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MONITORING FLUID VOLUME FOR
PATIENTS WITH RENAL DISEASE

RELATED APPLICATION

This application claims priority to U.S. Provisional Appli-
cation No. 61/480,539, filed Apr. 29, 2011 U.S. Provisional
Application No. 61/480,544, filed Apr. 29,2011, U.S. Provi-
sional Application No. 61/480,541, filed Apr. 29, 2011 U.S.
Provisional Application No. 61/480,535, filed Apr. 29, 2011
U.S. Provisional Application No. 61/480,532, filed Apr. 29,
2011 U.S. Provisional Application No. 61/480,530, filed Apr.
29,2011 and U.S. Provisional Application No. 61/480,528,
filed Apr. 29, 2011 all of which application are hereby incor-
porated by reference in its entirety to the extent that it does not
conflict with the disclosure presented herein.

FIELD

The present disclosure relates generally to devices, sys-
tems and methods for monitoring fluid volume in patients
with renal disease.

BACKGROUND

Current methods used to manage stage 3 to stage 4 chronic
kidney disease patients typically involve monitoring the
patient’s symptoms and glomerular filtration rate (GFR).
Prior to the patient reaching a point where additional therapy
in the form of supplemental hemodialysis is needed, an access
point (fistula) will typically be created by surgically diverting
an artery to a vein. The fistula usually takes four to six weeks
to mature, but can take up to six months to mature and be
ready for hemodialysis. In some situations, the patient’s kid-
neys decline to rapidly such that the fistula has not matured
before they require dialysis treatment. In such situations, a
central venous catheter may be used until the fistula matures.
However, central venous catheters are more infection prone
and suffer from clotting and fatigue issues. Accordingly, it is
desired to ensure that the fistula matures prior to the patient
requiring hemodialysis. Unfortunately, it can be difficult to
predict when a stage 3 or stage 4 chronic kidney disease
patient will need supplemental hemodialysis treatment and
current methods for sufficiently monitoring such patients are
lacking.

Once a patient begins undergoing dialysis treatment or
another fluid removal processes, such as ultrafiltration, it can
be difficult to determine how much fluid to remove during a
given treatment session. The amount of fluid to be removed is
determined before the treatment session and is related to the
patient’s pre-treatment weight, fluid addition during treat-
ment and their theoretical dry weight. However, it can be
difficult to accurately determine a patient’s dry weight, which
is considered to be the weight that the person would be if their
kidneys were properly functioning. What a given patient
might weigh if their kidneys were properly functioning is
often an unknown variable and can change over time. Yet an
accurate determination of the patient’s dry weight is impor-
tant to the successful outcome of a fluid removal session.

Unfortunately, the patient’s dry weight is not typically
calculated or re-evaluated frequently. Unlike the patient’s
actual weight, which is measured before and after a fluid
removal session, dry weight is often determined much less
frequently; e.g. monthly, and much can change in the time
between a dry weight determination and a given fluid removal
session, which typically occurs three times a week. While
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being an important variable in fluid removal considerations,
dry weightis often difficult to calculate and may vary between
sessions.

Errors in fluid volume removal can result in severe
hypotension and patient crashing following or during hemo-
dialysis treatment, and insufficient frequency of fluid removal
sessions can have serious consequences. For example, sudden
and cardiac death (including death from congestive heart
failure, myocardial infarction, and sudden death) are com-
mon in hemodialysis patients. See Bleyer et al, “Sudden and
cardiac death rated in hemodialysis patients,” Kidney Inter-
national, (1999), 55:1552-1559.

For various reasons, additional monitoring of patients for
which a blood fluid removal session is indicated may be
desired.

SUMMARY

This disclosure, among other things, describes devices,
systems and methods for chronically monitoring fluid volume
of patients undergoing or suspected of needing to undergo
fluid removal procedures, such as hemodialysis, ultrafiltra-
tion, or the like. By chronically monitoring indicators of fluid
volume, it may be possible to more accurately predict when
stage 3 or stage 4 chronic kidney disease patients may first
require supplemental fluid removal treatment, potentially
allowing for better predictions as to when a fistula should be
initiated so that it is mature by the time of the first fluid
removal session. Chronic monitoring of indicators of fluid
volume may also be valuable in more accurately identifying
appropriate fluid removal parameters (fluid removal “pre-
scription”) for use during fluid removal sessions.

In various embodiments described herein, a method
includes monitoring an indicator of fluid volume of a patient
via a sensor device, and setting an initial fluid volume removal
prescription for a blood fluid removal session based on the
monitored indicator of fluid volume. The method may further
include transmitting data regarding the indicator of fluid vol-
ume from the implantable sensor device to fluid removal
device. In some embodiments, the fluid removal device sets or
calculates the initial fluid volume removal prescription based
on the data received from the implantable sensor. The indica-
tor of fluid volume may be an indicator of tissue fluid volume
or an indicator of blood fluid volume.

In some embodiments described herein, a system includes
a sensor configured to monitor an indicator of fluid volume
and a blood fluid removal device. The blood fluid removal
device includes (i) an inlet for receiving blood from a patient,
(i) an first outlet for returning blood from the patient, (iii) a
medium for removing fluid from the blood, the medium being
positioned between the inlet and the first outlet, (iv) a fluid
rate removal controller, (v) a second outlet for flow of the
removed fluid, and (vi) electronics coupled to the fluid rate
removal controller and the sensor, wherein the electronics are
configured to set an initial fluid rate removal prescription
based on data received from the sensor and to control the fluid
rate removal controller based on the set initial fluid rate
removal prescription.

In numerous embodiments described herein, a sensor
device includes (i) a detector circuit and components config-
ured to acquire sensed data regarding an indicator of fluid
volume; and (ii) control electronic configured to receive the
acquired sensed data from the detector circuit and to calculate
a fluid volume removal prescription based on the acquired
sensed data.

The devices and methods used herein with regard to
chronic monitoring of an indicator of fluid volume may also
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be used to assist in determining an appropriate time for cre-
ating a fistula in a patient suffering from or at risk of chronic
kidney disease.

