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DEVICE FOR ASSESSING
CARDIOVASCULAR FUNCTION,
PHYSIOLOGICAL CONDITION, AND
METHOD THEREOF

CROSS-REFERENCE TO RELATED
APPLICATIONS

This application claims priority under 35 U.S.C. §119 to
and is based on French Patent Application No. 9907632,
filed Jun. 16, 1999, the entirety incorporated by reference
herein.

TECHNICAL FIELD OF THE INVENTION

This invention relates to the field of cardiovascular medi-
cine and whole body medicine and consists of a new system
and device for assessing cardiovascular function in which
arterial distensibility and stiffness is determined from pulse
wave velocity, and method thereof.

BACKGROUND OF THE INVENTION

Cardiovascular disease is a leading cause of morbidity
and mortality in most industrialized nations. Large-artery
pathology is the major contributor to cardiovascular disease.
Changes to the arterial wall are usually associated with age,
smoking, diabetes, dyslipidemia, hypertension, and other
known factors. Thus, arteries constitute the target site and
the common denominator of cardiovascular risk factor com-
plications.

Most noninvasive methods for assessing the condition of
large arteries are costly and generally are within the purview
of only a limited number of clinical research laboratories. In
a more typical clinical setting, simpler methods are required
for large-artery assessment. Arterial pulse wave velocity is a
simple, noninvasive, accurate, and reproducible method for
assessing arterial stiffness and distensibility. Pulse wave
velocity is related to the geometry, the structure, and the
function of the arterial wall. The arterial pulse is a fluctua-
tion caused by heart contraction and occurs at the same
frequency as the heart rate. The ejection of blood from the
left ventricle through the aortic valve in the aorta leads to
flow, pressure, and diameter pulsations throughout the arte-
rial tree.

The basic principle behind arterial pulse wave velocity
measurement is that the pulse wave generated by left ven-
tricular ejection is propagated along the arterial tree at a
speed determined by the elastic and geometric properties of
the arterial wall, and by blood density. The material prop-
erties of the arterial wall, its thickness, the lumen diameter,
and factors such as age and blood pressure levels, among
others, are considered to be the major determinants of pulse
wave velocity. Measurement of the pulse wave velocity is
based on the determination of the time delay between two
pulse waves recorded at two distinct sites along the arterial
system, using a separate specific transducer at each site. The
distance traveled by the pulse wave is obtained from mea-
surements of the distance between the two recording sites.
Pulse wave velocity is calculated from measurements of the
pulse transit time and the distance traveled by the pulse
between the two recording sites.

The determination of the time delay between the pressure
waves, recorded at two distinct points of the arterial system,
is currently performed using continuous recordings of the
pressure curves traces generated by the pulse wave. These
recorded curves represent the typical pressure wave peaks
corresponding to a single heart-beat. To determine the transit
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time using this method, the time delay between the two
maximal peaks of the pressure wave corresponding to the
same pulse is calculated. This interval can be obtained by
direct measurement from the printed curve traces of the two
recordings. However, maximal peak determinations are
variable, depending on several clinical and biological
parameters such as gender, height, weight, heart rate, pulse
wave reflection, and age. Thus, the precision of the time
interval determination may be poor and may limit the overall
quality of the measurement using previously known meth-
ods and devices to measure pulse wave velocity.

SUMMARY OF THE INVENTION

The present invention provides a system, device, and
noninvasive method for the automatic determination of the
pulse wave transit time between two recording sites (M,
M,) in a mammalian arterial system, according to a proce-
dure that involves the following stages:

a) Application of a pressure-sensitive transducer at each
recording site of the arterial system.
b) Recording of the pulse wave at each of the two
recording points.
¢) Calculation of the pulse wave time interval between the
two recording sites as follows:
¢,) At the first recording site, the determination on the
proximal waveform of the time t; by identifying the
foot of the wave at the beginning of the initial
upstroke.
¢,) At the second recording site, the determination on
the distal waveform of the time t, corresponding to
the same pulse wave by identifying of the foot of the
wave.
¢;) Determination of the transit time from the time
delay between the two corresponding waveforms,
the proximal (t,) and the distal (t,) pulse waveforms.
In addition, the current invention allows the calculation of
the pulse wave velocity between the two recording sites and
the evaluation of the aortic pulse pressure from the previ-
ously determined pulse wave velocity.

BRIEF DESCRIPTION OF THE DRAWING

In the drawings, like reference characters generally refer
to the same parts throughout the different views. The draw-
ings are not necessarily to scale, emphasis instead generally
being placed upon illustrating the principles of the inven-
tion.

FIG. 1A is a schematic representation of the system of the
invention.

FIG. 1B is a schematic of arterial recording sites on a
patient’s body.

FIG. 1C is another schematic of arterial recording sites on
a patient’s body

FIG. 1D is yet another schematic of arterial recording
sites on a patient’s body

FIG. 2 is a schematic flowchart displaying the different
stages of the method of the invention.

FIG. 3 is an illustrative example of the blood pressure
wave measurements recorded at three sites of the human
arterial system.

FIG. 4 is a plot of aortic pulse wave velocity (carotid-
femoral PWV m/s) versus patient age (years) showing linear
correlation (r=0.55) between PWV and age in normal sub-
jects.

FIG. 5 shows recordings of carotid and radial pulse waves
and respiration.
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FIG. 6 is a scatter plot showing the relationship between
body mass index (kg/cm*x10%) and brachial-radial PWV
(m/s) in obese and non-obese hypertensive patients.

FIG. 7A is a column graph comparing age-adjusted PWV
(m/s) in white and black normotensive (NT) and hyperten-
sive (HT) patients.

FIG. 7B is a scatter plot comparing age-adjusted PWV
(m/s) and systolic blood pressure in white and black adult
male subjects.

