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Abstract

Purpose

Cortical porosity is a key characteristic governing the structural properties and mechanical
behaviour of bone, and its quantification is therefore critical for understanding and monitor-
ing the development of various bone pathologies such as osteoporosis. Axial transmission
quantitative acoustics has shown to be a promising technique for assessing bone health in a
fast, non-invasive, and radiation-free manner. One major hurdle in bringing this approach to
clinical application is the entanglement of the effects of individual characteristics (e.g. geom-
etry, porosity, anisotropy etc.) on the measured wave propagation. In order to address this
entanglement problem, we therefore propose a systematic bottom-up approach, in which
only one bone property is varied, before addressing interaction effects. This work therefore
investigated the sensitivity of low-frequency quantitative acoustics to changes in porosity as
well as individual pore characteristics using specifically designed cortical bone phantoms.

Materials and methods

14 bone phantoms were designed with varying pore size, axial-, and radial pore number,
resulting in porosities (bone volume fraction) between 0% and 15%, similar to porosity val-
ues found in human cortical bone. All phantoms were manufactured using laser sintering,
measured using axial-transmission acoustics and analysed using a full-wave approach.
Experimental results were compared to theoretical predictions based on a modified Timo-
shenko theory.

Results

A clear dependence of phase velocity on frequency and porosity produced by increasing
pore size or radial pore number was demonstrated, with the velocity decreasing by between
2-5 m/s per percent of additional porosity, which corresponds to -0.5% to -1.0% of wave
speed. While the change in phase velocity due to axial pore number was consistent with the
results due to pore size and radial pore number, the relative uncertainties for the estimates
were too high to draw any conclusions for this parameter.
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Conclusions

This work has shown the capability of low-frequency quantitative acoustics to reflect
changes in porosity and individual pore characteristics and demonstrated that additive
manufacturing is an appropriate method that allows the influence of individual bone proper-
ties on the wave propagation to be systematically assessed. The results of this work opens
perspectives for the efficient development of a multi-frequency, multi-mode approach to
screen, diagnose, and monitor bone pathologies in individuals.

Introduction

Osteoporosis is a systemic bone pathology characterized by the degradation of micro- and
macroscopic bone properties [1-3] and a corresponding increase in fracture risk. Osteoporosis
is the most widespread skeletal disorder, affecting one in two women and one in five men over
the age of 50 in the western world [4,5] and more than 200 million individuals worldwide [2].
The lifetime risk of suffering from an osteoporosis-related fracture in subjects over 50 years is
estimated to be 53.2% in women and 20.7% in men [6], a number that will likely be exacer-
bated by increasing life expectancies. Apart from causing individual suffering, osteoporosis
also places a high financial burden on the public health sector, estimated to be $3.8 billion
annually in the US alone [1,6], with every osteoporosis-induced fracture incurring some
$10°000 additional cost within the initial six months after fracture [7].

Although considerable changes occur within the trabecular bone structure due to osteopo-
rosis [5,8], the endosteal cortex is also known to be affected, where an imbalance in bone
resorption over bone formation leads to an increase in cortical porosity, as well as thinning of
the cortical shell, thereby increasing bone fragility [5,9-12]. Cortical porosity has also been
shown to account for most of the variations in mesoscopic bone elasticity and anisotropy [13],
making cortical porosity a key property governing the mechanical properties of the bone.
Thus, any state-of-the-art approach to clinically assess bone health clearly needs to take cortical
porosity into account.

Axial transmission quantitative acoustics (ax-QA)—here assumed to include quantitative
sound in the frequency range between 1Hz and 20kHz as well as quantitative ultrasound when
frequencies over 20k Hz are employed—is a bone sonometry method that has shown sensitiv-
ity to bone related pathologies [14-19] and individual properties of human cortical bone [20-
23]. Compared to conventional radiation-based methods, ax-QA is fast, non-invasive, porta-
ble, inexpensive, and radiation-free, which opens perspectives for applications such as diagno-
sis, monitoring, and widespread prevention programs. In ax-QA, transducers are placed
supercutaneously along the bone (e.g. tibia, ulna. . .) and transmit acoustic waves into the bone
cortex through the overlying soft-tissues. Separate surface sensors measure the propagation of
these acoustic waves, providing information on bone properties such as cortical thickness
[20,21] or porosity [22,23].

Early ax-QA devices used acoustic waves of frequencies between 250kHz and 1MHz and
analysed the “first arriving signal” (FAS), sometimes also termed the “speed of sound” or “fast
wave”, which has commonly been defined by the first crossing of the signal over an arbitrary
threshold and has therefore never been standardized [15,21,24-28]. Later, this FAS approach
was extended to also consider the “energetic late arrival” (ELA) or “slow wave”, which is a
high-energy signal arriving after the FAS. It was eventually found that the FAS and ELA con-
sisted of not only one, but rather multiple wave modes and their reflections propagating within
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the bone at the same time, making valid interpretation of results difficult [29,30]. Specifically,
it has been shown through numerical and experimental studies that the FAS corresponds to a
lateral head wave for A << d and to a SO-like guided wave (lowest-order symmetric) from
plate theory for A > d; the energetic-late-arrival (ELA) was identified to correspond to a Ray-
leigh wave for A << d and to the A0-like guided wave (lowest-order antisymmetric) for A > d
[30-32], where A denotes the wavelength and d the cortical thickness.

Furthermore, it was shown that due to their intrinsic characteristics, particular wave modes
are more sensitive to the measurement of specific bone properties than others and that these
characteristics can vary drastically with frequency [5,16,21,30,33]. Together, these insights
have led to the development of multi-mode analyses as well as full wave analyses of individual
modes [31,34], in which the complete time-signal is considered. Contrary to FAS and ELA,
which only assess a small part of the signal, such full wave analyses allow the differentiation
between various reflections propagating within the bone without the requirement for arbitrary
thresholds.

The fact that the ability to measure a certain bone property in a sensitive manner depends
on the frequency and wave mode opens perspectives for a multi-frequency, multi-mode analy-
sis to gather comprehensive information on bone properties over various length scales and
various depths of the bone [23,33]. Towards bringing such an approach to clinical application,
considerable effort has been invested in assessing the potential information accessible over dif-
ferent frequency ranges through in-vitro [21,29,31,34] as well as in-vivo studies [16,19]. By
examining the A0- and SO-modes in the frequency range from 250 kHz to 1.25 MHz, these
experiments have clearly shown that information on geometrical properties and properties
near the endosteum are only accessible using frequencies below about 500 kHz in the case of
these modes, but not by using higher-frequency waves due to their limited penetration depth
into the bone [23,30,31,35]. The quantification of geometrical and endosteal properties is criti-
cal, particularly in the assessment of osteoporosis, in which the changes in bone properties
such as porosity mainly occur at the endosteal surface [10,11]. While recent research suggests
that these properties might still be accessible at frequencies above 500kHz using higher order
modes [36-38], such approaches are still restricted by the complexity of exciting, measuring,
and differentiating the individual modes. While these higher order modes have the potential to
be sensitive to additional characteristics of bone properties over and above the standard low-
order modes, the use of these A0- and SO-modes offers a robust and established way to assess
geometry and endosteal properties at a macroscopic level.