One or more embodiments of the systems, devices and
methods described herein may provide one or more advan-
tages over prior systems, devices and methods for blood fluid
removal in patients or monitoring fluid in patients. For
example, chronic kidney disease patients are often are not
aware of their disease until it is too late (Stage 5). When
patients reach stage 5, treatment options are limited and
hemodialysis is often the only option. If monitoring can help
patients to track their kidney functions (especially for those
with hypertension and diabetes), the patients may be treated
with therapies other then dialysis and their progress toward
stage 5 may be slowed. In cases where patients are treated
with diuretic therapy, monitoring can be used to track whether
patients respond to the treatment. Monitoring may also help
to avoid misdiagnosis. For example, patients with kidney
disease may be diagnosed as merely hypertensive without
regard to impaired renal function, thereby missing an oppor-
tunity to slow the progression of chronic kidney disease. For
patients with hypertension and diabetes, monitoring as
described herein may be valuable, as hypertension and dia-
betes are thought to contribute to %4 of the stage 5 kidney
failure patients. These advantages and others will be apparent
to those of skilled in the art upon reading the following
detailed description.

BRIEF DESCRIPTION OF THE DRAWINGS

The accompanying drawings, which are incorporated into
and form a part of the specification, illustrate several embodi-
ments of the present disclosure and, together with the descrip-
tion, serve to explain the principles of the disclosure. The
drawings are only for the purpose of illustrating embodiments
of the disclosure and are not to be construed as limiting the
disclosure.

FIGS. 1-2 are schematic diagrams showing wearable (FIG.
1) and implantable (FIG. 2) sensors in relation to a patient.

FIG. 3 is a schematic block diagram showing selected
components of a sensor.

FIG. 4 is a schematic block diagram of selected compo-
nents of a sensor for monitoring an indicator of blood fluid
volume in relation to tubing.

FIGS. 5-6 are schematic block diagrams of selected com-
ponents of impedance sensors, external to (FIG. 5) and
implanted in (FIG. 6) a patient.

FIGS. 7-9 are flow diagrams depicting overviews of meth-
ods in accordance with various embodiments described
herein.

FIGS. 10-13 are schematic block diagrams of embodi-
ments of fluid removal devices that may be employed in
accordance with the teaching presented herein.

FIGS. 14-15 are schematic block diagrams of selected
components of blood fluid removal devices or systems that
may be employed in accordance with various embodiments
presented herein.

FIG. 16 is a schematic block diagram showing interactions
between various sensors and control electronics.

The schematic drawings presented herein are not necessar-
ily to scale. Like numbers used in the figures refer to like
components, steps and the like. However, it will be under-
stood that the use of a number to refer to a component in a
given figure is not intended to limit the component in another
figure labeled with the same number. In addition, the use of
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4

different numbers to refer to components is not intended to
indicate that the different numbered components cannot be
the same or similar.

DETAILED DESCRIPTION

In the following detailed description, reference is made to
the accompanying drawings that form a part hereof, and in
which are shown by way of illustration several embodiments
of devices, systems and methods. It is to be understood that
other embodiments are contemplated and may be made with-
out departing from the scope or spirit of the present disclo-
sure. The following detailed description, therefore, is not to
be taken in a limiting sense.

All scientific and technical terms used herein have mean-
ings commonly used in the art unless otherwise specified. The
definitions provided herein are to facilitate understanding of
certain terms used frequently herein and are not meant to limit
the scope of the present disclosure.

As used in this specification and the appended claims, the
singular forms “a”, “an”, and “the” encompass embodiments
having plural referents, unless the content clearly dictates
otherwise.

As used in this specification and the appended claims, the
term “or” is generally employed in its sense including “and/
or” unless the content clearly dictates otherwise.

As used herein, “have”, “having”, “include”, “including”,
“comprise”, “comprising” or the like are used in their open
ended sense, and generally mean “including, but not limited
0

As used herein, “chronic” with regard to monitoring,
means that monitoring occurs over the course of days, weeks,
months or years. The chronic monitoring may include con-
tinuous, periodic, intermittent, or the like sensing over the
time frame that monitoring occurs.

As used herein, “fluid volume™ may refer to tissue fluid
volume or blood fluid volume.

As used herein, “tissue fluid volume” means the volume of
fluid (as opposed to cells or solids) in a tissue or region of a
patient, which can be the entire patient. Tissue “fluid” is often
referred to as interstitial fluid. In various embodiments, one or
more of tissue fluid volume, rate of change of tissue fluid
volume, or the like, or indicators thereof, are monitored in
accordance with the teaching presented herein.

As used herein, “blood fluid volume™ means the volume or
percentage of blood volume that is occupied by fluid, as
opposed to cells or solids in the blood. In various embodi-
ments, one or more of blood fluid volume, rate of change of
blood fluid volume, or the like, or indicators thereof, are
monitored in accordance with the teaching presented herein.

As used herein, a “blood fluid removal process,” or the like,
refers to a process from which fluid is removed from blood of
a patient and the blood is returned to the patient. In most
cases, the blood is also cleaned; i.e., waste products are
removed from the blood and cleaned blood is returned to the
patient. Examples of blood fluid removal processes include
ultrafiltration, hemofiltration, hemodialysis, hemodiafiltra-
tion, peritoneal dialysis and the like. Any patient for which
blood fluid removal is indicated may benefit from the devices,
systems and methods described herein.

As used herein, a “patient for which a blood fluid removal
session is indicated” is a patient that has undergone, is under-
going, or is likely to undergo at least one blood fluid removal
session. In general, such patients are fluid overloaded
patients, such as patients suffering from heart failure, chronic
kidney disease, or acute kidney failure. Often such patients
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are stage 3 to stage 5 chronic kidney disease patients, are
unresponsive or under-responsive to diuretics, or the like.

This disclosure, among other things, describes devices,
systems and methods for chronic monitoring fluid volume of
patients undergoing or suspected of needing to undergo fluid
removal procedures, such as hemodialysis, ultrafiltration, or
the like. The chronic monitoring may improve the treatment
or outcomes of such patients by providing indications of
when therapeutic intervention may be indicated or by facili-
tating an appropriate determination of the amount and rate of
fluid removal to be removed during a particular treatment
session. Any suitable monitoring or sensor device may be
used.

In some embodiments and with reference to FIGS. 1-2,
sensor 200 for chronic monitoring, or components thereof are
wearable (FIG. 1) or implantable (FIG. 2). In the embodi-
ments shown in FIG. 1, sensor 200 is shown as a belt-like
device worn around patient’s 10 waist. Of course, sensor 200
or components thereof may be configured to be worn on any
suitable portion of a patient’s 10 body. For example, the
sensor 200 apparatus may be configured to work around a
wrist or ankle, attached to a finger or toe, or the like. In the
embodiment depicted in FIG. 2, the sensor 200 and compo-
nents 201, 205, 207 thereof are implanted in patient’s 10
abdominal region. Of course, the sensor 200 or components
201, 205,207 thereof may be implanted in any suitable region
that are practicable from a patient comfort stand point, as well
as a technical standpoint for purposes of sensor function. As
shown in FIG. 2, the implantable sensor 200 is preferably
configured to communicate (e.g., wirelessly) with devices
outside of patient’s 10 body or other implanted devices.

