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(57) ABSTRACT

Apparatus and methods for error modeling and correction in
ablood analyte sensor or system. In one exemplary embodi-
ment, the apparatus employs: (i) a training mode of opera-
tion, whereby the apparatus conducts “machine learning” to
model one or more errors (e.g., unmodeled variable system
errors) associated with the blood analyte measurement pro-
cess, and (ii) generation of an operational model (based at
least in part on data collected/received in the training mode),
which is applied to correct or compensate for the errors
during normal operation and collection of blood analyte
data. This enhances device signal stability and accuracy over
extended periods, thereby enabling among other things
extended periods of blood analyte sensor implantation, and
“personalization” of the sensor apparatus to each user
receiving an implant. In one variant, the blood analyte is
glucose, and the implanted sensor utilizes an oxygen-based
molecular measurement principle.
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ANALYTE SENSOR DATA EVALUATION
AND ERROR REDUCTION APPARATUS AND
METHODS

RELATED APPLICATIONS

This application is related to co-owned and co-pending
U.S. patent application Ser. No. 13/559,475 filed Jul. 26,
2012 entitled “Tissue Implantable Sensor With Hermetically
Sealed Housing,” Ser. No. 14/982,346 filed Dec. 29, 2015
and entitled “Implantable Sensor Apparatus and Methods”,
Ser. No. 15/170,571 filed Jun. 1, 2016 and entitled “Bio-
compatible Implantable Sensor Apparatus and Methods”,
Ser. No. 15/197,104 filed Jun. 29, 2016 and entitled “Bio-
adaptable Implantable Sensor Apparatus and Methods”, Ser.
No. 15/359,406 filed Nov. 22, 2016 and entitled “Hetero-
geneous Analyte Sensor Apparatus and Methods”, Ser. No.
15/368,436 filed Dec. 2, 2016 and entitled “Analyte Sensor
Receiver Apparatus and Methods”, and Ser. No. 15/472,091
filed Mar. 28, 2017 and entitled “Analyte Sensor User
Interface Apparatus and Methods,” each of the foregoing
incorporated herein by reference in its entirety.

COPYRIGHT

A portion of the disclosure of this patent document
contains material that is subject to copyright protection. The
copyright owner has no objection to the facsimile reproduc-
tion by anyone of the patent document or the patent disclo-
sure, as it appears in the Patent and Trademark Office patent
files or records, but otherwise reserves all copyright rights
whatsoever.

1. Technical Field

The disclosure relates generally to the field of data
analysis and processing, including for sensors, therapy
devices, implants and other devices (such as those which can
be used consistent with human beings or other living entities
for in vivo detection and measurement or delivery of various
solutes), and in one exemplary aspect to methods and
apparatus enabling the use of such sensors and/or electronic
devices for, e.g. monitoring of one or more physiological
parameters, including through use of error identification,
analysis, and/or correction routines or computer programs to
enhance the accuracy and reliability of such physiological
parameter measurements.

2. Description of Related Technology

Implantable electronics is a rapidly expanding discipline
within the medical arts. Owing in part to significant
advances in electronics and wireless technology integration,
miniaturization, performance, and material biocompatibility,
sensors or other types of electronics which once were
beyond the realm of reasonable use within a living subject
(i.e., in vivo) can now be surgically implanted within such
subjects with minimal effect on the recipient subject, and in
fact convey many inherent benefits.

One particular area of note relates to blood analyte
monitoring for subjects, such as for example glucose moni-
toring for those with so-called “type 1” or “type 2” diabetes.
As 1s well known, regulation of blood glucose is impaired in
people with diabetes by: (1) the inability of the pancreas to
adequately produce the glucose-regulating hormone insulin;
(2) the insensitivity of various tissues that use insulin to take
up glucose; or (3) a combination of both of these phenom-
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ena. Safe and effective correction of this dysregulation
requires blood glucose monitoring.

Currently, glucose monitoring in the diabetic population
is based largely on collecting blood by “fingersticking” and
determining its glucose concentration by conventional assay.
This procedure has several disadvantages, including: (1) the
discomfort associated with the procedure, which should be
performed repeatedly each day; (2) the near impossibility of
sufficiently frequent sampling (some blood glucose excur-
sions require sampling every 20 minutes, or more frequently,
to accurately treat); and (3) the requirement that the user
initiate blood collection, which precludes warning strategies
that rely on automatic early detection. Using the extant
fingersticking procedure, the frequent sampling regimen that
would be most medically beneficial cannot be realistically
expected of even the most committed patients, and auto-
matic sampling, which would be especially useful during
periods of sleep, is not available.

Implantable glucose sensors (e.g., continuous glucose
monitoring sensors) have long been considered as an alter-
native to intermittent monitoring of blood glucose levels by
the fingerstick method of sample collection. These devices
may be fully implanted, where all components of the system
reside within the body and there are no through-the-skin (i.e.
percutaneous) elements, or they may be partially implanted,
where certain components reside within the body but are
physically connected to additional components external to
the body via one or more percutaneous elements. Further,
such devices provide users a great deal of freedom from
potentially painful intermittent sampling methods such as
“fingersticking.” as well as having to remember and obtain
self-administered blood analyte readings.

The accuracy of blood analyte detection and measurement
is an important consideration for implanted analyte sensors,
especially in the context of current blood glucose monitoring
systems (such as e.g., fully implanted blood glucose sensor
systems), and even the future development of implantable
blood glucose monitoring systems (such as e.g., in support
of the development of an artificial pancreas). Hence, ensut-
ing accurate measurement for extended periods of time (and
minimizing the need for any other confirmatory or similar
analyses) is of great significance. In conventional sensors,
accuracy can be adversely affected by a myriad of factors
such as e.g., random noise, foreign body response (FBR),
other tissue responses, anoxia or hypoxia in the region of the
analyte sensor, blood analyte tissue dynamics, mechanical
jarring, and/or other variables.

Sensor error due to such factors can be expressed by the
mean absolute relative difference (MARD) between the
sensor output and a set of comparison measurements (i.e., a
reference measurement), or by the frequency of outliers in
the comparison. In one example, the relationship between a
measured blood analyte level and a reference blood analyte
level (taken at a corresponding point in time) can be
expressed by Equation (1) below:

Eqn. (1)

In Equation (1), “BA,,/” is a blood analyte level measured
using an external source, “BA_.;” is a blood analyte level
measured by a calibrated implanted sensor, “BA,,,,” is
systematic error due to unmodeled (and possibly user-
specific) system variables, and “e” is error due to random
noise.

Many known sensor systems include mechanisms and/or
programming for signal processing to reduce signal error
due to random noise. For example, random noise error is

primarily caused by random fluctuations in electrical signals

error €

BA,~BA,,~BA
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received and/or produced by the sensor components, which
can be modeled and/or approximated prior to implantation.
Thus, random noise can be reduced via application of one or
more standardized signal filters (such as e.g., finite impulse
response (FIR), infinite impulse response (IIF), Kalman,
Bayesian, and/or other signal processing filters) to the raw or
calculated signal data. Accordingly, conventional sensor
systems are often pre-programmed for application of ran-
dom noise signal filters which are implemented during
operation (i.e., analyte detection and reporting) of the
implanted sensor system. FIG. 1 shows a typical method 100
(generalized) for operation of a conventional implantable
analyte sensor. See e.g., U.S. patent application Ser. No.
13/742,694 entitled “Systems and Methods For Providing
Sensitive and Specific Alarms.”