In addition to the problem of finding suitable frequency ranges and wave modes, experi-
ments on in-vitro or in-vivo human bone are complicated by an entanglement of the effects of
individual characteristics (e.g. geometry, porosity, anisotropy, overlying soft-tissue) on the
measured wave propagation. In order to address this entanglement problem, we therefore pro-
pose a systematic bottom-up approach, in which only one bone property is varied while all
others are kept constant, before addressing the various interaction effects.

The aim of this study was therefore to investigate the capability of low-frequency ax-QA
using the fundamental AO-mode to measure porosity in bone phantoms in a systematic man-
ner, examining the role of varying pore size, as well as axial and radial pore number, while
keeping geometry and material properties constant.

Methods
Bone phantoms

For this study, 14 bone phantoms with varying pore size, radial or axial pore number were
designed (see Fig 1 and Table 1) to allow the investigation of porosities (volume fraction)
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Fig 1. In this study phantoms with varying porosities in radial (left) and axial (right) direction were manufactured. The
radial distribution is identified by the number of pores in the cross-section (here 37), and the axial distribution is identified by
the number of such patterns along the axis (here 25).

https://doi.org/10.1371/journal.pone.0182617.9001

between 0% and 15%. These values were chosen in order to mimic human bone, which has a
cortical porosity between approximately 1% and 20%, depending on age, bone, and osteopo-
rotic status [12,39-43].

All phantoms were cylindrical with 3cm diameter and 30cm length, and were manufactured
out of Polyamid 12 (PA12) using selective laser sintering in a vertical orientation. The simple
phantom shape approximates a long bone in the human body (e.g. tibia, ulna, femur), avoids
the effects of more complex geometry or wall thickness on the wave propagation, and facili-
tates an experimental procedure with high reproducibility and repeatability. To check whether
the laser sintering manufacturing process or the manufacturing orientation introduces addi-
tional anisotropic effects on the wave propagation, one additional phantom was manufactured
in a horizontal orientation and two further phantoms of the same shape, made from Polyvinyl-
chlorid and Polyethylen, were manufactured by conventional extrusion. Additionally, planar
X-ray images were taken with a fluoroscope (resolution 0.27 mm) to qualitatively confirm the
success of the manufacturing process with regard to the design specifications.

Measurement setup and protocol

All acoustic measurements in this study were performed using the Bone Stiffness Measure-
ment Device (BSMD), which has been described in detail elsewhere [44] but a brief overview is

Table 1. Design parameters of the manufactured phantoms.

id

100
101
102
103
104
105
107
108
109
110
111
113
114

porosity (%)
0.00
0.12
0.94
3.17
7.51
14.66
1.84
2.74
3.64
1.01
1.87
3.60
5.34

pore size (mm) pore pattern # of patterns # of pores
0 0 0 0
0.5 19 25 475
1 19 25 475
1.5 19 25 475
2 19 25 475
2.5 19 25 475
1 19 49 931

1 19 73 1387
1 19 97 1843
1 7 73 511

1 13 73 949
1 25 73 1825
1 37 73 2701

The column “id” contains an arbitrarily chosen identifier for each phantom, “pore pattern” refers to the number of spheres in one cross-sectional pattern, “#
of patterns” refers to the number of such cross-sectional patterns, and “# of pores” gives the overall number of pores.

https://doi.org/10.1371/journal.pone.0182617.t001
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presented here: The BSMD consists of a piezo-electric transducer to excite an acoustic wave,
multiple acceleration sensors to measure the wave propagation, and a data acquisition system
to control the device and to record the measurement data. The acoustic wave was excited by a
sine of 3300 Hz, enveloped by a Gaussian with Full-Width-at-Half-Maximum (FWHM) of
2000 Hz. The accelerometers (4518, Briiel & Kjael GmbH, P6cking, Germany) had a sensitivity
of 100 mV/G, where G is 9.81 m/s’, and data was sampled at a frequency of 96kHz.

This experiment utilised a custom-made mounting platform to achieve high reproducibility
in transducer and specimen placement while also ensuring acoustic decoupling. A foam
underground for the specimen provided mechanical stability for the specimens as well as a
strong impedance mismatch with the specimen material. This mismatch causes near perfect
reflections to occur at the phantom-foam interface and thus minimizes the effect of the foam
on the wave propagation.

The transducer was mounted, facing radially inwards, 5mm from the end of the phantom,
which also acted as the origin of the coordinate system. This placement allowed the excitation
of a transversal wave inside the phantom, superimposing the direct wave and the first reflec-
tion from the nearest end of the phantom, thus creating a well-defined wave front propagating
away from the origin. One acceleration sensor was placed in-line with the transducer at a dis-
tance of 50mm. In this configuration, a wave was induced and 2000 data points were mea-
sured, corresponding to approximately 20ms. The sensor was then repositioned 10mm along
the phantom’s axis and another measurement was performed; this process was repeated until
the sensor reached the end of the phantom. Overall, this procedure resulted in a collection of
262000 space-time data per phantom.

To exclude the possibility that the pore patterns cause an angular dependency of our results,
two of the phantoms were tested in orientations between 0° and 180° in 15° steps.

Wave speed analysis

Each of the measurements was first windowed along the time-axis using a Hamming-window
of 1000 points width and center at 0.01s, followed by a 2D-Fast Fourier Transform (2D-FFT)
with lengths of 256 and 32768 points, which were chosen to be about 10 times the length of
acquired data for space and time respectively. This procedure transformed the space-time
data, collected for each phantom, to the wavenumber-frequency domain and allows differenti-
ation between the various possible modes at each frequency. Since the comparatively short
length of the phantoms, together with the excitation duration and the wave velocity, lead to
multiple reflections propagating and overlapping within the phantom, the presented 2D-FFT
technique is especially advantageous for differentiating these various reflections.
A sinc function fit
sin(n(x — x,))

y(x) = A (1)

(x — x,)
was performed between 3.0 and 10.5 1/m for each frequency, corresponding to wavespeeds of
approximately 270 m/s to 1200 m/s for the considered frequency range, by minimizing a sum
of squared deviations cost function, where x is the inverse wavelength, and x, and A are free
parameters to be determined. This fitting function allows the isolation of the A0-like flexural
wave mode travelling away from the transducer and the fitting function was motivated by the
fact that the finite measurements in space can be seen as a subset of an infinite number of mea-
surements that are contained within a rectangular window, the transformation of which is the
sinc-function.
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Fig 2. lllustration of the analysis procedure.
https://doi.org/10.1371/journal.pone.0182617.9002

Using the x, determined from the fit, the wave speed was then calculated as
c=c(f) =f () ~f/x%(f), (2)

where fis the frequency and A is the wavelength. Fig 2 shows an illustration of the overall anal-
ysis procedure up this point.

