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ARTICLE INFO ABSTRACT

Keywords: This work introduces a novel region-based algorithm to determine carotid-femoral Pulse Wave Velocity
Pulse Wave Velocity (cfPWV), decoupling the assessment of this biomarker from point-to-point feature extraction. A dataset of
cPWV o 75 healthy participants, previously recruited to compare the performances of a new instrument, Athos, with
PMse_L@nL time the gold standard for non-invasive PWV (SphygmoCor), was used to set up a new algorithm for determining
:rnn:ijoi'lg;ﬁ: the clinical cfPWV. The proposed approach locates and processes a specific window on the carotid and femoral
Blood pulse signals. Cross-correlation is employed to compute the pulse transit time within the pulses. Finally, the ¢fPWV

is assessed. A set of indicators has been defined to quantify the stability and reliability of the window used
by the algorithm. The results obtained through the proposed algorithm, the Intersecting Tangent method, and
the direct application of the cross-correlation technique on signal epochs have been systematically compared
with outcomes derived from the SphygmoCor device. The retrieved results show a Pearson coefficient r = (.96,
P < 0.001, with a mean difference of 0.16 m/s for the first case, r = 0.965, P < 0.001, with a mean difference
of —0.07m/s for the second, and r = 0.82, P < 0.001, with a mean difference of —1.04m/s for the third.
Despite the intersecting tangent method showing slightly better agreement when comparing cfPWV values with
those derived from the SphygmoCor, the proposed approach yields significantly lower errors (P < 0.05) in the
presence of different levels of added noise, demonstrating greater robustness in this context. This outcome,
combined with the excellent accuracy, sustains the suitability of the proposed method for clinical applications.

1. Introduction

Vascular aging has been demonstrated to be linked with an in-
crement in the chance of developing chronic illnesses such as car-
diovascular disease (CVD), type 2 diabetes and renal disorder [1-3].
Among the non-invasively possibilities, the Pulse Wave Velocity (PWV)
measurement is the most reliable. PWV is the transit velocity of blood
pulse waves through the arterial system [4]. It depends on the vascular
biomechanics and hemodynamics of the circulatory system [5,6]. It
provides information about compliance [7], mean arterial pressure [8],
vasomotor tone [7] and therapeutic efficacy in vascular and hyper-
tensive heart diseases [9-12]. In 2007, it was officially introduced in
the European Society of Cardiology and Hypertension guidelines as a
valuable predictor of cardiovascular risk stratification and an effective
tool for detecting asymptomatic organ damage [13,14].

According to Eq. (1), PWV is computed as the ratio of the distance
between two sites d and the time required by the blood pulse to
circulate from one site to the other Ar.

d
PWV = — 1
o e8]

PWV can be measured between any two sites in the circulatory
system. However, the two acquisition points determine whether the
parameter obtained is local or global [4]. Due to the proximity of
the two acquisition sites to the central aorta, carotid—femoral pulse
wave velocity (cfPWV) is recognized as the most widely measured
surrogate of the aortic-pulse wave velocity (@aPWV) [15-17]. With
the introduction of PWV as a standard biomarker of arterial stiffness,
several methodologies and algorithms have been developed to provide
increasingly accurate estimates of PTT. As a result of the analysis of the

Abbreviations: PWV, pulse wave velocity; PTT, pulse transit time; RBCC, region-based cross-correlation; CV, coefficient of variation; intraSV, intra subject

variability; interSV, inter subject variability
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Fig. 1. Pulse waveforms alignment performed using cross-correlation. Given the carotid pulse (blue) and the femoral pulse (green), the cross-correlation function is computed for
each value of r. The timeshifl's equivalent which leads to the maximum of the cross-correlation function is taken as pulse transit time, then the alignment is performed.

characteristic morphology of the pulse wave [18], numerous studies
over the years have proposed the identification of a specific point or
window on the signal that would allow reliable PWV estimation [17].
Different algorithms relying on the extraction of a single feature located
on the signal were used for PTT assessment. Among these, the most
employed technique is the foot of the upstroke of the blood pulse as a
reference point in the waveform [19]. However, as reported in [20-
22], these approaches, when applied to identical waveforms, might
result in differing PWV values. Nowadays, many clinical indicators,
including heart rate and blood pressure, may now be monitored by
wearable devices with findings that meet the standards for use in
a clinical setting. Many studies have been conducted to assess PWV
using standalone wearable devices, following this trend. The extraction
of pulse waves from acquisition locations that deviate from clinically
defined places may alter the shape of the signals, hence diminishing the
estimated precision of the techniques described above. A novel set of
algorithms has been developed to address the limitations of relying on
a single localized feature for PWV evaluation. These algorithms analyze
specific sections of pulse waveforms, avoiding the PWV evaluation
based on a single feature extracted from the signal. Although additional
validation studies must be undertaken, region-based approaches such as
‘diastole patching’ [19] and ‘region-matching’ [17,23] provided excel-
lent accuracy in the PWV assessment according to the accuracy criteria
reported in 2010 ARTERY Society guidelines [24]. In this manuscript,
we present a novel region-based algorithm for the estimation of cf-
PWV. Specifically, our method applies several processing steps to the
waveform recorded on both sites, then, it uses the cross-correlation
technique to assess the PTT. Given two generic time series X () and
X ;(1), both defined in the time interval T, the cross-correlation is a
statistical technique used to quantify their delay along the abscissa
according to the continuous time shift 7. It is defined as expressed in
Eq. (2).