However, “unmodeled” system variables (e.g., variables
which are user and/or context-dependent, and hence may
behave differently in each individual and/or context of
measurement) present a particularly difficult challenge in
determining and maintaining the accuracy of blood analyte
measurements in an implanted sensor system. For instance,
some analyte detection variables may be user-specific or
context-specific based on factors such as, inter alia, disease
presentation, anatomy, physiology, metabolism or metabolic
rate, medications, diet, activities, habits, climate or geo-
graphic region of residence, altitude, lifestyle of the user
and/or errors introduced via an imperfect calibration of the
sensor. As the foregoing unmodeled system variables pri-
marily affect analyte detection by implanted sensor systems
in vivo (and may be highly variable or dynamic in nature),
it is nearly impossible to pre-program or adapt a conven-
tional sensor system with standardized mechanisms to
account for such variables prior to implantation. While
algorithms exist that are utilized for predicting a future
blood glucose measurement, assuming the current measure-
ments to be accurate, in order to predict the likelihood of
hypoglycemia/hyperglycemia (see e.g., U.S. patent applica-
tion Ser. No. 14/659,500 entitled “Glycemic Urgency
Assessment and Alerts Interface,” and Ser. No. 14/720,668
entitled “Systems And Methods For Dynamically And Intel-
ligently Monitoring A Host’s Glycemic Condition After an
Alert is Triggered”), these approaches in no way seek to (or
actually) improve the accuracy of blood glucose measure-
ments in real-time.

The Assignee hereof has recently developed improved
methods and apparatus for implanting and measuring blood
glucose level; see, inter alia, U.S. patent application Ser.
Nos. 13/559,475, 14/982.346, 15/170,571, 15/197,104,
15/359,406, 15/368,436, and 15/472,091 previously incor-
porated herein. However, the Assignee has further recog-
nized that areas of potential improvement over the prior art
relate to, inter alia, providing an implanted analyte sensor
system configured for improved accuracy of blood analyte
level detection and reporting such as via e.g., in vivo
adaptation to and/or modeling of the aforementioned
unmodeled system variables.

For example, although conventional implantable sensor
systems provide logic or programming to reduce error due to
random noise, such blood analyte detection systems do not
allow for correction of error due to unmodeled variables of
the type previously described (i.e., user- and/or context-
specific variables), which is highly desirable in that disease
presentation, physiology, lifestyle, etc. may be different for
each user, and may also dynamically change as a function of
time or in response to a specific event occurring to or within
the user.
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Accordingly, there is a salient need for more “intelligent”
and user-specific adaptable methods and apparatus for in
vivo determination of error due to unmodeled system vari-
ables and improved accuracy of blood analyte level calcu-
lation, and improvement of sensor and blood analyte mea-
surement accuracy.

SUMMARY

The present disclosure satisfies the foregoing needs by
providing, inter alia, improved apparatus (including an
implanted sensor and associated logic) and methods, for
accurately providing information relating to sensed analyte
levels, including for example accounting or correcting for
signal error due to one or more unmodeled variables within
a living subject, for extended periods of time and without
requiring explant of the sensor.

In a first aspect, an apparatus for use with an implantable
blood analyte sensor apparatus is disclosed. In one embodi-
ment, the apparatus includes data processing apparatus con-
figured for data communication with an analyte sensor
apparatus; and a storage apparatus in data communication
with the processing apparatus. In one variant, the storage
apparatus comprises a computer program which, when
executed, causes the data processing apparatus to: (i) cause
operation of the blood analyte sensor apparatus in an initial
training mode; (ii) based at least in part on the operation of
the sensor apparatus in the initial training mode, cause
generation of an error correction operational model; and (iii)
subsequent to generation of the error correction operational
model, cause operation of the analyte sensor apparatus in a
detection mode, the detection mode comprising application
of the error correction operational model on blood analyte
signal data generated by the sensor apparatus so as to correct
or compensate for one or more error sources.

In varying implementations, the apparatus is disposed (i)
on the sensor apparatus and integrated therewith; (i) on a
receiver apparatus disposed external to a user within which
the sensor apparatus is implanted; or (iii) on the sensor
apparatus and the causation of generation of the error
correction operational model comprises transmission of data
collected via the sensor apparatus during the training mode
via a wireless interface of the sensor apparatus to an external
receiver, the external receiver configured to perform the
generation of the model; and the application of the generated
error correction model on the signal data comprises appli-
cation of model data received via the wireless interface from
the external receiver.

In one variant of the apparatus, the implanted analyte
sensor includes a glucose sensor (part of a so-called “con-
tinuous glucose monitor” or CGM), and the analyte signal
data are blood glucose concentration data. In one implemen-
tation, the glucose sensor is an oxygen-based glucose sensor.
In another implementation, the glucose sensor is a hydrogen
peroxide-based glucose sensor. In yet another implementa-
tion, the glucose sensor includes both a hydrogen peroxide-
based sensor and oxygen-based glucose sensor.

In another variant of the apparatus, the operation of the
apparatus in the initial training mode includes: (i) receipt of
time-stamped blood analyte reference data; and (ii) collec-
tion of time-stamped calculated blood analyte sensor data.
The initial training mode optionally further comprises col-
lection of time-stamped data derived from one or more
ancillary sensors.

In another implementation, the operation of the apparatus
in the initial training mode includes a determination that a
training data collection threshold has been met; and in
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response to the determination, termination of the training
mode operation. For example, the training data collection
threshold may comprise a pre-determined number of data
points, and/or a pre-determined duration of time.

In yet another variant of the apparatus, the generation of
the error correction operational model includes: (i) genera-
tion of blood analyte error data via calculation of a blood
analyte error value at each of a plurality of corresponding
time points from the time-stamped blood analyte reference
data and the time-stamped calculated blood analyte data; (ii)
application of one or more mathematical models on at least
the blood analyte error data and data related to one or more
other parameters; (iii) identification of at least one of the one
or more other parameters which has a high correlation to the
blood analyte error data; and (iv) utilization of the identified
at least one of the one or more other parameters, at least one
of the one or more mathematical models, and the blood
analyte error data to generate the error correction operational
model.

In one implementation, the data related to one or more
other parameters includes data related to: (i) one or more
times of day; (ii) data related to one or more blood analyte
sensor elements from which blood analyte data originated,
and/or (iii) data related to one or more ranges of blood
analyte concentration.

In yet another implementation, the data related to one or
more other parameters includes data contemporaneously
collected from one or more other sensors such as e.g., a
pressure sensor and/or a temperature sensor. In another
example, the one or more other sensors comprise at least a
different blood analyte sensor, such as for detection of
another blood analyte.

In yet another variant of the apparatus, the operation of
the apparatus in the detection mode further includes: (i)
collection of the current blood analyte signal data; (ii)
processing of the current blood analyte signal data via the
application of the error correction operational model; (iii)
generation of a corrected blood analyte level based at least
on the processed current blood analyte level; and (iv) output
of the corrected blood analyte level.

