Patent Form P 8
REPUBLIC OF SOUTH AFRICA
PATENTS ACT, 1978
PUBLICATION PARTICULARS AND ABSTRACT
[Section 32(3)(a) - Regulations 22(1)(G) and 31]

G&G ref 94552

Official application No Lodging Date Acceptance Date

21 [o~{2006/0098% 2% | 00 |43 l6->3 O

International Classification Not for publication

51 GO6F Classified by:

Full names of Applicant(s)
71 A.D. INTEGRITY APPLICATIONS LTD

Full name(s) of inventor(s)

72 FREGER David, GAL Avner and RAYKHAMAN Alexander M

Earliest Priority Country Number Date
claimed 33 | US 31 | 10/643,804 32 | 2003.08.19

Title of Invention

54 A METHOD OF MONITORING GLUCOSE LEVEL

57 | Abstract (not more than 150 words) Number of sheets %’5

*If no classification is furnished, form P9 should accompany this form. The figure of the drawings to which the abstract
refers is attached.

See annexed copy of the front page of WO 2005/017642



WO 2005/017642 A2 | ] WEV A0 0 00 O O

-

(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(19) World InteBectual Property
Organization

International Bureau

l"'a )

(43) International Publication Date

)
»‘ga,.l'.;'e

LIMIALAE
S

(10) International Publication Number

24 February 2005 (24.02.2005) PCT WO 2005/017642 A2
(51) International Patent Classification’: GO6F Hertzeliya (IL). RAYKHAMAN, Alexander, M.; 50 Las
Brisas Circle, East Greeenwich, RI 02818 (US).
(21) International Application Number:
PCT/IB2004/003509 (81) Desigmated States (unless otherwise indicated, for every

(22) International Filing Date: 9 August 2004 (09.08.2004)

(25) Filing Language: English
(26) Publication Language: English
(30) Priority Data:

10/643,304 19 August 2003 (19.08.2003) US

(71) Applicant (for all designated States except US): A.D. IN-
TEGRITY APPLICATIONS LTD. [IL/IL}; 22 He’Amal

Street, Southern Industrial Zone, P.O. Box 432, 78100
Ashkelon (IL).

(72) Inventors: FREGER, David; /8 Rambam Street, 78625
Ashkelon (IL). GAL, Avner; 3 Yahalom Street, 46305

kind of national protection available): AE, AG, AL, AM,
AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA,CH, CN,
CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, BG, ES, FI,
GB, GD, GE, GH, GM, HR, HU, ID, I, IN, IS, JP, KE,
KG, KP, KR, KZ,LC, LK, LR, LS, LT, LU, LV, MA, MD,
MG, MK, MN, MW, MX, MZ NA, NI, NO, NZ, OM, PG,
PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, TJ, T™M,
TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM,
VAA

(84) Desigmated States (unless otherwise indicated, for every
kind of regiomal protection available): ARIPO (BW, GH,
GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,
ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
Earopean (AT, BE, BG, CH, CY, CZ, DE, DK, ER, ES, FI,
FR, GB, GR, HU, IE, IT, LU, MC, NL, PL, PT, RO, SE, SI,

[ Continued on next page]

(59) Title: A METHOD OF MONITORING GLUCOSE LEVEL

(57) Abstract: The method of monitoring or measuring the concentration of glucose
level in human and animal blood uses a non-invasive techniqoe and includes measure-
ments of the speed of sound through the blood, the conductivity of the blood, and the
heat capacity of the blood, or by non-invasive measurement of any other parameters
that can be used to calculate the glucose level. Thereafter, the glucose level for each
of the three measurements is calculated and the final glucose value is determined by a
weighted average of the three calculated glucose values.



WO-2085701 7612

SingularMeasurcment
CT,~0, CT;=0,
CT,=0, CT,=0
4
ChooseUser.
U140, 4,
( : >—_—Rlp.ﬂ Mesmmmment—rip]
Measure Parameter by
102 Method |
Multiplyresultby
CalibrationFactor
Measuse Parameter by 104
Method?
{ v _
Regi nse it
Multiplyresultby h:e.:‘:emr:&:m:l.e
CalibrationFactor y 106 M
110 M P by
Method3 —-——j
Register Intermwdiase n4
M:::'-Moﬂ Multiplyresultby
™, CalibrationFactor
112
116
Compare Results

o Ao~

Yes
/,@‘No
300

Yes
400
Yes

CalculateWeighted
Average
126 / 3“"":’“»‘“’:’%“’1’“»

Register Final
Meeanw omeniReswlt
lr;-Bu. {including time)

4

DisplayFinal
Measuranent

Result

EndofSingular
Measurement




WO 2005/017642 PCT/IB2004/003509

A METHOD OF MONITORING GLUCOSE LEVEL

Field of the Invention
This invention relates to medicine and the treatment of specified diseases and, in

particular, to a method of monitoring the glucose level in human and animal blood using a non-

invasive technique.

