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METHOD AND APPARATUS FOR MEASUREMENT OF MEAN PULMONARY
ARTERY PRESSURE FROM A VENTRICLE IN AN AMBULATORY MONITOR

FIELD OF THE INVENTION

This invention relates to measuring arterial pressure; and more specifically, relates

to system and method for measuring mean arterial pressure using an ambulatory monitor.

DESCRIPTION OF THE PRIOR ART

Mean Pulmonary Artery Pressure (MPAP) is an important indicator of
cardiovascular health. For example, the management of some diseases depends npon an
accurate indication of pulmonary vascular resistance, which is determined using mean
Pulmonary Arterial (PA) pressure. MPAY is also used as a general indicator of the work
load of the right ventricle, and can therefore be used to diagnose and monitor heart failure.

In the past, mean PA pressure has been determined using several methods, all of
which require a pressure sensor that is located within the pulmonary artery. According to
a first method, both the PA systolic and PA diastolic pressure measurement values are
used to determined MPAP using the following equation:

MPAP = 1/3(Systolic Pressure +2/3(Diastolic Pressure)}

This equation is based on the premise that in an average cardiac cycle, one-third of the
time is spent in systole, and the remaining two-thirds of the time is spent in diastole. This
is generally only true, however, when a patient is at rest. To provide a more accurate
estimation of MPAP during a period of exercise, the above-described equation may be
altered to reflect the fact that when a heart rate is above 100 or 120 beats-per-minute, the
ventricles are in systole during approximately half of the cardiac cycle, and in diastole the
other half of the cycle. This method does not, however, provide an accurate overall
MPAP measurement that reflects both periods of rest and exercise.

Another method of measuring MPAP involves filtering the pressute signal as
generated by the pressure sensor to remove signal pulsatility. This may be accomplished

using a digital filter, for example. The resulting signal value is a close approximation of
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the MPAP. Altl\c;ugh this is more accurate than using diastolic and systolic pressures to
calculate MPAP, the filtering process requires a relatively long time constant. Therefore,
beat-to-beat measurements cannot be obtained.

According to yet another method, the pressure signal is integrated over a cardiac
cycle, and then the resulting sum is divided by a number of predetermined time increments
that were included in the cycle. This provides an accurate beat-by-beat average pressure.
This method has the disadvantage, however, of requiring a digital signal processing
system that is not readily available in most clinical settings.

What is needed, therefore, is an improved system and method for determined
MPAP, which provides accurate beat-io-beat average measurements, and can be readily
ascerfained in a clinical setting. Preferably, such a device does not require the use of a

pressure sensor located within the pulimonary artery.

SUMMARY OF THE INVENTION

The current invention provides a system and method for determining MPAP

without the use of a sensor located within the pulmonary artery. The MPAP value is
derived using a pressure measureruent obtained from within a heart chamber, and a signal
indicative of cardiac electrical activity such as an electrocardiogram (EGM) signal.

According to the current invention, pressure may be sensed within the right and/or
left ventricle using an implanted pressure sensor. The sensed pressure may be used to
determine the Ventricular Systolic Pressure (VSP), which is the maximum pressure
measured at any time throughout the cardiac cycle. This sensed pressure may further be
used to derive an estimated Pulmonary Arterial Diastolic pressure (€PAD), which is the
pressure at the time the change in pressure over time is at a maximum. Finally, the EGM
and pressure signals may be used to determine the time the heart spends both in systole
and diastole. By multiplying the VSP by the time spent in systole, fuxther multiplying the
ePAD by the time spent in diastole, then adding the two values, mean pulmonary arterial
pressure is closely approximated.

According to one embodiment of the invention, the system is included within an
implantable device such as a pacemaker, cardioverter/defibrillator, drug delivery device,

or another type of device for delivering therapy to a patient. The derived MPAP value

JP 2004-538035 A 2004.12.24
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may be utilized to control therapy delivery. According to one aspect of the invention,
cardiac resynchronization therapy is monitored and controlled using the MPAP value. In
another embodiment, the derived MPAP value may be used to control the delivery of a
biologically-active agent to the patient.

Processing steps performed according to the cutrent invention may be carried ont
by a processing circuit located within an implantable device. Alternatively, one or more
processing steps may be accomplished by a circuit external to the device, such as a
programmer. The pressure and EGM signals may be iransferred via a communication
cirouit to an external device so that all, or some, of the processing is completed by a circuit
external to the patient.

According to one embodiment, the invention includes a system for estimating
mean pultmonary arterial pressure of a patient. The system comprises a sensor located in a
ventricle of a heart to measure pressure, a circuit to measure elecirocardiogram (EGM)
signals, and a processing cirenit to derive mean pulmonary arterial pressure (MPAP) from
the pressure and the EGM signals. According to another embodiment, the invention
comprises a method for determining mean pulmonary arterial pressure (MPAP), by
sensing pressure within a ventricle of a heart, sensing an electrocardiogram (EGM) signal
of the heart, and using the sensed pressure and the BEGM signal to derive the MPAP.

Other scopes and aspects of the invention will become appa:ent. to those skilled in

the art from the drawings and the accompanying description.

BRIEF DESCRIPTION OF THE DRAWINGS

Figure 1 is a schematic representation of an implanted medical device (IMD) as

may be used with the current invention,

Figure 2 is a block functional diagram of an illustrative embodiment of & pulse
generator that may be employed according to the present invention.

Figure 3A is a side view of a pulse generator illustrating a subcutaneous electrode
array as may be used with the current invention,

Figure 3B is a side view of a pulse generator having an electrode array wherein at
least one of the electrodes extends away from the pulse generator by a lead extension

member,

JP 2004-538035 A 2004.12.24
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Figure 3C is a side view of a pulse generator wherein at least one of the electrodes
or an electrode array is Jocated at a proximal end of a lead.

Figure 3D is a side view of a pulse generator wherein multiple electrodes of an
electrode array are located on an edge of a device housing.

Figure 3E is a side view of yet another embodiment of a device housing including
an array of electrodes.

Figure 4 is a flow diagram sommarizing the method steps for determining the
MPAP according to one embodiment of the invention.

Figure 5 is an exemplary embodiment wherein a pressure sensor is located in each
of the left and right ventricles.

Figure 6 is a graph comparing pressure measurements obtained with a pressure
sensor located within an arterial and pressure estimates obtained using the method of the

current invention.

DETAIL DESCRIPTION OF THE DRAWINGS

The current invention provides a system and method for determining MPAP using
a pressure measurement obtained from within a heart chamber in conjunction with a signal
of cardiac electrical activity such as an electrocardiogram (EGM) signal. Thus, the current
invention eliminates the need for a pressure sensor located in the pulmonary artery.

Figure 1 is a schematic representation of an implanted medical device (IMD) as
may be used with the current invention. This IMD may be any device that is capable of
measuring pressure signals from within a ventricle of a patient's heart, and which is further
capable of measuring the patient's electrocardiograrm (EGM). Such a device may bea
‘hemodynamic monitor such as the Chronicle ™ device commercially available from the
Medtronic Corporation. Circuitry included in the Chronicle is described in commonly-
assigned U.S. Patents 5,535,752 and 5,564,434 which are incorporated herein by reference
in. their entireties. Alternatively, the device may be a pacemaker, ora
cardioverter/defibrillator. Exemplary pacemaker systems that may be used to practice the
current invention are described in commonly-assigned U.S. Patent Numbers 5,158,078,
5,318,593, 5,312,453, and 5,226,413, which are incorporated herein by reference in their
entireties. Any other pacing system known in the art may be adapted for use in the

JP 2004-538035 A 2004.12.24
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alternative. The IMD may additionally, or in the alternative, include
cardioversion/defibrillation circuitry as described in commonly-assigned U.S. Patent
Numbers 5,193,535, and 5,314,430, which are incorporated herein by reference in their
entireties. Other devices such as implantable drug delivery devices may also be adapted
for use with the current invention so long as the device includes the capability to measure
an EGM and ventricular pressure.

Returning to Figure 1, the IMD 14 may be implanted subcutaneounsly, between the
skin and the ribs. Other implantation sites may be used if appropriate. In one
embodiment, a lead 12 is passed through a vein into the right ventricle of the heart 10.

The distal end of the lead or catheter may have a tip electrode 22 contacting the interior of
the heart. Tn a multi-polar configuration, a second ring electrode 25 may be spaced from
the tip electrode 22. Bach of these electrodes is connected to the circuitry contained in the
IMD 14. Alternatively, a uni-polar mode made be used wherein a portion of the metallic
enclosure or "can" of the IMD may form an electrode surface 24. The BGM signal is
measured between this surface and an implanted electrode such as the tip electrode 22. In
yet another embodiment, a Subcutaneous Electrode Array (SEA) such as electrodes18 and

20 may be located on, but electrically isolated from, the housing of the implantable device *

such as disclosed in U.S. Patent Number 5,331,966, incorporated herein by reference in its
entirety, as is discussed below.

Additional leads (not showr) may be coupled to IMD, including a lead located
within the right atrium, and/or a lead located within a coronary vessel such as the coronaty
sinus. These leads may further include one or more high-valtage electrodes for provide
cardioversion/defibrillation therapy.

Lead 12 is shown to further include a pressure sensor 16. If desired, an additional
lead coupled to IMD 14 may be provided to carry the pressure sensor. The pressure sensor
is preferably located within the right ventricle, although it may also be located within the
left ventricle in a manner to be discussed below. Pressure sensors and accompanying
circuitry as may be adapted for use with the current invention are described in commonly-
assigned U.S. Patent Numbers 5,353,752, 5,353,800, 5,564,434, 5,330,505, and 5,368,040

which are incorporated herein by reference in their entireties.

JP 2004-538035 A 2004.12.24
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Figure 2 is a block functional diagtam of an illustrative embodiment of a pulse
generator that may be employed according to the present invention. It may be noted that
pulse generation capabilities are not necessary for practicing the current invention, and the
following discussion is therefore to be considered exemplary only.

The primary elements of the exemplary apparatus illustrated in Figure 2 include 2
microprocessor 100, read-only memory (ROM) 102, random-access memory (RAM) 104,
a digital controller 106, an input amplifier circuit 110, two output circuits 108 and 109,
and a telemetry/programming unit 120.

‘Within the current embodiment, data pmoaséiug capabilities and device comtrol
functions are provided by microprocessor 100. It will be understood that other digital
and/or analog circuitry embodiments are within the scope of the invention, For example,
the configurations illustrated in U.S. Pat. No. 5,251,624 issued to Bocek et al,, U.S. Pat.
No. 5,209,229 issued to Gilli, U.S. Pat. No. 4,407,288, issued to Langer et al, U.S. Pat.
No. 5,662,688, issued to Haefner et al., U.S. Pat. No. 5,855,893, issued to Olson et al.,
U.S. Pat. No. 4,821,723, issued to Baker et al., and/or U.S. Pat. No. 4,967,747, issued to
Carroll et al., all incorporated herein by reference in their entireties, may be usefully
employed in conjunction with the present invention. Alternatively, or additionally,
processing capabilities may be provided by an external processing circuit in a manner to
be discusse(i below.