In yet another variant of the apparatus, the computer
program is further configured to, when executed, cause the
data processing apparatus to determine that one or more
subsequent training mode criteria are met. In one implemen-
tation, the determination includes a determination that cur-
rent error data are greater than a pre-determined error
threshold, and/or that a time elapsed after the initial training
mode is greater than a pre-determined time threshold.

In another aspect of the disclosure, a method of monitor-
ing a blood analyte level of a living being using a blood
analyte sensing apparatus is disclosed. In one embodiment,
the method includes: (i) operating the blood analyte sensing
apparatus in an initial training mode; (ii) based at least in
part on the operating in the initial training mode, generating
an error correction operational model; and (iii) subsequent to
generating the error correction operational model, operating
the blood analyte sensing apparatus in a detection mode, the
operating in the detection mode including applying the error
correction operational model on at least a portion of current
blood analyte signal data.

In one variant of the method, the operational model is
applied post hoc to previously collected blood analyte data
so as to correct it for one or more errors.

In another variant of the method, the training mode is
performed, and operational model are applied, periodically
while the sensing apparatus is implanted in vivo.
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In a further aspect of the disclosure, a method of re-
training an implanted sensor apparatus in vivo is disclosed.
In one embodiment, the method includes: (i) operating the
blood analyte sensing apparatus in an initial training mode;
(ii) based at least in part on the operating in the initial
training mode, generating an error correction operational
model; (iii) subsequent to generating the error correction
operational model, substituting the generated model for a
prior model within the sensor apparatus, and (iv) using the
generated and substituted model on at least a portion of
current blood analyte signal data. In one variant, the method
further includes post hoc processing of prior generated data
using the generated and substituted model, so as to correct
the prior data as compared to the prior model.

In yet another aspect of the disclosure, a method of
correcting a monitored blood analyte level of a living being,
using a blood analyte sensing system, is disclosed. In one
embodiment, the method includes: (i) receiving blood ana-
lyte reference data from an external source; (ii) collecting
calculated blood analyte sensor data from an at least partly
implanted blood analyte sensor apparatus, the blood analyte
reference data and the calculated blood analyte sensor data
comprising a set of training data; (iii) determining that a
training data threshold has been met; (iv) based on the
determining, generating blood analyte error data; (v) ana-
lyzing, via one or more mathematical models, at least the
blood analyte error data and the calculated blood analyte
sensor data to determine one or more parameters which are
correlated with the blood analyte error data; (vi) based on the
analyzing, generating an error correction operational model;
(vii) subsequent to generating the operational model, detect-
ing a current blood analyte level and applying the opera-
tional model on the current blood analyte level to produce a
corrected current blood analyte level; and (viii) outputting
the carrected current blood analyte level.

In one variant, the blood analyte reference data and
calculated blood analyte sensor data are each time-refer-
enced (e.g., time stamped), and the generating blood analyte
error data comprises calculating a blood analyte error value
at each of a plurality of corresponding time points from the
time-stamped blood analyte reference data and the time-
stamped calculated blood analyte data.

In another variant of the method, the method further
includes collecting time-stamped other sensor data from one
or more other sensor apparatus, the set of training data
further comprising the other sensor data. In the foregoing
variant, the analyzing includes analyzing, via the one or
more mathematical models, the other sensor data to deter-
mine the one or more parameters which are correlated with
the blood analyte error data.

In another aspect, a computer readable apparatus is dis-
closed. In one embodiment, the computer readable apparatus
comprises a storage medium (e.g., magnetic, solid state,
optical, or other storage medium) having at least one com-
puter program disposed thereon and readable by a comput-
erized apparatus. The at least one computer program
includes, in one varant, a plurality of instructions which,
when executed on the computerized apparatus, cause opera-
tion of one or more blood analyte sensor apparatus in a
training mode, prior to operating the one or more apparatus
in an analyte detection mode. Operation in the training mode
enables generation of one or more user-specific operational
models (via e.g., “machine learning”), which can be used to
at least partially correct for systemic or other errors during
analyte detection in the detection mode.

In another aspect, a method of operating an implanted
blood analyte sensor is disclosed. In one embodiment, the
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implanted blood analyte sensor is subject to one or more
sources of systematic error, and the method includes: obtain-
ing first blood analyte data using the sensor, the obtained
data subject to the one or more sources of error; obtaining
reference data not subject to the one or more sources of
error; evaluating the obtained blood analyte data and the
reference data using one or more machine learning algo-
rithms; generating an operational error correction model
based at least on the evaluating; and applying the generated
model to second blood analyte data to correct for at least one
of the one or more sources of error.

In one variant, the method does not require identification
or human understanding of one or more physical or physi-
ologic mechanisms causing the at least one of the one or
more sources of error.

In yet another aspect, a method of compensating for or
correcting errors caused at least in part by unknown or
poorly understood mechanisms or sources is disclosed.

In yet another aspect of the disclosure, a computerized
network apparatus is disclosed. In one embodiment, the
network apparatus includes a cloud-based server apparatus
configured to store, and optionally analyze, blood analyte
data for a population of users (e.g., persons with at least
partly implanted blood analyte sensors, and/or their care-
givers).

In still another aspect of the disclosure, a portable elec-
tronic apparatus is disclosed. In one embodiment, the por-
table electronic apparatus includes a portable receiver device
configured to train an implanted blood analyte sensor via,
inter alia, wireless data communication therewith.

Other features and advantages of the present disclosure
will immediately be recognized by persons of ordinary skill
in the art with reference to the attached drawings and
detailed description of exemplary embodiments as given
below.

BRIEF DESCRIPTION OF THE DRAWINGS

FIG. 1 is alogical flow diagram illustrating a typical prior
art method for operating an at least partly implantable blood
analyte monitoring system.

FIG. 2 is a front perspective view of one exemplary
embodiment of a fully implantable biocompatible sensor
apparatus useful with various aspects of the present disclo-
sure.

FIGS. 2A-2C are top, bottom, and side elevation views,
respectively, of the exemplary sensor apparatus of FIG. 2.

FIG. 3 is a functional block diagram illustrating one
embodiment of a system architecture for, inter alia, moni-
toring blood analyte levels within a user, useful with various
aspects of the present disclosure.

FIG. 3Ais a functional block diagram illustrating another
embodiment of a system architecture for, inter alia, moni-
toring blood analyte levels within a user, useful with various
aspects of the present disclosure.

FIG. 3B is a functional block diagram illustrating yet
another embodiment of a system architecture for, inter alia,
monitoring blood analyte levels within a user, according to
the present disclosure.

FIG. 4 is a logical block diagram illustrating an exemplary
implantable sensor apparatus and local receiver apparatus of
FIGS. 3-3B.

FIG. 4A is a logical block diagram block diagram illus-
trating an exemplary embodiment of the dedicated receiver
and processor apparatus of FIG. 3.
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FIG. 4B is a functional block diagram illustrating an
exemplary embodiment of local receiver apparatus of FIGS.
3A and 3B.

FIG. 5 is a logical flow diagram illustrating one exem-
plary embodiment of a generalized method of operating the
implantable sensor system for blood analyte measurement
according to the present disclosure.