Ry x,(7) = %[

In this case, the two time series to be compared are the pulse wave-
forms detected on the carotid and femoral sites, respectively defined as
X, and X .. T represents a fraction of the full cardiac cycle and r con-
stitutes the time shift along the abscissa by which the cross-correlation
coefficient is computed. The cross-correlation function, R XX, (1), is
estimated for each value of r. When the maximum of R XX f(r) occurs,
the best achievable similarity condition is reached and r is considered
as the PTT. Fig. 1 shows an example of the realignment of two pulse
waveforms using cross-correlation. As mentioned in [4,25,26], cross-
correlation was previously used to calculate the PTT. However, its
application was employed only in a local assessment of the PWV. This
limitation was mainly due to morphological differences presented by
the pulse waves at the two distant acquisition sites. The proposed
approach aims to overcome this issue by giving as input for the cross-
correlation a set of signals characterized by a known shape in which the
portion of signal used for the PTT calculation remains unchanged along

S

X (DX (1 + 7)dt (2)

i

the sites. Results equivalent to those obtained from the reference device
were achieved, representing a significant improvement over the direct
application of cross-correlation to the original signals. This article is
structured as follows. Section 2 introduces the available data, the pro-
posed algorithm, the methodology employed to identify the processing
window and the carried out statistical analysis. Section 3 summarizes
the results obtained by the Region-Based Cross-Correlation (RBCC)
approach compared to the direct application of cross-correlation tech-
nique and the output of the two presented devices. The reported
results are discussed in Section 4. Finally, in Section 5, conclusions are
presented.

2. Material and methods
2.1. Experimental data

Two devices for PWV analysis were used to collect the pulse wave-
forms obtained in this study: the Athos system, whose hardware and
firmware conceptualization and development are detailed in [13], and
the SphygmoCor (AtCor Medical). The former was used to retrieve
the blood pulse raw data, while the latter was used as the reference
method to compare the achieved outcomes. The SphygmoCor is widely
regarded as the clinical gold-standard device used for the non-invasive
cfPWV assessment [14,24]. Both devices determine the PWV value by
locating the intersecting tangent (IT) method recognized as the most
reliable among the single-feature algorithms introduced in the previous
section. The data used for developing the algorithm were acquired
at the “Citta Della Salute e Della Scienza” hospital in Turin (Italy)
according to the experimental protocol approved by the "University of
Turin Bioethical Committee”. A cohort of 75 healthy subjects was re-
cruited to validate the precision and accuracy of the Athos device [27].
In this particular context, the device was analyzed from a clinical
perspective, emphasizing its application, intraoperator variability, and
estimation accuracy. As a result of the mentioned study, we employed
Athos for three main reasons: an excellent level of agreement with the
Sphygmocor, high quality of pulse waveforms, and finally, differently
from the reference device, it provides access to the raw data. The
pulse waveforms collected in the mentioned study were recorded with
a sampling frequency of 680Hz and subsequently stored for offline
processing in the Matlab environment.

2.2. Proposed algorithm

The main steps of the herein-reported RBCC algorithm are sum-
marized in Fig. 2. In particular, this can be divided into three main
phases: pre-processing, processing and evaluation of the outcome. The
pre-processing phase is characterized by a series of filter steps used
to remove the DC-bias and high-frequency noise and to retrieve the
cardiac activity of the subject under investigation. The delay and the
phase distortion introduced by the application of each filter were
removed by applying this latter forward and backward onto the signal.
Fig. 3 reports the steps used for extrapolating the cfPWV of the acquired
signals.
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Fig. 2. Ilustration of the presented Region-Based Cross-Correlation (RBCC) algorithm divided into its macro stages: pre-processing, processing and evaluation of the outcome.

(i) To get a high time resolution for the assessed PTT, the tonometer
signal is resampled to 2040 Hz through a cubic spline. As a result
of this resampling, the signal temporal resolution is increased
to 0.49ms. Interpolation is accomplished using a third-degree
polynomial with forced continuity in the second derivate.