Background of the Invention
As is well known in medical circles, one of the more important blood components to

measure for diagnostic purposes is glucose, especially for diabetic patients. The well-known and
typical technique for determining blood glucose concentration is to secure a blood sample and
apply that blood to an enzymatically medicated colorimetric strip or an electrochemical probe
Generally, this is accomplished from a finger prick. For diabetic patients who may need to
measure blood glucose a few times a day, it can immediately be appreciated that this procedure
causes a great deal of discomfit, considerable irritation to the skin and, particularly, the finger
being pricked, and, of course, infection.

For many years, there have been any number of procedures for monitoring and measuring
the glucose level in humans and animals. These methods, however, generally involve invasive
techniques and, thus, have some degree of risk, or at least some discomfit, to the patient.
Recently, some non-invasive procedures have been developed, but still they do not always
provide optimum measurements of the blood glucose. At present there is no practical, confirmed
solution.

Thomas (US Patent 5,119,819) teaches a non-invasive method of monitoring blood
glucose, but it is based on only an acoustic velocity measurement based on the two-way travel
time of an ultrasound pulse.

Gozani (US Patent 5,771,891) discloses a non-invasive method for blood analyte
measurement. First, there is electrical stimulation of an endogenous tissue and then the detection
of the resulting electrical response to the stimulus. One embodiment shows electrical stimulation
of a hypoxic peripheral nerve, and then the detection of the resulting Compound Action Potential

clsewhere along the nerve.
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Cho (US Patents 5,795,305 and 5,924,996) uses combined temperature and
measurements of either infrared radiation or thermal conductivity to determine the glucose
concentration.

Chou (US Patents 5,941,821 and 6,049,728) determines the blood giucose bya
photoacoustic measurement in which the acoustic pulse is generated by heating the patient’s skin
with electromagnetic radiation.

In each of these prior art techniques, only one (or in one case two) parameters are
measured. Thus, the possibility of an error is increased. The instant invention uses measurements
of three distinct parameters to determine the blood glucose level, thereby substantially increasing
the accuracy of the measurement. Moreover, none of the prior art techniques utilize any
measurement of electrical conductivity and heat capacity, which are two of the parameters
measured in the instant invention.

Therefore, there is a need for a more accurate non-invasive procedure for measuring
glucose level, by means of monitoring multiple parameters.

Summary of the Inveption
This and other objects of the invention are effected by a method of monitoring or

measuring the concentration of glucose level in human and animal blood using a non-invasive
technique, which includes simultaneous measurements using two, three or more different
technologies, which support each other, in order to achieve a more precise and reliable result.
The method uses any combination of the three technologies, as follows:

Measuring the speed of sound through the blood, while inside the body,

Measuring the conductivity of the blood, by means of electromagnetic inductance,

Measuring the heat capacity of the blood, by means of changing the temperature of the

measured volume.
Preferably, these measurements may be made, for example, through the ear-lobe.
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By determining three physical properties of a patient’s blood, the concentration of
glucose in the blood can be inferred. The specific physical properties that need to be measured
are acoustic velocity, electrical conductivity and heat capacity.

The method can be used for:
1. Single test, using two or three technologies, or
2. Continuous test, using one, two or three technologies, or
3. A combination of (1) and (2) above.

Brief Description of the Drawings
Figures 1 — 4 are a flow chart showing the method of determining the glucose level with
single measurements of each parameter; and
Figure 5 is a flow chart showing the method of determining the trend of glucose level
with continuous measurements of a single parameter.