FIG. 5A is a logical flow diagram illustrating one exem-
plary implementation of the “training mode” operation of
the implantable sensor system according to the method of
FIG. 5.

FIG. 5B is a logical flow diagram illustrating one exem-
plary implementation of the sensor analyte detection and
output according to the method of FIG. 5.

FIG. 5C is a logical flow diagram illustrating one exem-
plary implementation of the sensor data processing and
output during “training mode” operation according to the
method of FIG, 5B.

FIG. 5D is a logical flow diagram illustrating one exem-
plary implementation of operational model parameter selec-
tion methodology according to the method of FIG. 5.

FIG. 5E is a logical flow diagram illustrating one exem-
plary implementation of operational model generation for
the implantable sensor system according to the method of
FIG. 5.

FIG. 5F is a logical flow diagram illustrating one exem-
plary implementation of the sensor data processing and
output during “detection mode” operation according to the
method of FIG. 5B.

FIG. 5G is a logical flow diagram illustrating one exem-
plary implementation for determination of whether re-train-
ing criteria are met for the implantable sensor system
according to the method of FIG. 5.

FIG. 6 is a graphical representation of an exemplary
decision tree used in model generation according to one
embodiment of the present disclosure, wherein each end-
node predicts a specific error (or source).

FIG. 7 is a logical flow diagram illustrating one exem-
plary implementation of the generalized method of operating
the implantable sensor system for blood analyte measure-
ment according to FIG. 5, in the context of an implantable
oxygen-based blood glucose sensor having a plurality of
detector pairs.

FIG. 8 is a logical flow diagram illustrating another
exemplary embodiment of a population-based method of
operating the implantable sensor system for blood analyte
measurement according to the present disclosure.

All Figures © Copyright 2016-2017 GlySens Incorpo-
rated. All rights reserved.

DETAILED DESCRIPTION

Reference is now made to the drawings, wherein like
numerals refer to like parts throughout.
Overview One aspect of the present disclosure leverages
Assignee’s recognition that many of the above-described
disabilities of the prior art in providing accurate blood
analyte data are due to a lack of an ability to account or
correct for “unmodeled” variable errors in calculation and
output of blood analyte level. Further, the Assignee hereof
recognizes that error in a blood analyte sensor signal due to
such unmodeled variables is often user-specific and/or only
determinable in vivo (i.e., after implantation of the sensor).
Such disabilities of the prior art can be mitigated or even
completely eliminated via personalized and dynamic detec-
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tion of blood analyte level and compensation for associated
errors, including when the sensor is implanted within the
user.

Accordingly, the apparatus and methods of the present
disclosure, in one exemplary embodiment, employ (i) a
training mode of operation, whereby the apparatus (or
processing logic associated therewith, whether on-board or
off-board) conducts “machine learning” to model one or
more errors (e.g., unmodeled variable system errors) asso-
ciated with the blood analyte measurement process, and (ii)
generation of an operational model (based at least in part on
data collected/received in the training mode), which is
applied to correct or compensate for the errors during
normal operation and collection of blood analyte data.

The methods and apparatus of the present disclosure also,
in one embodiment, leverage the only recently-available
capability for long-term implantation of blood analyte sens-
ing devices (such as the oxygen-based blood glucose sensing
device manufactured by the Assignee hereof), to yet further
enhance device signal stability and accuracy over extended
periods of implantation, including through “personalization”
of the sensor apparatus via the aforementioned training
mode and subsequent operational model generation.

In one embodiment, the aforementioned implantable sen-
sor (e.g., an oxygen-based sensor for detection of blood
glucose level) is used in conjunction with either a local
receiver apparatus (e.g., a wearable local receiver apparatus)
in data communication with a parent platform (e.g., a user’s
mobile device), or a dedicated receiver and processor appa-
ratus. The sensor and/or the receiver apparatus are config-
ured for operation in a “training mode” after implantation of
the sensor. During operation in the “training mode”, the
sensor system collects in one implementation and calculates
time-stamped blood analyte level data (BA_,, data), and
receives external time-stamped blood analyte level reference
data (BA,,, data) such as e.g., blood analyte data obtained
from “fingersticking”, or other laboratory or in situ testing.
The system may additionally collect and utilize other non-
BA_,,data, such as e.g., data collected from each of the other
sensors, non-BA _ , data collected from the implanted sensor,
and/or data input by a user or medical professional.

After collection of a statistically relevant amount of data,
the blood analyte reference data and the calculated blood
analyte level data are utilized to calculate blood analyte error
data (BA,,,., data), and one or more parameters (e.g., time
of day, range of the target blood analyte concentration,
temperature, sensor element or origin, heart rate, motion,
pressure exerted on the implanted sensor, other blood ana-
lyte concentrations, other sensor detector signals or features
thereof, such as for example first or second derivatives of
sensor signals, or measures of sensor signal variability)
which have a high correlation to blood analyte error are
identified via application of one or more “machine learning
algorithms.” This information is used in one embodiment to
generate a user-specific operational model, which is subse-
quently used during normal operation of the sensor system
in an analyte detection and reporting mode to predict error
due to unmodeled system variables (i.e., user and/or context-
specific variables). Thus, the output blood analyte level
readings advantageously account and/or correct for the
predicted unmodeled variable error (and, in some examples,
random noise error), thereby providing significantly
improved accuracy in terms of, e.g., mean absolute relative
difference (MARD) between the sensor output and a com-
parison or calibrated measurement, or by the frequency of
outliers in such comparisons or calibrations, as compared to
conventional implantable blood analyte sensor systems.
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In another embodiment, the machine learning or training
is conducted without reference to external data or ancillary
sensor data; i.e., based only on the generated sensor data
itself, and analysis thereof.

Moreover, exemplary embodiments of the methods and
apparatus disclosed herein need not have any fundamental or
even basic knowledge of the mechanism(s) underlying the
unmodeled variables/errors; rather, the system can advanta-
geously identify, model and compensate for such errors
without having to understand how or why the errors occur
(such as in the case of a poorly understood or previously
unknown physiologic phenomenon occurring within the
target user).

Additionally, the foregoing sensor training mode can be
repeated (as necessary, on a prescribed schedule, or accord-
ing to yet other basis) to maintain sensor accuracy through-
out the implantation lifetime, even as disease presentation or
other physiological or lifestyle characteristics of the user
change over that same time.

Methods of use of the aforementioned blood analyte
detection system, as well as other aspects, are also disclosed
herein.

