappl.2001.90.2.520
http://www.ncbi.nlm.nih.gov/pubmed/11160050
http://doi.org/10.2519/jospt.2014.4872
http://www.ncbi.nlm.nih.gov/pubmed/24450371
http://doi.org/10.1115/1.4006340
http://www.ncbi.nlm.nih.gov/pubmed/22482687
http://doi.org/10.1016/j.jbiomech.2012.06.006
http://www.ncbi.nlm.nih.gov/pubmed/22776688
http://doi.org/10.1152/japplphysiol.00658.2001
http://www.ncbi.nlm.nih.gov/pubmed/11796669

	Introduction 
	Materials and Methods 
	Free-Hand 3D Shear Wave Velocity Mapping 
	Phantom Experiments 
	In Vivo Reproducibility Experiments 
	In Vivo 3D SWVM 
	In Vivo 2D SWVM 
	Tendon Response to Loading 

	Statistical Analysis 

	Results 
	Elastography Phantom 
	In Vivo Tendon Imaging 
	Tendon Response to Loading 

	Discussion 
	Three-Dimensional Mapping of Shear Wave Velocity in Human Tendon Is a Technically Feasible and Valid Approach 
	Potential Artefacts Caused by Out-of-Plane Transducer Motion during Image Acquisition at Varying Transducer Speeds 
	Inter-Operator and Inter-Day Reproducibility of 3D SWVM in Human Tendon 
	Local Tendon Shear Wave Velocity 
	Effect of Isometric Loading on Tendon Shear Wave Velocity in Healthy Adult Subjects 
	Methodological Considerations 

	Conclusions 
	References