(i) As reported in [13,26], high pass filter with a cut-off frequency
equal to 0.5 Hz is applied to remove the DC offset.

(iii) Subsequently, a low pass filter with a cut-off frequency equal to
10Hz is used to remove the high-frequency noise [26].

(iv) Once done with the filter steps, pulse waveforms are standard-
ized [26] according to Eq. (3):
x=1"H ©)

o,

where u, and o, are respectively the mean value and the stan-
dard deviation of the signal. The result of the filtering steps is
shown in Fig. 3(a).

(v) This step uses the carotid signal to evaluate the subject cardiac
periodicity (T), which in turn is employed to split the signals
into single epochs. To do so, a low pass filter with a cut-off
frequency of 1.5Hz is applied. The beginning of each cardiac
period is detected as the minimum points of the filtered carotid
signal, as represented by green asterisks in Fig. 3(b).

(vi) The projection of the points, found in the previous step, on
the abscissa, is used as the common reference to divide both
carotid and femoral signals, Fig. 3(c). In this way, it is possible to
process each couple of blood pulses preserving the information
concerning the time delay related to the propagation of the pulse
wave between the two sites.

(vii) The initial step in the processing phase is to find the closest
minimum point preceding the upslope of the pulse. This position
corresponds to the diastolic minimum, point A in Fig. 3(d). Point
O identifies the beginning of each pulse wave.

(viii) Point B, depicted in Fig. 3(d), represents the second point used
to define the window on the original signal. This characteristic
point is located at the maximum point of the first derivative of
the signal. Finally, point C identifies the end of the pulse wave.

(ix) Once the window is recognized on both pulses, these are nor-
malized [26]. This is to ensure that both waves are on the same
baseline and to avoid the different amplitudes of the rising fronts
that could affect the cross-correlation result, Fig. 3(e, f).

(x) To preserve the time delay between the two waves, the portion
of the pulse between points O and A is replaced by a number of
samples equal to the number of samples on the original signal.
Concerning the portion of the signal between points B and C, this
section is linearly interpolated on the same number of samples
which separates B and C on the abscissa.

(xi) The time delay at which the maximum of cross-correlation co-
efficient occurs indicates the time shift that gives the best align-
ment, Fig. 3(g,h).

(xii) Once the PTT value for the current epoch is found, the process
starts again from step (vii). The procedure continues until the
PTT values for all N epochs, segmented at (vii), are obtained.

(xiii) The standard deviation () is calculated for the retrieved data.
To enhance comparison with the Sphygmocor device, we adopted
the same outlier rejection criteria. Hence, PWV values outside
the range of +0.9¢ are rejected.

(xiv) Finally, the remaining PWV values, E, are computed and aver-
aged as reported in Eq. (4).

o 1y d
PWYV = — Z}( PTT ) (€))]
Where d represents the distance measured between the femoral
and the carotid acquisition sites multiplied by a correction factor
equal to 0.8 [4,28]. This correction factor accounts for the
overestimation of the aortic length calculated on the subject’s
skin.

2.3. Robustness of the algorithm

The term algorithm robustness refers to the algorithm’s capacity to
perform the cfPWV assessment despite interference conditions caused
by the presence of noise or artifacts superimposed on the signal. Within
the context of this application, a white Gaussian noise was introduced
onto the pulse wave signals in order to obtain signal-to-noise ratios
(SNRs) of 10, 15, 20, and 25dB across the bandwidth of the signal
(i.e., 0.5-10 Hz) [25]. Each measured pulse wave signal was denoised
through the application of filtering stages reported in the processing
steps (ii) and (iii) of the proposed algorithm. Subsequently, the resul-
tant signal served as the starting point for the addition of noise needed
to achieve the specified SNRs. Then, both algorithms, RBCC and ITP,
were applied to the noisy pulse wave signals. Finally, we compared
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Fig. 3. Region Based Cross-Correlation (RBCC) algorithm processing steps. (a) Result of the bandpass filtering procedure: original signal (blue), filtered signal (red). (b) Individuation
of the cardiac activity (green points) on the low pass filtered carotid signal (red). (¢) Carotid signal (blue) and femoral signal (green) are split into single epochs. (d) Detection
of the processed windows on both signals in the current epoch. (e) Processed carotid window. (f) Processed femoral window. (g) Evaluation of the delay through the application
of the cross-correlation technique on the mentioned windows. (h) Alignment of the processed signals in the current epoch.