Detailed Description of the Invention
The measurement concept is based on three technologies: speed of sound through blood,

conductivity of the blood and heat capacity of the blood. In particular, the method utilizes a
combination of any one of the three technologies, simultaneously or éequentially.
Firstly, there is a determination of:
the speed of sound through the blood, while inside the body,
the conductivity of the blood, by means of electromagnetic inductance, and
the heat capacity of the blood, by means of changing the temperature of the
measured volume.
Preferably, these measurements may be made, for example, through the ear-lobe. Thereafter,
based on the thus obtained parameters, the glucose level is calculated.
In Single Measurement Mode (SM), the device starts the measurement sequence, using
the three methods. The different results are analyzed and compared, as described hereunder, in
order to sum up the data and display as well the combined result.
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In Continuous Measurement Mode (CM), the device starts as in SM, using the three
methods. The following routine measurements are based on a single method, and done
repeatedly in preset intervals. Once every few measurements, or every certain period of time, the
device makes, automatically, a detailed measurement, based upon all three measurements, and
calibrates itself. This method is used also in order to bias the following results.

The results of the different measurements are checked against a predetermined tolerance
window, which checks the reliability of the combined result. Once the different results meet the
tolerances, the end result is the weighted average of all the single measurements. When the
deviation of one or more of the measurement results is out of the tolerance window, then the
method first checks, according to a tree of choices, whether the deviation is acceptable, and if it
is, it gives a final result. If the deviation is not acceptable, the method dictates the starting of a
pew measurement session. Such a case occurs also if all the results are out of tolerance.

In the mode of continuous measurement, when a single technology is used, a combined
measurement is done, automatically, at certain preset time intervals, in order to compensate for
drifts, and to recalibrate the result.

The speed of sound through the blood is related to the concentration of the glucose within
the blood. An ultra sound signal is transmitted, for example, via the ear lobe, hits an acoustic
short in the other side and returns to a receiving element. Based on the measurements, the
glucose level is then calculated in a known manner.

Further, the level of conductivity is a function of the glucose level within the blood. An
electromagnetic signal with known parameters is induced, for example, against the ear lobe,
while the current level, caused by the inductance, depends on the glucose level. The current
amplitude is measured, and analyzed, in order to conclude the Glucose level.

The heat capacity of a solution, blood in our case, is a function of its ingredients. A
known amount of energy is applied, for example, to the ear lobe, and causes a change in its
temperature. The intensity of the_gradient is a function of the glucose level, since it is the
dominant varied ingredient. This intensity is measured, in order to correlate it with the glucose

level.
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Once the speed, conductivity and heat capacity are determined, the glucose level is
calculated based on the measurements of each of the three parameters. Then, the three glucose
values are evaluated to see if all three values are the same within a stated tolerance level. If they
are, the glucose level is finalized based ona weighted average of the three glucose values. In the
event one result is out of tolerance, then the other two are checked against a tighter tolerance;
and, if they both meet it, then the final result is calculated. '

It may also be appreciated that the advantage of the invention is achieved by measuring
three parameters, instead of just one as the prior art generally does, and then checking to see if
the measurements are within certain tolerances, followed by calculating a weighted average. It is
for only illustrative purposes that menﬁ;)n is made of the specific parameters, i.e. speed of sound,
conductivity and heat capacity. If non-invasive measurements of other parameters were used and
the results were checked to ensure they were within acceptable tolerances, followed by
calculating the weighted average, this too would come within the scope of the invention. In this
manner, the method of the invention would work precisely the same. Among the other
parameters that can be measured in a non-invasive manner are: acoustic impedance,
electrical/magnetic coefficient, thermal conductivity, clasticity, blood density, specific gravity,
polarization coefficient, optical scattering, nuclear magnetic resonance, analyte, blood and body
temperature, the effects of thermal waves, the infrared radiation naturally emitted from the body,
responses by the tissue to a stimulus, and electrical properties, such as electromotive force or
current. Thus, the invention contemplates using not just the measurcments of speed of sound,
conductivity and heat capacity, but even just one or two of these parameters along with
measurements of one or two other parameters, or even using three other parameters entirely. The
essence of the invention is non-invasive measurements of 3 parameters, and it is not material
which parameters are used, so long as they are parameters from which the glucose level can be
determined.
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The method has two operational modes: singular and continuous measurements. In the
singular mode, a single measurement is taken (for all three methods). If the results are within a
pre-determined tolerance window, than the measurements are finished, otherwise, the process is
repeated. In the continuous mode, the first measurement is done by using all three methods, and
then, repeatedly, only a single technology (for example, just the acoustic) is used, in order to
measure the trend, based on the first (combined) measurement as a reference. The rate is
predetermined by the user (if he prefers a period other than the default), and can be preset, for
example, between 10 minutes to 2 hours or so. In the continuous mode, every constant period of
time (probably in the order of two hours or so), or after a predetermined number of
measurements are taken, a self calibration process is done, by (automatically) using all three
technologies, and biasing the results to a more precise one.