Whether the sensor 200 is wearable or implantable, it is
preferred that the sensor 200 include a power source that
enables a patient to carry about their daily activities without
having to plug the sensor 200 into an electrical outlet.
Examples of suitable power sources include a battery, which
may be rechargeable, a coupled capacitor, or the like.

For purposes of illustration, a block diagram of selected
components of an implantable sensing device 200 is shown in
FIG. 3. The depicted sensing device 200 has a housing 299
containing a number of components, including power source
297, control electronics 295, detector circuit 296, indicator
circuit 287, and telemetry circuit 289. In the depicted embodi-
ment, the detector circuit 296, which may include and analog-
to-digital convertor, a band-pass filter, or the like, is operably
coupled to a detector 205, which may be located outside of
housing 299 and coupled to detector circuit 296 via an elec-
trical lead 207. Detector circuit 296 is operably coupled to
power source 297 and control electronics 295, which include
a processor 294 and a memory 293 for storing acquired
sensed data and processor instructions. Control electronics
are also operably coupled to power source 297, which may be
a battery or the like, and to telemetry circuitry 289 for wire-
lessly communicating with a device external to the patent or
with other implanted devices. The telemetry circuit 296
allows the sensor device 200 to transmit data regarding a
monitored indicator of fluid volume to another device. Telem-
etry circuit 296 may include a telemetry antenna or other
suitable components for transmitting or receiving data, as
well-known in the art. Indicator circuit 287 is operably
coupled to power supply 297 and control electronics 295,
which may activate indictor circuit 287 to provide a sensory
cue when a fluid volume is approaching a level for therapeutic
intervention is warranted. Indicator circuit 287 may include
microspeakers for providing an audible signal or a vibration
mechanism for alerting the patient. For example, if fluid
volumes are determined to exceed a threshold or if the rate of
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increase in fluid volume exceeds a threshold, the patient may
be alerted that therapeutic intervention may be needed. It will
be understood that the sensor 200 may include components
other than those depicted, as are generally known in the art. In
some embodiments, sensor 200, via telemetry circuit 287,
alerts a healthcare provided if a threshold is exceeded by
transmitting to a patient programmer, patient controller,
hand-held device, phone, remote desktop device (e.g., com-
puter, bedside monitor, table-top monitor), or the like. The
information may pass from any ofthese devices via anetwork
(wireless, cellular, wired, etc.) to be accessible to a healthcare
provider.

It will also be understood that a wearable sensing device
may have similar components or may be configured differ-
ently. For example, a communication circuit for wired com-
munication may replace, or be present in addition to, a telem-
etry circuit.

In various embodiments, a sensor for chronic fluid moni-
toring may be used to monitor blood fluid volume, or an
indicator thereof. Typically, the sensors measure fluid volume
indirectly, and thus directly monitor an indicator of fluid
volume. For example, in some embodiments, sensor indi-
rectly monitors hematocrit (the portion of blood volume that
is occupied by red blood cells). Any suitable hematocrit sen-
sor, such as a CRIT-LINE monitor from HEMA METRICS
(see, HEMA METRICS, CRIT-LINE hematocrit accuracy,
Vol. 1, Techn Note No. 11 (Rev. D) Feb. 24, 2003), may be
used or modified for use in devices and methods described
and contemplated herein. A typical hematocrit level for a
healthy adult male is between about 40% and 54% or about
47%, and a typical level for a healthy adult female is between
about 37% and 47%, or about 42%. As the state of renal
disease progresses in a patient, or prior to a blood fluid
removal session, the fluid volume of the patient may be
elevated, thus hematocrit levels may be lower than desired.

Hematocrit levels, or an approximation or indicator of
hematocrit levels, can thus be used to monitor blood fluid
volume. In some embodiments, hemoglobin levels are moni-
tored as an indicator of hematocrit levels and blood fluid
volume, as hemoglobin concentration is typically propor-
tional to red blood cell concentration. Any suitable sensor
may be used to measure hemoglobin concentration, such as
sensors used in pulse oximeters which measure adsorption of
red and infrared light to determine concentration of oxygen-
ated hemoglobin and deoxyhemoglobin, respectfully. In
some embodiments, the sensor may be clipped to a patient’s
finger and may employ pulse oximeter technology for detect-
ing hemoglobin levels as an indicator of blood fluid volume.
Of course, the sensors (which may include the associated
light source(s)) may be placed in any suitable location, such
as around tubing that carries blood from the patient to the
blood fluid removal device or from the blood fluid removal
device to the patient, within the blood fluid removal device, or
the like. In some embodiments, the sensor is implanted in a
patient and disposed about a blood vessel to measure hemo-
globin levels, and thus hematocrit and blood fluid levels.

By way of example and with reference to FIG. 4, a sche-
matic diagram of a sensor 200 and tubing 300, which may be
a blood vessel, are shown. A light source 213 of appropriate
wavelength (red or infrared) is positioned on one side of
tubing 300 such that the light passing through tubing 300 hits
detector 215. More light is absorbed (and less hits the detector
215) if a higher concentration of hemoglobin is present in
tubing 300. A lead 212 carries power and other electrical
signals, if appropriate, to the light source 213 from the sensor
device body 211, which may contain the power source and
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other control or detecting electronics. Lead 217 carries elec-
trical signals from detector 215 to the components housed in
sensor device body 211.

Regardless of the placement of the sensor 200, the sensor
may be calibrated by monitoring flow of' blood having known
hematocrit levels through tubing 300 (whether a blood vessel
or tubing for use with a blood fluid removal device). The
values obtained may be stored in a lookup table for reference
during a blood fluid removal session or as otherwise needed
while the sensor is in use. In some embodiments, the refer-
ence signal may be reset or obtained after a blood fluid clean-
ing session when the patient’s blood should be at its desired
fluid level. In some embodiments, the rate of change of blood
fluid volume may be determined by comparing the rate of
change in light absorbance; e.g., as the blood fluid volume
increases following a blood fluid cleaning session or as the
patient’s condition worsens.