Fig. 4. Selected points used for the definition of the processing window. End of the
diastole (A), the maximum of the first derivative (B1) and the 95% of the systolic peak
amplitude (B2). The slope coefficient y has been computed as the angle between the
horizontal line and the tangent line passing through successive samples on the signal.
The value assumed by y in Bl and B2 was defined as y,, and yg,.

the resulting differences between noisy-cfPWV values and those derived
from the application of each method on noise-free signals.

2.4. Identification of processing window

Since the proposed algorithm relies on the application of the cross-
correlation on a specific portion of the signal, it is necessary to point
out how the processing window was defined. As stated in [29], pulse
waveforms acquired from different places on the human body have
distinct morphologies. Particularly, the shape of blood pulses may be
altered by several factors, including the positioning of sensors on the
skin, the experience of the operator collecting the data and the subject’s
anatomy. The decision to define a specific section of the signal derives
from the necessity of minimizing the morphological disparities between
individual pulse waves while preserving the temporal information. As
reported in [19,30-32], the early systolic and end-diastolic portions
of the blood pulse are identified as the least likely to be impacted
by reflected waves and motion artifacts compared to the diastolic
component. Therefore, the search for processing window was made by
analyzing the amplitude and the slope of the rising front of all the
waveforms available in the dataset. The inclination of the curve was
derived by computing the point-by-point slope y of the tangent line
with respect to the horizontal. The tangent to the curve was determined
using the known equation of the line passing between two points
for each pair of successive samples. The slope y has been computed
according to Eq. (5).

y= arctan( deF(r)) (5)

t

Where f{(t) represents the pulse waveform as a function of time t. Fig. 4
illustrates the points considered for defining the processing window.
The minimum preceding the ascending portion of the systolic phase, in-
dicated as A, represents the window’s lower boundary. Concerning the
definition of the upper limit, two specific points have been considered.
The first one corresponds with the maximum of (1), (B1), and the one
located at 95% of the systolic peak’s amplitude (B2). This latter option
was preferred to the systolic peak since the calculated slope at the
signal’s maximum would always be zero, as the tangent line becomes
horizontal whenever a local, or global, minimum, or maxima occurs.

2.5. Statistical analysis

The following subsection describes the statistical analysis used to
determine the upper bound of the window as well as the parameters
employed to evaluate the algorithm’s performance for estimating from
the PWV. Three different indicators have been defined to quantify the
stability of the mentioned upper boundary across the entire dataset: the

intra-subject variability (intraSV), the inter-subject variability (interSV)
and the coefficient of variation (CV). The (intraSV) evaluates the overall
point-to-point difference of the considered features in B1 and B2 on the
carotid and femoral sites. This information enabled us to determine
which of the two points leads to the section of the signal presenting
the highest similarity, hence improving the algorithm’s precision. As
reported in Eq. (6), the first step in the calculation of this parameter is
to determine the absolute difference, D;, of the considered feature for

each couple of carotid and femoral waves.
D; = |featcap; — feat ppy Seat = Ay, (6)

Where A, refers to the amplitude value and y to the slope coefficient
assumed in Bl or B2. Subsequently, the average difference D, was
computed for each subject k, Eq. (7).

- 1
D,=— Y D (7
Where n, is the number of pulses available for the k-th subject. Once

obtained a representative value for each subject, they have been further
averaged according to Eq. (8)

M
_ | —
»“D:E;Dk (8

M represents the number of subjects in the dataset. Then the standard
deviation &5 has been computed according to Eq. (9)

9

Combining Egs. (8) and (9) the intra subject variability (intraSV) is
finally retrieved, Eq. (10)

intraSV =pp +op (10)

The second parameter defined for this purpose is inter-subject vari-
ability (interSV). This indicator assesses the variability of the values
assumed by the amplitude and the slope in Bl and B2. It provides
information on the variation of the features, in the mentioned points,
on the carotid and femoral signals. The first executed step in the
calculation of this parameter is the mean value fear, defined in Eq. (11)

M

feat, = L E Seat; Seat = A,y. (11)
M=

Where n, is the number of pulses available for the k-th subject. The

standard deviation o, for the k-th subject is computed according to

Eq. (12)

.
oy = J # g{(fear‘- — feat)? 12)

Similar to what was conducted with intraSV, the results obtained
for each subject using Egs. (11) and (12) were combined to calculate
representative values for the entire dataset using Egs. (13) and (14).