The uncertainty in the wave speed Acg;, attributable to the fitting procedure, was calculated
from Eq 2 using Gaussian error propagation [45]:

(8w )

where Ax, is the uncertainty in x, estimated from the fitting procedure [46-48]. Finally, the
determined wave speeds c(f) were averaged over a number of 100Hz frequency bands to
reduce effects from the limited frequency resolution-based on our central frequency and
bandwidth, we used 2900-3000Hz, 3100-3200Hz, 3300-3400Hz, and 3500-3600Hz.

Statistics and analytical model

To estimate the overall uncertainty for each phase velocity measurement, the experiment and
analysis were repeated seven times for a single phantom with full repositioning of the phan-
tom, transducer, and sensors after each measurement. The standard deviation of the phase
velocity results was then bias-corrected and used as an estimate for the overall uncertainty.

To assess the dependency of the phase velocity on porosity, weighted linear regressions
were calculated for each of the pore characteristics under investigation (pore size, radial pore
number, axial pore number), using the inverses of the estimated overall uncertainties as the
weights.

Timoshenko beam theory was used to model the wave propagation in the bone phantoms
[49]: the dispersion equation for harmonic waves was then given by

Er , 1 E
— P —=(1+
PA A Gk

12 2 2 Pl .
) — _ =0 4
)/c ret el =0 (4)

where E is the elastic modulus, G is the shear modulus, I is the area-moment of inertia for the
cross-section, A is the cross-sectional area, p is the density, c is the phase velocity, k is the
Timoshenko shear coefficient (0.847 for this study), and y = 2n/A with A being the wavelength.
From Eq 4 the phase velocity c was calculated as a function of frequency using the material
constants supplied by the manufacturer: p = 0.970 g/cm’, E = 1500 MPa, G = 532 MPa, and the
geometry of the phantoms.
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Fig 3. Phase velocity as a function of porosity (pore volume fraction), caused by an increase in pore size (left), radial pore number (middle), or
axial pore number (right). Note the varying abscissae.

https://doi.org/10.1371/journal.pone.0182617.9003

Results

No differences in wave propagation were found either due to manufacturing direction or due
to the angular testing orientation of the phantom. The laser sintered phantoms without

Table 2. Optimized parameters, standard errors (SE), and statistics for the phase velocity as determined by weighted linear regressionc=c1 -
porosity + c0.

Frequency c0 SE c0 ci SE c1 R? p-value
Size

(2900, 3000) 437.19 3.44 -2.47 0.50 0.858 <0.01
(3100, 3200) 454.04 4.23 -2.79 0.61 0.84 0.01
(3300, 3400) 472.42 4.23 -2.67 0.61 0.82 0.01
(3500, 3600) 490.73 6.44 -3.40 0.93 0.77 0.02
Axial

(2900,3000) 439.16 1.79 -1.89 0.80 0.0.65 0.09
(3100,3200) 460.38 4.17 -4.13 1.86 0.62 0.11
(3300,3400) 479.43 8.27 -4.63 3.69 0.34 0.30
(3500, 3600) 500.99 15.16 -6.76 6.77 0.25 0.39
Radial

(2900, 3000) 438.12 1.93 -2.87 0.69 0.81 0.01
(3100, 3200) 457.97 2.35 -4.49 0.84 0.88 <0.01
(3300, 3400) 475.21 3.24 -3.40 1.16 0.69 0.04
(3500, 3600) 492.60 7.06 -3.61 2.52 0.34 0.02

https://doi.org/10.1371/journal.pone.0182617.t1002
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porosity and the extruded phantoms all exhibited wave propagation consistent with the values
predicted by Timoshenko-beam theory for the respective materials [49]: Timoshenko wave
theory predicted a wave velocity value of 397 m/s (at 3kHz) and 430 m/s (at 3.6 kHz) for the
laser-sintered phantoms without porosity, corresponding to wavelengths of 13.2 cm (at 3kHz)
and 11.9 cm (at 3.6 kHz). These predictions agreed with the experimentally found increase of
the 0" order fitting parameter c0 with frequency to within 10% of the absolute values.

The overall uncertainties of the phase velocities were estimated as 10.3 m/s, 7.6m/s, 6.7m/s,
and 6.4 m/s, for the frequency bands 2900-3000Hz, 3100-3200Hz, 3300-3400Hz, and 3500-
3600Hz respectively. The contribution of the uncertainties attributable to the fitting procedure
derived from Eq 3 were about 5% of the overall uncertainty and thus considered negligible
with respect to other error sources.

Wave speed exhibited a clear dependency on porosity, as caused by a variation in pore size,
radial pore number, and axial pore number (Fig 3): For increasing pore size the wave velocity
decreased by 2.47-3.40 m/s per percent of porosity; for increasing radial pore number the
wave velocity decreased by -2.87-4.49 m/s per percent of porosity; and for increasing axial
pore number the corresponding p-values were all greater than 0.1, which we did not consider
statistically significant (Table 2).

Discussion

Cortical porosity is a key characteristic governing the mechanical and structural behaviour of
bone and its quantification is therefore critical for understanding and monitoring the develop-
ment of various osteopathologies such as osteoporosis [5,9-11,13]. However, non-invasive
methods to assess porosity and thereby aid clinical decision-making and medical research
remain severely lacking. This study has therefore investigated the ability of low-frequency ax-
QA to quantify porosity, and has demonstrated for the first time the sensitivity of phase veloc-
ity of acoustic waves to overall porosity as well as individual pore characteristics (pore size,
radial pore number, axial pore number). The presented work on porosity is the first step of a
structured approach to systematically investigate the influence of individual material proper-
ties using laser sintered bone phantoms to develop ax-QA techniques able to measure these
individual properties. This work therefore contributes an important milestone towards the sys-
tematic development of a comprehensive multi-frequency, multi-mode assessment of human
cortical bone for use in clinical applications and bone research [16,23].

The employment of a 2D-FFT approach allowed the analysis of the full wave signal, as
opposed to conventional methods that only consider a small part of the wave signal (SOS, FAS,
ELA). Additionally, this approach permitted the differentiation between the reflections propa-
gating in the specimen, which is a critical aspect for successfully applying ax-QA in complex
systems such as relatively short human bones.

Due to the intrinsic sensitivity of low-frequency wave modes to geometry and material
properties, the bone phantoms had to be designed with simple geometry and material proper-
ties, while also varying the porosity. Laser sintering using PA12 was shown to be an efficient
way to fulfil these requirements, offering a high degree of controllability while showing no
influence due to manufacturing direction. While PA12 as a material is only approximately
similar to real cortical bone, which has higher elastic moduli and is both heterogeneous and
anisotropic, PA12 is very similar to materials that have successfully been used in other phan-
tom studies [23,34,35,38,50] and was therefore deemed appropriate for the presented phantom
study.

One critical aspect to consider is that laser sintering leaves residual powder in the pores,
and therefore completely vacant pores were not realisable in this study. As a consequence, it is
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possible that the actual amount of porosity exhibited by the phantoms was lower than planned,
indicating that the sensitivity of phase velocity to porosity could be even higher than estimated
by our results. Likewise, pores in real cortical bone are non-empty, and thought to be filled
with marrow-however, as the acoustic properties of the residual sintering material could not
be determined in this experiment, it remains to be investigated whether such partial, non-solid
filling can adequately reflect the situation occurring in real bone, with regards to e.g. imped-
ance mismatch.