Read-only memory stores software and/or firmware for the IMD, including the
primary instruction set executed by microprocessor 100. These instructions define the
methods performed by the microprocessor according to the current invention. These
instructions may also conirol any therapy and/or monitoring functions performed by the
device. Additional storage is provided by RAM 104, which generally stores variable
control parameters, such as programmed pacing parametexs. Random-access memory 104
may also store digitized signals indicative of EGM waveforms and pressure
measurements, as well as values that are derived from these meastred signals during
calculation of the MPAP.

Controller 106 performs all of the basic control and timing functions of the device.

Controller 106 may include at Jeast one programmable timing counter, which is used to

measure timing intervals such as R-R intervals used in the current invention. The timer

JP 2004-538035 A 2004.12.24
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counter may also control delivery of stimulation pulses in a manner known in the art.
Controller may also include an analog-to-digital conversion (A/D} cixcuit to transform
anaiog EGM and pressure signals to digitized samples that may be stored in memory such
as RAM 104 and processed as described below.

In one embodiment, controller 106 may be utilized to generate corresponding
intetrupts on control lines 132 to microprocessar 100, allowing the microprocessor to
perform any required mathematical calculations, including all operations associated with
processing of the MPAP indicator. Alternatively, controller may directly transfer
measured signal values to an external device for processing in a manner to be discussed
below.

Optional output stage 108 may provide the ability to deliver stinulation pulses to
tissue. For example, output stage 108 is shown coupled to terminals 134 and 136, which
may, in turn, be electrically coupled to respective electrodes such as tip electrode 22 and
ring electrode 25 of Figure 1 adapted to deliver pacing pulses to a patient. Alternatively,
or in addition, high-voltage electrodes may be coupled to output stage 108 as is known in
the art to provide cardioversion/defibrillation shocks to a patient. Additional electrodes
may be so coupled to provide stimulate to nervous tissue as is known in the art. In sum,
output stage may be adapted to provide any type of stimulation known in thé art within the
scope of the present invention, including spinal cord stimulation (SCS) or subcutaneous

stimulation.

In one embodiment, output stage 108 includes means for pacing on both sides of
the heart. This type of therapy may be provided to xesynchronize the heart and optimize
cardiac output. Such therapy is described in commonly-assigned U.S. Patent Nos.
6,223,079, 6,070,100, 6,070,101, and 5,902,324 incorporated herein by reference,
although any type of resynchronization therapy known in the art may be used in
conjunction with the current invention.

In cardiac resynchronization therapy, pacing on the right side of the heart is
generally accomplished by locating one or more leads in the right atrium or ventricle, as
set forth above. Similarly, pacing of the left side of the heart may be accomplished using

one or more leads positioned within, or adjacent to, the left atrium or ventricle. Often,

JP 2004-538035 A 2004.12.24
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pacing on the left side of the heart is accomplished by positioning at least one lead within
the coronary sinus in proximity to the left side of the heart. The timing associated with the
various pacing pulses delivered on the left and right sides of the heart may then be
adjusted based on pressure estimates obtained according to the current invention. For
example, the V-V timing interval associated with pulses delivered in the right and left
ventricles may be adjusted based on MPAP estimates. This is discussed further below.

Turning now to a discussion of the input circuit 110, this circuit is used to sense
signals such as the BGM signals. This circuit is shown coupled to terminals 138 and 140,
which, in turn, may be respectively coupled to electrodes such as tip elecirode 22 and ring
electrode 25 to sense EGM signals. Alternatively, if a unipolar mode of sensing is
employed, signals may be sensed between one of the implanted electrodes and the device
housing, or an electrode on the device housing.

Input circuit 100 may include amplification, and noise detection and protection
circnitry. Signal sensing may be disabled during petiods of excessive noise, if desired.
Noise rejection filters and similar circuitry may also be included, as is known in the art.

In one embodiment, input circuit 110 may provide signals indicating both the occurrence
of natural ventricular beats and paced ventricular beats to the controller 106 via signal
lines 128. In one embodiment, controller 106 provides digitized signals indicative of the
occutrence of such ventricular beats to microprocessor 100 via signal lines 132, which
may be in the form of interrupts. This allows the microprocessor to perform any necessary
calculations or to update values stored in RAM 104 according to the current invention.

As discussed above, the device also includes a pressure sensor 148 to sense
pressure within the cardiac system. This pressure may be sensed within the right ventricle
using a sensor such as sensor 16 positioned on a lead coupled to the IMD. Alternatively, a
sensor placed within the left ventricle may be used fn a manner discussed below. The
pressure sensor 148 may include one or more of the pressure sensing circuits known in the
art, including those discussed above.

It may be noted that other sensors may also be coupled to the IMD of Figure 2,
including 2 hemodynamic sensor such as an impedance sensor disclosed in U.S. Pat. No.
4,865,036 issued to Chirife. Alternatively, sensor 148 may be a demand sensor for

measuring cardiac output parameters, such as an oxygen saturation seasor disclosed in

JP 2004-538035 A 2004.12.24
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U.S. Pat. No. 5,176,137, issued to Erickson et al. or a physical activity sensor as disclosed
in U.S. Pat. No. 4,428,378, issued to Anderson et al., both of which are incorporated
Terein by reference in their entireties. Any other types of physiological sensors known in
the art may be used in addition, or in the alternative, to develop patient data that may be
used in conjunction with the MPAP to diagnose patient conditions and aid in adjusting
therapy.

Senser processing circuitry 146 controls pressure sensor 148 and any other
physiological sensors, and provides the signals to the controller 106 so that the signals
may be transformed into digital representations. Sensor signals may also be stored in
RAM 104 for later diagnostic use.

External control of the IMD is accomplished via a communication circuit such as
telemetry/conirol block 120. Amy conventional programming/telemetry circuitry is
believed workable in the context of the present invention. Information may be provided to
the IMD 10 from an external device 121 and passed to controller 106 via control lines 130.
Similarly, information from the IMD may be provided to the telemetry block 120 via
control lines 130 and thereafter transferred to the external device. This information may
include signal data such as EGM signals and pressure measurements, or may include any
of the derived signal values discussed below. Some, or all, of the processing associated
with derjvation of the MPAP indicator may be performed outside of the IMD by a
processing circuit included within external device 121 or within another data processing
systen. )

In one embodiment, the external device 121 is a programmer that may be utilized
to diagnose patient conditions and to provide any necessary re-programming functions. In
another embodiment, the external device may be a patient interface used to provide
information to, and/or receive commands from, the patient. For example, the patient
interface may be an externally-wom device such as a wrist band that transfers raw data
and any derived values to another processing system which may complete some or all of
the processing steps associated with the current invention. This transfer of data may be
accomplished via a wizeless communication link, for example. Pressure measurements,
the EGM signals, and/or any derived data such as intermediate values and the MPAP

JP 2004-538035 A 2004.12.24
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indicator may be transferred to a patient file within a database for use with current or
future diagnosis and therapy modifications.

In yet another embodiment of the invention, the implantable device includes a drog
pump 150 as shown in Figure 2. This pump may be used to deliver a biologically-active
agent to the patient. Such drug delivery may be adjusted based on the MPAP value, as
will be discussed further below.

Although the above deseription focuses on obtaining the EGM signals using one or
more leads positioned within heart chambers, electrode arrays positioned on the housing of
a device may also be used for this purpose as described in commonly-assigned U.S. Pat.
No. 5,331,966, which is incorporated herein by reference in its entirety. This type of
array, which is provided by the Medtronic Mode] 9526 Reveal Plus Implantable Loop
Recorder, includes at least two sensing electrodes on the can for sensing of cardiac signals.
In all such systems, it will be understood that the elecirodes A, B, C on the surface of the
Thousing are electrically isolated from one another and the conductive surface of the IMD
housing through suitable insulating bands and electrical feedthroughs as described in U.S.
Pat. No. 4,310,000, incorporated herein by reference. Examples of possible electrode
orientations and configurations of a three electrode system comprising the electrodes are
set forth in Figures 3A through 3E.

Figure 3A is a side view of a pulse generator illustrating the orientation of
orthogonally-disposed electrodes A, B and C with two electrodes on the connector block

160 and one electrode on the pulse generator case 162. The spacing of the electrodes A, B
and C on each of the illustrated orientations of Figure 3A. through 3E may be on the order
of about ene inch but can be larger or smaller depending on the exact size of the device.
Smaller devices and closer spacing will require greater amplification.

Figure 3B is a side view of a pulse generator wherein at least one of the electrodes
extends away from the pulse genetator by a lead extension member 164 to achieve a
greater inter-electrode spacing, if desirable,

Pigure 3C is a side view of a pulse generator wherein at least one of the electrodes
166 is located at a proximal end of a lead 168, which may be a lead coupled at a distal end

to a subcutaneous electrode or electrode array.

JP 2004-538035 A 2004.12.24
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Figure 3D is a side view of a pulse generator wherein multiple elecirodes are
located on an edge of a device housing. It will be undeﬁ;tood that the electrodes placed on
the edge of the pulse generator case could constitute insulated pins of feedthroughs
extending through the wall of the case. As illustrated in Figures 3C and 3D, the relative
orientation of the elecirodes may vary somewhat from the orthogonal orientation. depicted
in Figures 3A and 3B.

Figure 3E is a side view of yet another embodiment of a device housing including
an array of electrodes.

Discussion may now turn to the method used to derive the MPAP. At least two
measuremeénts are required including an intercardiac pressure signal measured within the
right or left ventricle, and an EGM signal. These values are used to derive the following
values:

1.) The Ventricular Systolic Pressure (VSP), which is the maximum pressure that
is measured at any time throughout the cardiac cycle. It may be noted that although this
pressure may be measured within a ventricle, and is preferably measured within the right ‘
ventricle, this measurement closely approximates the pulmonary arterial systolic pressure
unless stenosis of the pulmonic valve is present, which is an uncontmon condition.

2.) The estimated Pulmonary Artery Diastolic pressure (¢PAD), whichis a
measure of the ventricular pressure at the time the ciumga in the pressure signal over time
(dp/dt) is at a maximum. As is similar to the case of the VSP measurement, this
veniricular measurement, which is preferably obtained in the right ventricle, closely
approximates the pulmonary arterial diastolic pressure unless stenosis of the pulmonic
valve is present.

3.) The time between successive R waves in the cardiac cycle (R-R interval) may
be determined using the EGM signal. In one embodiment wherein the invention is
incorporated into a pacing device, this could include a time between paced and/or sensed
beats.