FIG. 8 shows distribution of pulse wave velocity varia-
tions (%) in relation to changes in diastolic (DBP) and
systolic (SBP) blood pressure.

DETAILED DESCRIPTION OF THE
INVENTION

In general, in one aspect, the invention is a device and
system for non-invasive and automatic assessment of car-
diovascular function in a mammal. In another aspect, the
invention is a method for assessing cardiovascular function
in a mammal. The device, system, and method of the
invention are used to assess cardiovascular function or
systemic physiological condition in a patient to provide
baseline information concerning a patient’s cardiovascular
or systemic physiological status for the diagnosis and prog-
nosis of cardiovascular disease, or other diseases, or as a
means for monitoring a patient’s response to therapy. In
particular clinical applications, the device, system, and
method according to the invention, are used to assess
cardiovascular function in, for example, hypertension,
diabetes, dyslipidemia, arteriosclerosis and atherosclerosis,
coronary heart disease, cerebrovascular disease, congestive
heart failure, peripheral vascular disease, Marfan’s
syndrome, Ehlers-Danlos syndrome, aortic aneurysm, renal
disease, cardiac arrhythmias, hypopituitarism, smoking, thy-
roid dysfunction, sleep apnea, and hypotension, to name a
few.

Referring to FIGS. 1A-1D, in one embodiment, the
system according to the invention, includes at least two
transducers or probes 14, 16, a central processing unit 10
such as a personal computer, a display 11, a data acquisition
system 12, an analog to digital converter, and an apparatus
for measuring distance. In general, arterial hemodynamic
behavior in the form of an arterial pulse wave, is acquired
from a patient with transducers placed on the patient’s skin
at at least two arterial recording sites where the arteries pass
very close to the skin surface or where the pulse is otherwise
available for recording. The arterial pulse signal is obtained
in analog form at the least two recording sites, converted to
a digital signal by an analog to digital converter, and
projected onto a central processing unit through a data
acquisition system. The data acquisition system collects a
predetermined sample of the arterial pulse waveform after
digitization by the analog to digital converter. The central
processing unit analyzes the pulse wave form and extracts
the pulse wave velocity from the arterial hemodynamic
behavior and the measured distance between arterial record-
ing sites, to provide an assessment of the patient’s cardio-
vascular function or systemic physiological status. The
assessed cardiovascular or physiological status of a patient
may be displayed on a suitable display numerically,
graphically, or by some other means. A suitable display
includes an LCD or any other display such as a scope, LED,
or CRT. The assessed patient cardiovascular function may be
compared to a pre-programmed library of normal and patho-
logic patient cardiovascular function, a reference value, a
known standard value, or to the patient’s own cardiovascular
function assessed at one or more earlier points in time.
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FIG. 2 depicts a signal processing schematic of one
embodiment of the invention. At step 102, arterial pulse
wave data is acquired by at least two transducers. The
arterial pulse wave is related to three different pulsations:
flow, pressure (pressure/volume), and arterial diameter fluc-
tuations. The transducers, according to the invention, mea-
sure pulse pressure, pulse volume, pulse flow, or arterial
diameter by non-invasive means such as ultrasound and
plethysmography.

The pressure/volume pulse, for example, can be measured
non-invasively by pressure/volume-sensitive transducers.
Their application may be applied only to superficial arteries
where the pulse is palpable. External pulse recordings of this
type usually employ air or fluid-containing capsules placed
over the pulse points. The volume/pressure pulsations of an
artery are transmitted radially and then are detected by the
capsules and magnified by displacement of the air or fluid in
the capsule. Alternative methods for measuring volume/
pressure pulsations include Doppler or piezoelectric quartz
means.

Alternatively, pressure/volume pulse recording may be
employed using plethysmography. This method measures
the volume variations using a mercury-filled silastic tube
(mercury plethysmography) or a light source and a photo
detector (photoplethysmography) or by other means. In yet
another embodiment, tonometer principles can be applied to
peripheral arterial pressure measurements.

The pulsatile blood flow, generated by left ventricular
myocardial contraction and blood ejection into the aorta and
arterial tree, can be measured by non-invasive Doppler
transducers. This method can detect the flow pulse in the
superficial peripheral arteries as well as less externally
palpable arteries, such as the aorta.

Measurements of fluctuations in arterial diameter may
also be used to detect the arterial pulse wave. In this method,
the amplitude of the diameter fluctuation is small compared
to the fluctuations in pressure and pulse waves and its
measurement should be performed using a sophisticated
method based on ultrasound technique.

The method, according to the invention, for measuring
pulse wave velocity, includes recordation of a proximal
pulse wave and a distal pulse wave at proximal and distal
recording sites on the arterial tree. The pulse wave recorded
at the two recording sites may be recorded sequentially. In
a particular embodiment, the proximal and distal pulse
waves are recorded simultaneously from separate transduc-
ers at the proximal and distal recording sites on the arterial
tree to record the real traveling velocity of the same wave.

In one embodiment of the invention, illustrated in FIG.
1A, a first transducer 14 is placed on the skin of a patient’s
neck overlying the common carotid artery at a first
(proximal) arterial site M;. A second transducer 16 is placed
on the skin of the patient’s leg overlying the patient’s
femoral artery at M,, a second (distal) arterial site. In this
configuration, the pulse wave velocity can be measured
between the carotid artery and the femoral artery to assess
aorta-iliac arterial stiffness. In another embodiment, still
referring to FIG. 1A, in this scheme, a third transducer 18
may be placed on the skin of the distal extremity of the
patient’s forearm overlying the radial artery at M;. Addi-
tional transducers may be used to record pulse wave at still
other superficial arterial recording sites.