Detailed Description of Exemplary Embodiments

Exemplary embodiments of the present disclosure are
now described in detail. While these embodiments are
primarily discussed in the context of a fully implantable
glucose sensor, such as those exemplary embodiments
described herein, and/or those set forth in U.S. Patent
Application Publication No. 2013/0197332 filed Jul. 26,
2012 entitled “Tissue Implantable Sensor With Hermetically
Sealed Housing;” U.S. Pat. No. 7,894,870 to Lucisano et al.
issued Feb. 22, 2011 and entitled “Hermetic Implantable
Sensor;” U.S. Patent Application Publication No. 2011/
0137142 to Lucisano et al. published Jun. 9, 2011 and
entitled “Hermetic Implantable Sensor;” U.S. Pat. No.
8,763,245 to Lucisano et al. issued Jul. 1, 2014 and entitled
“Hermetic Feedthrough Assembly for Ceramic Body;” U.S.
Patent Application Publication No. 2014/0309510 to Luci-
sano et al. published Oct. 16, 2014 and entitled “Hermetic
Feedthrough Assembly for Ceramic Body;” U.S. Pat. No.
7,248.912 to Gough et al. issued Jul. 24, 2007 and entitled
“Tissue Implantable Sensors for Measurement of Blood
Solutes;” and U.S. Pat. No. 7,871,456 to Gough et al. issued
Jan. 18, 2011 and entitled “Membranes with Controlled
Permeability to Polar and Apolar Molecules in Solution and
Methods of Making Same;” and U.S. Patent Application
Publication No. 2013/0197332 to Lucisano et al. published
Aug. 1, 2013 and entitled “Tissue Implantable Sensor with
Hermetically Sealed Housing;” PCT Patent Application
Publication No. 2013/016573 to Lucisano et al. published
Jan. 31, 2013 and entitled “Tissue Implantable Sensor with
Hermetically Sealed Housing,” each of the foregoing incor-
porated herein by reference in its entirety, as well as those of
U.S. patent application Ser. Nos. 13/559,475, 14/982,346,
15/170,571, and 15/197,104, 15/359,406, 15/368,436, and
15/472,091 previously incorporated herein, it will be rec-
ognized by those of ordinary skill that the present disclosure
is not so limited. In fact, the various aspects of the disclosure
are useful with, inter alia, other types of implantable sensors
and/or electronic devices.

Further, while the following embodiments describe spe-
cific implementations of e.g., biocompatible oxygen-based
multi-sensor element devices for measurement of glucose,
having specific configurations, protocols, locations, and
orientations for implantation (e.g., proximate the waistline
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on a human abdomen with the sensor array disposed proxi-
mate to fascial tissue; see e.g., U.S. patent application Ser.
No. 14/982,346 filed Dec. 29, 2015 and entitled “Implant-
able Sensor Apparatus and Methods™ previously incorpo-
rated herein), those of ordinary skill in the related arts will
readily appreciate that such descriptions are purely illustra-
tive, and in fact the methods and apparatus described herein
can be used consistent with, and without limitation: (i) in
living beings other than humans; (ii) other types or configu-
rations of sensors (e.g., other types, enzymes, and/or theo-
ries of operation of glucose sensors, sensors other than
glucose sensors, such as e.g., sensors for other analytes such
as urea, lactate); (iii) other implantation locations and/or
techniques (including without limitation transcutaneous or
non-implanted devices as applicable); and/or (iv) devices
intended to deliver substances to the body (e.g. implanted
drug pumps); and/or other devices (e.g., non-sensors and
non-substance delivery devices).

As used herein, the term “analyte” refers without limita-
tion to a substance or chemical species that is of interest in
an analytical procedure. In general, the analyte itself may or
may not be directly measurable, in cases where it is not, a
measurement of the analyte (e.g., glucose) can be derived
through measurement of chemical constituents, components,
or reaction byproducts associated with the analyte (e.g.,
hydrogen peroxide, oxygen, free electrons, etc.).

As used herein, the terms “detector” and “sensor” refer
without limitation to a device having one or more elements
(e.g., detector element, sensor element, sensing elements,
etc.) that generate, or can be made to generate, a signal
indicative of a measured parameter, such as the concentra-
tion of an analyte (e.g., glucose) or its associated chemical
constituents and/or byproducts (e.g., hydrogen peroxide,
oxygen, free electrons, etc.). Such a device may be based on
electrochemical, electrical, optical, mechanical, thermal, or
other principles as generally known in the art. Such a device
may consist of one or more components, including for
example, one, two, three, or four electrodes, and may further
incorporate immobilized enzymes or other biological or
physical components, such as membranes, to provide or
enhance sensitivity or specificity for the analyte.

As used herein, the terms “orient,” “orientation,” and
“position” refer, without limitation, to any spatial disposi-
tion of a device and/or any of its components relative to
another object or being, and in no way connote an absolute
frame of reference.

As used herein, the terms “top,” “bottom,” “side,” “up,”
“down,” and the like merely connote, without limitation, a
relative position or geometry of one component to another,
and in no way connote an absolute frame of reference or any
required orientation. For example, a “top” portion of a
component may actually reside below a “bottom” portion
when the component is mounted to another device (e.g., host
sensor).

As used herein the term “parent platform™ refers without
limitation to any device, group of devices, and/or processes
with which a client or peer device (including for example the
various embodiments of local receiver described here) may
logically and/or physically communicate to transfer or
exchange data. Examples of parent platforms can include,
without limitation, smartphones, tablet computers, laptops,
smart watches, personal computers/desktops, servers (local
or remote), gateways, dedicated or proprietary analyte
receiver devices, medical diagnostic equipment, and even
other local receivers acting in a peer-to-peer or dualistic
(e.g., master/slave) modality.
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As used herein, the term “application” (or “app”) refers
generally and without limitation to a unit of executable
software that implements a certain functionality or theme.
The themes of applications vary broadly across any number
of disciplines and functions (such as on-demand content
management, e-commerce transactions, brokerage transac-
tions, home entertainment, calculator etc.), and one appli-
cation may have more than one theme. The unit of execut-
able software generally runs in a predetermined
environment; for example, the Java® environment.

As used herein, the term “computer program” or “soft-
ware” is meant to include any sequence or human or
machine cognizable steps which perform a function. Such
program may be rendered in virtually any programming
language or environment including, for example, C/C++,
Fortran, COBOL, PASCAL, assembly language, markup
languages (e.g., HTIML, SGML, XML, VoXML), and the
like, as well as object-oriented environments such as the
Common Object Request Broker Architecture (CORBA),
Java® (including J2ME, Java Beans, etc.) and the like.

As used herein, the terms “Internet” and “internet” are
used interchangeably to refer to inter-networks including,
without limitation, the Internet. Other common examples
include but are not limited to: a network of external servers,
“cloud” entities (such as memory or storage not local to a
device, storage generally accessible at any time via a net-
work connection, or cloud-based or distributed processing or
other services), service nodes, access points, controller
devices, client devices, etc.

As used herein, the term “memory” includes any type of
integrated circuit or other storage device adapted for storing
digital data including, without limitation, ROM, PROM,
EEPROM, DRAM, SDRAM, DDR/2 SDRAM, EDO/
FPMS, RLDRAM, SRAM, “flash” memory (e.g., NAND/
NOR), 3D memory, and PSRAM.

As used herein, the terms “microprocessor” and “proces-
sor” or “digital processor” are meant generally to include all
types of digital processing devices including, without limi-
tation, digital signal processors (DSPs), reduced instruction
set computers (RISC), general-purpose (CISC) processors,
microprocessors, gate arrays (e.g., FPGAs), PLDs, state
machines, reconfigurable computer fabrics (RCFs), array
processors, secure microprocessors, and application-specific
integrated circuits (ASICs). Such digital processors may be
contained on a single unitary integrated circuit (IC) die, or
distributed across multiple components.