The phase velocity results also showed a consistent deviation for individual phantoms when
compared to the corresponding regression lines across all frequency ranges, which might indi-
cate that the manufactured phantoms had slightly different porosities than specified by the
design parameters.

The overall measurement uncertainty remains a surprisingly underreported experimental
measure in the literature, with most experiments only reporting the uncertainty for the wave
excitation and analysis procedure, thus ignoring the effects of sensor and transducer position-
ing, as well as pressure between transducer/sensor and phantom. As the current and a previous
study [44] have shown, these effects are the dominant contributions to overall measurement
uncertainty in both in-vitro and in-vivo measurements—so any estimates that do not take
them into consideration will strongly underestimate their true values. In our study, the overall
uncertainty in determining the phase velocity was demonstrated to be sufficiently low for
applications to potentially differentiate between healthy and osteoporotic bone. However, fur-
ther improvements to the experimental procedure, such as transducer and sensor placement,
could allow for even higher sensitivities, making applications such as monitoring gradual
changes in bone properties in individuals possible.

A clear dependence of phase velocity on frequency and porosity produced by increasing
pore size or radial pore number was demonstrated, with the velocity decreasing by between
2.5-4.5 m/s per percent of additional porosity (m/(s %p)), with higher frequencies showing
stronger changes. This decrease corresponds to -0.5% to -1.0% of wave speed per percent of
additional porosity (%v/%p). While the change in phase velocity due to axial pore number was
consistent with the results due to pore size and radial pore number, the relative uncertainties
for the estimates were too high to draw any conclusions for this parameter. We attribute these
high relative uncertainties to the fact that the porosity range covered by changes in axial pore
number was only 4% and thus narrower than for the other parameters of porosity. It is there-
fore entirely plausible that the observed trends also hold true for axial pore number, but this
remains to be confirmed in further studies.

Predictions from Timoshenko beam theory agree with the experimentally determined
phase velocities, with a consistent 10% underestimation of the predicted absolute values at all
frequencies. We attribute this discrepancy to either the residual powder present in the pores
resulting from sintering process, or the uncertainty in the material properties of the phantom,
which were not nearer specified by the manufacturer, for example introduced through the
laser sintering process itself [51]. While the original Timoshenko theory does not explicitly
model porosity, porosity was included through a linear effect on the density and a cubic effect
on the elastic modulus [52]. Using these approximations, the model predicted a phase velocity
change of -1.87 m/(s %p) at 3kHz and -1.98 m/(s %p) at 3.6kHz, agreeing with the range of
measured values but predicting a weaker dependency on frequency than observed in our
experiment. While this crude approximation yields surprisingly good agreement with the
observed data, the inclusion of effects due to pore orientation and distribution might allow the
prediction of the mechanical behaviour to be further improved [53-55].

Unexpectedly, the relative changes in wave velocity due to porosity found in this study were
comparable to results of experimental and computational studies measuring FAS at high
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frequencies between 500kHz and 2MHz: An experimental study on 10 human radii found FAS
changes of -52 + 12 m/(s %p), which corresponds to -1.5%v/%p [26], while two computational
studies predicted changes between -0.6 and -1.0%v/%p [27,28]. Compared to these studies,
limitations of the presented work (-0.5 to -1.5%v/%p) were the simple cylindrical shape, as
well as the large size and the regular distribution of pores in the tested phantoms. While the
goal of these phantoms was to approximate human cortical bone, it is clear that the direct
extrapolation of the presented results to in-vivo measurements in humans may be limited.
Through necessity, the systematic bottom-up approach employed in this study restricted the
phantom’s geometry to a simple cylinder, which had the additional advantages of being analyti-
cally tractable and avoiding potential step-artefacts from the sintering process. Furthermore,
although the pore diameter of human cortical bone is known to vary from 50um to 100-300pum
[5,42,56], the achievable pore size in our simplified phantoms was restricted by the limitations
of the manufacturing process. However, it is likely that the interaction between pores of smaller
diameter d and higher frequencies f will follow the same rules as long as the factor d * f remains
constant. While this scaling effect might explain the good agreement between our results and
the aforementioned studies, the differences in assessed specimens, geometry, penetration depth,
porosity (anisotropy, distribution), and analysis method (FAS, vs full wave), make it likely that
the underlying processes are more intricate than suggested by such a simple scaling law.

Another study investigated the effect of cancellous bone porosity on direct transmission
velocity (i.e. non-axial) by means of Leeds bone phantoms, which are gelatine granules embed-
ded in an epoxy matrix, with a total porosity of 45-83%. Over this porosity range, the phase
velocity at 600 kHz decreased from 2200 m/s to 1600 m/s following a second-order polynomial
function, which for comparative purposes corresponds to a linear change of approximately -18
m/(s %p) or -1%v/%p [57]. While the underlying method and employed frequency are consid-
erably different to the studies discussed so far, these results could indicate a non-linear depen-
dency of the phase velocity on porosity at high porosity values.

Since our results indicate an increasing sensitivity to porosity with increasing frequency
below a frequency of 10kHz and results from other studies indicate a lower sensitivity at fre-
quencies above 1MHz, it seems probable that the frequency most sensitive to porosity can be
found within this frequency range. However, it remains unknown whether specific pore char-
acteristics (size, distribution, connectivity, orientation. . .) can be assessed independently from
one another, and which frequencies and wave modes are most appropriate. Therefore, we sug-
gest that further work should investigate the influence of such pore characteristics using multi-
ple wave modes with a focus on the frequency range between 10kHz and 1MHz. Coupled with
investigations extending previous work to assess the influence of locally varying cortical thick-
ness, such work would allow for the assessment of how open-celled porosity at the endosteal
surface affects wave propagation.

Together with the presented results, the insights gained from such studies could allow the
determination of the ideal wave modes and frequencies to measure clinically relevant porosity
and individual pore characteristics.

Author Contributions

Conceptualization: Florian Vogl, William R. Taylor.
Data curation: Florian Vogl.

Formal analysis: Florian Vogl.

Funding acquisition: Florian Vogl, William R. Taylor.

Investigation: Florian Vogl, Daniele Bolognesi.

PLOS ONE | https://doi.org/10.1371/journal.pone.0182617  September 7, 2017 10/14


https://doi.org/10.1371/journal.pone.0182617

@° PLOS | ONE

Towards assessing porosity using quantitative acoustics

Methodology: Florian Vogl, Benjamin Bernet.

Project administration: Florian Vogl, William R. Taylor.

Resources: Florian Vogl, Benjamin Bernet.

Software: Florian Vogl, Daniele Bolognesi.

Supervision: William R. Taylor.

Validation: Florian Vogl, Benjamin Bernet, Daniele Bolognesi.

Visualization: Florian Vogl.

Writing - original draft: Florian Vogl.

Writing - review & editing: Florian Vogl, William R. Taylor.

References

1.
2.
3.