The discussion above with regard to hemoglobin sensing is
provided as an example of how known sensing technologies
and components may be employed in accordance with the
teachings presented herein with regard to blood fluid volume
monitoring. It will be understood that other technologies and
components may be used to monitor blood fluid volume. For
example, total blood protein or albumin concentrations and
blood pressure, alone or in combination, can be used to evalu-
ate blood volume. By way of example, high blood pressure
combined with low hematocrit or low blood protein indicates
a higher possibility of blood fluid overloading. Alternatively
or additionally, blood viscosity may be used as an indicator of
blood fluid volume and may be measured by pressure or flow.

In various embodiments, a sensor for chronic fluid moni-
toring may be used to monitor tissue fluid volume, or an
indicator thereof. Any suitable sensor may be employed. By
way of example, impedance of flow of current through a
tissue of a patient may be monitored as an indicator of fluid
volume in the tissue. With reference to FIGS. 5-6, the imped-
ance sensor 200 may be external (FIG. 5) or implantable
(FIG. 6). As fluid volume rises in the tissue, impedance is
decreased. It will be understood that capacitance, dielectric
constant, and other similar measures may also be used, as
these are correlated to fluid volume, and further impedance.
For the purposes of this disclosure, monitoring of electrical
properties of a tissue that are correlated to impedance is
considered to be subsumed under the definition of monitoring
“impedance.”

As depicted in FIG. 5, impedance may be monitored
between two electrodes 203, 205. The electrodes 203, 205 are
operably coupled to control and processing electronics 201
via leads. The electronics 201 are configured to generate a
voltage differential between the electrodes 203, 205, current
may be measured and impedance calculated. The measure-
ment may be done in either DC or AC mode. Impedance or
phase angle may be correlated to tissue fluid volume. Suitable
external impedance monitors 200 and components that may
be used in accordance with the teachings described herein are
known and described in the art.

In the example depicted in FIG. 6, a conductive housing
containing control electronics 201 serves as a reference elec-
trode to electrode 205. Impedance is monitored in the tissue
between the housing and the electrode 205. The electrode 205
is coupled to the control electronics 210 via lead 207. As
depicted in FIG. 6, the control electronics 201 are configured
to wirelessly communicate with a device external to the
patient for purposes of transmitting data regarding monitored
impedance.

Tissue impedance sensing for purposes of monitoring tis-
sue fluid volume has been well documented. One example of
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a well studied system that may be used or modified for use
herein is Medtronic, Inc.’s Opti VoI® fluid status monitoring
system. Such a system, or other similar systems, have well-
documented procedures for determining acceptable ranges of
tissue impedance and thus fluid volume. See, e.g., (i) Siegent-
halar, et al. Journal of Clinical Monitoring and Computing
(2010): 24:449-451, and (ii) Wang, Am. J. Cardiology,
99(Suppl):3G-1-G, May 21, 2007. Alternatively or in addi-
tion, tissue impedance may be monitored for a suitable period
of time to establish as suitable baseline, and patient markers
or clinician input may be used to instruct whether the patient
is fluid overloaded or under-loaded. The data acquired by
impedance sensor and input data regarding fluid status of the
patient at the time the sensor data is acquired may be used to
establish suitable ranges for impedance values.

In some embodiments, more than one implanted imped-
ance sensor, such as more than one OptiVol® fluid status
monitoring system, may be employed. The sensors may be
configured or placed to monitor impedance of different tis-
sues, different areas of the same tissue, or the like. Duplica-
tion of sensors may provide redundancy in case of sensor
failure or as a check on the readings obtained from another
sensor. In some cases, tissue fluid changes detected by a
sensor may be due to conditions other than chronic heart
failure or renal disease. For example, increased lung fluid
may result from pneumonia. Such fluid may not be indicative
of a need for a blood fluid removal session. By having a
second impedance sensor placed to monitor, .e.g., abdominal
fluid, a check may be placed on the sensor placed and con-
figured to monitor lung fluid volume. The sensors may be
configured to communicate with each other or another device
to determine whether the sensor readings are significantly
different or whether the difference exceeds a threshold value,
in which case the patient may be prompted to seek medical
attention. The use of more than one impedance sensor should
be valuable in reducing the likelihood of false positive or false
negative fluid overload conditions.

The discussion above with regard to impedance monitoring
is provided as an example of how known sensing technologies
and components may be employed in accordance with the
teachings presented herein with regard to tissue fluid volume
monitoring. It will be understood that other technologies and
components may be used to monitor tissue fluid volume. For
example, the concentration of an electrolyte, such as sodium,
potassium, or calcium may be measured in a tissue using an
ion selective electrode, with concentrations being higher with
lower tissue fluid volume. By way of further example, a
pressure sensor may be placed in the tissue to measure exten-
sion or contraction of tissue as fluid volume changes, stress
and strain sensors may be used to measure modulus or stress-
strain curves for tissue and may be used to correlate to differ-
ent tissue fluid volumes, stress relaxation or creep profiled of
tissue may be measured and correlated with different fluid
volumes, etc. Another example of indirect tissue fluid moni-
toring is a measure of lung noise, which tends to be greater
during fluid overload due to impedance of air flow.

Regardless of the sensor or sensor configuration employed
and regardless of whether the sensor is configured to monitor
blood fluid or tissue fluid, the sensor data may be used to
improve treatment or outcomes of fluid overloaded patients
such as patients suffering from chronic kidney disease. In
various embodiments, the sensor data may be used to assist in
determining the timing of the creation of a fistula. In some
embodiments, the sensor data may be used to aid in determin-
ing an appropriate fluid volume removal prescription (e.g.,
amount and rate or profile of fluid removal) of a blood fluid
removal session. In some embodiments, the sensor data may
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be used during a blood fluid removal treatment session, e.g. as
described in U.S. provisional patent application No. 61/480,
528, filed on the same date as the present disclosure, entitled
FLUID VOLUME MONITORING FOR PATIENTS WITH
RENAL DISEASE, which provisional patent application is
hereby incorporated herein by reference in its entirety to the
extent that it does not conflict with the disclosure presented
herein.