The system for assessing cardiovascular function is not
limited to just the embodiment illustrated. The transducer
positions may be altered by the operator for the study of
other arterial segments. For the study of arterial hemody-
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namic behavior at the brachial-radial segment, for example,
illustrated in FIG. 1B, the first transducer 14 is placed on the
skin overlying the brachial artery at M,, and the second
transducer 18 is placed over the skin of the arm overlying the
radial artery at M;. The transducers can be placed on any
superficial arterial sites or other suitable site for recordation
of pulse, such as the tibial M, or pedious arteries M shown
in FIG. 1C, to evaluate the stiffness of the arteries of the
lower limb, or between the subclavian (axillary) artery M,
and the radial M, or brachial M,, artery illustrated in FIG. 1D
to evaluate arterial stiffness of the upper limb. Other com-
binations of arterial recording sites are also contemplated by
the invention and are not limited to only those illustrated.
The transducer may be applied or attached to the patient’s
skin overlying the appropriate arterial site using a rubber
band, suction cups, adhesive tape, adhesive, Velcro®, hook
and loop fasteners, or any other means of attachment known
to one skilled in the art.

Referring again to FIG. 1A, the central data processing
unit 10 is a dedicated digital signal processor, personal
computer, or other type of processing unit. The central data
processing unit 10 also includes a data acquisition system 12
that provides the connection of the transducers to the central
data processing unit 10.

Referring now to FIG. 2, in the first step 100, the operator
inputs into the central processing unit the distance between
the transducers measured by a measuring apparatus. The
measurement may be taken by a tape measure or other
device such as a rolling device similar to a map distance
measuring device. Alternatively, the distance measurement
may be calculated from inputted patient data such as height,
age, weight, body confirmation, or other patient values. The
distance between the two transducers used for pulse record-
ings may be determined at the beginning or at the end of the
examination; the order of this step in relation to other steps
is not critical. The distance data is ultimately required before
calculation of the pulse wave velocity can be determined.

For example, in the system illustrated in FIG. 1A, the
distance d,_, between transducer 14 at M, and transducer 16
at M, or the distance d; 5 between transducer 14 at M; and
transducer 18 at M, is inputted.

Referring again to FIG. 2, in the next step 102, simulta-
neous recordings of the arterial pulse at a plurality of arterial
recording sites, for example, M;, M,, and M, from the
transducers 14, 16, and 18 and the acquisition card 12 are
obtained at a predetermined time interval by the central
data-processing unit 10. In a particular embodiment of the
invention, the duration of the data acquired is 15 seconds.
Other data acquisitions times are also contemplated by the
invention. For example, data may be acquired over a 12,
24-48 hour or other time periods. In yet another particular
embodiment of the invention, recordings are made over at
least ten or more successive heartbeats in order to cover the
variability in arterial pulse that occurs during at least one
complete respiratory cycle.

Atstep 102, the central data-processing unit 10 records on
a hardware storage device such as random access memory or
a hard disk, three series of discrete arterial pulse measure-
ments (a,, b,, ¢,,) taken at acquisition times separated by a
constant interval determined by the acquisition card 12.
Following the recording of the a,, b,, and ¢, measurements,
each recording is smoothed (step 104) so as to filter out the
high frequency noise that is typically present in the actual
measurements. To this end, a low-pass filtering algorithm,
such as the following one, is used to process each recording.
Other low-pass filtering algorithms also may be used. For
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brevity, the low-pass filtering algorithm is shown only for
the a, recording, as follows:
for 1:=2 to N-1 do

mean :=(afi-1]+a[i]+a[i+1])/3;

d1 :=abs(a[i-1]-mean);
d2 :=abs(a[i]-mean);
d3 :=abs(a[i+1]-mean);

if d1<d2 then a[i]: a[i-1]; fi;

if d3<d2 then afi]:=a[i+1]; fi;

After filtering the recording as detailed above, curves A,
B, C, such as those shown in FIG. 3, are obtained from the
recording sites where a,, is the recording at the first recording
site M,, b,, is the recording at the second recording site M,,
and ¢, is the recording at the third recording site M,
respectively. The curves A, B, C represent the time evolution
of the pulse arterial waveform recorded at arterial recording
sites M;, M,, and M. It should be noted that each of these
waveforms reaches the corresponding recording site with
some time delay.

In the next step 106, the central data-processing unit 10
determines, from the analysis of the two pairs of recordings
a,and b, and a, and c,, the time delays between the time
course of the same pressure wave at M; and M,, and at M,
and M;. These time intervals correspond to t; , and t; 5,
respectively.

The same algorithm is used for the calculation of the t; ,
and t,_, intervals. In the interest of brevity only the calcu-
lation of the time delay t, , is presented and described below.
The calculation of the time delay t, 5 is identical.

For the determination of the time delay t; ,, the central
data-processing unit 10 initially determines for the first
recording a, the moment (t,) of the pulse wave passage by
identifying some uniform point of the waveform. Next, for
the second recording b,,, the moment (t,) of appearance of
the same pulse wave is determined by identifying the same
uniform point of the pulse wave. The pulse wave velocity is
determined by dividing the distance between the two points
by the time it takes for the wave front to travel between those
points. In practice, determining the wave front is difficult
because of changes in pulse contour and amplitude as the
wave propagates along the arterial tree. However, these
changes in pulse contour and amplitude are not usually
observed at the beginning of systole. For this reason, the
time interval is preferably measured between the pressure
wave foot (i.e., nadir).

The central data processing unit 10 calculates the time
delay (difference in time of arrival) of the foot segment of
the pulse waveform between t, and t, to obtain t, ,. On the
first (proximal) recording a,,, t, is defined as the time when
the derivative of the recorded function reaches a maximum
value. At the second (distal) pulse wave recordings, b,, 1, is
defined by using the same method.