@, a3

Ekle("k - l)"f
Z:le("k) -M

Where M is the number of participants. Inter-subject variability (in-
terSV), defined as Eq. (15), is reported below

a9

interSV =u+0c (15)

The coefficient of variation (CV) defined in Eq. (16), as the ratio
between the average standard deviation ¢ and the mean value u, has
been used to compare the variability of the measurement respect to its
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Table 1
Indicators employed in the processing window’s upper boundary assessment.
Fealure Indicator Bl B2
CAR FEM CAR FEM
CV (%) 4.3 5.4 229 18.8
Slope interSV (DEG) 73.10 £ 3.14 71.80 + 3.88 43.04 = 9.84 402+ 75
intraSV (DEG) 6.22 + 3.14 14.87 £ 7.15
CV (%) 19.9 19.8 20.5 24.8
Amplitude interSV (pV) 51.5 = 10.2 51.8 + 10.2 110.1 + 225 110.6 = 27.7
intraSV (pV) 19.6 + 12 41.9 + 25.5
Abbreviations: CV; coefficient of variation, interSV; inter-subject variability, intraSV; intra subject variability.
mean value, in the mentioned points, using the extracted angles and Table 2
the amplitude Clinical characteristics of the study population.
_ Characteristics Mean + sd Range
(a3
CV (%)= =.100 (16) Number of subjects 75 -
H Number of acquisitions 3 -
Concerning the PWV estimation, each participant was evaluated Number of pulses per acquisition - 5-14
through 3 acquisitions using the two available devices. The results Total number of pulses 2128 -
obtained have been expressed in terms of mean value and standard Male 43 (57.3%) N
A P ; Age (years) 46 + 17 19-82
deviation. The performance of the proposed algorithm has been evalu- Height (cm) 1705 + 10.57 153-195
ated by comparing the average PWV values with those obtained with Weight (Kg) 68.84 + 14.07 45-106
the Athos system, the SphygmoCor, and the simple cross-correlation BMI (Kg m™?) 23.56 + 3.72 17.8-37.11
technique (i.e. applied without carrying out the steps to select the ‘;’)BBI; [{mm:f]) ;;;38 1811‘53 :3_147
. . . . . mmHg 89 + 9-94
processing window previously described). The Pearson correlation co- HR (bpm) 64.44 + 10.24 41-90

efficient and the paired t-test analysis have been used to assess the
relationship between the available PWV values. Furthermore, a linear
regressive model has been used to quantify the concordance of the
measurements and its goodness evaluated through the determination
coefficient R%. Measurement accuracy was assessed by calculating the
mean value, standard deviation, and root mean square error (RMSE)
of the difference between the reference method and the method to be
tested. The concordance of the measurements with the reference device
was examined employing the Bland-Altman plot, and the significance
of the data was evaluated by setting P < 0.05. Regarding the application
of the proposed algorithm w.r.t the IT, both approaches were applied to
the noisy pulse wave signals; the resulting PWV values were compared
to those obtained with those derived from the application of IT and
RBCC on noise-free signals. Particularly, the absolute error for the i-
th subject, w.r.t the noise-free cfPWV, was computed as reported in
Eq. (17).

error [i]l , g = |efPWV [il . y—cfPWV [i] 17)

a, noise free

Where ¢fPWV [i], g refers to the cfPWV value for the i-th subject
according to tested method (« € {RBCC, IT}) and § to the related SNR
value (f € {10dB, 15dB,20dB, 25dB}). Then, the mean absolute error
was computed for each SNR for the two algorithms. The multi-sample
non-parametric Friedman test [25,33] was employed to assess the
statistical significance of the observed errors for IT and RBCC, coupled
according to the tested SNRs (e.g. error p ggg With error gpec 1048
etc.) for a total of four tests. The significance of the identified variations
was determined by establishing a threshold at P < 0.05.

3. Results
3.1. Processing window assessmernt

In the prior section, three different indicators have been employed
to define the correct feature to identify the best location on signals.
The CV indicator was used to determine whether to select the slope
or the amplitude as the parameter to define the processing window’s
upper boundary. The intraSV was used to quantify the consistency of
the tested points within each subject. Finally, interSV was employed to
assess the stability of those across the entire dataset.

Table 1 reports the CV indicator computed in Bl and B2 for each
feature on each acquisition site. For the slope y, CV is equal to 4.3 %

Abbreviations: BMLE body mass index, SBP; systolic blood pressure,
DBP; diastolic blood pressure, HR; heart rate, bpm; beals per minute,
sd; standard deviation.

and 5.4 % in Bl and 22.9 % and 18.8 % in B2. Concerning the amplitude
value, CV results are equivalent to 19.9% and 19.8% in Bl and 20.5%
and 24.8 % in B2.

Table 1 also shows the outcomes of the intraSV and intraSV used
to define the extreme point of the window. For the carotid site, interSV
results to be equal to 73.10 + 3.14° in the first point and 43.04 + 9.84°
for the second. For the femoral site, however, interSV takes a value
of 71.80 + 3.88° in Bl and 40.2 + 7.5° in B2. The analysis of the
intraSV reports an average difference value of 6.22 + 3.14° for the first
case and 14.87 + 7.15° for the second. Both indicators were utilized to
evaluate the stability of the tested points. IntraSV specifically examined
the variability within data from the same subject, while inerSV was
computed to observe variations across different subjects.