4) The Systolic Time Futerval (STI), which is the time the heart is spent in systole,
may be estimated by measuring the time from the start'of an R wave to the time when the
change in pressure over time (dp/dt) is at a maximum. Thus, this involves use of both the

EGM and the pressure signal.

JP 2004-538035 A 2004.12.24
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The foregoing measurements and derived values may be used to determine the
fractional portion of the time spent in both systole and diastole, as follows:

The Diastolic Time Interval (DTI) may be obtained by subtracting the STI from the
R-R interval:

DTI=R-R Interval - STIL

The fractional portion of the time the heart is in diastole may then be calculated as
follows:
DTI/(R-R Interval).

Similarly, the fractional portion of the time spent in systole may also be calculated
as follows:
STU/(R-R Intervat).

Finally, these fractional values may be used to determine a more accurate value for
MPAP as follows:

MPAP = [ (DTVR-R Interval) x ePAD] + [ (STUR-R Interval)x VSP].

Simply put, the estimated diastolic pressure ePAD is multiplied by the time spent
in diastole, the estimated systelic pressure VSP is multiplied by the time spent in diastole,
and the two measurements are added together to create an average Mean Pulmonary
Arterial Pressure measurement. This determination is more aceurate than the previous
estimate that merely used a set fractional value such as “one-third" to weight time spent in
systole. Moreover, the cutrent invention does ot requite use of a pressure sensor located
within the pulmonary artery. Additionally, the invention provides a mieasurement that is
available on a beat-to-beat basis using the current invention.

Although the above description assumes that cardiac potential signals are obtained
using an electrode located within the vasculature of the patient, this need not be the case.
Tn another embodiment, electrodes placed externally on the patient’s body may be used to

measure an BECG signal and this signal may be correlated with the measured pressure

JP 2004-538035 A 2004.12.24
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signals using timestamps. Such correlated measurements could be processed by an
external processing circuit as discussed above according to the current inventive method.

Figure 4 is a flow diagram summarizing the method steps for determining the
MPAP according to one embodiment of the invention. It will be appreciated that the
ordering of the steps is, in most cases, purely exemplary. Additionally, the method steps
involving processing may be performed either entirely by a processing circuit within an
IMD, entirely by a processing circuit external to a Jiving body, or by any combination
thereof, Finally, the processing steps may be accomplished using any combination of
analogue or digital hardware, software, firmware, microcode, or any other processing
means.

First, ventricular pressure and EGM signals are sensed using any of the
mechanisms discussed above (200). These signal values are generally digitized so that
they may be processed using a digital processing circuit, but if an analog processing circuit
is used, this need not be the case. Next, the VSP is determined as the maximum pressure
that is measured at any time throughout the cardiac cycle (202). The estimated Pulmonary
Artery Diastolic pressure (6PAD) is then determined as a measure of the ventricular
pressure at the time the change in the pressure signal over time (dp/dt) is at a maximum
(204). The time betwoen successive R waves in the cardiac cycle (R-R interval) is
measured using the BGM signal (206). The Systolic Time Interval (STI) may be estimated
by measuring the time from the start of an R wave to the time when the change in pressure
over time (dp/dt) is at a maximum (208). The Diastolic Time Interval (DTI) is determined
by subtracting STI from R-R Interval (210). Finally, Mean Pulmonary Arterial Pressure
(MPAP) is determined (212) according to the following equation:

MPAP = [ (DTUR-R Interval) x ¢PAD] + [(STUR-R Interval)x VSP].

After MPAP is derived, this value may be used to initiate, terminate, or adjust
therapy. For example, if the MPAP is determined to be outside of an acceptable range,
biologically-active agents such as drags may be delivered automatically by drug pump 150
(Figure 2) under the control of controller 106 and microprocessor 100. For example, if the
pressure is too high, indicating pulmonary hypertension exists, arterial dilation may be

JP 2004-538035 A 2004.12.24
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accomplished by administration of a dmg such as Flolan. Alternatively, or additionally,
electrical stimulation parameters may be adjusted.

In one embodiment, the estimated MPAP value may be used to adjust parameters
associated with cardiac resynchronization therapy. The use of cardiac resynchronization
therapy is described in detail in commonly-assigned U.S. Patent No. 6,223,079,
incorporated hereint by reference in its entirety. This type of therapy involves pacing both
the left and right ventricles to improve the efficiency of cardiac operation in heart failure
patients. By adjusting pacing parameters such as A-V intervals or the V-V intervals
‘between pacing pulses delivered in each of the ventricles, pulmonary pressure may be
adjusted. Generally, in heart failure patients, this will involve adjusting parameters to
lower arterial pressure, although arterial pressure may also be raised in the same manmer if
necessary.

In yet another application of the invention, the MPAP value may be used to treat
sleep apnea. Patients suffering from this type of sleep disorder experience a drop in
pulmonary arterial pressure which may be detected using the MPAP. In response, pacing
rate may be increased for patient's having an implantable pacemaker to counteract this
drop in pressure.

The foregoing examples discuss use of a pressure sensor located within the right
ventricle, although this need not be the case. In any of the above-described embodiments,
a pressure sensor may be located in the left ventricle in addition to, or as an alternative to,
a sensor in the right ventricle. This may be accomplished by guiding the sensor into the
right ventricle, throngh the septal wall, and into the left ventricle. Alternatively, during an
invasive procedure wherein the left ventricle is exposed, a lead may be directly inserted
through the left ventricular wall into the left ventricular chamber. In either situation, this
type of sensor placement is probably only desirable in patients that are already indicated
for left ventricular lead placement for another purpose, since such lead placement
increases the probability of stroke caused by blood clots. Additionally, such lead
placement is generally accompanied by the administration of anticoagulation medication
to prevent clotting.

Figure S is an exemplary embodiment illustrating a pressure sensor located in each
of the left and right ventricles. A pressure sensor 250 at the distal end of the Jead 252 is

JP 2004-538035 A 2004.12.24
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positioned through the septal wall 254 and located within the left ventricle 256. A second
pressure sensor 260 is located proxiﬁlal pressure sensor 250 on lead 252 within the right
ventricle 266. The lead is coupled to IMD 270. Using this configuration, MPAP
estimates may be derived using pressure measurements from both sides of the heart. If
desired, only one of the pressure sensors need be activated at a given time using switching
logic within the IMD. The two MPAP values derived using left and right ventricular
pressures may be further processed, as by obtaining an average value, for example. Inan
alternative embodiment, the sensors shown in Figure 5 may be carried on separate leads.
In yet another embodiment, only pressure sensor 250 is provided to measure the left
ventricular pressure.

Studies were conducted to compare the MPAP as determined by the current
invention against mean arterial pressure measured using a pressure sensor located in the
patient's pulmonary artery. Data was collected for subjects undergoing various
hemodynamic stressors. These studies conclude that the inventive system and method
provides a MPAP measurement that closely approximates pressure values that wonld bé
measured using a pressure sensor located within the pulmonary artery.

Figure 6 is a graph illustrating the results of one study comparing MPAP estimates
obtained using the current invention to mean arterial pressure measurements. The
measured pulmonary artery pressure is processed using the integration method discussed
above. The MPAP estimates are shown on the Y axis, whereas the measured pulmonary
arterial pressure values are illustrated on the X axis labeled as "PA mean”. It may be
noted that a slope of "one" for the resulting line indicates a perfect correlation between the
MPAP and the PA mean. The graph shows the close correlation between the estimated.
MPAP aud the actual measured mean pulmonary arterial pressure PA.

Other scopes and aspects of the current invention will be appreciated by one skilled
in the art from the above description of the inventive system and method, and the attached
drawings.

JP 2004-538035 A 2004.12.24
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CLAIMS
‘What is Claimed is:
1. A system for determine mean pulmonary arterial pressure of a patient, comprising:

a first sensor located in a ventricle of a heart to measure pressure;
a first circuit to measure electrocardiogram (EGM) signals; and
a processing circuit coupled to receive signals indicative of the pressure and the

EGM signals, and to determine mean pulmonary arterial pressure (MPAP) therefrom.

2. The system of Claim 1, wherein the first circuit includes at least one electrode
Tocated within the cardiac vasculature of the patient.

3, The system of Claim 1, wherein the first circuit includes at least two electrodes
placed on an external surface of the patient.

4. The system of Claim 1, wherein the first circuit is located within an implantable
device contained within a housing, and wherein the first circuit includes at least one

electrode coupled to the housing of the implantable device.

5. The system of Claim 1, wherein the first sensor is located within a first ventricle of
the heart, and wherein the system includes a second sensor located within the other
ventricle of the heart, and wherein the processing citcuit includes means to estimate the

MPAP from pressure measured by both the first and second sensors.

6. The system of Claim 1, wherein the processing circuit is located within an
implantable device.

7. The system of Claim 1, wherein the processing circuit is located in a device

external to the patient, and wherein the system further includes a communication circuit to
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transfer indications of the measured pressure and the EGM signals to the processing

circuit.

8. The system of Claim 1, wherein the processing circuit includes first and second
portions, wherein the first portion is located within an implantable device, wherein the
second portion is located within a device external to the patient, and wherein the system
further includes a communication circuit to transfer data signals between the first and

second portions.

9, The system of Claim 1, and farther including a therapy delivery circuit coupled to
the processing circuit to provide therapy to the patient.

10.  The system of Claim 1, wherein the processing circuit includes means for
controlling the therapy delivery circuit based on the estimated MPAP.

11.  The system of Claim 10, wherein the therapy delivery circuit includes a circuit to
provide cardiac resynchronization therapy to the patient.

12, The system of Claim 10, wherein the therapy delivery circuit includes a drug
delivery device to deliver a biologically-aciive agent to the patient.

13. A method of determining mean pulmonary arterial pressure (MPAP), comprising:
a.) sensing pressure within a ventricle of a heart;
b.) sensing an electrocardiogram (EGM) signal of the heart; and
c.) using the sensed ptessure and the EGM signal to detive the MPAP.

14.  The method of Claim 13, wherein step ¢.) includes deriving a systolic time interval
indicative of time spent by the heart in systole, and a diastolic time interval indicative of

time spent in diastole.

JP 2004-538035 A 2004.12.24
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15.  The method of Claim 14, wherein step c.) includes deriving the systolic time
interval by measuring from a start of an R-wave of the EGM signal to a time when a

change in sensed pressure over time is at a maximurm.

16.  The method of Claim 15, wherein step ¢.) further includes utilizing the sensed
pressure from within the ventricle to determine a Ventricular Systolic Pressure (VSP),
wherein the VSP is substantially a maximum pressure measured at any iime during a

cardiac cycle of the heart.

17.  Themethod of Claim 16, wherein step c.} further includes utilizing the sensed
pressure to determine an estimated Pulmonary Arterial Diastolic pressure (ePAD), wherein
the ePAD is a pressure measured substantially at a time in the cardiac cycle wherein the

change in the sensed pressure over time is at a maximum.