The transit time data is between the initial upstroke
segment of the waveform of the arterial hemodynamic
behavior data recorded at the proximal recording site and the
initial upstroke segment of the waveform of the arterial
hemodynamic behavior data recorded at the distal recording
site. The initial upstroke segment of each recorded wave-
form is defined around the point at which the derivative of
the recorded signal is maximal. The time delay between
these two defined segments is measured according to a linear
correlation method and at the moment when the linear
correlation coefficient is maximal. The linear correlation is
calculated between the two corresponding segments and
repeated by shifting the distal waveform segment towards
the proximal waveform segment, considered as fixed, by one
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time increment. This iterative process is continued over the
whole calculation window, and is termed “time-shifting.”
The time shift associated with the maximal linear correlation
coefficient represents the time displacement between the two
segments and corresponds to the transit time.

More precisely, the t,_, is determined according to the
following procedure:

Using a diagram of finished differences level 1, the
maximal value, in absolute value, of the “derivative” of the
first curve established from the first recording (a,) is
calculated, i.. the C value defined as follows:

C={nelN such as ¥ [O,N-1]|a,, -4, | =], .|}

Thus, C corresponds to the index of the series, the
digitized or discrete time version of the time trace a,, where
the difference between two successive elements is maximal.

C=maxla,-a, |}
0=n=N-1

A C-centered work window [m,, M,], is then defined,
where

my=C-Min Value
My=C+Max Value

The k” value, where k €[O,N-M,], is the value that
maximizes the linear correlation coefficient between the
discrete curves a=(2,,),0=n=m0 204 De=(0, . mo=n=tos 1-€-
the integer K of [0, N-M,] is given by:

covar(a, by) _

c@a(,)  kelON-Hgll

covar(a, by)
a(@oib)

Finally, t, is determined as the moment corresponding to
the K index in the second recording b,,. The delay t,_, is then
calculated as t; ,=t,-t.

The pulse velocity calculation in step 108 between arterial
recording site M, and arterial recording site M,, 1.¢., v, ,,
and the pulse velocity between arterial recording site M, and
arterial recording site M, i.e., v, 5, is performed by using
d,, and d,_; distances measured earlier, and from t, , and
t, 5 time delays determined in step 106. For this calculation,
the memory of the data processing unit 10 contains a d value
representing the mean distance between the two recording
sites (M; and M,) or (M, and M,,). Indeed, the arterial pulse
is generated at the heart and therefore the distances d, , and
d,_, may be corrected by subtracting from each the distance
traveled in an opposite direction by the corresponding
reflected pulse waves traveling the arterial system in the
opposite direction. Thus, in step 108 illustrated in FIG. 2, the
pulse wave velocities are calculated as:

wherein d and d' represent the distances traveled by the pulse
wave when, after bifurcation, it is propagated in opposite
directions towards the arterial recording sites. For example,
the distance d measured between the common carotid artery
and the aorta is subtracted from the total distance measured
between the carotid and femoral artery, since the pulse wave
between the aorta and the common carotid artery is propa-
gated in an ascending direction opposite to the descending
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direction between the aorta and the femoral artery. The
distance d could also be determined by indirect means such
as estimating the distance based, for example, on measure-
ments of the patient’s height, weight, and age and comparing
these measurements to the mean distance in patients with
similar height, weight, and age. Other factors might also be
considered such as gender or body type. After calculation,
the pulse wave velocities v,_, and v, 5, are displayed on a
display.

In the next steps, an estimation of the central aortic pulse
pressure may be calculated by the central processing unit 10.
Referring to FIG. 2, at step 110, the peripheral brachial pulse
pressure of the patient is recorded from the brachial artery of
the patient’s arm in the usual manner with a stethoscope and
blood pressure cuff or by other manual or automated devices
for measuring the blood pressure. The brachial blood pres-
sure is entered by the operator into the central processing
unit 10.

At step 112, an estimate of the central aortic blood
pressure is calculated by the central data processing unit 10
as follows. The aortic pulse wave velocity between an
arterial recording site M; over the carotid artery, and an
arterial recording site M,, on the femoral artery, is calcu-
lated. The brachial pulse wave velocity between a recording
site M; on the carotid artery and a recording site M5 on the
brachial artery is calculated. The aortic pulse pressure Pa is
calculated using the relation:

Pb/Pa=VVb/Va

wherein Va is the aortic pulse wave velocity, Vb is the
brachial pulse wave velocity, and Pb is the brachial pulse
pressure of the patient.

Thus, because of the non-uniformity of the patient’s
arterial distensibility, it is possible to determine from the
brachial pulse pressure, a satisfactory estimate of the aortic
pulse pressure.

With the method presented above for the determination of
the delays t, , and t,_,, measurement precision is increased.
Indeed, the use of the foot of the waveforms obtained from
the recording sites allows, in conjunction with a correlation
analysis between the different curves, a precise estimation of
the time delay.

At step 114, the time delay extracted in step 106, the pulse
wave velocity data extracted in step 108, or the aortic pulse
pressure calculated in step 112, is compared to a reference
value, standard, or to a preprogrammed library of normal
and pathologic values for pulse wave time delays, pulse
wave velocities, or aortic pressure to assess cardiovascular
or systemic physiological status in the patient. The reference
value can be a single value, multiple values, a single range,
or multiple ranges. Thus, in one embodiment, the reference
value is a plurality of predetermined pulse wave velocity
ranges, and the comparison step comprises determining in
which of the predetermined pulse wave velocity ranges, the
individual’s pulse wave velocity falls. Patient data that
differs from the normal reference value, normal standard
value, or normal values maintained in the preprogrammed
library, is indicative of abnormal patient cardiovascular
function. Patient data that correlates with pathologic refer-
ence values, pathologic standard values, or preprogrammed
pathologic values is indicative of abnormal patient cardio-
vascular or systemic physiological status.