Referring now to FIGS. 7-9, overviews of embodiments of
methods for chronic monitoring of fluid volume is presented.
In some embodiments, the methods may be used for purposes
of assisting in determining the appropriate timing of a cre-
ation of a fistula. For example, an indicator of fluid volume
(e.g., as discussed above) may be monitored (500) and a
determination may be made as to whether the indicator
exceeds a predetermined threshold (510), such as a threshold
that is indicative of excess fluid levels that would warrant
creation of a fistula. The threshold may be based on empirical
data collected over populations of patients based on closely
monitored patients in accordance with existing medical prac-
tice, may be based on changes from baseline within a given
patient, or the like. If the monitored indicator exceeds a
threshold indicative of increased fluid, an alert may be pro-
vided (520), such as an alert provided by an indicator circuit
of a sensor as described above. The sensor may also schedule
an appointment with a healthcare provider or may store and
transmit data regarding the monitored indicator of fluid vol-
ume to a healthcare provider via an external device, such as a
programmer, a computer, a personal data assistance, a tablet
or the like.

In some embodiments, the methods depicted in FIGS. 7-9
may used for determining whether a heart failure patient is
close to decompensating. Data regarding fluid levels before or
during the patient’s prior decompensation events may be
marked or evaluated. By way of example, a physician or
health care provide may interrogate a fluid monitoring device
to better understand events that preceded a patient’s visit
when presenting with heart failure decompensation. Thresh-
olds for alerts may be adjusted based on monitored fluid
levels, rates, etc. that occurred prior to the patient’s visit. In
some embodiments, the monitoring device or system includ-
ing the monitoring device may receive input regarding the
patient’s decompensation status, and the device or system
may be reviewed data stored in memory to determine whether
certain patterns appear in relation to decompensation.
Thresholds for issuance of alerts may be adjusted automati-
cally by the device or system.

As shown in FIG. 8, a method may include determining
whether the rate of fluid increase, based on the monitored
indicator, exceeds a predetermined threshold (530). If the rate
of increase of fluid volume is high or exceeds a threshold, the
alert (etc.) may be provided. In some embodiments, it may be
desirable to determine whether the rate exceeds a threshold
(530) prior to determining whether the overall value of the
indicator exceeds a threshold (510), because if the rate of
increase is high, the overall threshold may be lower than if the
rate is low. That is, the threshold (510) may be based on the
rate (530).

For example and as shown in FIG. 9, a method may include
determining whether the monitored indicator exceeds a first
high threshold (510), in which case an alert (etc.) is provided
(520). If the indicator does not exceed the first high threshold
(510), a determination may be made as to whether the rate of
increase of fluid, as indicated by the sensed data, exceeds a
threshold (530). If the rate of increase exceeds a threshold, a
determination may be made as to whether the value of the
monitored indicator (as it is indicative of fluid volume)
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exceeds a lower second threshold (540). In which case, the
alert (etc.) may be provided (520). In this way, a lower thresh-
old may be set if the rate of increase is high. The threshold
values may be entered into lookup tables based on prior data
from other patients or populations or may be “learned” based
on sensed data acquired within the patient.

Tt will be understood that the methods depicted in, and
described with regard to FIGS. 7-9, may be useful for patients
that are already undergoing blood fluid removal treatments,
and may be used for purposes of automatically scheduling
fluid removal session (e.g., 590, FIG. 9), e.g., via telemetry
circuit as described above. A sensor monitoring the indicator
of fluid volume may also calculate a fluid volume prescription
based on the sensed data (e.g., 591, FIG. 9) and transmit data
regarding the prescription to a fluid volume removal device or
other device that will allow a healthcare provider to enter the
appropriate fluid volume removal prescription. Alternatively
or in addition, data regarding the monitored indicator may be
sent to a fluid volume removal device or other device, which
may then calculate an appropriate fluid volume removal pre-
scription (e.g., 591, FIG. 9) based on the transmitted data. The
fluid volume prescription data calculated by the sensor device
or other device may be based on prior data from other patients
or populations or may be “learned” based on sensed data
acquired within the patient over time.

Any suitable device or system for removing fluid, or fluid
and contaminants, from blood may be used in accordance
with the teachings presented herein. The devices, or compo-
nents thereof, may be traditional large console-type, wear-
able, implantable, or the like.

Block diagrams of some examples devices and systems for
blood fluid removal are shown in FIGS. 1-4. As shown in FIG.
10, blood may be removed from a patient 10 and fluid may be
removed via a blood fluid removal device 100 and returned to
the patient 10. Removed fluid may be diverted. In some
embodiments where the blood fluid removal device 100 or
system, or components thereof, are implanted, the removed
fluid may be diverted to the patient’s bladder. Examples of
blood fluid removal devices 100 that may operate as depicted
in FIG. 10 are ultrafiltration and hemofiltration devices.
Examples of such devices and components thereof that may
be employed in accordance with the teachings presented
herein are well known in the art. It will be understood that
peritoneal dialysis, where dialysate is introduced into the
peritoneal cavity, may also be employed.

With some of such devices, fluid may be removed at too
great of a rate. Accordingly and with reference to FIG. 11,
replacement fluid may be introduced into the patient’s blood.
As shown in FIG. 11, the replacement fluid may be added to
the original blood before fluid removal or may be added to the
blood after initial fluid removal and prior to return to the
patient’s cardiovascular system. Preferably, the replacement
fluid is added after initial fluid removal.

As shown in theembodiment depicted in FIG. 12, the blood
fluid removal device 100 may employ dialysate to assist in
removal of contaminants from the patient’s blood and in
maintaining proper pH and electrolyte balance. Used dialy-
sate and fluid removed from the blood may be diverted. In
some embodiments, particularly where the blood fluid
removal device 100 or system or components thereof are
wearable or implantable, the used dialysate and removed
fluid, or a portion thereof, may be regenerated to produce
fresh dialysate for re-use in the blood fluid removal process.
One system for regeneration of dialysateis the REDY system,
such as described in Roberts, M, “The regenerative dialysis
(REDY) sorbent system,” Nephrology 4:275-278, 1998,
which system may be employed or readily modified for use in



US 8,926,542 B2

11

embodiments described herein. Systems and devices that
operate in a manner shown in the embodiment of FIG. 12
include hemodialysis and hemodiafiltration systems.
Examples of such devices and components thereof that may
be employed in accordance with the teachings presented
herein are well known in the art.

As shown in FIG. 13, in cases where the blood fluid
removal device 100 of FIG. 12 removes fluid from the blood
at too high of a rate, replacement fluid may be introduced into
the patient’s blood, upstream or downstream of fluid removal.