18.  The method of Claim 17, and further including:
c.) multiplying the diastolic time interval by the ePAD;
d.) multiplying the systolic time interval by the VSP; and
e.) adding the values obtained in steps c.) and d.) to obtain the MPAP.

19.  The method of Claim 13, and further comprising delivering therapy based on the
MPAP.

20.  The method of Claim 19, and further comprising delivering a biologically-active

agent.

21.  The method of Claim 19, and further comprising delivering cardiac
tesynchronization therapy.

22.  The method of Claim 21, and further comprising modifying timing parameters of
the cardiac resynchronization therapy based on the MPAP.

JP 2004-538035 A 2004.12.24
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23. A system for deriving mean pulmonary arterial pressure (MPAP) of a patient,
comprising:
pressure sensing means located in a ventricle of a heart for measuring pressure;
EGM sensing means for sensing an electrocardiogram (EGM) signal; and
processing means for deriving the (MPAP) based on the measured pressure and the
EGM signal.

24,  The systern of Claim 23, wherein the BGM sensing means includes means located

within a chamber of a heart for sensing the EGM signal.

25. The system of Claim 23, wherein the EGM sensing means includes means external
to the patient for sensing the EGM signal.

26.  The system of Claim 23, wherein the EGM sensing means includes means located
subcutaneously on the patient for sensing the EGM signal.

27.  The system of Claim 23, wherein the processing means include means implanted
within the patient.

28.  The system of Claim 23, wherein the processing means includes means external to

the patient.

29, The system of Claim 23, whesein the processing means includes means implanted

within the patient and means external to the patient.

30.  The system of Claim 23, and forther including therapy delivery means for
delivering therapy to a patient based on the MPAP.

JP 2004-538035 A 2004.12.24
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METHOD AND APPARATUS FOR MEASUREMENT OF MEAN PULMONARY
ARTERY PRESSURE FROM A VENTRICLE IN AN AMBULATORY MONITOR

FIELD OF THE INVENTION
This invention relates to measuring arterial pressure; and more specifically, relates

to system and method for measuring mean arterial pressure using an ambulatory menitor.

DESCRIPTION OF THE PRIOR AR

Mean Pulmonary Artery Pressure (MPAP) is an important indicator of
cardiovascular health. For example, the management of some diseases depends upon an
accurate indication of pulmonary vaseular resistance, which is determined using mean
Pﬁlmonaly Arterial (PA) pressure. MPAP is also used as a general indic;ttof of the work
Joad of the right ventricle, and can therefore be used to diagnose and monitor heart failure.

In the past, mean PA. pressure has been determined using several methods, all of
which require a pressure sensor that is located within the pulmonary artery. According to
a first method, both the PA systolic and PA diastalic pressure measurement values are
used to detormined MPAP using the following equation:

MPAP = 1/3(Systolic Pressute -+ 2/3(Diastolic Pressure)

This equation is based on the premise that in an average cardiac cycle, one-third of the
fime is spent in systole, and the remaining two-thirds of the time is spent in diastole. This
is generally only true, ho&ever, when a patient is at rest. To provide a more accurate
estimation of MPAP during a period of exercise, the above-described equation may be
altered to reflect the fact that when a heart rate is above 100 or 120 beats-per-minute, the
ventricles are in systole during approximately half of the cardiac cycle, and in diastole the
other half of the eycle. This method does not, however, provide an accurate overall
MPAP measurement that reflects both periods of rest and exercise.

Amnother method of measuring MPAP involves filtering the pressure signal as
generated by the pressure sensor to remove signal pulsatility. This may be accomplished

using a digital filter, for example. The resulting signal value is a close approximation of
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the MPAP. Although this is more accurate thau using diastolic and systolic pressures o
calculate MPAP, the filtering process requires a relatively long time constant. Therefore,
beat-to-beat measurements cannot be obtained.

According to yet another method, the pressure signal is integrated over a cardiac
cycle, and then the resulting sum is divided by a mamber of predetermined time increments
that were included in the cycle. This provides an accurate beat-by-beat average pressure.
This mefhod has the disadvantage, however, of requiring a digital signal processing
system that is not readily available in most clinical settings.

What is needed, therefore, is an improved system and method for determined
MPAP, which provides accurate beat-to-beat average measurements, and can be readily
ascertained in a chinical setting. Preferably, such a device does not require the use ofa

pressure sensor located within the pulmonary artery.

SUMMARY OF THE INVENTION
The current invention provides a system and method for determining MPAP

without the nse of a sensor located within the pulmonary artery. The MPAP value is
derived using a pressure measurement obtained from within a heart chamber, and a signal
indicative of cardiac electrical activity such as an electrocardiogram (EGM) signal.
According to the current invention, pressure may be sensed within the right and/or
Jeft ventricle using an implanted pressure sensor. The sensed pressure may be used to
determine the Ventricular Systolic Pressure (VSP), which is the maximum pressure
measured at any time throughout the cardiac cycle. This sensed pressure may further be
used to derive an estimated Pulmonary Arterial Diastolic pressure (ePAD), which is the
pressure at the time the change in pressure over time is at a maximum. Finally, the EGM
and pressure signals may be used to determine the time the heart spends both in systole
and diastole. By multiplying the VSP by the time spent in systole, farther multiplying the
cPAD by the time spent in diastole, then adding fhe two values, mean pulmonary arterial
pressute is closely approximated.
According to one embodiment of the invention, the system is included within an
implantable device such as a pacemaker, cardioverter/defibrillator, drug delivery device,
or another type of device for delivering therapy to a patient. The derived MPAP value

JP 2004-538035 A 2004.12.24
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may be utilized to control therapy delivery. According to one aspect of the invention,
cardiac resynchronization therapy is monitored and controlled using the MPAP value. In
another embodiment, the derived MPAP value may be used to control the delivery of a
biologically-active agent to the patient.

Processing steps performed according to the current invention may be carried out
by a processing circuit located within an implantable device. Altermatively, one or more
processing steps may be accomplished by a circuit external to the device, such as a
programmer. The pressure and BGM signals may be transferred via a communication
citouit to an cxternal device so that all, or some, of the processing is completed by a circuit
external to the patient.

According to one embodiment, the invention includes a system for estimating
mean pulmonary arterial pressure of a patient. The system. comprises a sensor located in a
veniricle of 2 heart to measure pressure, a circuit to measure electrocardiogram (EGM)
signals, and a processing circuit to derive mean puimonary arterial pressure (MPAP) from
the pressure and the EGM signals. According to another embodiment, the invention
comprises a method for determining mean pulmonary arterial pressure (MPAP), by

sensing pressure within a ventricle of a heart, sensing an electrocardiogram (BGM) signal
of the heart, and using the sensed pressure and the EGM signal to derive the MPAP.
Other scapes and aspects of the invention will become appareni to those skilled in

the art from the drawings and the accompanying description.

BRIEF DESCRIPTION OF THE DRAWINGS
Figure 1 is a schematic representation of an implanted medical device (IMD) as

may be used with the current invention.

Figure 2 is a block functional diagram of an illustrative embodiment of a pulse
generator that may be employed according to the present imvention.

Figure 3A is a side view of a pulse generator illustrating a subcutaneous electrode
array as may be used with the current invention.

Figure 3B is a side view of a pulse generator having an electrode array wherein at
least one of the electrodes extends away from. the pulse generator by a lead extension

member.
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Figure 3C is a side view of a pulse generator wherein at least one of the electrodes
or an electrode array is located at a proximal end of a Iead.
Figure 3D is a side view of 2 pulse generator wherein multiple electrodes of an
electrode array ate located on an edge of a device housing.
Figure 3E is a side view of yet another embodiment of a device housing including
an arvay of electrodes.
Figure 4 is a flow diagram summarizing the method steps for determining the
MPAP according to one embodiment of the invention.
Figure 5 is an exemplary embodiment wherein a pressure sensor is located in each
of the left and right ventricles.
Figure 6 is a graph comparing pressute measurements obtained with a pressure
sensor located within an arterial and pressure estimates obfained using the method of the

current jnvention.

DETAIL DESCRIPTION OF THE DRAWINGS
The current invention provides a system and method for determining MPAP using

a pressure measurement obtained from within a heart chamber in conjunction with a signal
of cardiac electrical activity such as an electrocardiogram (EGM) signal. Thus, the current
invention eliminates the need for a pressure sensor located in the pulmonary artery.

Figure 1 is a schematic representation of an inplanted medical device (IMD) as
may be used with the current invention. This IMD may be any device that is capable of
measuring pressure sigoals from within a ventricle of a patient's heart, and which is farther
capable of measuring the patient's electrocardiogram (EGM). Such a device may be a
hemodynamnic monitor such as the Chronicle ™ gevice commercially available from the
Medtronic Corporation. Circuitry included in the Chronicle is described in commonly-
assigned U.S. Patents 5,535,752 and 5,564,434 which are incorporated herein by reference
in their entireties. Alternatively, the device may be a pacemaker, or 2
cardioverter/defibrillator. Exemplary pacemaker systems that may be used to practice the
current invention are described in commonly-assigned U.S. Patent Numbers 5,158,078,

5,318,593, 5,312,453, and 5,226,413, which are incorparated herein by reference in their
entireties. Any other pacing system known in the art may be adapted for use in the
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alternative. The IMD may additionally, or in the alternative, include
cardioversion/defibrillation circuitry as described in commonty-assigned U.S. Patent
Numbers 5,193,535, and 5,314,430, which are incorporated herein by reference in their
entireties. Other devices such as implantable drug delivery devices may also be adapted
for use with the current invention so Jong as the device includes the capability to measure
an BGM and ventricular pressure.

Returning to Figure 1, the IMD 14 may be implanted subcutaneously, between the
skin and the ribs. Other implantation sites may be used if appropriate. In one
embodiment, a lead 12 is passed through a vein into the right ventricle of the heart 10.

The distal end of the lead or catheter may have a tip electrode 22 contacting the interior of
fhe heatt. Tn a multi-polar configuration, a second ring electrode 25 may be spaced from
the tip electrode 22. Each of these elestrodes is conmected to the cireuitry contained in the
IMD 14. Alternatively, a uni-polar mode made be used wherein & portion of the metallic
enclosure or "can” of the IMD may form an electrode surface 24. The BGM signal is
measured between this surface and an implanted electrode such as the tip electrode 22. In
vet another embodiment, a Subcutaneous Electrode Array (SBA) such as electrodes18 and
20 may be located on, but electrically isolated from, the housing of the implantable device
such as disclosed in U.S. Patent Number 5,331,966, incorporated herein by reference in its
entirety, as is discussed below.