A patient’s response to therapy can also be evaluated
using the method according to the invention. The patient
data is compared to a predetermined reference value,
wherein the patient data in comparison to the predetermined
value is indicative of the patient’s response to therapy. The
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patient can then be characterized in terms of the benefit
obtained by the therapy.

The central (trunk or aortic) pulse wave velocity of a
patient may be compared to a reference value that reflects
expected normal pulse wave velocity by measuring pulse
wave velocity of normal individuals of similar age, gender,
weight, etc., as the patient. As shown in FIG. 4, a linear
correlation occurs between pulse wave velocity and age. As
detailed in R. Asmar, Arterial Stiffness and Pulse Wave
Velocity: Clinical Applications, Elsevier, N.Y., November,
1999, incorporated by reference herein, normal pulse wave
velocity for a given patient of a certain age (X) can be
calculated according to the following formula:

wn

10

Pulse wave velocity (m/s)=0.0628(x)+5.728 15

The normal peripheral pulse wave velocity, for example,
carotid-radial, brachial-radial, or femoro-tibial, for a given
patient at a certain age, can be calculated according to this

formula:
20

Pulse wave velocity (cm/s)=5.6x+791 for the leg and

Pulse wave velocity (cm/s)=4.8x+998 for the arm

Other factors may also be used to calculate a reference
value for the normal expected pulse wave velocity of a
patient. For example, systolic blood pressure may be used to
calculate the estimated central (carotid-femoral) pulse wave
velocity as follows:

Population as a whole: 30

Pulse wave velocity (m/s)=0.07 systolic blood pressure (mmHg)+
0.09(age in years)-4.3

Normotensive subjects:

35
Pulse wave velocity (m/s)=0.06 systolic blood pressure (mmHg)+
0.09(age in years)-2.3

Hypertensive subjects:

Pulse wave velocity (m/s)=0.06 systolic blood pressure (mmHg)+ 40

0.09(age in years)-2.7

Other factors that may be considered in determining a
normal reference value for pulse wave velocity to be applied
to a given patient are gender, heart rate, respiration (FIG. §),

food intake (Table 1), obesity, or body conformation (FIG. ®
6), and ethnicity (FIGS. 7A and 7B).
TABLE 1
50

Pulse Wave Velocity Measurements
Before and After a Meal

PWV (m/s)
Aorta Leg Arm
Before After Before After Before After 55
Meal Meal Meal Meal Meal Meal
436+ 1.3 42308 806+1.0 1028+1.8 9.55:23 14.60 =

4.6

. . 6
The following examples will serve to better demonstrate
the successful practice of the present invention.

Exemplification

As exemplification of the utility of systems, devices and 65
methods of the invention, the following applications of the

system, device, and method according to the invention are

10

provided below. As will be appreciated by those of ordinary
skill in the art, methods and compositions disclosed herein
are applicable to other clinical applications for assessing
cardiovascular function and physiological condition of a
mammal.

EXAMPLE 1

Application of the Automatic Device for Measuring
Pulse Wave Velocity According to the Invention to
Assess Risk of Cardiovascular Disease

In this study, pulse wave velocity as a cardiovascular
disease risk marker was studied in a cohort of 710 patients
with essential hypertension. Measurements were performed
in patients with and without atherosclerosis. The pulse wave
velocity measurement was performed using the automatic
device and method according to the invention which allowed
an online pulse wave recording and automatic calculation of
pulse wave velocity with two pressure transducers, one
positioned at the base of the neck for the common carotid
artery, and the other transducer placed over the femoral
artery. Validation of the automatic method was demonstrated
by reproducibility of results with an interobserver repeat-
ability coefficient of 0.935 and an intraobserver coefficient
of 0.890.

Pulse wave velocity was higher in patients with athero-
sclerosis (14.9+4.0 versus 12.4+2.6 m/s; patients with ath-
erosclerosis versus patients without atherosclerosis, respec-
tively; P<0.0001) even after adjustments on confounding
factors, and was the first determinant (P<0.0001) of the
extent of atherosclerosis assessed as the sum of the athero-
sclerotic sites. In patients without atherosclerosis, all car-
diovascular risks increased constantly with pulse wave
velocity. At a given age, aortic pulse wave velocity, mea-
sured by the automatic device according to the invention,
was the best predictor of cardiovascular mortality. The
presence of pulse wave velocity greater than 13 m/s, taken
alone, appeared as a strong predictor of cardiovascular
mortality. This study demonstrates that aortic pulse wave
velocity assessed by the device and method according to the
invention is strongly associated with the presence and extent
of atherosclerosis and constitutes a forceful marker and
predictor of cardiovascular risk in hypertensive patients.

EXAMPLE 2

Application of the Automatic Device for Measuring
Pulse Wave Velocity According to the Invention
Correlated with Plasma Levels of Homocysteine for
Assessment of Cardiovascular Disease Risk in
Hypertensive Patients

In this study, pulse wave velocity coordinated with plasma
homocysteine levels were studied as indicators of cardio-
vascular disease risk in 236 male and female hypertensive
patients. The pulse wave velocity was measured according
to the automatic device and method of the invention which
allows an online pulse wave recording and automatic cal-
culation of pulse wave velocity. Common carotid artery and

0 femoral artery pressure waveforms were measured non-

invasively using a TY-306 Fukuda pressure-sensitive trans-
ducer (Fukuda, Tokyo, Japan). The pressure waveforms
were digitized at the sample acquisition frequency of 500
Hz. The two acquired pressure waveforms, one from the
carotid artery and one from the femoral artery, were stored
in a memory buffer. A preprocessing system analyzed the
gain in each waveform and adjusted the gain equally for
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equality of the two signals. When the operator observed a
pulse waveform of sufficient quality on the computer screen,
digitization was suspended and calculation of the time delay
between two pressure upstrokes was taken. Measurement
was repeated over at least ten different cardiac cycles, and
the mean was used for the final analysis. The distance
traveled by the pulse wave was measured over the body
surface as the distance between the two recording sites (d,
and d,) while pulse transit time (t), measured between the
feet of the pressure waveforms recorded at these different
points (foot-to-foot method), was automatically determined
according to the device and method of the invention.