10.

11.

12

13.

14.

15.

Fish HR, Dons RF. Primary osteoporosis. Am Fam Physician. 1985; 31(1):216—-23. PMID: 3880987
Lin J, Lane J. Osteoporosis: a review. Clin Orthop Relat Res. 2004;Aug(425):126—-34. PMID: 15292797

Zebaze RMD, Ghasem-Zadeh A, Bohte A, luliano-Burns S, Mirams M, Price R, et al. Intracortical
remodelling and porosity in the distal radius and post-mortem femurs of women: a cross-sectional
study. Lancet [Internet]. 2016 Aug 30; 375(9727):1729-36. Available from: http://dx.doi.org/10.1016/
S0140-6736(10)60320-0

Van Staa TP, Dennison EM, Leuftkens HGM, Cooper C. Epidemiology of fractures in England and
Wales. Bone. 2001; 29(6):517-22. PMID: 11728921

Various. Bone Quantitative Ultrasound. Laugier P, Haiat G, editors. Springer Dordrecht Heidelberg
London New York; 2011.

NIH Consensus Development Panel on Osteoporosis Prevention, Diagnosis and Therapy. Osteoporo-
sis prevention, diagnosis, and therapy. JAMA [Internet]. 2001 Feb 14; 285(6):785-95. Available from:
http://dx.doi.org/10.1001/jama.285.6.785 PMID: 11176917

Viswanathan HN, Curtis JR, Yu J, White J, Stolshek BS, Merinar C, et al. Direct healthcare costs of
osteoporosis-related fractures in managed care patients receiving pharmacological osteoporosis ther-
apy. Appl Health Econ Health Policy [Internet]. 2012; 10(3):163—73. Available from: http://dx.doi.org/10.
2165/11598590-000000000-00000 PMID: 22510025

Chen H, Zhou X, Fujita H, Onozuka M, Kubo KY. Age-related changes in trabecular and cortical bone
microstructure. Vol. 2013, International Journal of Endocrinology. 2013.

Newitt DC, Majumdar S, Van Rietbergen B, Von Ingersleben G, Harris ST, Genant HK, et al. In vivo
assessment of architecture and micro-finite element analysis derived indices of mechanical properties
of trabecular bone in the radius. Osteoporos Int. 2002; 13(1):6—17. https://doi.org/10.1007/s198-002-
8332-0 PMID: 11878456

Keshawarz NM, Recker RR. Expansion of the medullary cavity at the expense of cortex in postmeno-
pausal osteoporosis. Metab Bone Dis Relat Res. 1984; 5(5):223-8. PMID: 6493034

Ritzel H, Amling M, P&sl M, Hahn M, Delling G. The thickness of human vertebral cortical bone and its
changes in aging and osteoporosis: a histomorphometric analysis of the complete spinal column from
thirty-seven autopsy specimens. J Bone Miner Res. 1997; 12(1):89-95. https://doi.org/10.1359/jbmr.

1997.12.1.89 PMID: 9240730

Stein MS, Feik S a, Thomas CD, Clement JG, Wark JD. An automated analysis of intracortical porosity
in human femoral bone across age. J Bone Miner Res [Internet]. 1999; 14(4):624—32. Available from:
http://www.ncbi.nIm.nih.gov/pubmed/10234585 https://doi.org/10.1359/jbmr.1999.14.4.624 PMID:
10234585

Granke M, Grimal Q, Saied A, Nauleau P, Peyrin F, Laugier P. Change in porosity is the major determi-
nant of the variation of cortical bone elasticity at the millimeter scale in aged women. Bone [Internet].
2011; 49(5):1020-6. Available from: http://dx.doi.org/10.1016/j.bone.2011.08.002 PMID: 21855669

Foldes a J, Arnon E, Popovtzer MM. Reduced speed of sound in tibial bone of haemodialysed patients:
association with serum PTH level. Nephrol Dial Transplant. 1996; 11(7):1318-21. PMID: 8672029

Zadik Z, Sinai T, Zung A, Reifen R. Longitudinal monitoring of bone measured by quantitative multisite
ultrasound in patients with Crohn’s disease. J Clin Gastroenterol. 2005; 39(2):120-3. PMID: 15681906

PLOS ONE | https://doi.org/10.1371/journal.pone.0182617  September 7, 2017 11/14


http://www.ncbi.nlm.nih.gov/pubmed/3880987
http://www.ncbi.nlm.nih.gov/pubmed/15292797
https://doi.org/10.1016/S0140-6736(10)60320-0
https://doi.org/10.1016/S0140-6736(10)60320-0
http://www.ncbi.nlm.nih.gov/pubmed/11728921
https://doi.org/10.1001/jama.285.6.785
http://www.ncbi.nlm.nih.gov/pubmed/11176917
https://doi.org/10.2165/11598590-000000000-00000
https://doi.org/10.2165/11598590-000000000-00000
http://www.ncbi.nlm.nih.gov/pubmed/22510025
https://doi.org/10.1007/s198-002-8332-0
https://doi.org/10.1007/s198-002-8332-0
http://www.ncbi.nlm.nih.gov/pubmed/11878456
http://www.ncbi.nlm.nih.gov/pubmed/6493034
https://doi.org/10.1359/jbmr.1997.12.1.89
https://doi.org/10.1359/jbmr.1997.12.1.89
http://www.ncbi.nlm.nih.gov/pubmed/9240730
http://www.ncbi.nlm.nih.gov/pubmed/10234585
https://doi.org/10.1359/jbmr.1999.14.4.624
http://www.ncbi.nlm.nih.gov/pubmed/10234585
https://doi.org/10.1016/j.bone.2011.08.002
http://www.ncbi.nlm.nih.gov/pubmed/21855669
http://www.ncbi.nlm.nih.gov/pubmed/8672029
http://www.ncbi.nlm.nih.gov/pubmed/15681906
https://doi.org/10.1371/journal.pone.0182617

@° PLOS | ONE

Towards assessing porosity using quantitative acoustics

16.

17.

18.

19.

20.

21,

22,

23.

24,

25.

26.

27.

28.

29.

30.

31.