Tolerances may be determined in one of two manners. One way is a comparison between
the results of the different measurements andcheckingﬂxcdeviaﬁoninbetween,tobelimitedto
a certain percentage (probably in the order of 10% or 15% or so). A second way is checking the
deviation between each result and the previous one. In this case the deviation level is a function
of the time between measurements. Orders here may vary between about 20% for a short period
of time, to about 50% (and even more) for a longer period.

For Singular Measurement, the method requires independent measurements of the 3
different parameters. Each result is multiplied by its relevant calibration factor (calculated off
line), in order to bring all the results to the same measured units (namely: mg/dl). Then, the
results are compared. If all three results are similar, within a certain tolerance window (for
example: Result 1 = Result 2 & 10%, and Result 2 = Result 3 + 10%, and Result 1 =Result 3
10%), then the weighted average final result will be calculated as: Final Result = (Result 1 x
Relative Weight 1) + (Result 2 x Relative Weight 2) + (Result 3 x Relative Weight 3). If only 2
measurements give similar results, while the third one is out of the tolerance window, then the
algorithm checks if the two similar results are within a narrower tolerance window (for example,
5%). If this is the case, the final result will be the weighted average of these two results, while a
counter (relating to the third method) will increase its state by one. When the counter reaches a
certain limit, a warning to the user is displayed, notifying of the problem in the particular
method, and asks the user to recalibrate. In cases where the three methods give different readings
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(all three are out of the wide tolerance window, or one out of the wide window and two out of
the narrow window), the method automatically (without any involvement of the user) repeats the
measurement. If the problem repeats for more then a certain amount of times, the routine warns
about the inability of measuring, and asks the user to recalibrate.

The weight for each measurement depends on the reliability of the specific measurement
procedure. These figures generally would be determined during clinical tests. In situations where
the 3 measurement procedures are all equally reliable, then the weighted factors would be
identical, and equal to 1/3 (0.333...). The purpose of the “relative weight” variable is to take into
consideration the fact that in some situations one measurement may be more accurate than
another due to the specific measurement procedure being used. For example, if one measurement
is more reliable than the others, it can be given a higher weight (for example, 0.5), while the
others will receive (for example) 0.2 and 0.3 (the total sum of the weights should sum up to 1,0r
100%). By way of example, assuming that all methods gave the same reading (say, 95 mg/dl),
therefore the final result will be: 0.5X95 +0.2 X 95 + 0.3 X 95 =95.

Whmeveralegiﬁmatemuhispresengthemethodmgistersthemultmderthe file of
the present user, together with date and time of the result, and displays the result on a user’s
screen.

For Continuous Measurement, the user dictates the amount of measurements between
Auto- Calibration, and measurements are done repeatedly, using a single (constant) method, at a
preset rate. Every time the measurements amount pass the preset figure, a full measurement is
done, using all three methods, as in the singular measurement case. The same idea of registering
and displaying results is used in this process.

In Figures 1-4, there is a flowchart to illustrate the Singular Measurement procedure.
First (see Figure 1), one of the measurements is made 102, for example, of the speed of sound,
but it could be any parameter that is measured in an non-invasive manner. Then, it is multiplied
by any necessary calibration factor 104 and then in some manner this value of the glucose level
106 is recorded. This procedure is repeated for the other measurements, i.e. electrical
conductivity and heat capacity or any other selected parameters that can be measured by non-
invasive means, so that there is a value for each of the three parameters (steps 108 — 112 and 114
-118).
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At this point the routine checks to determine if the glucose measurement of the first
parameter is within an acceptable deviation of the glucose measurement of the second parameter
120. If it is, then it checks to determine if the glucose measurement of the first parameter is
within an acceptable deviation of the glucose measurement of the third parameter 122. In the
event that these two values are also close enough, then the routine checks to determine if the
glucose measurement of the second parameter is within an acceptable deviation of the glucose
measurement of the third parameter 124,

(Hereinafter, for easy of terminology in describing the flowchart, when the term “first
measurement” is use it means “glucose measurement of the first parameter,” and similarly for the
second and third measurements.)