As used herein, the term “network” refers generally to any
type of telecommunications or data network including,
without limitation, hybrid fiber coax (HFC) networks, sat-
ellite networks, telco networks, and data networks (includ-
ing MANs, WANs, LANs, WLANSs, internets, and intra-
nets), cellular networks, as well as so-called “mesh”
networks and “IoTs” (Internet(s) of Things). Such networks
or portions thereof may utilize any one or more different
topologies (e.g., ring, bus, star, loop, etc.), transmission
media (e.g., wired/RF cable, RF wireless, millimeter wave,
optical, etc.) and/or communications or networking proto-
cols.

As used herein, the term “interface” refers to any signal
or data interface with a component or network including,
without limitation, those of the FireWire (e.g., FW400,
FW800, etc.), USB (e.g., USB 2.0, 3.0. OTG), Ethernet
(e.g., 10/100, 10/100/1000 (Gigabit Ethernet), 10-Gig-E,
etc.), MoCA, LTE/LTE-A, Wi-Fi (802.11), WiMAX
(802.16), Z-wave, PAN (e.g., 802.15)/Zigbee, Bluetooth,
Bluetooth Low Energy (BLE) or power line carrier (PLC)
families.
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As used herein, the term “storage” refers to without
limitation computer hard drives, memory, RAID devices or
arrays, optical media (e.g., CD-ROMs, Laserdiscs, Blu-Ray,
etc.), solid state devices (SSDs), flash drives, cloud-hosted
storage, or network attached storage (NAS), or any other
devices or media capable of storing data or other informa-
tion.

As used herein, the term “Wi-Fi” refers to, without
limitation and as applicable, any of the variants of IEEE-Std.
802.11 or related standards including 802.11 a/b/g/n/s/v/ac
or 802.11-2012/2013, as well as Wi-Fi Direct (including
inter alia, the “Wi-Fi Peer-to-Peer (P2P) Specification”,
incorporated herein by reference in its entirety).

As used herein, the term “wireless” means any wireless
signal, data, communication, or other interface including
without limitation Wi-Fi, Bluetooth (including BLE or “Blu-
etooth Smart™), 3G (3GPP/3GPP2), HSDPA/HSUPA,
TDMA, CDMA (e.g., IS-95A, WCDMA, etc.), FHSS,
DSSS, GSM, PAN/802.15, WIMAX (802.16), 802.20, Zig-
bee®, Z-wave, narrowband/FDMA, OFDM, PCS/DCS,
LTE/LTE-A, analog cellular, CDPD, satellite systems, mil-
limeter wave or microwave systems, acoustic, and infrared
(i.e, IrDA).

Exemplary Implantable Sensor

Referring now to FIGS. 2-2C, one exemplary embodi-
ment of a sensor apparatus useful with various aspects of the
present disclosure is shown and described.

As shown in FIGS. 2-2C, the exemplary sensor apparatus
200 comprises a somewhat planar housing structure 202
with a sensing region 204 disposed on one side thereof (i.e.,
a top face 202a). As described in greater detail below with
respect to FIGS. 4-5, the exemplary substantially planar
shape of the housing 202 provides mechanical stability for
the sensor apparatus 200 after implantation, thereby helping
to preserve the orientation of the apparatus 200 and mitigate
any tissue response induced by movement of the apparatus
while implanted. Notwithstanding, the present disclosure
contemplates sensor apparatus of shapes and/or sizes other
than that of the exemplary apparatus 200.

The sensor apparatus of FIGS. 2-2C further includes a
plurality of individual sensor elements 206 with their active
surfaces disposed substantially within the sensing region
204 on the top face 202a of the apparatus housing. In the
exemplary embodiment (i.e., an oxygen-based glucose sen-
sor), the eight (8) sensing elements 206 are grouped into four
pairs, one element of each pair an active or “primary” sensor
with enzyme matrix, and the other a reference or “second-
ary” (oxygen) sensor. Exemplary implementations of the
sensing elements and their supporting circuitry and compo-
nents are described in, inter alia, U.S. Pat. No. 7,248,912,
previously incorporated herein. It will be appreciated, how-
ever, that the type and operation of the sensor apparatus may
vary; i.e., other types of sensor elements/sensor apparatus,
configurations, and signal processing techniques thereof
may be used consistent with the various aspects of the
present disclosure, including, for example, signal processing
techniques based on various combinations of signals from
individual elements in the otherwise spatially-defined sens-
ing elements pairs.

The illustrated embodiment of FIGS. 2-2C includes a
sensing region 204 which facilitates some degree of “inter-
lock” of the surrounding tissue (and any subsequent tissue
response generated by the host) so as to ensure direct and
sustained contact between the sensing region 204 and the
blood vessels of the surrounding tissue during the entire
term of implantation (as well as advantageously maintaining
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contact between the sensing region 204 and the same tissue;
i.e., without significant relative motion between the two).

The sensor apparatus 200 also includes in the exemplary
embodiment a wireless radio frequency transmitter (or trans-
ceiver, depending if signals are intended to be received by
the apparatus), not shown. As described in the aforemen-
tioned documents incorporated herein, the transmitter/trans-
ceiver may be configured to transmit modulated radio fre-
quency signals to an external receiver/transceiver, such as a
dedicated receiver device, or alternatively a properly
equipped consumer electronic device such as a smartphone
or tablet computer. Moreover, the sensor apparatus 200 may
be configured to transmit signals to (whether in conjunction
with the aforementioned external receivet, or in the alterna-
tive) an at least partly implanted or in vivo receiving device,
such as an implanted pump or other medication or substance
delivery system (e.g., an insulin pump or dispensing appa-
ratus), embedded “logging” device, or other. It is also
appreciated that other forms of wireless communication may
be used for such applications, including for example induc-
tive (electromagnetic induction) based systems, or even
those based on capacitance or electric fields, or even optical
(e.g., infrared) systems where a sufficiently clear path of
transmission and reception exists, such as two devices in
immediately adjacent disposition, or even ultrasonic systems
where the two devices are sufficiently close and connected
by sound-conductive media such as body tissues or fluids, or
a purposely implanted component.

The sensor apparatus of FIGS. 2-2C also includes a
plurality (three in this instance) of tabs or anchor apparatus
213 disposed substantially peripheral on the apparatus hous-
ing. These anchor apparatus provide the implanting surgeon
with the opportunity to anchor the apparatus to the anatomy
of the living subject, so as to frustrate translation and/or
rotation of the sensor apparatus 200 within the subject
immediately after implantation but before any tissue
response (e.g., FBR) of the subject has a chance to immo-
bilize (such as via interlock with the sensing region of the
apparatus. See e.g., U.S. patent application Ser. No. 14/982,
346 filed Dec. 29, 2015 and entitled “Implantable Sensor
Apparatus and Methods” previously incorporated herein, for
additional details and considerations regarding the afore-
mentioned anchor apparatus 213 (which may include, for
example features to receive sutures (dissolvable or other-
wise), tissue ingrowth structures, and/or the like).

Moreover, another exemplary embodiment of the sensor
apparatus 200 described herein may include either or both
of: (i) multiple detector elements with respective “stag-
gered” ranges/rates of detection operating in parallel, and/or
(ii) multiple detector elements with respective “staggered”
ranges/rates of detection that are selectively switched on/off
in response to, e.g., the analyte concentration reaching a
prescribed upper or lower threshold, as described in the
foregoing Patent application Ser. No. 15/170,571 previously
incorporated herein.