Egorov V, Tatarinov A, Sarvazyan N, Wood R, Magidenko L, Amin S, et al. Osteoporosis detection in
postmenopausal women using axial transmission multi-frequency bone ultrasonometer: Clinical find-
ings. Ultrasonics [Internet]. 2014 Sep 10 [cited 2014 Jan 9]; 54(5):1170-7. Available from: http://www.
ncbi.nlm.nih.gov/pubmed/24070826 https://doi.org/10.1016/j.ultras.2013.08.017 PMID: 24070826

Moilanen P, Maatta M, Kilappa V, Xu L, Nicholson PHF, Alén M, et al. Discrimination of fractures by
low-frequency axial transmission ultrasound in postmenopausal females. Osteoporos Int [Internet].
20183; 24(2):723-30. Available from: http://www.ncbi.nim.nih.gov/pubmed/22638711 https://doi.org/10.
1007/s00198-012-2022-x PMID: 22638711

Talmant M, Kolta S, Roux C, Haguenauer D, Vedel |, Cassou B, et al. In vivo performance evaluation of
bi-directional ultrasonic axial transmission for cortical bone assessment. Ultrasound Med Biol [Internet].
2009 Jun [cited 2014 Feb 6]; 35(6):912-9. Available from: http://www.ncbi.nim.nih.gov/pubmed/
19243881 https://doi.org/10.1016/j.ultrasmedbio.2008.12.008 PMID: 19243881

Sarvazyan A, Tatarinov A, Egorov V, Airapetian S, Kurtenok V, Gatt CJ. Application of the dual-fre-
quency ultrasonometer for osteoporosis detection. Ultrasonics [Internet]. 2009 Mar [cited 2014 Jan 9];
49(3):331-7. Available from: http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=
2788614&tool=pmcentrez&rendertype=abstract https://doi.org/10.1016/j.ultras.2008.10.003 PMID:
19036394

Moilanen P, Nicholson PHF, Kilappa V, Cheng S, Timonen J. Assessment of the cortical bone thickness
using ultrasonic guided waves: modelling and in vitro study. Ultrasound Med Biol [Internet]. 2007 Feb
[cited 2013 Nov 20]; 33(2):254—62. Available from: http://www.ncbi.nlm.nih.gov/pubmed/17306696
https://doi.org/10.1016/j.ultrasmedbio.2006.07.038 PMID: 17306696

Muller M, Moilanen P, Bossy E, Nicholson P, Kilappa V, Timonen J, et al. Comparison of three ultra-
sonic axial transmission methods for bone assessment. Ultrasound Med Biol [Internet]. 2005 May [cited
2014 Feb 4]; 31(5):633—42. Available from: http://www.ncbi.nim.nih.gov/pubmed/15866413 https://doi.
org/10.1016/j.ultrasmedbio.2005.02.001 PMID: 15866413

Bossy E, Talmant M, Defontaine M, Patat F, Laugier P. Bidirectional Axial Transmission Can Improve
Accuracy and Precision of Ultrasonic Velocity Measurement in Cortical Bone: A Validation on Test
Materials. IEEE Trans Ultrason Ferroelectr Freq Control. 2004; 51(1):71-9. PMID: 14995018

Tatarinov A, Egorov V, Sarvazyan N, Sarvazyan A. Multi-frequency axial transmission bone ultrason-
ometer. Ultrasonics [Internet]. 2013 Oct 12 [cited 2013 Nov 20]; Available from: http://www.ncbi.nlm.
nih.gov/pubmed/24206675

Tuna H, Birtane M, Ekuklu G, Cermik F, Tuna F, Kokino S. Does quantitative tibial ultrasound predict
low bone mineral density defined by dual energy X-ray absorptiometry? Yonsei Med J [Internet]. 2008
Jun 30 [cited 2013 Nov 20]; 49(3):436—42. Available from: http://www.pubmedcentral.nih.gov/
articlerender.fcgi?artid=2615346&tool=pmcentrez&rendertype=abstract https://doi.org/10.3349/ym;.
2008.49.3.436 PMID: 18581594

Krestan CR, Grampp S, Henk C, Peloschek P, Imhof H. Limited diagnostic agreement of quantitative
sonography of the radius and phalanges with dual-energy X-ray absorptiometry of the spine, femur, and
radius for diagnosis of osteoporosis. Am J Roentgenol. 2004; 183(3):639—44.

Raum K, Leguerney |, Chandelier F, Bossy E, Talmant M, Saied A, et al. Bone microstructure and elas-
tic tissue properties are reflected in QUS axial transmission measurements. Ultrasound Med Biol [Inter-
net]. 2005 Sep [cited 2014 Apr 15]; 31(9):1225-35. Available from: http://www.ncbi.nlm.nih.gov/
pubmed/16176789 https://doi.org/10.1016/j.ultrasmedbio.2005.05.002 PMID: 16176789

Potsika V T., Grivas KN., Gortsas T, lori G, Protopappas V C., Raum K, et al. Computational Study of
the Effect of Cortical Porosity on Ultrasound Wave Propagation in Healthy and Osteoporotic Long
Bones. Materials (Basel) [Internet]. 2016; 9(3):205. Available from: http://www.mdpi.com/1996-1944/9/
3/205

Bossy E, Talmant M, Laugier P. Three-dimensional simulations of ultrasonic axial transmission velocity
measurement on cortical bone models. J Acoust Soc Am [Internet]. 2004 [cited 2013 Dec 28]; 115
(5):2314. Available from: http://link.aip.org/link/JASMAN/v115/i5/p2314/s1&Agg=doi

Moilanen P, Talmant M, Bousson V, Nicholson PHF, Cheng S, Timonen J, et al. Ultrasonically deter-
mined thickness of long cortical bones: two-dimensional simulations of in vitro experiments. J Acoust
Soc Am [Internet]. 2007 Sep [cited 2014 Jan 24]; 122(3):1818. Available from: http://www.ncbi.nlm.nih.
gov/pubmed/17927441 https://doi.org/10.1121/1.2756758 PMID: 17927441

Camus E, Talmant M, Berger G, Laugier P. Analysis of the axial transmission technique for the assess-
ment of skeletal status. J Acoust Soc Am [Internet]. 2000 Dec; 108(6):3058—65. Available from: http://
www.ncbi.nlm.nih.gov/pubmed/11144598 PMID: 11144598

Moilanen P, Talmant M, Nicholson PHF, Cheng S, Timonen J, Laugier P. Ultrasonically determined
thickness of long cortical bones: Three-dimensional simulations of in vitro experiments. J Acoust Soc
Am [Internet]. 2007 Oct [cited 2014 Jan 24]; 122(4):2439-45. Available from: http://www.ncbi.nIm.nih.
gov/pubmed/17902878 https://doi.org/10.1121/1.2769619 PMID: 17902878