Regardless of the device or blood fluid removal process
employed, it is important to control the amount and rate of
fluid removal to avoid severe hypotension, heart failure or
sudden cardiac death in patients from whom blood fluid is
removed. Itis also important to control the amount and rate of
fluid removal for purposes of efficiency. That is, even though
it may be generally safer to remove fluid very slowly, such
slow removal may result in blood fluid removal sessions that
last for considerable periods of time. While such slow
removal may be acceptable for blood fluid removal systems
that are wearable or implantable, it may not be acceptable for
larger stand alone systems that require a patient visit to a
clinic. The patient’s quality of life, which is typically already
low, may suffer from extended stays in the clinic that would
be necessary for systems that slowly remove fluid from the
blood. Ideally a blood fluid removal device or system bal-
ances the health concerns with the efficiency concerns in
controlling the rate of fluid removal.

Of course, the amount of fluid removed is also an important
variable in maintenance of patient health. If too little fluid is
removed, the patient is burdened with excess fluid, which can
lead to heart failure, hypertension, or other disorders, until
their next blood fluid removal session or until their fluid
removal prescriptionis changed. If too much fluid is removed,
the patient may suffer from hypotension, crashing, sudden
cardiac death, or the like. Accordingly, it would be desirable
to remove fluid from the blood not only at an acceptable rate,
but also in an acceptable amount.

The data acquired from sensors, e.g. as described above,
used in chronic monitoring of indicators of fluid volume may,
in some embodiments, be used to allow initial fluid volume
removal prescriptions to be more accurate and reliable than
those currently used based on dry weight (which often may be
determined days or weeks from a given fluid removal ses-
sion). In some embodiments, the sensor data may be used
during a blood fluid removal treatment session, e.g. as
described in U.S. provisional patent application No. 61/480,
528, filed on the same date as the present disclosure, entitled
FLUID VOLUME MONITORING FOR PATIENTS WITH
RENAL DISEASE.

Referring now to FIG. 14, a schematic block diagram of
selected components of a blood fluid removal device 100 is
shown. In the depicted embodiment, the device has in inlet
110 for receiving blood from a patient, a blood flow control
element 120 in communication with the inlet 110 and config-
ured to control the rate at which blood flows through medium
130 for removing fluid and contaminates from the blood. The
device also includes an outlet 140 in communication with the
medium 130 for returning blood to the patient. In the depicted
embodiment, the medium 130 includes a semipermeable fil-
ter 135, such as a hemodialysis or hemodiafiltration filter. The
membrane separates a blood flow compartment from a dialy-
sis flow compartment of the medium 130. The device 100 has
an inlet 160 for receiving fresh dialysate. Inlet 160 is in
communication with a dialysis flow control element 170 for
controlling the rate at which dialysis is introduced into the
dialysis flow compartment of the medium 130. The device
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also has an outlet 180 in communication with the medium 130
for diverting used dialysate and fluid removed from the blood
out of the device. In the depicted embodiment, the device also
includes a negative pressure control element 190 in commu-
nication with the dialysate compartment of the medium com-
ponent 130, as needed or desired. The device 100 also
includes control electronics 150, which may include a pro-
cessor, memory, etc., operably coupled to, and configured to
control, the blood flow control element 120, the dialysis flow
control element 170, and the negative pressure control ele-
ment 190.

Based on information received from sensors that monitor
blood fluid volume or tissue fluid volume, the control elec-
tronics 150 can control one or more of the blood flow control
element 120 (e.g., based on calculated fluid volume removal
prescription), the dialysis flow control element 170, and the
negative pressure control element 190 to adjust the rate at
which fluid is removed from the blood of the patient. For
example, altering the flow rate ofthe blood (via the blood flow
control element 120) through the medium component 130
may alter fluid clearance across the membrane. Altering flow
of dialysate (via dialysis flow control element 170) through
the medium component 130 may similarly alter fluid clear-
ance across the membrane. Negative pressure (via negative
pressure control element 190) may be applied on the dialysate
compartment side of the membrane 135 and may result in
greater fluid clearance across the membrane due to convective
forces. It will be understood that a device 100 need not have
all of the controllable elements (120, 170, 190) depicted in
FIG. 15 to effectively control rate of fluid removal from blood
based on data from sensors that monitor indicators of tissue
fluid volume and blood fluid volume.

Any suitable blood flow control elements 120 may be used
to control flow of blood through the membrane component
130. For example, a variable or adjustable rate pump may be
employed. Alternatively or in addition, a series of electroni-
cally controllable valves in communication flow paths having
differing resistance to flow may be employed (in such cases
the flow restrictors would preferably be downstream of the
medium component 130). Dialysis flow control element 170
may contain similar components or be similarly configured to
blood flow control element 120. The negative pressure con-
trol element 120 may include a pump or the like.

Referring now to FIG. 15, in which components that are
numbered the same as in FIG. 17 refer to the same or similar
components, the device 100 may include a fluid pathway for
adding replacement fluid to blood before it is returned to the
patient. The device 100 includes an inlet 197 for receiving the
replacement fluid and a replacement fluid flow control ele-
ment 195 in communication with the inlet and configured to
control the rate at which the replacement fluid is added to the
blood. The control electronics 150 are operable coupled to the
replacement fluid flow control element 195 and are config-
ured to control the rate at which replacement fluid flow con-
trol element 195 adds fluid to the blood based on data received
from sensors that monitor blood fluid volume or tissue fluid
volume. By controlling the rate at which fluid is introduced
into blood, the rate of effective fluid removal from the blood
is controlled.

Any suitable replacement fluid flow control element 195
may be used to control flow of replacement fluid into the
blood before being returned to the patient. Replacement fluid
flow control element 195 may contain similar components or
be similarly configured to blood flow control element 120 as
described above with regard to FIG. 15.

As discussed above and as shown in FIG. 16, one or more
sensing devices 200, 210, 220 or sensing components may
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communicate with control electronics 150 of a blood fluid
removal device 100 or system. The communication may be
direct orindirect. That is, a detector and appropriate electron-
ics, such as filters, analog-to-digital converters or the like,
may be directly coupled to sensing electronics 150 of the
device 100 via a lead. Alternatively, a sensing device may
acquire monitored data and transmit the data to the control
electronics 150 of the device. In any case, the control elec-
tronics are configured to control the rate of fluid removal from
blood based on the sensed information, e.g. as described
above (e.g. based on calculated fluid volume removal pre-
scription).

In some embodiments, a computer readable medium con-
tains instructions that cause the processor of control electron-
ics (of sensing device or fluid volume removal device) to carry
out the methods described above, e.g. the methods depicted
and described above with regard to FIGS. 7-9.