Additional leads (not shown) may be coupled to IMD, inchuding a lead Jocated
within the right atrium, and/or a lead located within a coronary vessel such as the coronary
sinus. These leads may further include one or mare high-voltage electrodes for provide
cardioversion/defibrillation therapy.

Lead 12 is shown to further include a pressure sensor 16. If desired, an additional
lead coupled to IMD 14 may be provided to carry the pressure sensor. The pressure sensox
is preferably located within the right ventricle, although it may also be located within the
{eft ventricle in & manner to be discussed below. Pressure sensors and accompanying
circuitry as may be adapted for use with the current fnvention are described in commonly-
assigned U.S. Patent Numbers 5,353,752, 5,353,800, 5,564,434, 5,330,505, and 5,368,040

which are incorporated herein by reference in their entireties.

JP 2004-538035 A 2004.12.24
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Figure 2 is a block functional diagram of an illustrative emhodiment of a pulse
generator that may be employed according to the present invention. It may be noted that
pulse generation capabilities are not necessary for practicing the current invention, and the
following discussion is therefare to be considered exenplary only.

The primary elements of the exemplary apparatus illustrated in Figure 2 include a
microprocessor 100, read-only memory (ROM) 102, random-access mermory (RAM) 104,
a digital controller 106, an input amplifier cireuit 110, two output circuits 108 and 109,
and a telemetry/programming unit 120.

Within the current embodiment, data pmceséing capabilities and device control
functions are provided by microprocessor 100. It will be understood that other digital
and/or analog circuitry embodiments are within the scope of the invention. For example,
the configurations illustrated in U.S. Pat. No. 5,251,624 issued to Bocek et al., U.S. Pat.
No. 5,209,229 jssued to Gilli, U.S. Pat. No. 4,407,288, issued to Langer et al, U.S. Pat.
No. 5,662,688, issued to Haefner et al., U.8. Pat. No. 5,855,893, issued to Olson et al.,
U.S. Pat. No. 4,821,723, issued to Baker et al., and/or U.S. Pat. No. 4,967,747, issued to
Carroll et al., all incorporated herein by reference in their entireties, may be usefully
employed in conjunction with the present invention. Alternatively, or additionally,
processing capabilities may be provided by an external processing circuit in a mannet to
e discussed below.

Read-only memory stores software and/or firmware for the IMD, including the
primary instruction set executed by micxoprocessor 100. These instructions define the
methods performed by the microprocessor according to the current invention. These
{ustructions may also control any therapy and/or monitoring functions performed by the
device. Additional storage is provided by RAM 104, which generally stores variable
control parameters, such as programmed pacing parameters. Random-access memory 104
may also store digitized signals indicative of EGM waveforms and pressure
measurements, as well as values that are derived from these measured signals during

caloulation of the MPAP.

Controller 106 performs all of the basic control and timing functions of the device.

Coutroller 106 may include at least one programmable timing counter, which is used to

measure timing intervals such as R-R intervals used in the current invention. The timer
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counter may also control delivery of stimulation pulses in a manner known in the art.
Controller may also include an analog-to-digital conversion (A/D) circuit to transform
anaiog EGM and pressure signals to digitized samples that may be stored in memory such
as RAM 104 and processed as described below.

In one embodiment, controller 106 may be utilized to generate corresponding
interrupts on control lines 132 to microprocessor 100, allowing the microprocessor to
perform any required mathematical calculations, including all operations associated with
processing of the MPAP indicator. Alteratively, controller may directly transfer
measured signal values to an external device for processing in a marner to be discussed
below.

Optional output stage 108 may provide the ability to deliver stimulation pulses to
tissue. For cxample, autput stage 108 is shown coupled to terminals 134 and 136, which
may, in turn, be electrically coupled to respective electrodes such as tip electrode 22 and
ring electrode 25 of Figure 1 adapted to deliver pacing pulses to a patient. Altematively,
or in addition, high-voliage electrodes may be coupled to output stage 108 as is known in
the art to provide cardioversion/defibrillation shocks to a patient. Additional electrodes
may be so coupled to provide stimulate to nexvous tissue as'is known in the art. In sum,

output stage may be adapted to provide any type of stimulation known in thé art within the
scope of the present invention, including spinal cord stimulation (SCS) or subcutaneous

stimulation.

Tn one embodiment, output stage 108 includes means for pacing on both sides of
the heart. This type of therapy may be provided to resynchronize the heart and optimize
cardiac output. Such therapy is described in commonly-assigned U.S. Patent Nos.
6,223,079, 6,070,100, 6,070,101, and 5,902,324 incorporated herein by reference,
although any type of resynchronization therapy known in the art may be used in
conjunetion with the current invention.

Tn cardiac resynchronization therapy, pacing on the tight side of the heart is
generally accomplished by locating one or more leads in the right arium or ventricle, as
set forth above. Similarly, pacing of the left side of the heart may be accomplished using
one or more leads positioned within, or adjacent to, the left atrium or ventricle. Often,
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pacing on the left side of the heart is accomplished by positioning at least one lead within
the coronary sinus in proximity to the left side of the heart. The timing associated with the
various pacing pulses delivered on the left and right sides of the heart may then be
adjusted based on pressure estimates obtained according to the cumrent invention. For
example, the V-V timing interval associated with pulses delivered in the right and left
ventricles may be adjusted based on MPAP estimates. This is discussed further below.

Turning now to a discussion of the input circuit 110, this circuit is used to sense
signals such as the EGM signals. This circuit is shown coupled to terminals 138 and 140,
which, in turn, may be respectively coupled to electrodes such as tip electrode 22 and ring
electrode 25 to sense EGM signals. Alternatively, if a unipolar mode of sensing is
employed, signals may be sensed between one of the implanted electrodes and the device
housing, or an elcctrode on the device housing,

Tnput circuit 100 may include amplification, and noise detection and protection
cirouitry. Signal sensing may be disabled during periods of excessive noise, if desired.
Noise rejection filters and similar circuitry may also be included, as is known jn the art.
Tn one embodiment, input circuit 110 may provide signals indicating both the occurrence
of natural ventricular beats and paced ventricular beats to the controller 106 via signal
lines 128. In one embodiment, controller 106 provides digitized signé.ls indicative of the
occurrence of such ventricular beats to microprocessor 100 via signal lines 132, which
may be in the form of interrupts. This allows the micreprocessor to perform any necessary
caleulations or to update values stored in RAM 104 according to the current invention.

As discussed above, the device also includes a pressure sensor 148 1o sense

pressure within the cardiac system. This pressure may be sensed within the right ventricle -

using & sensor such as sensor 16 positioned on a lead coupled to the IMD. Alternatively, a
sensor placed within the left ventricle may be used in a manner discussed below. The
pressute sensor 148 may include one or more of the pressure sensing circuits known in the
art, including those discussed above,

It may be noted that other sensors may also be coupled to the IMD of Figure 2,
including a hemodynamic sensor such as an impedance sensor disclosed in U.S. Pat. No.
4,865,036 issned to Chirife. Alternatively, sensor 148 may be a demand sensor for

measuring cardiac output parameters, such as an oxygen safuration sensor disclosed in

JP 2004-538035 A 2004.12.24
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U.S. Pat. No. 5,176,137, issued to Erickson et al. or a physical activity sensor as disclosed
in U.S. Pat. No. 4,428,378, issued to Anderson et al., both of which are incorporated
herein by reference in their entireties. Any other types of physialogical sensors known in
the art may be used in addition, or in the alternative, to develop patient data that may be
used in conjunction with the MPAP to diagnose patient conditions and aid in adjusting
therapy.

Sensor processing circuitry 146 controls pressure sensor 148 and any other
physiclogical sensars, and provides the signals to the controller 106 so that the signals
may be transformed into digital representations. Sensor signals may also be stored in
RAM 104 for later diagnostic use.

Bxternal control of the IMD is accomplished via 2 communication circuit such as
telemetry/conirol block 120. Any conventional prog ftelemetry circuiiry is
believed workable in the context of the present invention. Information may be provided to
the IMD 10 from an external device 121 and passed to controller 106 via control lines 130.
Similarty, information from the TMD may be provided to the telemetry block 120 via
control lines 130 and thereafter transferred to the external device. This information may

include signal data such as EGM signals and pressure measurements, or may include any
.of the derived signal values discussed below. Some, or all, of the processing associated
with derivation of the MPAP indicator may be performed outside of the IMD by a
processing cireuit included within external device 121 or within another data processing
system.

In one embodiment, the external device 121 is a programmer that may be utilized
to diagnose patient conditions and to provide any necessary re-programming functions. In
another embodiment, the external device may be a patient interface used to provide
information to, and/or receive commands from, the patient. For example, the patient
interface may be an externally-worn device such #s a wrist band that transfers raw data
and any derived values to another processing system which may complefe some or all of
the processing steps associated with the current invention. This transfer of data may be
accomplished via a wireless communication link, for example. Pressure measurements,
the EGM signals, and/or any derived data such as intermediate values and the MPAP



O — ™ M M Mmoo T 1 e o

20

30

(53)

WO 2002/043584 PCT/US2001/044978

10

indicator may be transferred to a patient file within a database for use with current or
future diagnosis and therapy modifications.

In yet another embodiment of the invention, the implantable device includes a drug
pump 150 as shown in Figure 2. This pump may be used to deliver a biologically-active
agent to the patient. Such drug delivery may be adjusted based on the MPAP value, as
will be discussed further below.

Although the above description focuses on obtaining the EGM signals using one or
more leads positioned within heart chambers, electrode arrays positioned on the housing of
a device may also be used for this purpose as described in commenly-assigned U.S. Pat.
No. 5,331,966, which is incorporated herein by reference in its entirety. This type of
array, which is provided by the Medironic Model 9526 Reveal Plus Implantable Loop
Recorder, includes at least two sensing electrodes on the can for sensing of cardiac signals.
Tn all such systems, it will be understood that the electrodes A, B, C on the surface of the
housing are electrically isolated from one another and the conductive surface of the IMD
housing through suitable insulating bands and electrical feedthroughs as described in U.S.
Pat. No. 4,310,000, incorporated herein by reference. Exatuples of possible electrode

orientations and configurations of a three electrode system comprising the electrodes are
set forth in Figures 3A through 3E.

Figure 3A is a side view of a pulse generator illustrating the orientation of
arthogonally-disposed electrodes A, B and C with two electrodes on the connector block
160 and one electrode on the pulse generator case 162. The spacing of the eloctrodes A, B
and C on each of the illustrated orientations of Figure 3A. through 3E may be on the order
of about one inch but can be larger or smaller depending on the exact size of the device.
Smaller devices and closer spacing will require greater amplification.

Figure 3B is a side view of a pulse generator wherein at least one of the electrodes
extends away fram the pulse generator by a Jead extension member 164 to achieve a
greater inter-electrode spacing, if desitable.