The present disclosure further contemplates that such
thresholds or bounds: (i) can be selected independent of one
another; and/or (ii) can be set dynamically while the appa-
ratus 300 is implanted. For example, in one scenario, opera-
tional detector elements are continuously or periodically
monitored to confirm accuracy, and/or detect any degrada-
tion of performance (e.g., due to equipment degradation,
progressive FBR affecting that detector element, etc.); when
such degradation is detected, affecting say a lower limit of
analyte concentration that can be detected, that particular
detector element can have its lower threshold adjusted
upward, such that handoff to another element capable of
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more accurately monitoring concentrations in that range.
Note that these thresholds or bounds are to be distinguished
from those associated with the user interface (UT) described
subsequently herein, the latter being independent of the data
source/capability/configuration associated with the sensor
detector elements.

Tt will be appreciated that the relatively smaller dimen-
sions of the sensor apparatus (as compared to many con-
ventional implant dimensions)—on the order of 40 mm in
length (dimension “a” on FIGS. 2A-2C) by 25 mm in width
(dimension “b” on FIGS. 2A-2C) by 10 mm in height
(dimension “c” on FIGS. 2A-2C)—may reduce the extent of
injury (e.g., reduced size of incision, reduced tissue distur-
bance/removal, etc.) and/or the surface area available for
blood/tissue and sensor material interaction, which may in
turn reduce intensity and duration of the host wound healing
response. It is also envisaged that as circuit integration is
increased, and component sizes (e.g., Lithium or other
batteries) decrease, and further improvements are made, the
sensor may increasingly be appreciably miniaturized,
thereby further leveraging this factor.

System Architecture—

As described elsewhere herein, exemplary embodiments
of the present disclosure utilize machine learning algorithms
to, inter alia, compensate for systemic errors, whether well
modeled, or unmodeled, affecting a blood analyte sensor
apparatus. Notably, such algorithms may be implemented in
computerized logic (software, firmware, or even hardware)
that is resident in any number of different locations within
the system, including: (i) within the implanted sensor appa-
ratus itself; (i1) “off-board” the sensor apparatus, such as in
an external receiver apparatus (examples of which are
described below); (ii1) off-board, in a connected “cloud”
entity; and/or combinations of the foregoing (e.g., in a
distributed computing architecture). Accordingly, the fol-
lowing embodiments are merely examples of such types of
architectures, and the various aspects of the present disclo-
sure are in no way limited thereto.

Referring now to FIG. 3, one embodiment of a system
architecture for, inter alia, monitoring blood analyte levels
within a user, useful with the machine learning-based meth-
ods and apparatus of present disclosure, is described in
detail. As depicted in FIG. 3, the system architecture com-
prises a sensor apparatus 200 (e.g., that of FIGS. 2-2C
discussed above, or yet other types of device) associated
with a user, a receiver and processor apparatus 450 and a
network entity 700. The sensor apparatus 200 in this
embodiment communicates with the receiver and processor
apparatus 450 via a wireless interface (described in detail
below) through the user’s tissue boundary 101. The receiver
and processor apparatus 450 may also, if desired, commu-
nicate with one or more network entities 800 via a LAN/
WLAN, MAN, or other topology, such as for “cloud” data
storage, analysis, convenience of access at other locations/
synchronization with other user platforms, etc.

As shown in FIG. 3A, another exemplary system archi-
tecture 310 comprises a sensor apparatus 200 (e.g., that of
FIG. 2 discussed above, or yet other types of device)
associated with a user, a local receiver 400, a parent platform
700, and a network entity 800. The sensor apparatus 200 in
this embodiment communicates with the local receiver 400
via a wireless interface (described in detail below) through
the user’s tissue boundary 101. The local receiver 400
communicates (e.g., wirelessly) with the one or more parent
platform(s) 600 via a PAN (e.g., Bluetooth or similar) RF
interface, as discussed in greater detail below. The parent
platform 700 may also, if desired, communicate with one or

20

25

40

45

55

60

65

16

more network entities 800 via a LAN/WLAN, MAN, or
other topology, such as for “cloud” data storage, analysis,
convenience of access at other locations/synchronization
with other user platforms, etc.

In exemplary system architecture shown in FIG. 3A, the
local receiver 400 is a lower profile and/or wearable local
receiver apparatus (e.g., small profile wristband, fob, tooth
or other implant, skin-adherent patch, ear “bud” or plug, a
ring worn in the finger, etc.) as compared to the receiver and
processor apparatus 450 shown in FIG. 3. The local receiver
apparatus 400 can include a user alert mechanism and/or
minimal user interface (UI) such as, e.g., a substantially flat
and flexible LED (e.g., graphene-based), AMOLED, or
OTFT (organic thin-film transistor) display device, haptic
mechanism (e.g., a vibration mechanism), auditory mecha-
nism (e.g., speakers), and/or other user-signaling capabilities
and mechanisms (e.g., indicator lights). Various exemplary
configurations for the local receiver 400 are shown and
described in U.S. patent application Ser. No. 15/368,436
filed Dec. 2, 2016 previously incorporated herein.

As indicated in FIG. 3A, the communications between the
sensor 200 and the local receiver 400 are generally continu-
ous and reliable in nature (similar to communication
between the sensor 200 and the receiver and processor
apparatus 450 of FIG. 3). In contrast, the communication
between the local receiver 400 and the parent platform(s)
can be either continuous or opportunistic (or any desired
combination thereof between the various components of
each) in nature. Such opportunistic communication can be a
significant advantage of the architecture 300 over the prior
art; i.e., the ability for the sensor 200 and a reduced
form-factor local receiver 400 to communicate regularly to
enable reliable and effectively constant monitoring and user
awareness of their blood analyte (e.g., glucose) level, with-
out being “tethered” to larger, bulkier, and perhaps activity-
limiting parent devices, including for extended periods of
time.

Specifically, in the illustrated architecture 310, the local
receiver 400 acts as a reduced- or limited-functionality
indicator and monitor for the user that reliably operates for
comparatively extended periods of time without external
input or calibration, thereby obviating the parent platform
during those periods. As described later herein, the reduced
form factor advantageously enables the user to further: (i)
engage in activities which they could not otherwise engage
in if “tethered” to the parent platform, and (ii) effortlessly
keep the local receiver with them at all times, and obtain
reliable blood analyte data and other useful information
(e.g., trend, rate of change (ROC), and other sensor-data
derived parameters), in a non-obtrusive (or even covert)
mannet.

In the example of system architecture 310, when com-
munication between the parent platform 600 and the local
receiver does occur, the exemplary architecture 310 enables
two-way data transfer, including: (i) transfer of stored data
extracted from the sensor wireless transmissions to the local
receiver, to the parent platform for archiving, analysis,
transfer to a network entity, etc.; (ii) transfer of sensor-
specific identification data and/or local receiver-specific data
between the local receiver and the parent platform; (iii)
transfer of external calibration data (e.g., derived from an
independent test method such as a fingerstick or blood
glucose monitor and input either automatically or manually
to the parent platform) from the parent to the local receiver;
and (iv) transfer of local receiver configuration or other data
(e.g., software/firmware updates, user-prescribed receiver
settings for alarms, warning/buffer values, indication for-
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mats or parameters, historical blood analyte levels for the
user, results of analysis by the parent 700 or network entity
800 of such data, diagnoses, security or data scrambling/
encryption codes or keys, etc.) from the parent 600 to the
local receiver 400.