Upon determining that all three measurements are within acceptable variations of each
other, the weighted average is calculated 126. This provides the user with the final value of the
glucose level, which may then be recorded in any suitable manner for future reference 128. This
would conclude the single measurement procedure. )

In the event the routine checks determines the first measurement is not within an
acccptablé deviation of the second measurement 200, then (see Figure 2) the routine checks to
see if the first measurement is within an acceptable tighter deviation from the third measurement
202. If they are not, now the second and third measurements are compared to determine if the
second measurement is within the acceptable tighter deviation of the third measurement 204. In
the event that these two measurements are also not within acceptable limits, there is a situation
where none of the three measurements are within an acceptable deviation of the other two
measurements and the measurements cannot be used. A counter is incremented by one to record
the unsuccessful procedure 206. If a predetermined number of failed routines has not been
reached 208, the routine returns to the beginning (A) and repeats the entire procedure. If the
predetermined number of unsuccessful routines is shown by the counter, then, instead, the
routine terminates 210 and the single measurement routine ends 212. A signal is then generated

to the user to re-calibrate the measurement procedure for the entire routine.
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In the event that when the routine determines the first measurement is not within an
acceptable deviation of the second measurement, but (see Figure 2) the routine then determines
that the first measurement is within the acceptable tighter deviation from the third measurement,
the weighted average is calculated with the second measurement being weighted as zero, while
the other two measurements’ weights are increased respectively (step 214). A counter is
incremented to show that the second measurement deviated too much from the other
measurements 216. This provides the user with the final value of the glucose level, which may
then be recorded in any suitable manper for future reference 218. This would conclude the single
measurement procedure. In the event that the counter now shows that there have been too many
measurements of the second parameter which deviate by too much 220, a signal is generated to
the user to re-calibrate the measurement procedure for the second parameter 222.

In the event that when the routine determines the first measurement is not within the
acceptable deviation of the second measurement and the first measurement is not within the
acoeptableﬁghtudeviaﬁonoftbethirdmeasmemcnt,but(seeFigmeZ)theroutinethen
determines that the second measurement is within the acceptable tighter deviation from the third
measurement, the weighted average is calculated with the first measurement being weighted as
zero, while the other two measurements’ weights are increased respectively (step 224). A counter
is incremented to show that the first measurement deviated too much from the other
measurements 226. This provides the user with the final value of the glucose level, which may
then be recorded in any suitable manner for future reference 228. This would conclude the single
measurement procedure. In the event that the counter now shows that there have been too many
measurements of the first parameter which deviate by too much 230, a signal is generated to the
user to re-calibrate the measurement procedure for the first parameter 232.

In the event that, when the routine determines the first measurement is within the
acceptable deviation of the second measurement, but the routine then determines that the first
measurement is not within the acceptable deviation from the third measurement 300, then
(Figure 3) the routine checks to determine if the second measurement is within the acceptable
tighter deviation of the third measurement 302. In the event that these two measurements are also
not within acceptable limits, this is also a situation where none of the three measurements is

within an acceptable deviation of the other two measurements and the measurements cannot be
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used. A counter is incremented by one to record the unsuccessful procedure 304. If a
predetermined number of failed routines has not been reached 306, the routine returns to the
beginning (A) and repeats the entire procedure. If the predetermined number of unsuccessful
routines is shown by the counter 308, then, instead, the routine terminates and the single
measurement routine ends. A signal is then generated to the user to re-calibrate the measurement
procedure for the entire routine.

In the event that, when the routine determines the first measurement is within the
acceptable deviation of the second measurement, but determines that the first measurement is not
within the acceptable deviation from the third measurement, and then determines the second
measurement is within the acceptable tighter deviation of the third measurement, the weighted
average is calculated with the first measurement being weighted as zero, while the other two
measurements’ weights are increased respectively (step 310). A counter is incremented to show
that the first measurement deviated too much from the other measurements 312. This provides
the user with the final value of the glucose level, which may then be recorded in any suitable
manner for future reference 314. This would conclude the single measurement procedure. In the
event that the counter now shows that there have been too many measurements of the first
parameter that deviated by too much 316, a signal is generated to the user to re-calibrate the
measurement procedure for the first parameter 318.