Figure 3C is a side view of a pulse generator wherein at least one of the electrodes
166 is located at a proximal end of a lead 168, which may be a lead coupled at a distal end

to a subcutaneous electrode or electrode array.
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Figure 3D is a side view of a pulse generator wherein multiple electrodes are
Jocated on an edge of a device housing. It will be understood that the electrodes placed on
the edge of the pulse generator case could constitute insulated pins of feedthrougt
extending through the wall of the case. As illustrated in Figures 3C and 3D, the relative

orientation of the electrodes may vary somewhat from the orthogonal orientation depicted

in Figures 3A and 3B.

Figure 3E is 2 side view of yet another embodiment of a device housing including
an array of electrodes.

Discussion may now turn to the method used to derive the MPAP. At least two
measurements are required including an intercardiac pressure signal measured within the
right or left ventricle, and an BGM signal. These values are used to derive the following
values:

1.) The Ventricular Systolic, Pressure (VSP), which is the maxiroum pressure that
is measured at any time throughout the cardiac cycle. It may be noted that although this
pressure may be measured within a ventricle, and is preferably measured within the right )
ventricle, this measurement closely approximates the pulmonary arterial systolic pressure
unless stenosis of the pulmonic vaive is present, which is an uncoumon condition.

2.) The estimated Pulmonary Artery Diastolic pressure (ePAD), which is a
measure of the ventricular pressure at the time the cﬁange in the pressure signal over time
(dp/dt) is at a maximum. As is similar to the case of the VSP measurement, this ‘
ventricular measurement, which is preferably obtained in the right ventricle, closely
approximates the pulmonary arterial diastolic pressure unless stenosis of the pulmonic
valve is present.

3.) The time betwsen successive R waves in the cardiac cycle R-R interval) may
be determined using the EGM signal. In one embodiment wherein the invention is
incorporated into a pacing device, this could include a time between paced and/or sensed
beais.

4.) The Systotic Time Interval (STI), which is the time the heart is spent in systole,
may be estimated by measuring the time from the stari'of an R wave to the time when the
change in pressure over time (dp/dt) is at a maximum. Thus, this involves use of both the

EGM and the pressure signal.

JP 2004-538035 A 2004.12.24
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The foregoing measurements and derived values may be used to determine the
fractional portion of the time spent in both systole and diastole, as follows:

The Diastolic Time Interval (DTI) may be obtained by subtracting the STI from the
R-R interval:

DTI =R-R Interval - STL

The fractional portion of the time the heart is in diastole may then be calculated as

follows:
DTV(R-R Interval).

Similarly, the fractional portion of the time spent in systole may also be calculated
as follows:
STIAR-R Interval).

Finally, these fractional values may be used to determine amore accurate value for

MPAP as follows:
MPAP = [ (DTU/R-R Interval)x ePAD] + [(STUR-RInterval)x VSP].

Simply put, the estimated diastolic pressure ePAD is mulﬁpliaq by the time spent
in diastole, the estimated systolic pressure VSP is multiplied by the time spent in diastole,
and the two measurements are added together to create an average Mean Pulmonary
Arterial Pressure measutement. This determination is more accurate than the previous
estimate that merely used a set fractional value such as "one-third" to weight time spent in
systole. Moreover, the current invention does not require use of a pressure sensor Jocated
within the pulmanary artery. Additionally, the invention provides a measurement that is
available on a bent-to-beat basis using the current invention.

Although the above description assumes that cardiac poteniial signals are obtained
using an electrode located within the vasculature of the patient, this need not be the case.
o another embodiment, electrodes placed externally on the patient's body may be used to

measure an ECG signal and this signal may be correlated with the measured pressure
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signals using timestamps. Such correlated 1 could be p d by an
exterpal prc ing circuit as di d above according to the curent inventive roethod.

Figure 4 is a flow diagram summarizing the method steps for determining the
MPAP according to one embodiment of the invention. It will be appreciated that the
ordering of the steps is, in most cases, purely exemplary. Additionally, the method steps
involving processing may be performed either entirely by a processing circuit within an
IMD, entirely by a processing circuit external to a Yiving body, or by any combination
thereof. Finally, the processing steps may be accomplished using any combination of
analogue or digital hardware, software, firmware, microcode, or any-other processing
means.

First, veniricular pressure and EGM signals are sensed using any of the
mechanisms discussed above (200). These signal values are generally digitized so that
they may be processed using a digital processing circuit, but if au analog processing circuit
is used, this need not be the case. Next, the VSP is determined as the maximum pressure
that is measured at any time throughout the cardiac cycle (202). The estimated Pulmonary
Artery Diastolic pressure (ePAD) is then determined as a measure of the ventricular
pressure at the time the change in the pressure signal over time (dp/df) is at 2 maximum
(204). The time between successive R waves in the cardiac cycle (R-R interval) is
measured using the EGM signal (206). The Systolic Time Interval (STI) may be estimated
by measuring the time from the start of an R wave to the time when the change in pressure
over time (dp/dt) is at a maximum (208). The Diastolic Time Interval (DTT) is determined
by subtracting STI from R-R Interval (210). Finally, Mean Pulmonary Arterial Pressure
(MPAP) is determined (212) according to the following equation:

MPAP = [ (DTUR-R Interval)x ePAD] + [(STVR-RInterval)x VSP].

After MPAP is derived, this value may be nsed to initiate, tetminate, or adjust
therapy. For example, if the MPAP is detezmined to be outside of an acceptable range,
biologically-active agents such as drugs may be delivered automatically by drug pump 150
(Figure 2) under the control of controller 106 and microprocessor 100. For example, if the
pressure is too high, indicating pulmonary hypertension exists, arterial dilation may be

JP 2004-538035 A 2004.12.24
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accomplished by administration of a drug such as Flolan. Aliernatively, or additionally,
electrical stimulation patameters may be adjusted.
In one embodiment, the estimated MPAP value may be used to adjust parameters

iated with cardiac resynchronization therapy. The use of cardiac resynchronization
therapy is described in detail in commonly-assigned U.S. Patent No. 6,223,079,
incorporated herein by reference in its entirety. This type of therapy involves pacing both
the Jeft and right ventricles to improve the efficiency of cardiac operation in heart failure
pationts. By adjusting pacing parameters such as A-V intervals or the V-V intervals
between pacing pulses delivered in each of the ventricles, pulmonary pressure may be
adjusted. Generally, in heart failure patients, this will involve adjusting parameters to
lower arterial pressure, although arterial pressure may also be Taised in the same manner if
necessary.

In yet another application of the invention, the MPAP value may be used to treat
sleep apnea. Patients suffering from this type of sleep disorder expetience a drop in
pulmonary arterial pressure which may be detected using the MPAP. In response, pacing
rate may be increased for patient's having an implantable pacemaker to counteract this
drop in pressure.

The foregoing examples discuss use of a pressure sensor Tocated within the right
ventricle, although this need not be the case. In any of the above-described embodiments,
a pressure Sensor may be located in the left ventricle in addition to, or as an alternative to,
a sensor in the tight ventricle. This may be accomplished by guiding the sensor into the
right ventricle, through the septal wall, and into the left ventricle. Alternatively, during an
invasive procedure wherein the left ventricle is exposed, a lead may be divectly inserted
through the left ventricular wall into the left ventricular chamber. In either situation, this
type of sensor placement is probably only desirable in patients that are already indicated
for left ventricular lead placement for another purpose, since such lead placement
increases the probability of siroke caused by blood clots. Additionally, such lead
placement is generally accompanied by the administration of anticoagulation medication

to prevent clotting.
Figure 5 is an exemplary embodiment illustrating a pressure sensor located in each

of the left and right ventricles. A pressure sensor 250 at the distal end of the lead 252 is
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positioned through the septal wall 254 and located within the left ventricle 256. A second
pressure sensor 260 is located proxhhal pressure sensor 250 on lead 252 within the right
ventricle 266. The lead is coupled to IMD 270. Using this configuration, MPAP
estimates may be detived using pressure measurements from both sides of the heart. If
desired, only one of the pressuxe sensors need be activated at a given time using switching
logic within the IMD. The two MPAP values derived using left and right ventricular
pressures may be further processed, as by obtaining an average value, for example. In an
alternative embodiment, the sensors shown in Figure § may be carried on separate leads.
T yet another embodiment, only pressure sensor 250 is provided to measure the left
ventricular pressure.

Studies werebconducted to conpare the MPAP as determined by the current
invention against mean arterial pressure measured using a pressure sensor located in the
patient's pulmonary artery. Data was collected for subjects undergoing various
hemodynamic stressors. These studies conclude that the inventive system and method
provides a MPAP measurement that closely approximates pressure values that would be
measured using a pressure sensor located within the pulmonary artery.

Figure 6 is a graph illustrating the results of one study compating MPAP estimates
obtained using the current invention to mean arterfal pressure measurements. The
measured pulmonary artery pressure is processed using the integration method discussed
above. The MPAP estimates are shown on the Y axis, whereas the measused pulmonary
arterial pressure values are illustrated on the X axis labeled as "PA mean”. It may be
noted that a slope of "one" for the resulting line indicates a perfoct correlation between the
MPAP and the PA mean. The graph shows the close correlation between the estimated
MPAP and the actual measured mean pulmonary arterial pressure PA.

Other scopes and aspects of the current invention will be appreciated by one skilled
in the art from the above description of the inventive system and methed, and the attached

drawings.
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CLAIMS
What is Claimed is:
1. A system for determine mean pulmonary arterial pressure of a patient, comprising:

a first sensor located in a ventricle of a heart to measure pressure;
o first circuit to measure electrocardiogram (BGM) signals; and
a processing circuit coupled to receive signals indicative of the pressure and the

EGM signals, and to determine mean pulmonary arterial pressure (MPAP) therefron.

2. The system of Claim 1, wherein the first cirenit includes at least one electrade

Tocated within the cardiac vasculatuze of the patient.

3. The system of Claim 1, wherein the first cireuit includes at least two electrodes

placed on an external surface of the patient.

4. The system of Claim 1, wherein the first circnit is located within an implantable
device contained within a housing, and wherein the first circuit includes at least one

electrode coupled to the housing of the jmplantable device.

5. The system of Claim 1, wherein the fixst sensor is located within a first ventricle of
the heart, and wherein the system includes a second sensor located within the other
ventricle of the heart, and wherein the processing circuit includes means to estimate the

MPAP from pressure measured by both the first and second sensors.

6. The system of Claim 1, wherein the processing cireuit is located within an

implantable device.

7. The system of Claim 1, wherein the processing circuit is located in a device

external to the patient, and wherein the system further includes a communication circnit to

JP 2004-538035 A 2004.12.24



L s T e T e Y e R e |
—/
O L T e T e T e T e T e T e T e T e T e T e T s T e T e T e B
L e T e T e R |

‘10

20

25

30

(60)

WO 2002/043584 PCT/US2001/044978

17

{ransfer indications of the measured pressure and the EGM signals to the processing

circuit.