In the population studied, pulse wave velocity was posi-
tively correlated with plasma homocysteine according to the
extent of atherosclerosis. The results of this study show that
evaluation of aortic distensibility by determining pulse wave
velocity by the device and method according to the
invention, and correlated with other measured patient
criteria, such as plasma, homocysteine levels, can help in
cardiovascular disease risk assessment in hypertensive
patients (Hypertension (1999) 34: 837-842).

EXAMPLE 3

Application of the Automatic Device and Method

for Measuring Pulse Wave Velocity According to

the Invention to Monitor Therapy of Hypertensive
Patients

In this double-blind study, pulse wave velocity as deter-
mined by the device and method according to the invention,
was used to follow the effect of therapy in patients with
hypertensive disease.

Aortic pulse wave velocity was determined by the auto-
matic device and method according to the invention
described above. Briefly, common carotid artery and femoral
artery pressure wave forms were recorded non-invasively
with a TY-306-Fukuda pressure sensitive transducer
(Fukuda, Tokyo, Japan). The pressure waveforms were
digitized at the sample acquisition frequency of 500 Hz. The
two pressure waveforms were then stored in a memory bank.
A preprocessing system automatically analyzed the gain in
each waveform and adjusted it to equalize the two signals.
When the operator observed a pulse waveform of sufficient
quality on the computer screen, digitization was suspended,
and calculation of the time delay (t;,) between the first
pressure upstrokes (t) and the second pressure upstroke (t,)
was initiated. Measurement was repeated over ten cardiac
cycles, and the mean was used for the final analysis. The
distance (d, ) traveled by the pulse wave was measured
over the surface of the body as the distance between the first
recording site (d,) and the second recording site (d,). Pulse
wave velocity was automatically calculated as pulse wave
velocity=d, ,/t.

The study was done over 180 days on three hypertensive
patient groups treated with verapamil, trandolapril, or their
combination. Pulse wave velocity as determined by the
device and method according to the invention, was signifi-
cantly reduced (p<0.01) in patients treated with verapamil
(13+4 versus 11+3 m/s), trandolapril (13+2 versus 1123 m/s)
and combination of verapamil and trandolapril (132 versus
11£2 m/s).

The results obtained in this study for pulse wave velocity
were correlated with improved systolic, diastolic, and mean
blood pressure, improved cardiac and carotid artery struc-
ture as determined by ultrasound and echocardiography,
respectively, and improved distensibility and diameter of the
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carotid artery, brachial artery and aorta as determined by an
original pulsed ultrasound echo-tracking system. Thus,
pulse wave velocity, as measured by the device and method
according to the invention described above, is useful for
monitoring the progression of cardiovascular disease and for
monitoring the effect of therapy in patients (Stroke (1999)
30: 1056-1064).

EXAMPLE 4

Application of the Device and Method for
Measuring Pulse Wave Velocity According to the
Invention to Monitor Therapy of Normotensive
Patients

This study was carried out in post-menopausal patients to
evaluate the effect of estrogen on blood pressure and arterial
distensibility, the latter determined by measurement of pulse
wave velocity.

The study was conducted on 17 normotensive, post-
menopausal untreated women following hysterectomy and
bilateral ooforectomy. Blood pressure recording was per-
formed non-invasively and aortic distensibility was evalu-
ated by carotid-femoral artery pulse wave velocity using the
automatic device and method according to the invention
described above. All women were submitted to two evalu-
ations: basal (<3 months after surgery), and after 6 months
of transdermic estrogen (a 50 ug patch of 17B-estradiol).

Results of the study indicated no difference in systolic or
diastolic blood pressure after six months of estrogen replace-
ment therapy. However, significant improvement in arterial
distensibility, evaluated by measurements of pulse wave
velocity by the automatic device and method according to
the invention (12+3 m/s versus 10+2 m/s; P<0.001) was
observed after 6 months of estrogen replacement therapy.

The results of these studies indicate that the automatic
device and method according to the invention may be used
to assess the effect of therapy on cardiovascular function in
a patient when the presence of cardiovascular disease is not
otherwise evidenced by conventional means of assessing
cardiovascular function in the patient.

EXAMPLE 5

Application of the Device and Method for
Measuring Pulse Wave Velocity According to the
Invention for Monitoring Therapy of Hypertensive

Patients

This study was carried out in a large-population clinical
trial designed to evaluate the ability of an antihypertensive
therapy to improve the arterial abnormalities observed in
hypertension. Patients were treated for six months, starting
with perindopril 4 mg daily which was increased to 8 mg
daily, and combined with a diuretic (indapamide 2.5 mg
daily) if blood pressure was uncontrolled (>140/90 mmHg).
Arterial stiffness was assessed before treatment, and at two
and six months after treatment, by carotid-femoral pulse
wave velocity measurements, using the device and method
described above according to the invention. Data collected
from 69 centers (19 countries) concerned more than 2,000
patients. The results showed significant (p<0.001) decreases
from baseline in blood pressure (systolic (SBP):=23.7+16.8,
diastolic (DBP): -14.6+10 mmHg), and pulse wave velocity
(-1.121.4 m/s). Despite a significant correlation (p<0.001)
between changes in systolic blood pressure and pulse wave
velocity, less than 10% (r*=0.06) of the observed arterial
effects were related to blood pressure reduction. Individual
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analysis showed that pulse wave velocity improvement was
not always concomitant with blood pressure reduction, and
vice versa, as given in Table 2 and FIG. 8, suggesting a
specific arterial effect of the study drug regimen. This study
shows that arterial abnormalities observed in a hypertension
can be followed by assessing pulse wave velocity according
to the invention during antihypertensive therapy.