3.2. Pulse wave velocity assessment

Table 2 displays the clinical features of the participants who were
enrolled in the study. Of the 75 healthy subjects recruited, 43 (57.3%)
were men. The average age of the population was 46 + 17 years, dis-
tributed heterogeneously between 19 and 82 years old. The comparison
results between the IT method used by the Athos device, the proposed
algorithm RBCC, and the direct application of the cross-correlation
technique to the signal epochs (DCC) are presented in Table 3. The
comparison is performed in relation to the SphygmoCor device. The
results obtained show a high correlation between the PWV values
obtained in two out of three cases. The Pearson’s coefficient retrieved in
the three cases is equal to 0.965, 0.96 and (.82, respectively for IT, RBCC
and DCC. The determination coefficient R?, used to assess how well
the regression predictions approximate the real data points, is 0.926,
0.918 and (0.638, revealing the poorer performance of the cross corre-
lation approach when compared to the other methods. The average
difference + 2o calculated concerning the PWV values estimated by the
SphygmoCor and shown in the Bland-Altman plot is —0.07 + 0.52m/s
for IT, 0.16 + 0.54 m/s for the RBCC and —1.04 + 2.21 m/s for the cross-
correlation (DCC). The Athos device shows the lowest bias (absolute
mean difference) and standard deviation values of the tested methods
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Table 3

Accuracy of ¢fPWV estimated values compared to those extracted by the reference method (SphygmoCor).
Method Mean difference® (m s') sd of mean difference RMSE (m s7') r R*
Intersecting Tangent —0.07 +0.522 0.519 0.965 0.926
Region Based Cross-Correlation 0.16 +0.544 0.573 0.960 0.918
Direct Cross-Correlation -L04 +2.211 2.435 0.820 0.638

Abbreviations: RMSE; rool mean square error, r; Pearson’s correlation coefficient, R?; determination coefficient.
2 Difference of ¢fPWV estimated values compared to those extracted by the reference device, SphygmoCor.
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Fig. 5. Mean absolute error and related standard deviation associated to cfPWV values
computed at different SNRs with respect to those obtained using Intersecting Tangent
(IT) and Region Based Cross Correlation (RBCC) on noise-free signals.

while the cross-correlation technique represents the worst case for all
indicators seen so far. A similar condition occurs for the RMSE it is .52
for the first method, (.57 for the second and 2.43 for the third.

Fig. 5 shows the performance of RBCC and IT algorithms when applied
on carotid and femoral pulse waveforms corrupted by different levels of
noise. The mean absolute error computed w.r.t the PWV values derived
from noise-free signals reveals the poor noise tolerance of the IT method
despite the tested SNR. Across all four cases, the RBCC algorithm exhib-
ited greater robustness to the introduced noise, demonstrating a lower
mean difference along with the associated standard deviation. The
statistical analysis, conducted through the Friedman test, consistently
yielded P < 0.05 in all tested cases when comparing cfPWV absolute
differences for each noise level. Three out of four SNRs (15dB, 20dB,
and 25 dB) reported values largely below 0.01. The only exception lies
for the test with an SNR of 10dB, where the resulting P value remained
below 0.05. Nevertheless, despite the increased error and associated
standard deviation observed in this instance, all these findings testify
the existence of significant differences between cfPWV values derived
from the application of IT and RBCC across different noise levels.

4. Discussion
4.1. Processing window assessment

Within this study, a particular focus is given to the methodology
used to identify a signal window that enhances the algorithm’s perfor-
mance. The literature suggests that the ascending part of the systolic
peak is least affected by motion artifacts and reflection phenomena
near vessel branches [19,30-32]. As a result, the minimum point before
the systolic peak was chosen as the lower boundary of the processing
window. Furthermore, it limited the study of the upper boundary to the
aforementioned points B1 and B2. The amplitude and the slope are the
features used to characterize points B1 and B2 on every pulse for each
of the 75 subjects.

Fig. 6 shows the CV indicator computed in Bl and B2 for each
feature on the carotid site (blue) and femoral site (red). Fig. 6(a) shows
that the CV takes on values that are equivalent to 4.3% and 5.4%
in Bl and 22.9% and 18.8% in B2 when applied to y. In the second

case, Fig. 6(b), CV is equal to 19.9% and 19.8% in B1 and 20.5% and
24.8% in B2 for amplitude values. B1 displays lower CV values than
B2, indicating it as the location with less variability. A small value
of CV is indicative of greater stability of the identified pulse section
over the entire dataset. This is important because although there are
intra and inter-subject differences, the chosen portion of the signal
maximizes the efficiency of the realignment performed through the
proposed approach while preserving the information of interest. In
addition, the values of point B1 and point B2 differ more in the bar plot,
considering the slope with respect to the one considering the amplitude,
where the values are comparable. This mismatch may be due to the
pressure produced by the operators during acquisitions, resulting in
differing signal amplitude values. Consequently, it can be concluded
that y allows a more precise distinction between Bl and B2 when
determining the processing window’s upper limit.