8. The system of Claim 1, wherein the processing circuit includes first and second
portions, wherein the first portion is located within an implantable device, wherein the
second portion is located within a device external o the patient, and wherein the system
further includes a communication circuit to transfer data signals between the first and

second portions.

9. The system of Claim 1, and faxther including a therapy delivery cironit coupled to
fhe processing circuit to provide therapy to the patient.

10.  The system of Claim 1, wherein the processing circuit inclades means for

controlling fhe therapy delivery circuit based on the estimated MPAP.

11.  The system of Claim 10, wherein the therapy delivery circuit includes a circuit to

provide cardiac resynchronization therapy to the patient.

12.  The system of Claim 10, wherein the therapy delivery circuit includes a drug
delivery device to deliver a biologically-active agent to the patient.

13. A method of determining mean pulmonaty arterial pressure (MPAP), comprising:
a.) sensing pressure within a ventricle of a heart;
b.) sensing an electrocardiogram (EGM) signal of the heart; and
¢.) using the senscd pressure and the BGM signal to derive the MPAP.

14, The method of Claim 13, wherein step c.) includes deriving a systolic time fnterval
indicative of time spent by the heart in systole, and a diastolic time interval indicative of

time spent in diastole.

JP 2004-538035 A 2004.12.24
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15.  The method of Claim 14, wherein step c.) includes deriving the systolic time
interval by measuring from a start of an R-wave of the BGM signal to a time when a

change in sensed pressure over time is at a maximum.

16.  The method of Claim 15, wherein step ¢.) fuxthes includes utilizing the sensed
pressure from within the veniricle to determine a Ventricular Systolic Pressure (VSP),
wherein the VSP is substantially a maximum pressure measured at any time during a

cardiac cycle of the heart.

17.  The method of Claim 16, wherein step c.) further includes utilizing the sensed

pressure to determine an estimated F 1 y Arterial Diastolic p: (ePAD), wherein
the €PAD is a pressure measured substantially at a time in the cardiac cycle wherein the

change in the sensed pressure over time is at a THaximum.

18.  The method of Claim 17, and further including:
¢.) multiplying the diastolic time interval by the ePAD;
d.) multiplying the systolic time interval by the VSP; and
e.) adding the values obtained in steps ¢.) and d.) to obtain the MPAP.

19.  The method of Claim 13, and further comprising delivering therapy based on the
MPAP.

30.  The method of Claim 19, and further comprising delivering a biologically-active

agent.

21.  The method of Claim 19, and further comprising delivering cardiac
resynchronization therapy.

22, The method of Claim 21, and further comprising modifying timing parameters of
the cardiac resynchronization therapy based on the MPAP.

JP 2004-538035 A 2004.12.24
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23. A system for deriving mean pulmonary artetial pressure (MPAP) of a patient,
comprising:
pressure sensing means located in a ventricle of a heart for measuring pressure;
EGM sensing means for sensing an electrocardiogram (BGM) signal; and
processing means for deriving the (MPAP) based on the measured pressure and the

EGM signal.

24, The system of Claim 23, wherein the EGM sensing means inchudes means located

within a chamber of a heart for sensing the EGM signal.

25.  The system of Claim 23, wherein the EGM sensing means includes means external

to the patient for sensing the EGM signal.

26. The system of Claim 23, wherein the EGM sensing means includes means Tocated
subcutaneously on the patient for sensing the EGM signal.
27.  The system of Claim 23, wherein the processing means include means implanted

within the patient.

28.  The system of Claim 23, wherein the processing means includes means external to

 the patient.

29.  The system of Claim 23, wherein the processing means includes means inmplanted

within the patient and means external to the patient.

30.  The system of Claim 23, and further incleding therapy delivery means for
delivering therapy fo a patient based on the MPAP.

JP 2004-538035 A 2004.12.24



—m —m ~m @ @ @ @ @ ™@ ™@ ™@ & & s & & & & /s s /s /s /s /s /o

O

WO 2002/043584

(63)

PCT/US2001/044978

1/6

Figure 1

SUBSTITUTE SHEET (RULE 26)

JP 2004-538035 A 2004.12.24



(64)

WO 2002043584 PCT/US2001/044978
2/6

152 1501
i e

CONTROL 148 j II

SENSOR

— 122

WR

e od SENSOR
Rol 400 — 124 E PROCESS
146 1l N
__ ] CONTROLLER 146
ROM <: L— A
A/D CONVERTER
2
= il
RAM (: 130
126
104 K—)

108 || 110 || 120

| 128 144
[1 34 out IN TELEM _£<

136
{ :1 38 ;2 1
EXTERNAL DEVICE
OR
40 o
INTERFACE)

Figure 2

SUBSTITUTE SHEET (RULE 26)

—m —m ~m @ @ @ @ @ ™@ ™@ ™@ & & s & & & & /s s /s /s /s /s /o

O

JP 2004-538035 A 2004.12.24



JP 2004-538035 A 2004.12.24

(65)

3¢ ainbid as anbi4

PCT/US2001/044978

3903 NO: 3903 NO

&

3/6

o,m aunBi4 g¢ anbid ve anbid

) ® o
N D D @j
991 9
®

g )
S -
JaoyLoa3a

SUBSTITUTE SHEET (RULE 26)

avan MEE: 091
ABENLS oLavat

WO 2002/043584

L L L L L L L L L L L L L L L L L L L L L L L L L L L L L L



—m —m ~m @ @ @ @ @ ™@ ™@ ™@ & & s & & & & /s s /s /s /s /s /o

O

WO 2002/043584

4/6

(66)

PCT/US2001/044978

l SENSE PRESSURE AND EGM SIGNALS }\/\
200

!

DETERMINE VENTRICULAR SYSTOLIC

!

CALCULATE ePAD AS THE VENTRICULAR
PRESSURE MEASUREMENT WHEN THE

AT THE MAXIMUM

!

DETERMINE TIME BETWEEN SUCCESSIVE R

!

DETERMINE SYSTOLIC TIME INTERVAL (ST}
BY MEASURING TIME FROM START OF R

MAXIMUM

!

PRESSURE (VSP) \/-\202

CHANGE IN PRESSURE OVER TIME (dp/di) IS Ne— 204

WAVES (R-R INTERVAL) FROM EGM SIGNAL \/\206

WAVE TO THE TIME WHEN dp/dt ISAT A N~ 208

DTi=R-R INTERVAL - 8TI I\/\z 10

!

MPAP = [(DTHVR-R INTERVAL) x ePAD] +

!

ADJUST, INITIATE AND/OR TERMINATE
THERAPY, INCLUDING CARDIAC

THE MPAP

Figure 4

SUBSTITUTE SHEET (RULE 26)

[(STVR-R INTERVAL) x VSP] Ne—~212

RESYNCHRONIZATION THERAPY BASEDON N\_—~214

JP 2004-538035 A 2004.12.24



(67)

WO 2002/043584 PCT/US2001/044978

5/6

254

256

Figure 5

SUBSTITUTE SHEET (RULE 26)

—m —m ~m @ @ @ @ @ ™@ ™@ ™@ & & s & & & & /s s /s /s /s /s /o

O

JP 2004-538035 A 2004.12.24



0.8939x + 3.5796

¥

—m —m ~m @ @ @ @ @ ™@ ™@ ™@ & & s & & & & /s s /s /s /s /s /o

O

(68) JP 2004-538035 A 2004.12.24

WO 2002/043584 PCT/US2001/044978
6/6
=3
™ o
o
.
x \ o
8 s
o
" L4
“k .
*
=
I~ O
-

*
] I
200 30.0
PA mean
Figure 6

T
10.0

0.0

8 8 2 3 8 8 g
=3 (=] (=]
g g g 8 ] e
dvdiN

SUBSTITUTE SHEET (RULE 26)



e R e [ [ A [

e e e e e I [y
e e e e e e ) [ Y [ Ay

Ooooooogod
OO0 ooooogod
Ooooooood

OO0 oooooogooQgodg
Oo0oooooogogodg
OO0 oooooogogodg
OO0 oooooogogdg
OOo0ooooooood

O

OOo0ooooooUooooooooo0 oo oooooooooDoooggogoao

Oooooo0oooooodo oo oo oooooooogogoogao

Ooooooooooooooo0ooDoooooooooogogooao

Oooooooogdg

OoooooooOoooooaoo
Ooooooooooooao
OooooooQgooooao
OO0 ooooo4Qgooooao
OO0 ooDooo4Qgogoooao
OOoooooooooooao
OoooooooOoooooao
Ooooooooooooao
Ooooooogogooooao
OO0 ooDooogooooao
OO0 o0oDooo4Qgooooao
OOo0oooooooooooao
OoooooooOoooooaoo
Oooooooogooooao
Ooooooogogooooao
OO0 ooDooo4gooooao
OOo0ooooooo0ooOooobooaoo
OOo0oooooooooooaoo
OoooooooOoooooao
Oooooooogooooao
Ooooooogogooooao
OO0 ooDooo4gogoooao

O

[ |

O O0ooo

O O0ooo

O

140

O OO

O
O

[ |
OO

O 0Oooo
O Oooo

O 0Oooo
O Oooo

O
O

100

O
O
O

O
O

O
|

O
O

O Oooo

O Oooo

O
|

|

O oOood | O oOood

O

(69)

80 (2002.10.8)

O
O
O
O
O
O
O
O
O
O

0O O
[ |
[ |
O O
O d
O d
[ |
[ |
O O
O O

O O0ooo
O O0ooo
O Oooo
O Oooo
O Ooogo
O 0O ogo
O O0ooo
O Oooo
O O
O O

O O0ooo
O O0ooo

O
O
O
O
O
O
O
O
O
O

O
O
O
O
O
O
O

O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
OJ

JP 2004-538035 A 2004.12.24

OoooooooogoOooao
Oooooooooogoogoo-g
oo ooooooogogoQg
oo ooooooogogoo-g
OO0 oooooogogog
OO0 ooooooggogog
Oooooooooogoogodg
Oooooooooogoogoo-g
oo oooooogogoo-g
oo oooooogogog
OO0 oooooogoggogog

OO0 oooooggogog



e R e [ [ A [
e e e e e e e A [
e e e e ) [ |
e e e e ) e e s e [ A o B
e e e e s e e ) e e s e Y o A
Iy e ) [ ) o R s [ B Ay By

O 0Oooo

O

Ooo0ooooooo0 oD oo ooo o0 oo oooo oo oD oDoDooo0o oo oDoDoooooooog

O
O
O
O
O
O

O Ooooo
O Ooooo
O OoOooo
O O o0goo
O Ooo0ooo
O Ooo0ooo

O
O
O
O
O
O

O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

O
O
O
OJ
O
O
O
O
O
OJ
O
O
O

O Oooo
O Oooo
O Oooo
O 0O oo
O 0ooo
O 0Oooo
O Oooo
O Oooo
O Oooo
O 0O oo
O 0ooo
O 0Oooo
O Oooo

O Ooooo
O Ooooo
O OooOooo
O 0OoOgooo

O

|

|

O
O
O
O
O
O
O
O
O

O
O
O
O
O
OJ
O
O
O
O
O
O
O
O
O
O
O

(70)

O
O
O
O
O
O
O
O

2004-538035

O
O
O
O
O
O

O
O
O
O
O
O

O
O
O
O
O
O

O

O
O

2004.12.