Of course, a sensing device may communicate with one or
more intermediary device before data is sent to the blood fluid
removal device or system to use the data to control the rate of
fluid removal from blood in accordance with the teachings
presented herein.

Various aspects of devices, systems, methods, computer-
readable media, etc. are described herein. Some of the aspects
are summarized below.

In a first aspect, a method comprises (i) monitoring an
indicator of fluid volume of a patient via an implantable
sensor device; and setting an initial fluid volume removal
prescription for a blood fluid removal session based on the
monitored indicator of fluid volume.

A second aspect is a method of the first aspect, further
comprising transmitting data regarding the indicator of fluid
volume from the implantable sensor device to fluid removal
device.

A third aspect is a method of the second aspect, wherein
setting the initial fluid volume removal prescription com-
prises calculating the fluid volume prescription by the fluid
removal device based on the data received from the implant-
able sensor.

A fourth aspect is a method of any of aspects 1-3, wherein
the indicator of fluid volume is an indicator of tissue fluid
volume or an indicator of blood fluid volume.

A fifth aspect is a method of any of aspects 1-4, wherein the
indicator of fluid volume is tissue impedance or blood hema-
tocrit.

A sixth aspect is a method of any of aspects 1-5, wherein
the indicator of fluid volume is tissue impedance.

A seventh aspect is a method of any of aspects 1-6, further
comprising determining whether the indicator of fluid vol-
ume crosses a predetermined threshold value, and providing
an alert to the patient if the indicator of fluid volume is
determined to cross the threshold value.

An eighth aspect is a method of the seventh aspect, further
comprising automatically scheduling a blood fluid removal
session if the indicator crosses the threshold value by trans-
mitting a signal from the sensor to a healthcare provider via an
intermediary device.

A ninth aspect is a method of the first aspect, wherein
monitoring the indicator of fluid volume comprises monitor-
ing an indicator of tissue fluid volume, wherein the method
further comprises monitoring an indicator of blood fluid vol-
ume, and wherein setting the initial fluid volume removal
prescription for the blood fluid removal session based on the
monitored indicator of fluid volume comprises setting the
initial fluid volume removal prescription based on the ratio of
the monitored indicators of tissue fluid volume and blood
fluid volume.
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A tenth aspect is a method of the first aspect, wherein
monitoring the indicator of fluid volume comprises monitor-
ing an indicator of blood fluid volume, wherein the method
further comprises monitoring an indicator of tissue fluid vol-
ume, and wherein setting the initial fluid volume removal
prescription for the blood fluid removal session comprises
setting the initial fluid volume removal prescription based on
the ratio of the monitored indicators of tissue fluid volume
and blood fluid volume.

An eleventh aspect is a system comprising (a) a sensor
configured to monitor an indicator of fluid volume; and (b) a
blood fluid removal device comprising (i) an inlet for receiv-
ing blood from a patient, (ii) an first outlet for returning blood
from the patient, (iii) a medium for removing fluid from the
blood, the medium being positioned between the inlet and the
first outlet, (iv) a fluid rate removal controller, (v) a second
outlet for flow of the removed fluid, and (vi) electronics
coupled to the fluid rate removal controller and the sensor,
wherein the electronics are configured to set an initial fluid
rate removal prescription based on data received from the
sensor and to control the fluid rate removal controller based
on the set initial fluid rate removal prescription.

A twelfth aspect is a system of the eleventh aspect, wherein
the sensor is implantable.

A thirteenth aspect is a system of the eleventh aspect,
wherein the sensor is wearable.

A fourteenth aspect is a system of any of aspects 11-13,
wherein the electronics comprise a computer readable
medium that, when implemented, cause the electronics to
calculate the initial fluid rate removal prescription based on
data received from the sensor and instruct the fluid rate
removal controller to operate according to the initial fluid rate
removal prescription.

A fifteenth aspect is a method of aspect 11 or 14, wherein
the sensor and the fluid removal device are implantable.

A sixteenth aspect is a method of aspect 11 or 14, wherein
the sensor and the fluid removal device are wearable.

A seventeenth aspect is a system of any of aspects 11-16,
wherein the control electronics are disposed in a housing of
the blood fluid removal device

An eighteenth aspect is a method carried out by an implant-
able device comprising: (i) monitoring indicator of fluid vol-
ume in a patient suffering from chronic kidney disease,
wherein the monitoring is performed, at least in part, by an
implantable sensor device; (ii) determining whether the
monitored indicator of fluid volume crosses a predetermined
threshold; and (iii) providing a sensory cue to the patient if the
monitored indicator is determined to cross the threshold.

A nineteenth aspect is a method of the eighteenth aspect,
further comprising automatically scheduling a blood fluid
removal session if the monitored indicator is determined to
cross the threshold.

A twentieth aspect is a system comprising;: (a) an implant-
able sensor device configured to monitor impedance of tissue
of a patient, the device comprising (i) a first electrode, (i1) a
second electrode, (iii) electronics operably coupled to the first
and second electrodes for monitoring impedance of current
flow between the two electrodes, and (iv) a first communica-
tion circuit configured to transmit data regarding the moni-
tored impedance; (b) a fluid removal device for removing
fluid from a patient, the device comprising (i) an inlet for
receiving blood from a patient, (ii) a medium in for removing
fluid from the blood, the medium being in communication
with the inlet, (iii) an outlet in communication with the
medium for returning blood to the patient; (iv) a flow control-
ler in communication with the inlet, outlet or medium con-
figured to control the rate at which the fluid is removed from
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the medium; (c) a second communication circuit configured
to wirelessly receive the data regarding the impedance from
the implantable device; and (d) electronics in communication
with the second communication circuit and the flow control-
ler wherein the electronics are configured to set an initial fluid
removal prescription for a fluid removal session based on the
impedance data received prior to the start of the session and to
control the flow controller regarding the rate of fluid removal
based on the received impedance data.

A twenty-first aspect is a system of the twentieth aspect,
wherein the electronics of the fluid removal device are con-
figured to alter the initial fluid removal rate or profile during
a fluid removal session based on the on the impedance data
received during the session.

A twenty-second aspect is a method of aspect 20 or 21,
wherein the fluid removal device is implantable, and wherein
the first communication circuit of the sensor device and the
second communication circuit of the fluid removal device
communicate directly.

A twenty-third aspect is a system of any of aspects 20-22,
wherein the control electronics are disposed in a housing of
the blood fluid removal device.