Figs. 7(a) and 7(b) depict the computed intraSV and interSV for the
slope y. Both indicators confirm Bl as the most stable point. In partic-
ular, the intraSV shows an average difference between the carotid and
femoral angles of 6.22 +3.14° in Bl compared with 14.87 +7.15° in B2,
indicating a smaller difference between the two waves at the two sites
in the former case. Respectively for B1 and B2, Fig. 7(b) indicates for
the carotid site (blue) a interSV of 73.10 + 3.14° and 43.04 + 9.84°. At
the femoral site (red), it is equal to 71.80 + 3.88" in the first point and
40.2 + 7.5% in the second. The average value is higher in B1 because,
by definition, it represents the point of the maximal signal slope. In
comparison, the standard deviation for the same location at the carotid
and femoral sites is lower, indicating less variability in terms of slope
among the 75 patients in the dataset. In view of the carried-out analysis,
B1 proved to be the most stable point to be used for the application of
the algorithm.

4.2. Pulse wave velocity assessment

Given the results reported in Table 3, it is possible to assume that the
proposed algorithm is a viable option to provide a reliable assessment
of cfPWV. The objective of the comparison was to assess our approach
in relation to the technique utilized by the clinical gold standard used
for non-invasive PWV assessment. The statistic indicators reported in
the previous section determine the algorithm adopted by the Athos
device (i.e., IT) as the best of the tested approaches. This result is
attributable to the method adopted by the two devices. Both Athos and
SphygmoCor use the intersecting tangent point as the algorithm for the
estimation of PWV. In particular, Fig. 8(a) illustrates the outcomes of
the linear regression model applied to the PWV values obtained from
the Athos device in comparison to the Sphygmocor, exhibiting an R’
value of (.926. On the other hand, Fig. 8(b) depicts the concordance
between the two methods in terms of mean value and average dif-
ference across the measurements. In this case, the Bland-Altman plot
demonstrates an average difference, or bias, of —0.07m/s for cfPWV
values, along with narrow limits of agreement (LOA) values of (.96
and —1.1. In contrast, the comparison between the direct application
of cross-correlation (DCC) technique and SphygmoCor gave the worst
results. The application of this approach, without the previously men-
tioned processing phases, was utilized to establish a starting point for
evaluating the performance of the suggested method. In this case, the
mean difference, the standard deviation, and the RMSE reached their
highest values, —1.04 + 2.21 m/s and 2.43m/s respectively, while the
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Fig. 8. Relationship between cfPWV estimated by the Intersecting Tangent algorithm used by the Athos device and the reference method. (a) Best fitted line (in red) retrieved
from the linear regressive model fitted on the experimental data. (b) Bland-Altman plots show the distribution of the averaged measurements differences.

Pearson correlation coefficient and the coefficient of determination R?
were equal to 0.82 and 0.638, Fig. 9(a). The reason for these results
is the different morphology of the pulse wave when the proximal and
distal sites are far apart confirming why this technique was applied
just for a local evaluation of PWV. The lack of agreement of these two
methods is also reflected in Fig. 9(b). Specifically, the systematic bias
equal to —1.04 m/s along with a wider distribution of points and limits
of agreement values respectively equal to 3.15 and —5.24 due to the
presence of outliers in the PWV values. However, part of them was not
included in Fig. 9(b) to keep the consistent scale on the y-axis along the
three cases. The restriction of the comparison section combined with
the normalization of the latter has made it possible to obtain a signal
with a known shape while keeping the temporal information intact.