PLOS ONE | https://doi.org/10.1371/journal.pone.0182617  September 7, 2017 12/14


http://www.ncbi.nlm.nih.gov/pubmed/24070826
http://www.ncbi.nlm.nih.gov/pubmed/24070826
https://doi.org/10.1016/j.ultras.2013.08.017
http://www.ncbi.nlm.nih.gov/pubmed/24070826
http://www.ncbi.nlm.nih.gov/pubmed/22638711
https://doi.org/10.1007/s00198-012-2022-x
https://doi.org/10.1007/s00198-012-2022-x
http://www.ncbi.nlm.nih.gov/pubmed/22638711
http://www.ncbi.nlm.nih.gov/pubmed/19243881
http://www.ncbi.nlm.nih.gov/pubmed/19243881
https://doi.org/10.1016/j.ultrasmedbio.2008.12.008
http://www.ncbi.nlm.nih.gov/pubmed/19243881
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=2788614&tool=pmcentrez&rendertype=abstract
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=2788614&tool=pmcentrez&rendertype=abstract
https://doi.org/10.1016/j.ultras.2008.10.003
http://www.ncbi.nlm.nih.gov/pubmed/19036394
http://www.ncbi.nlm.nih.gov/pubmed/17306696
https://doi.org/10.1016/j.ultrasmedbio.2006.07.038
http://www.ncbi.nlm.nih.gov/pubmed/17306696
http://www.ncbi.nlm.nih.gov/pubmed/15866413
https://doi.org/10.1016/j.ultrasmedbio.2005.02.001
https://doi.org/10.1016/j.ultrasmedbio.2005.02.001
http://www.ncbi.nlm.nih.gov/pubmed/15866413
http://www.ncbi.nlm.nih.gov/pubmed/14995018
http://www.ncbi.nlm.nih.gov/pubmed/24206675
http://www.ncbi.nlm.nih.gov/pubmed/24206675
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=2615346&tool=pmcentrez&rendertype=abstract
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=2615346&tool=pmcentrez&rendertype=abstract
https://doi.org/10.3349/ymj.2008.49.3.436
https://doi.org/10.3349/ymj.2008.49.3.436
http://www.ncbi.nlm.nih.gov/pubmed/18581594
http://www.ncbi.nlm.nih.gov/pubmed/16176789
http://www.ncbi.nlm.nih.gov/pubmed/16176789
https://doi.org/10.1016/j.ultrasmedbio.2005.05.002
http://www.ncbi.nlm.nih.gov/pubmed/16176789
http://www.mdpi.com/1996-1944/9/3/205
http://www.mdpi.com/1996-1944/9/3/205
http://link.aip.org/link/JASMAN/v115/i5/p2314/s1&Agg=doi
http://www.ncbi.nlm.nih.gov/pubmed/17927441
http://www.ncbi.nlm.nih.gov/pubmed/17927441
https://doi.org/10.1121/1.2756758
http://www.ncbi.nlm.nih.gov/pubmed/17927441
http://www.ncbi.nlm.nih.gov/pubmed/11144598
http://www.ncbi.nlm.nih.gov/pubmed/11144598
http://www.ncbi.nlm.nih.gov/pubmed/11144598
http://www.ncbi.nlm.nih.gov/pubmed/17902878
http://www.ncbi.nlm.nih.gov/pubmed/17902878
https://doi.org/10.1121/1.2769619
http://www.ncbi.nlm.nih.gov/pubmed/17902878
https://doi.org/10.1371/journal.pone.0182617

@° PLOS | ONE

Towards assessing porosity using quantitative acoustics

32.

33.

34.

35.

36.

37.

38.

39.

40.

M.

42,

43.

44,

45.

46.

47.

48.

49.

50.

51.

Nicholson PHF, Moilanen P, Karkkainen T, Timonen J, Cheng S. Guided ultrasonic waves in long
bones: modelling, experiment and in vivo application. Physiol Meas [Internet]. 2002 Nov; 23(4):755-68.
Available from: http://www.ncbi.nIm.nih.gov/pubmed/12450274 PMID: 12450274

Moilanen P. Ultrasonic guided waves in bone. IEEE Trans Ultrason Ferroelectr Freq Control [Internet].
2008 Jan; 55(6):1277-86. Available from: http://www.ncbi.nlm.nih.gov/pubmed/18599415 https://doi.
org/10.1109/TUFFC.2008.790 PMID: 18599415

Moilanen P, Nicholson PHF, Kilappa V, Cheng S, Timonen J. Measuring guided waves in long bones:
modeling and experiments in free and immersed plates. Ultrasound Med Biol [Internet]. 2006 May [cited
2014 Feb 3]; 32(5):709-19. Available from: http://www.ncbi.nlm.nih.gov/pubmed/16677930 https://doi.
org/10.1016/j.ultrasmedbio.2006.02.1402 PMID: 16677930

Moilanen P, Kilappa V, Nicholson PHF, Timonen J, Cheng S. Thickness sensitivity of ultrasound veloc-
ity in long bone phantoms. Ultrasound Med Biol [Internet]. 2004 Nov [cited 2014 Feb 6]; 30(11):1517—
21. Available from: http://www.ncbi.nlm.nih.gov/pubmed/15588962 https://doi.org/10.1016/j.
ultrasmedbio.2004.08.017 PMID: 15588962

Bochud N, Vallet Q, Minonzio J-G, Laugier P. Predicting bone strength with ultrasonic guided waves.
Sci Rep [Internet]. 2017; 7(January):43628. Available from: http://www.nature.com/articles/srep43628
https://doi.org/10.1038/srep43628 PMID: 28256568

Foiret J, Minonzio JG, Chappard C, Talmant M, Laugier P. Combined estimation of thickness and veloc-
ities using ultrasound guided waves: A pioneering study on in vitro cortical bone samples. IEEE Trans
Ultrason Ferroelectr Freq Control. 2014; 61(9):1478-88. https://doi.org/10.1109/TUFFC.2014.3062
PMID: 25167148

Nauleau P, Minonzio J-G, Chekroun M, Cassereau D, Laugier P, Prada C, et al. A method for the mea-
surement of dispersion curves of circumferential guided waves radiating from curved shells: experimen-
tal validation and application to a femoral neck mimicking phantom. Phys Med Biol [Internet]. 2016; 61
(13):4746—62. Available from: http://stacks.iop.org/0031-9155/61/i=13/a=4746?key=crossref.
d38ce41511a44d1222996a08ba32e4e7 https://doi.org/10.1088/0031-9155/61/13/4746 PMID:
27272197

Thompson DD. Age changes in bone mineralization, cortical thickness, and Haversian canal area. Cal-
cif Tissue Int. 1980; 31(1):5-11. PMID: 6770973

Atkinson PJ. Quantitative Analysis of osteoporosis in cortical bone. Nature [Internet]. 1964; 201
(4917):373-5. Available from: http://dx.doi.org/10.1038/201373a0

Bousson V, Peyrin F, Bergot C, Hausard M, Sautet A, Laredo J-D. Cortical bone in the human femoral
neck: three-dimensional appearance and porosity using synchrotron radiation. J Bone Miner Res. 2004;
19(5):794-801. https://doi.org/10.1359/JBMR.040124 PMID: 15068503

Malo MKH, Rohrbach D, Isaksson H, Toyras J, Jurvelin JS, Tamminen IS, et al. Longitudinal elastic
properties and porosity of cortical bone tissue vary with age in human proximal femur. Bone [Internet].
2013 Apr [cited 2013 Nov 13]; 53(2):451-8. Available from: http://www.ncbi.nlm.nih.gov/pubmed/
23334084 https://doi.org/10.1016/j.bone.2013.01.015 PMID: 23334084

Laval-Jeantet a M, Bergot C, Carroll R, Garcia-Schaefer F. Cortical bone senescence and mineral bone
density of the humerus. Calcif Tissue Int. 1983; 35(3):268-72. PMID: 6871757

Vogl F, Schniriger K, Gerber H, Taylor WR. Reliability of Phase Velocity Measurements of Flexural
Acoustic Waves in the Human Tibia In-Vivo. PLoS One [Internet]. 2016; 11(3):e0152417. Available
from: http://journals.plos.org/plosone/article?id=10.1371/journal.pone.0152417 https://doi.org/10.1371/
journal.pone.0152417 PMID: 27015093

Lang C, Pucker N. Mathematische Methoden in der Physik. 2nd ed. Heidelberg: Spektrum Akade-
mischer Verlag; 2005.