In the event that when the routine determines the first measurement is within the
acceptable deviation of both the second and third measurement, but determines that the second
measurement is not within the acceptable deviation from the third measurement 400, the routine
(Figure 4) checks to determine if the first measurement is within the acceptable tighter deviation
from the third measurement 402. If they are not, now the first and second measurements are
compared to determine if the first measurement is within the acceptable tighter deviation of the
second measurement 404. In the event that these two measurements are also not within
acceptable limits, there is a situation where none of the three measurements are within an
acceptable deviation of the other two measurements and the measurements cannot be used. A
counter is incremented by one to record the unsuccessful procedure 406. If a predetermined
number of failed routines has not been reached 408, the routine returns to the beginning (A) and
repeats the entire procedure. If the predetermined number of unsuccessful routines is shown by

10
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the counter 410, then, instead, the routine terminates and the single measurement routine ends. A
signal is then generated to the user to re-calibrate the measurement procedure for the entire
routine. |

In the event the routine determines that the first measurement is within the acceptable
tighter deviation from the third measurement, the weighted average is calculated with the second
measurement being weighted as zero, while the other two measurements’ weights are increased
respectively (step 412). A counter is incremented to show that the second measurement deviated
too much from the other measurements 414. This provides the user with the final value of the
glucose level, which may then be recorded in any suitable manner for future reference 416. This
would conclude the single measurement procedure. In the event that the counter now shows that
there have been too many measurements of the second parameter which deviate by too much
418, a signal is generated to the user to re-calibrate the measurement procedure for the second
parameter 420.

On the other hand, if the first measurement is not within the tighter deviation from the
third measurement, then the first measurement is compared to the second measurement to see if
they are within the acceptable tighter deviation 404. If they are, the weighted average is
calculated with the third measurement being weighted as zero, while the other two
measurements’ weights are increased respectively (step 422). A counter is incremented to show
that the third measurement deviated too much from the other measurements 424. This provides
the user with the final value of the glucose level, which may then be recorded in any suitable
manner for future reference 426. This would conclude the single measurement procedure. In the
event that the counter now shows that there have been too many measurements of the third
parameter which deviate by too much 428, a signal is generated to the user to re-calibrate the
measurement procedure for the third parameter 430.

Figure § illustrates the procedure for Continuous Measurement. First, using the Single
Measurement procedure, values are obtained for each of the three parameters. Then, the user
must establish the number of measurements before auto-calibration and the interval between

measurements (unless the user decides to use the prior numbers) 502.

11
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Now, the counter increments itself by one 504. If the counter has now reached the
number of measurements for auto-calibration 506, the current session of the Continuous
Measurement routine ends and the routine goes back to the Single Measurement procedure, so
that new values are obtained for each of the three parameters and a new Continuous
Measurement session can begin.

If it is pot time for auto-calibration, then the selected parameter (for example, the first
parameter for speed) is measured 508. It is multiplied by a calibration factor 510 and the
resulting glucose value is recorded in any suitable manner 512. At this point, the routine counts
the time. When the proper time interval has occurred 514, the routine goes back to the beginning
(step 504) and repeats the process.

The invention is described in detail with reference to a particular embodiment, but it
should be understood that various other modifications can be effected and still be within the
spirit and scope of the invention.

12
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We Claim:
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A non-invasive method of determining the glucose level of blood in a
patient comprising the steps of:

non-invasively measuring the speed of sound through the blood of the
patient;

non-invasively measuring the electrical conductivity of the blood of the
patient;

non-invasively measuring the heat capacity of the blood of the patient;
calculating the corresponding glucose level for each of the measurements
of the speed of sound, electrical conductivity of the blood and heat
capacity of the blood;

comparing the three calculated glucose levels; and

1. if all three calculated glucose levels are similar within a predefined
tolerance level, then calculating the final glucose level by determining a
weighted average of the three calculated glucose levels; or

2. if only two of the three calculated levels are similar within a
predefined tolerance level, then calculating the final glucose level by
determining a weighted average of only the two similar calculated glucose

levels.

A non-invasive method of determining the glucose level according to
Claim 1, further comprising the steps of:

repeating the measurement of one of the parameters of either speed,
conductivity or heat capacity according to any one of the steps a-c herein;
calculating the corresponding glucose level for the measurement of the
parameter in step g herein; and

periodically repeating steps a-f herein to confirm the accuracy of the
glucose calculation.

13
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A non-invasive method of determining the glucose level according to
Claim 1, wherein the speed of sound is determined by means of
measurements of an ultra sound signal transmitted through the body.