TABLE 2

Blood Pressure and Carotid-Femoral PWV, Mean Values
and Changes From Baseline (MO) After Six Month Treatment (M6

Variables MO M6 AM6-MO p

SBP (mmHg) 158 £ 15 134 =13 -24-17 <0.001
DBP (mmHg) 98 =7 84 £8 -14 £ 10 <0.001
MBP (mmHg) 118 = 8 1009 -18 =11 <0.001
PP (mmHg) 59 =15 50 =10 9«15 <0.001
HR (bpm) 75 =10 7510 -03=10 NS

PWV (m/s) 11626 10521 -11:14 <0001

Variations, modifications, and other implementations of
what is described herein will occur to those of ordinary skill
in the art without departing from the spirit and scope of the
invention as claimed. Accordingly, the invention is to be
defined, not by the preceding illustrative description but
instead by the spirit and scope of the following claims.

What is claimed is:

1. A method for assessing cardiovascular function in a
patient comprising the steps of:

obtaining arterial hemodynamic behavior data from the
patient at a first recording location;

obtaining arterial hemodynamic behavior data from the
patient at at least a second recording location;

extracting data indicative of transit time of the arterial
hemodynamic behavior data obtained between the first
recording location and second recording location;

measuring distance between the first recording location
and the second recording location to obtain distance
data;

determining arterial hemodynamic behavior velocity data

from the transit time data and the measured distance
data; and

correlating the arterial hemodynamic behavior velocity

data with a reference value to determine cardiovascular
function in the patient.

2. The method of claim 1 wherein the arterial hemody-
namic behavior at the second recording location is obtained
simultaneously with the arterial hemodynamic behavior
obtained at the first recording location.

3. The method of claim 1 further comprising the steps of:

obtaining arterial hemodynamic behavior data from the

patient at a third recording location;

extracting data indicative of transit time of the arterial

hemodynamic behavior data obtained between the first
location and the third location;
measuring distance between the first recording location
and the third recording location to obtain distance data;

determining arterial hemodynamic velocity data from the
transit time data and the measured distance data
between the first recording location and the third
recording location;

and correlating the arterial hemodynamic behavior veloc-

ity data between the first recording location and the
third recording location with a reference value to
determine cardiovascular function in the patient.
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4. The method of claim 1 further comprising the step of
smoothing the data obtained at the first recording location
and at the second recording location.

5. The method of claim 4 wherein the smoothing step
comprises a low-pass filtering algorithm to process each
recording.

6. The method of claim 1 wherein the first recording
location is located at a proximal position on an artery and the
second recording location is located at a position along an
arterial tree distal to the first recording location.

7. The method of claim 1 wherein the first recording
location is located over the common carotid artery near the
base of the neck of the patient and the second recording
location is located over a femoral artery of the patient.

8. The method of claim 1 further comprising the step of
digitizing the arterial hemodynamic behavior data obtained
from the first recording location and the second recording
location.

9. The method of claim 1 wherein the arterial hemody-
namic behavior data comprises pulse pressure wave data.

10. The method of claim 1 wherein the arterial hemody-
namic behavior data comprises pulse volume wave data.

11. The method of claim 1 wherein the arterial hemody-
namic behavior data comprises pulse flow wave data.

12. The method of claim 1 wherein the arterial hemody-
namic behavior data comprises arterial diameter wave data.

13. The method of claim 1 further comprising the step of
displaying transit time data indicative of cardiovascular
function in the patient.

14. The method of claim 1 further comprising the step of
displaying the velocity data indicative of cardiovascular
function in the patient.

15. The method of claim 1 further comprising obtaining
arterial hemodynamic behavior data at a first recording
location and at a second recording location during a plurality
of respiratory cycles.

16. The method of claim 1 further comprising obtaining
arterial hemodynamic behavior at a first recording location
and at a second recording location during at least one
complete respiratory cycle.

17. The method of claim 1 further comprising the step of
comparing the arterial hemodynamic velocity data of the
patient with a reference value, wherein a difference in the
arterial hemodynamic velocity data of the patient compared
to the reference value is indicative of abnormal cardiovas-
cular function of the patient.

18. The method of claim 1 further comprising the step of
comparing the arterial hemodynamic behavior velocity data
of the patient with arterial hemodynamic behavior velocity
data in a preprogrammed library of arterial hemodynamic
behavior data in normal and pathologic cardiovascular
function, wherein differences between the arterial hemody-
namic behavior velocity data of the patient and the arterial
hemodynamic behavior velocity data of normal or patho-
logical cardiovascular function, is indicative of cardiovas-
cular function of the patient.