A twenty-fourth aspect is a sensor device comprising: (i) a
detector circuit and components configured to acquire sensed
data regarding an indicator of fluid volume; (ii) control elec-
tronic configured to receive the acquired sensed data from the
detector circuit and to calculate a fluid volume removal pre-
scription based on the acquired sensed data.

EXAMPLE

The following prophetic example is presented to provide
guidance as to how to acquire and interpret data from an
implantable sensor configured to tissue fluid volume of a
patient for use in methods or devices as described in the
DETAILED DESCRIPTION above. It will be understood
that the prophetic example provided herein in only one suit-
able way for monitored data to be acquired and interpreted in
accordance with the general principles disclosed herein.

For this prophetic example, an implantable tissue imped-
ance sensor, such as Medtronic, Inc.”s OptiVol® fluid status
monitoring system, is implanted in a patient such that tissue
impedance is measured between the housing of the device and
an electrode extended from the housing via a lead. Well-
documented procedures for determining acceptable ranges of
tissue impedance and thus fluid volume have been estab-
lished. See, e.g., (i) Siegenthalar, et al. Journal of Clinical
Monitoring and Computing (2010): 24:449-451, and (ii)
Wang, Am. J. Cardiology, 99(Suppl):3G-1-G, May 21, 2007.
Such methods may be employed/Alternatively or in addition,
tissue impedance may be monitored for a suitable period of
time to establish as suitable baseline, and patient markers or
clinician input may be used to instruct whether the patient is
fluid overloaded or under-loaded. The data acquired by
impedance sensor and input data regarding fluid status of the
patient at the time the sensor data is acquired may be used to
establish suitable ranges for impedance values. The sensor
may be recalibrated from time to time by transmitting infor-
mation regarding the fluid status of the patient determined, for
example, as a result of a physical examination.

Once the sensor is properly calibrated, its readings with
regard to tissue impedance as it relates to fluid volume may be
trusted. These readings can then be reliably used in accor-
dance with the teachings provided herein.

Thus, systems, devices and methods for MONITORING
FLUID VOLUME FOR PATIENTS WITH RENAL DIS-
EASE are described. Those skilled in the art will recognize

20

25

30

40

45

60

65

16

that the preferred embodiments described herein may be
altered or amended without departing from the true spirit and
scope of the disclosure, as defined in the accompanying
claims.

What is claimed is:

1. A system comprising:

(i) an implantable sensor device configured to monitor
impedance of interstitial fluid of a patient, the implant-
able sensor device comprising
a first electrode,

a second electrode,

electronics operably coupled to the first and second elec-
trodes for monitoring impedance of current flow
between the two electrodes, and

a first communication circuit configured to transmit data
regarding the monitored impedance;

(ii) a fluid removal device for removing fluid from a patient,
the device comprising
an inlet for receiving blood from a patient;

a medium for removing fluid from the blood, the
medium being in communication with the inlet;

an outlet in communication with the medium for return-
ing blood to the patient;

aflow controller in communication with the inlet, outlet
or medium configured to control the rate at which the
fluid is removed from the medium;

(iii) a second communication circuit configured to wire-
lessly receive the data regarding the impedance from the
implantable sensor device;

(iv) electronics in communication with the second commu-
nication circuit and the flow controller wherein the elec-
tronics are configured to set an initial fluid removal
prescription for a fluid removal session based in part on
the impedance data received prior to the start of the
session and to control the flow controller regarding the
rate of fluid removal based on the received impedance
data.

2. The system of claim 1, wherein the electronics of the
fluid removal device are configured to alter the initial fluid
removal rate or profile during a fluid removal session based in
part on the impedance data received during the session.

3. The system of claim 1, wherein the first communication
circuit of the sensor device and the second communication
circuit of the fluid removal device communicate directly.

4. The system of claim 1, wherein the control electronics
are disposed in a housing of the blood fluid removal device.

5. The system of claim 4, wherein the housing is a conduc-
tive housing.

6. The system of claim 1, wherein the electronics are fur-
ther configured to determine whether the impedance of inter-
stitial fluid crosses a predetermined threshold value, and pro-
vide an alert to the patient if the impedance of interstitial fluid
is determined to cross the threshold value.

7. The system of claim 6, wherein the alert provided is
selected from at least one of an audible signal and a vibration
mechanism.

8. The system of claim 1, wherein the electronics comprise
acomputer readable medium that, when implemented, causes
the electronics to calculate the initial fluid rate removal pre-
scription based on data received from the sensor and instructs
the flow controller to operate according to the initial fluid rate
removal prescription.

9. The system of claim 1, wherein the fluid removal device
is implantable in the patient.

10. The system of claim 1, wherein the fluid removal device
is external to the patient.
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11. The system of claim 10, wherein the fluid removal
device is wearable by the patient.

12. The system of claim 1, wherein the sensor further
comprises a power source.

13. The system of claim 1, wherein the electronics further
comprise a processor and a memory for storing acquired
impedance data and removal proscription instructions.

14. The system of claim 1, wherein the flow controller
further comprises a power source.

15. The system of claim 1, comprising multiple sensors,
wherein at least one sensor is configured to monitor imped-
ance of interstitial fluid of a patient.

16. The system of claim 1, further comprising at least one
additional sensor device configured to monitor any one of the

10

concentration of an electrolyte, extension or contraction of 15

tissue, modulus or stress-strain curves for tissue, stress relax-
ation or creep profile of tissue, lung noise, and any combina-
tion thereof.

17. The system of claim 1, further comprising an additional
sensor device configured to monitor an indicator of blood

18

fluid volume, wherein setting the initial fluid volume removal
prescription for the blood fluid removal session comprises
setting the initial fluid volume removal prescription based in
part on the monitored interstitial fluid and the blood fluid
volume.

18. The system of claim 17, wherein monitoring an indi-
cator of blood fluid volume comprises monitoring at least one
of hematocrit levels, hemoglobin levels, total blood protein
concentration, albumin concentration, blood pressure, blood
viscosity, and any combination thereof.

19. The system of claim 1, wherein impedance of intersti-
tial fluid of a patient is monitored for a predetermined period
of time to establish a suitable baseline.

20. The system of claim 1, wherein the electronics are
further configured to determine whether a rate of increase of
interstitial fluid volume exceeds a predetermined threshold
value, and provide an alert to the patient if the rate of increase
is determined to cross the threshold value.

I S T
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