Landman DA, Doussel-Dupré R, Tanigawa G. On the statistical uncertainties associated with line profile
fitting. Astrophys J. 1982; 261(10):732-5.

Garnir HP, Baudinet-Robinet Y, Dumont PD. Error in the determination of Gaussian peak centroids.
Nucl Inst Methods Phys Res B. 1987; 28(1):146-53.

Richter PH. Estimating Errors in Least-Squares Fitting. TDA Prog Rep [Internet]. 1995;42—-122. Avail-
able from: http://tmo.jpl.nasa.gov/progress_report/42-122/122E.pdf

Graff KF. Wave motion in elastic solids. Wave motion in elastic solids. New York: Dover Publications;
1991.

Njeh CF, Kearton JR, Hans D, Boivin CM. The use of quantitative ultrasound to monitor fracture healing:
a feasibility study using phantoms. Med Eng Phys. 1998; 20(10):781-6. PMID: 10223648

Amado-Becker A, Ramos-Grez J, José Yaiiez M, Vargas Y, Gaete L. Elastic tensor stiffness coeffi-
cients for SLS Nylon 12 under different degrees of densification as measured by ultrasonic technique.

PLOS ONE | https://doi.org/10.1371/journal.pone.0182617  September 7, 2017 13/14


http://www.ncbi.nlm.nih.gov/pubmed/12450274
http://www.ncbi.nlm.nih.gov/pubmed/12450274
http://www.ncbi.nlm.nih.gov/pubmed/18599415
https://doi.org/10.1109/TUFFC.2008.790
https://doi.org/10.1109/TUFFC.2008.790
http://www.ncbi.nlm.nih.gov/pubmed/18599415
http://www.ncbi.nlm.nih.gov/pubmed/16677930
https://doi.org/10.1016/j.ultrasmedbio.2006.02.1402
https://doi.org/10.1016/j.ultrasmedbio.2006.02.1402
http://www.ncbi.nlm.nih.gov/pubmed/16677930
http://www.ncbi.nlm.nih.gov/pubmed/15588962
https://doi.org/10.1016/j.ultrasmedbio.2004.08.017
https://doi.org/10.1016/j.ultrasmedbio.2004.08.017
http://www.ncbi.nlm.nih.gov/pubmed/15588962
http://www.nature.com/articles/srep43628
https://doi.org/10.1038/srep43628
http://www.ncbi.nlm.nih.gov/pubmed/28256568
https://doi.org/10.1109/TUFFC.2014.3062
http://www.ncbi.nlm.nih.gov/pubmed/25167148
http://stacks.iop.org/0031-9155/61/i=13/a=4746?key=crossref.d38ce41511a44d1222996a08ba32e4e7
http://stacks.iop.org/0031-9155/61/i=13/a=4746?key=crossref.d38ce41511a44d1222996a08ba32e4e7
https://doi.org/10.1088/0031-9155/61/13/4746
http://www.ncbi.nlm.nih.gov/pubmed/27272197
http://www.ncbi.nlm.nih.gov/pubmed/6770973
https://doi.org/10.1038/201373a0
https://doi.org/10.1359/JBMR.040124
http://www.ncbi.nlm.nih.gov/pubmed/15068503
http://www.ncbi.nlm.nih.gov/pubmed/23334084
http://www.ncbi.nlm.nih.gov/pubmed/23334084
https://doi.org/10.1016/j.bone.2013.01.015
http://www.ncbi.nlm.nih.gov/pubmed/23334084
http://www.ncbi.nlm.nih.gov/pubmed/6871757
http://journals.plos.org/plosone/article?id=10.1371/journal.pone.0152417
https://doi.org/10.1371/journal.pone.0152417
https://doi.org/10.1371/journal.pone.0152417
http://www.ncbi.nlm.nih.gov/pubmed/27015093
http://tmo.jpl.nasa.gov/progress_report/42-122/122E.pdf
http://www.ncbi.nlm.nih.gov/pubmed/10223648
https://doi.org/10.1371/journal.pone.0182617

@° PLOS | ONE

Towards assessing porosity using quantitative acoustics

52.

53.

54.

55.

56.

57.

Rapid Prototyp J [Internet]. 2008; 14(5):260—70. Available from: http://www.emeraldinsight.com/doi/10.
1108/13552540810907929

Carter DR, Hayes WC. The Compressive Behavior Porous of Bone Structure as a Two-Phase. J bone
Jt Surg [Internet]. 1977; 59(7):954—62. Available from: http://jbjs.org/content/59/7/954.abstract

Hasselmann P. Relation Between Effects of Porosity on Strength and on Young’s Modulus of Elasticity
of Polycrystalline Materials. J Am Ceram Soc [Internet]. 1963; 46(11):564-5. Available from: http://doi.
wiley.com/10.1111/.1151-2916.1963.tb14615.x

Brown D. Strength-Porosity Relation Involving Different Pore Geometry and Orientation. J Am Ceram
Soc. 1964; 47(7):320-2.

Currey JD. The effect of porosity and mineral content on the Young’'s modulus of elasticity of compact
bone. J Biomech [Internet]. 1988; 21(2):131-9. Available from: http://www.sciencedirect.com/science/
article/pii/0021929088900061 PMID: 3350827

Granke M, Grimal Q, Parnell WJ, Raum K, Gerisch A, Peyrin F, et al. To what extent can cortical bone
millimeter-scale elasticity be predicted by a two-phase composite model with variable porosity? Acta
Biomater [Internet]. 2015; 12:207—15. Available from: http://www.ncbi.nim.nih.gov/pubmed/25462527
https://doi.org/10.1016/j.actbio.2014.10.011 PMID: 25462527

Strelitzki R, Evans JA, Clarke AJ. The influence of porosity and pore size on the ultrasonic properties of
bone investigated using a phantom material. Osteoporos Int. 1997; 7(4):370-5. PMID: 9373573

PLOS ONE | https://doi.org/10.1371/journal.pone.0182617  September 7, 2017 14/14


http://www.emeraldinsight.com/doi/10.1108/13552540810907929
http://www.emeraldinsight.com/doi/10.1108/13552540810907929
http://jbjs.org/content/59/7/954.abstract
http://doi.wiley.com/10.1111/j.1151-2916.1963.tb14615.x
http://doi.wiley.com/10.1111/j.1151-2916.1963.tb14615.x
http://www.sciencedirect.com/science/article/pii/0021929088900061
http://www.sciencedirect.com/science/article/pii/0021929088900061
http://www.ncbi.nlm.nih.gov/pubmed/3350827
http://www.ncbi.nlm.nih.gov/pubmed/25462527
https://doi.org/10.1016/j.actbio.2014.10.011
http://www.ncbi.nlm.nih.gov/pubmed/25462527
http://www.ncbi.nlm.nih.gov/pubmed/9373573
https://doi.org/10.1371/journal.pone.0182617