19. The method of claim 1 wherein the cardiovascular
function comprises arterial distensibility.

20. A system for assessing cardiovascular function in a
mammal, comprising:

a first transducer for recording arterial hemodynamic

behavior data at a proximal recording site;

at least a second transducer for recording arterial hemo-

dynamic behavior data at a second recording site distal
to said proximal recording site;

a data processor for extracting transit time data between

an initial upstroke segment of a waveform of the
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arterial hemodynamic behavior data recorded at the
proximal recording site and an initial upstroke segment
of a waveform of the arterial hemodynamic behavior
data recorded at the distal recording site by repetitively
shifting the distal waveform segment toward the proxi-
mal waveform segment, wherein the initial upstroke of
the waveform recorded at the proximal recording site is
determined, and the initial upstroke of the waveform
recorded at the distal recording site is determined when

a coefficient of correlation is maximal when comparing

corresponding areas around the beginning of the

upstroke of the waveform recorded at the proximal
recording site and at the distal recording site; and

an apparatus for measuring a distance between the first

recording site and the second recording site to obtain
measured distance data, wherein the processor extracts
arterial hemodynamic velocity data from the transit
time data and the measured distance data to assess
cardiovascular function in the mammal.

21. The system of claim 20 wherein the transducers obtain
arterial hemodynamic data comprising arterial diameter
data.

22. The system of claim 20 further comprising a display
for displaying the arterial hemodynamic velocity data.

23. The system of claim 20 further comprising an analog
to digital converter for converting the arterial hemodynamic
behavior data from analog form to digital form.

24. The system of claim 20 wherein the transducers obtain
arterial hemodynamic data comprising pulse flow data.

25. The system of claim 20 wherein the transducers obtain
arterial hemodynamic data comprising pulse pressure data.

26. The system of claim 20 wherein the transducers obtain
arterial hemodynamic data comprising pulse volume data.

27. The system of claim 19 further comprising a filter to
filter out high frequency noise.

28. The system of claim 27 wherein the filter comprises a
low-pass filtering algorithm.

29. A method for determining the time delay between a
proximal and a distal recording site over a patient arterial
system, comprising the steps of:

a) measuring a distance between two recording sites over

the arterial system of the patient;

b) obtaining simultaneous pulse arterial data in waveform

at the two recording sites;

¢) calculation of the pulse wave time between the two

recording sites as follows:

i) at the first recording site, determine a proximal
waveform by identifying a footwave at a beginning
of an initial upstroke;

i) at the second recording site, determine a distal
waveform by identifying a footwave of an initial
upstroke by searching in the second recording when
a coefficient of correlation is maximal when com-
paring corresponding areas around the proximal and
distal waveforms;

iii) determine transit time delay between the two cor-
responding footwaves in the proximal and distal
pulse waveforms; and

d) extracting pulse wave velocity from the distance

between the two recording sites determined in step (a)

and the transit time calculated in step (c) using a

Processor.

30. The method of claim 29 wherein the arterial pulse data
is obtained at two recording sites during at least one respi-
ratory cycle.

31. The method of claim 30 further comprising calculat-
ing the pulse wave velocity from the measured distance
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between the first and second recording sites and the transit
time delay of the proximal and distal waveforms.
32. A method for determining aortic pulse pressure in a
patient, comprising the steps of:
a) determining aortic pulse wave velocity between a first
recording site on a carotid artery of the patient and a
second recording site on a femoral artery of the patient;

b) determining brachial pulse wave velocity between a
first recording site on the carotid artery of the patient
and a third recording site on a brachial artery of the
patient;

¢) measuring brachial pulse pressure; and

d) extracting the aortic pulse pressure from the aortic and
brachial pulse wave velocities, and from the measured
brachial pulse pressure, wherein the aortic pulse pres-
sure P, is determined using the relation:

- Pb/Pa='Vb/Va

wherein, V, is the aortic pulse wave velocity, V,, is the
brachial pulse wave velocity, and P, is the brachial pulse
pressure.

33. A method for assessing cardiovascular function in a
patient comprising the steps of:

25

applying a transducer to each of a proximal recording site
and at least one distal recording site over the patient’s
arterial system;

simultaneously recording an arterial pulse in wave form at
the proximal recording site and at least one of the distal
recording sites;

calculating transit time of the arterial pulse waveform

between the proximal recording site and at least one of

the distal recording sites comprising the steps of:

identifying a segment on an initial upstroke of the
proximal waveform recorded at the proximal record-
ing site;

identifying a segment on an initial upstroke of the at
least one distal recording sites corresponding to the
segment identified on the proximal waveform;

determining the transit time from a time delay between
the segment identified on the proximal waveform
and the corresponding segment identified on the
distal waveform;

determining a distance between the proximal recording
site and the at least one distal recording site;

calculating velocity of the pulse wave from the proxi-
mal recording site to at least one distal recording site
from the determined transit time and the determined
distance between the proximal recording site and the
distal recording site; and

comparing the pulse wave velocity of the patient to a
reference value, wherein a difference between the
pulse wave velocity in the patient and the reference
value is indicative of abnormal patient cardiovascu-
lar function.

34. The method according to claim 33 wherein the initial
upstroke of the waveform comprises a time at which a
derivative of the recording at the proximal recording site or
the distal recording site is maximal.

35. The method according to claim 33 wherein identifi-
cation of the initial upstroke in the distal waveform com-
prises searching in the distal recording for a moment when
a coefficient of correlation is maximal when comparing
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corresponding areas around the initial upstroke of the proxi-
mal waveform and the initial upstroke of the-distal wave-
form.
36. The method according to claim 35 wherein the cor-
relation coefficient is linear.
37. Amethod for determining central aortic pulse pressure
of a patient comprising the steps of:
calculating central aortic hemodynamic behavior velocity
between a recording site on a carotid artery and a
recording site on a femoral artery;

18

calculating peripheral brachial hemodynamic behavior
velocity between a recording site on the carotid artery
and a recording site on a brachial artery;

measuring brachial pulse pressure; and

calculating the central aortic pulse pressure from the
calculated aortic hemodynamic behavior velocity, the
calculated brachial hemodynamic behavior velocity,
and the brachial pulse pressure.
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