A non-invasive method of determining the glucose level according to
Claim 1, wherein the electrical conductivity of the blood is determined by
means of electromagnetic inductance.

A non-invasive method of determining the glucose level according to
Claim 1, wherein the heat capacity of the blood is determined by means of
changing the temperature of a measured volume.

A non-invasive method of determining the glucdse level of blood in a
patient comprising the steps of:

non-invasively measuring three distinct parameters of the body from
which glucose level can be calculated;

calculating the corresponding glucose level for each of the three
measurements;

comparing the three calculated glucose levels; and

1. if all three calculated glucose levels are similar within a predefined
tolerance level, then calculating the final glucose level by determining a
weighted average of the three calculated glucose levels; or

2. if only two -of the three calculated levels are similar within a
predefined tolerance level, then calculating the final glucose level by
determining a weighted average of only the two similar calculated glucose

levels.

14
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A non-invasive method of determining the glucose level according to
Claim 6, further comprising the steps of:

e. repeating the measurement of one of the parameters;
calculating the corresponding glucose level for the measurement of the

parameter in step ¢ herein; and
g. periodically repeating steps a -d herein to confirm the accuracy of the glucose
calculation.

10.

1.

A non-invasive method of determining glucose level according to Claim 6,
wherein the three distinct parameters of the body from which glucose level
can be calculated are selected from the group consisting of speed of sound
though the body, conductivity, heat capacity of the blood, acoustic
impedance, electrical/magnetic coefficient, thermal conductivity,
elasticity, blood density, specific gravity, polarization coefficient, optical
scattering, nuclear magnetic resonance , analyte, blood temperature, body
temperature, the effects of thermal waves, the infrared radiation naturally
emitted from the body, responses by the tissue to a stimulus, electrical
properties, electromotive force and electric current.

A non-invasive method of determining glucose leve!l according to Claim 1,
wherein the weight for each calculated glucose level is based on the
reliability of the measurement of the corresponding parameter.

A non-invasive method of determining glucose level according to Claim 6,
wherein the weight for each calculated glucose level is based on the

reliability of the measurement of the corresponding parameter.

A non-invasive method of determining glucose level according to Claim 2,
wherein steps a-f are repeated after a predetermined amount of time.
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12.

13.

14.

15.

16.
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A non-invasive method of determining glucose level according to Claim 2,
wherein steps a-f are repeated after a predetermined number of

measurements.

A non-invasive method of determining glucose level according to Claim 7,
wherein steps a-d are repeated after a predetermined amount of time.

A non-invasive method of determining glucose level according to Claim 7,
wherein steps a-d are repeated after a predetermined number of

measurements.

A non-invasive method of determining glucose level according to Claim 1,
wherein, if one of the calculated glucose levels is not within the
predefined tolerance level, then checking the remaining two calculated
glucose levels to confirm they are within a tighter tolerance range and then
calculating the final glucose level by determining the weighted average of
only the two similar calculated glucose levels.

A non-invasive method of determining glucose level according to Claim 6,
wherein, if one of the calculated glucose levels is not within the
predefined tolerance level, then checking the remaining two calculated
glucose levels to confirm they are within a tighter tolerance range and then
calculating the final glucose level by determining the weighted average of
only the two similar calculated glucose levels.
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17.

18.

19.
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A pon-invasive method of determining glucose level according to Claim 1,
consisting of the additional steps of: incrementing a counter each time one
of the calculated glucose levels is not with the tolerance level; and
recalibrating measurement procedure when the counter indicates a
predetermined number of times the calculated glucose level was not within

the tolerance level.

A non-invasive method of determining glucose level according to Claim 6,
consisting of the additional steps of: incrementing a counter each time one
of the calculated glucose levels is not with the tolerance level; and
recalibrating measurement procedure when the counter indicates a
predetermined number of times the calculated glucose level was not within

the tolerance level.

A non-invasive method of determining the glucose level of blood in a
patient comprising the steps of:

non-invasively measuring three distinct parameters of the body from
which glucose level can be calculated;

calculating the corresponding glucose level for ecach of the three
measurements;

calculating a glucose level by determining a weighted average of the three
calculated glucose levels

repeating the méasun:ment of one of the parameters;

calculating the corresponding glucose level for the measurement of the
parameter in step d berein; and

periodically repeating steps a -¢ herein to confirm the accuracy of the
glucose calculation.
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