O
O
O
O

24

O



Ooooooooo0 oo oooo o0 oo oDoooo0oooDoD oo oo oDoooo0ooDooooOgodg
R e e e e s e e e A s [ |
e e e s ) e B s [ |
e e s e e e e s s e e e s [ |

OoOoo0oo0odgano

O O0Oo0ooooao
OO0Oo0oo0oooao
OO0O0Oo0oo0oooao

oo oOoo0o oo oo o oo ooooooooooogogood

O
O

Ooooooooooooooooooooogoooao
Oooooooooooooo0ooooooooooao

O
O

O0Oo0oo0oo0oao

O0Ooo0oo0ooao

OO0 oooooogogoo
OO0 o ooooogogoo
OO0 oooooogogoo
OO0 0o oDooogogogao
Ooooooooogogogoo
oo oooooogogoo
OO0 oooooogogoo
O oo ooooogogoo
OO0 oooooogogoao
OO0 oD ooDooogogogao
Ooooooooogogoo
oo ooooooogogoo
OO0 oooooogogogoo
OO0 oooooogogoo
OO0 o0 ooooogogogoo
Oooooooooogogooo
oo oooooogogoo
oo oooooogogoo
OO0 oooooogogogoo
OO0 o ooooogogoo
OO0 ooooooogogogo
Ooooooooogogooo
oo ooooooogogogoo
oo oooooogogogoo
OO0 oooooogogogoo
OO0 o ooooogogg
OO0 oo ooooogogg
Oooooooooogoogoodg
oo ooooooogogog
oo o0 ooooogoQgg
oo o ooooogoQgg
OO0 o0 oooooggg
OO0 oo ooDoooggdg

1)

2004-538035

oooogao

2004.12.

ooogao

24



L T e T e T e T e B T T e T e O e Y e O e O s O e, T e, R e T e, IO e, T e O e R e O e O e T e T e T e T e T e T e

(72)

oooooooao

INTERNATIONAL SEARCH REPORT

ational Application No

CT/US 01/44978

A. CLASSIFICATION OF SUBJECT MATTER
IPC 7 A61B5/02 A61B5/021

According to Paleni Cl (IPC) or to both national ication and IPC

B. FIELDS SEARCHED

Minimum documentalion sarched (classilicalion system followed by ciassification symbois)
A61B  ABIN

IPC 7

D i hed other than minimum 1o the extent that such documents are included in the fieids searched

b d during the i

EPO-Internal, WPI Data

(name of data base and, where practical, search terms used)

C. DC GC > TO BE RELEVANT

Category © | Citation of cacument, with indication, where appropriale, of the relevanl passages

Relevant to claim No.

X US 4 984 572 A (COHEN TODD J) 1-3,
15 January 1991 (1991-01-15) 23-25
column 8, Tine 20 -column 9, line 41;
figures 1-5

Y 4

Y US 4 532 931 A (MILLS PERRY A) 4

6 August 1985 (1985-08-06)
column 4, line 64 —column 5, line 4;
figure 1

A US 4 667 680 A (ELLIS DAVID M)
26 May 1987 (1987-05-26)

A US 6 113 548 A (BELL GLENN B ET AL)
5 September 2000 (2000-09-05)

D Further documents are listed in the continuation of box C. Patent family members are listed In annex.

 Special categorles of ited documents :

T laler document published after the international filing date
or priorily date and not in Gonflict with theapplication but
cited :p understand the principle or theory underlying the
invention

*A" document defining the general state of the art which is not
considered to be of particular relevance

*E* earier document but published on or afler the inlemational 1x* document of partcular relevance; the claimed invention
fling date cannot be considered novel or cannot be considered to

*L* document which may throw doubls on priority claims) or involve an invenlive siep when the document is taken alone
‘witich is cited to establish the publication date of another “y* document of parlicular relevance; the clalmed invention

cltalion or other special reason (as specified)
*0" document referring to an oral disclosure, use, exhibition or

cannot ba considered 1o invalve an inventive step when the
document is combined with one oF more ofher such docu—

olher means. ments, such combination being obvious to a person skilled
*P* document published prior to the international filing date but -
later than the priorlty date claimed *&* document member of the same patent family

Date of the actual completion of the international search Date of mailing of the infernational search repori

17 July 2002 ) 09/08/2002

Name and mailing address of the ISA Authorized officer
European Palent Office, P.B. 5818 Palentlaan 2
NL 2080 HV Rlswik '
Tel. (+31-70) 340-2040, Tx. 31 651 epo ),
Fax: (+31-70) 340-3016 Muller, G

Form PCT/ISA/210 (secand sheel) Wuly 1692)

JP 2004-538035 A 2004.12.24



—m —m ~m @ @ @ @ @ ™@ ™@ ™@ & & s & & & & /s s /s /s /s /s /o

(73)

rernational application No.

INTERNATIONAL SEARCH REPORT PCT/US 01/44978

Box ! Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet)

This International Search Report has not been estabiished in respect of certain claims under Article 17(2)(a) for the following reasons:

Claims Nos.: 13-22

because they relate to subject matter not required to be searched by this Authority, namely:

Subject-matter relates to methods for treatment of the human or animal body by
surgery or therapy. Rule 39(iv) PCT.

2. D Claims Nos.:
because they relate to parts of the Internatlonal Application that do not comply with the prescribed requirements to such
an extent that no meaningful International Search can be carried out, specifically:

3. [ ] clamsnos.:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box I Ol i where unity of i ion is lacking (Conti ion of item 2 of first sheet)
This International Searching Authority found multiple | tions In this i i ication, as follows:
1. As alf required additional search fees were limely pald by the applicant, this International Search Report covers all

searchable claims.

2. I:' As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment
of any additional fee.

3. D As only some of the required additicnal search fees were timely paid by the applicant, this Intarnational Search Report
covers only those claims for which fees were paid, specifically claims Nos.:

4. D No required additional search fees were timely paid by the applicant. Consequently, this Intemational Search Reportis
restricted to the invention first mentioned in the claims; it Is covered by claims Nos.:

Remark on Protest D The additional search fees were accompanied by the applicant's protest.

D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (1)) (July 1998)

JP 2004-538035 A 2004.12.24



—m —m ~m @ @ @ @ @ ™@ ™@ ™@ & & s & & & & /s s /s /s /s /s /o

INTERNATIONAL SEARCH REPORT

information on patent family members

(74)

*

ational Application No

“T/US 01/44978

Patent document Publication Patent family ‘ Publication

cited in search report member(s) date

US 4984572 A 15-01-1991 US 4967749 A 06-11-1990
CA 2022018 Al 28-01-1991
EP 0410954 A2 30~-01-1991
us 5156148 A 20-10-1992
us 5269301 A 14-12-1993
AT 116141 T 15-01-1995
CA 1327837 Al 15-03-1994
DE 3852618 D1 09-02-1995
EP 0317065 A2 24-05-1989
JP 1212572 A 25-08-1989
us 4986270 A 22-01-1991
us 5014698 A 14-05-1991
us 5027816 A 02-07-1991
us 5163429 A 17-11-1992

US 4532931 A 06-08-1985  NONE

US 4667680 A 26-05-1987  JP 1890580 C 07-12-1994
JP 5071248 B 06-10-1993
JP 60168432 A 31-08-1985

US 6113548 A 05-09-2000 AU 6325498 A 26-08-1998
EP 1017310 Al 12-07-2000
JP 2002513309 T 08-05-2002
AU 6325398 A 26-08-1998
EP 1017309 Al 12-07-2000
JP 2001511671 T 14-08-2001
Wo 9834534 Al 13-08-1998
Wo 9834535 Al 13-08-1998

Form PGTASA/210 (palent family anaex) (July 1992)

JP 2004-538035 A 2004.12.24



(75) JP 2004-538035 A 2004.12.24

ooooogooooo

(72) 000 OO0OOOoOoobooOOoOoOoooo
goboobboobooboboobobooobooboooobooooboooboooboooboo
gobooobobooobboooboooooa

(2)000 OO0OO0OOO0OODOOO
goboooboobboooboobboooboobobooboooboooboboooboo

OO0OO0O0O @ DO) 4C017 AAOS AB04 ACO1 BC11 DD14

OoOd OO 4C027 AA02 BBO5 EEO1



EREH(F)
ZASHUNI

HiES

PRI B (R FIR) A ()

RE (TR AGE)

FRI&RBHA

KRN

IPCH &S
CPCH¥%S

FIZ3k=

F-TERMZ K5

REAGE)

LR

L M2 FF S0k

BE@®F)

<ToEIREVER F>

JP2004538035A5 [F(aE)A
JP2002545570 BiEA
EL PPN

EFHRE

Ta)ArO-LYADIA
REY NNLAT A —

TaUHYA-LYATIA
REY N, NA-FA—

patsnap

2005-12-22

2001-11-30

A61B5/00 A61B5/0205 A61B5/0215 A61B5/0402 A61B5/0408 A61B5/0478 A61B5/0492

A61B5/0205 A61B5/0006 A61B5/0215

A61B5/02.331.C A61B5/04.300.J A61B5/04.310.M

4C017/AA08 4C017/AB04 4C017/AC01 4C017/BC11 4C017/DD14 4C027/AA02 4C027/BB05 4C027

/EEO1

R ZR
FHEBX

60/250420 2000-12-01 US

JP2004538035A
JP3959025B2

EfRMNAIE  BE-TOUoENRE | EOBZERAERN TS
B, HBEEE KRR RSP DS EENT9MIBKE (MPAP ) , Fi5fH
HRKESD ( MPAP ) ERA T OO E M E D& RS HE RO E B IESD
KHES (BIMLER (EGM ) 55 ) BE. AIAEREANEHERES
BUALEN/RELCEFNES. BUNENENATRELCEREE
(VSP ) M{EITHIMEFKIE (ePAD ) . REFEAEVSP , ePADEL R
P 4k 418 0 &7 5t 48 < B BT 8] (8] FR Sk 3R B MPAP |, iZMPAP R AEE iR £ A
{7 F Btz Bk R B9 1% BRI 15 19 S 39 b 3 Bk E o


https://share-analytics.zhihuiya.com/view/1ab22726-2cfe-4a3e-b64c-2b123eae9ef4