In line with the previous cases, Fig. 10 represents the linear regres-
sion model and the corresponding (Bland-Altman) plot. In this latter
case, there is an improvement in all the presented statistical indicators.
In particular, the bias is 0.16 while the R”> and the r are respectively
equal to 0.918 and 0.96. These values demonstrate a strong relationship
between the predicted and observed values, indicating an excellent
level of accuracy and agreement in the model’s performance accord-
ing to the performance criteria stated in the 2010 ARTERY Society
guidelines [24] (mean difference < (0.5m/s and SD < 0.8 m/s). From the
comparison between the IT method and RBCC, it is possible to notice
that the only substantial difference concerning the best case occurs
for the average difference of the PWV values equal to —0.07m/s and
0.16 m/s respectively. The RMSE in the two cases presents a difference
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linear regressive model fitted on the experimental data. (b) Bland-Altman plots show the distribution of the averaged measurements differences.

of less than 10%, while the standard deviation of the measurements
mean difference, the Pearson correlation coefficient and the coefficient
of determination R’ present an average difference of less than 1%.
The analysis conducted to determine the algorithm’s robustness in the
presence of different noise levels highlighted the greater tolerance
of the latter compared to the IT method. Statistical significance was
established using the Friedman test, which assessed the differences in
cfPWV values between IT and RBCC across the four noise levels. In
all tested cases, the P value consistently remained below (.05, with
three notably showing values largely below 0.01 (107, 107, and 1078,
respectively, for 15, 20, and 25dB). The exception occurred with an
SNR of 10dB where P resulted equal to 0.04. This outcome aligns
with comparable values of mean absolute error and standard deviation
reported in Fig. 5. In addition, it is necessary to consider that 10dB
represents a limiting case, which might not be suitable for a clinical
application. Findings in [34] reveal an inverse relationship between
RMSE and SNR at a constant sampling frequency, underscoring the
substantial impact of SNR on estimation error. Furthermore, in [35],
15dB was identified as the SNR value below which all the compared
algorithms for peak detection showed a performance decline exceeding
20%. Finally, it is crucial to acknowledge that the acquisition process re-
lies on a skilled operator who would reject a signal displaying distorted
morphology. However, in all the remaining comparisons, the proposed
method exhibited significantly reduced mean absolute error in the
evaluation of the individual’'s PWV compared to the reference values

derived from noise-free signals. This result highlights the impact of
relying on a single feature in the signal for PTT assessment, indicating
that errors in estimating PWV can be significant when detection is
potentially affected by the presence of noise or artifacts. Furthermore,
the assessment of PTT based on the realignment of pulse’s upslope,
and therefore for a higher number of data points, allows for mitigating
a potential misdetection of points A or B in favor of a more robust
and still accurate PWV assessment. Thus, although the RBCC method
performs slightly differently from the intersecting tangent method, it
turned out to be an excellent and more robust method to be used to
estimate PWV. Furthermore, compared to the standard application of
the cross-correlation approach, it was proved that through the reported
processing steps it is possible to overcome the limitations responsible
for the application of this technique to perform a local estimation of
PWV. Our proposed approach’s primary limitation stems from exclud-
ing non-healthy subjects during the validation process. This omission
is noteworthy because non-healthy subjects are more likely to exhibit
alterations in cfPWV associated with irregular vascular compliance
and the potential impact of vasoactive medications. Regrettably, the
ethical approval granted for this study imposes restrictions on testing
the proposed algorithm exclusively on healthy subjects, as the use of
the Athos device is authorized solely within the context of healthy
individuals. In our future endeavors, we plan to extend the developed
device’s validation to include non-healthy subjects to validate the ap-
plicability and robustness of RBCC across a broader spectrum of health
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conditions. A second limitation of our approach could be represented by
the computational cost incurred by the cross-correlation process when
comparing two windows on pulse waveforms to estimate cfPWV using
a single feature. Nevertheless, it is crucial to note that the primary
objective of this study is to explore the feasibility of the proposed
algorithm for an offline assessment of cfPWV. The current focus is on
the algorithm’s performance in a non-real-time setting. Therefore, the
optimization of the RBCC method for a real-time application will be
further investigated in future works.

5. Conclusions

In this study, we presented a novel method for calculating cfPWV.
The PTT is determined by computing the correlation between a specific
portion of the signals, eliminating the requirement to identify charac-
teristic points often utilized for this purpose. Particular attention was
paid to finding an indicator that could be used to define the window
on the signal. Thanks to the slope analysis, it was possible to locate the
target section between the early systolic and end-diastolic portions of
the blood pulses. Hence, by reducing the pulse wave section utilized for
PWV assessment, we have developed an algorithm that yields results
comparable to the gold standard employed in clinical practice. The
proposed approach demonstrated that it is feasible to overcome the
inherent limitation of the direct application of cross-correlation, which
restricted its use in this sector to a local estimation. Moreover, for
various SNRs, the RBCC algorithm was more robust than the I'T method
when applied to carotid and femoral pulse waveforms. Thus confirming
the capability of the proposed approach to provide a non-invasive
assessment of cfPWV in different conditions accurately and robustly.
In conclusion, it was possible to prove that the RBCC algorithm is a
suitable solution for assessing the cfPWV and it has the potential to
be used in clinical practice as an alternative method to ’foot-to-foot’
algorithms.
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