FIG. 3B shows yet another embodiment of a system
architecture 320 for, inter alia, monitoring blood analyte
levels within a user, useful with the present disclosure. As
shown in FIG. 3B, the architecture 320 comprises a sensor
apparatus 200 associated with a user, a local receiver 400,
and calibration sensor platform 900. As with the embodi-
ment of FIG. 3A, the sensor apparatus 200 in this embodi-
ment communicates with the local receiver 400 via a wire-
less interface through the user’s tissue boundary 101. The
local receiver 400 communicates (e.g., wirelessly) with one
or more calibration sensor platform(s) or CSPs 900 via a
PAN (e.g., Bluetooth or similar) RF interface, as discussed
in greater detail below, or via IR (e.g., IrDA-compliant),
optical or other short-range communication modality. As
described in greater detail below, the CSP 900 in the
illustrated embodiment comprises a calibration data source
for the local receiver 400, which may stand in the place of
the more fully-functioned parent platform 700 for at least
provision of calibration data.

As indicated in FIG. 3B, the communications between the
sensor 200 and the local receiver 400 are again generally
continuous or regular in nature while the communication
between the local receiver 400 and the CSP 900 is purposely
opportunistic in nature.

When the opportunistic communication between the CSP
900 and the local receiver does occur, the exemplary archi-
tecture 310 enables at least one-way data transfer, including
transfer of external calibration data (e.g., derived from an
independent test method such as the “fingerstick™ or other
form of blood analyte sensor 902 of the CSP 900 from the
CSP to the local receiver 400. In an exemplary implemen-
tation, the CSP 900 comprises a “smart” fingerstick appa-
ratus, including at least (i) sufficient onboard processing
capability to generate calibration data useful with the local
receiver 400 based on signals or data output from the blood
sensor 902, and (ii) a data interface to enable transmission
of the data to the local receiver 400. In one configuration, the
sensor 902 includes a needle or lancet apparatus 904 which
draws a sample of the user’s blood for the sensor 902 to
analyze. Electronic glucose “fingerstick™ apparatus (includ-
ing those with replaceable single-use lancets) and re-usable
electronic components are well known in the relevant arts,
and accordingly not described further herein. See e.g., U.S.
Pat. No. 8,357,107 to Draudt, et al. issued Jan. 22, 2013 and
incorporated herein by reference in its entirety, for one
example of such technology. The sensor 902 analyzes the
extracted blood obtained via the lancet 904 and (via the
onboard processing) produces data indicative of a blood
glucose level (or at least generates data from which such
level may be derived), such data being provided to the
communications interface 906 for transfer to the local
receiver 400. The transmitted data are then utilized within
the local receiver 400 for calibration of the data generated by
the implanted sensor 200.

In one variant, the interface 906 comprises a Bluetooth-
compliant interface, such that a corresponding Bluetooth
interface of the local receiver can “pair” with the CSP 900
to effect transfer of the calibration data wirelessly. Hence,
the user with implanted sensor 200 can simply use a fin-
gerstick-based or other type of external calibration data
source to periodically (e.g., once weekly) confirm the accu-
racy and/or update the calibration of the implanted sensor

20

25

40

45

60

65

18

200 via opportunistic communication between the local
receiver 400 (e.g., small profile wristband, fob, etc.) and
CSP 900 when convenient for the user. Advantageously,
many persons with diabetes possess such electronic finger-
stick-based devices, and wireless communication capability
is readily added thereto by the manufacturer at little addi-
tional cost.

In another variant, the communications interface com-
prises an IR or optical “LOS” interface such as one com-
pliant with IrDA technology, such that the user need merely
establish a line-of-sight path between the emitter of the CSP
900 and the receptor of the local receiver 400, akin to a
television remote control. As yet another alternative, a
near-field communication (NFC) antenna may be utilized to
transfer data wirelessly between the apparatus 400, 900
when placed in close range (i.e., “swiped”). Yet other
communication modalities will be recognized by those of
ordinary skill given the present disclosure. Additional func-
tionalities of the local receiver 400 and parent platform 700
are described in U.S. patent application Ser. No. 15/368,436
filed Dec. 2, 2016 and previously incorporated herein.

It will be appreciated that the architectures shown in
FIGS. 3-3B are in no way exclusive of one another, and in
fact may be used together (such as at different times and/or
via different use cases). For example, CSP 900 can be used
in combination with receiver and processor apparatus 450
for opportunistic communication of calibration data. Myriad
other permutations of use cases involving one or more of the
various components 200, 400, 450, 700, 800, 900 are
envisaged by the present disclosure. Various system archi-
tecture and communication pathways of system components
are shown and described in U.S. patent application Ser. No.
15/368,436 filed Dec. 2, 2016 and previously incorporated
herein.

FIG. 4 is a functional block diagram illustrating an
exemplary implantable sensor apparatus 200 and local
receiver and processor apparatus 450 or local receiver
apparatus 400 according to one embodiment of the present
disclosure. As shown, the sensor apparatus 200 includes a
processor 210 (e.g., digital RISC, CISC, and/or DSP device),
and/or a microcontroller (not shown), memory 216, soft-
ware/firmware 218 operative to execute on the processor
210 and stored in e.g., a program memory portion of the
processor 210 (not shown), or the memory 216, a mass
storage device 220 (e.g., NAND or NOR flash, SSD, etc. to
store collected raw or preprocessed data or other data of
interest), one or more analyte detectors 226, a wireless
interface 228 (e.g., narrowband, PAN such as Bluetooth, or
other, described below), a power supply 230 (e.g., a primary
Lithium or rechargeable NiMH or Lithium ion battery).

Also depicted in FIG. 4, the sensor apparatus 200 can
optionally include one or more additional internal sensors
232. The internal sensor(s) 232 may be any of a temperature
sensor, an accelerometer, a pressure sersor, a pulse meter, a
conductivity meter, pH (i.e., hydronium ion concentration),
electric field sensor, and/or other (non-target) analyte-detec-
tion sensors (e.g., other blood analytes). In an alternate
embodiment, the one or more internal sensors can be located
in a separate implantable apparatus positioned proximate to
the sensor 200 during implantation.

As can be appreciated by those of ordinary skill given the
present disclosure, any number of different hardware/soft-
ware/firmware architectures and component arrangements
can be utilized for the sensor apparatus 200 of FIG. 4, the
foregoing being merely illustrative. For instance, a less-
capable (processing, sensing, and/or data storage-wise) or
“thinner” configuration may be used (e.g., excluding the one
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or more additional internal sensors), or additional function-
ality not shown added (e.g., including additional types of
other sensors and/or components).

Receiver Apparatus—

Referring now to FIGS. 4A-4B, various embodiments of
the receiver apparatus 400 and 450 shown in FIGS. 3-3C
herein are described in detail.

FIG. 4A depicts a functional block diagram of one
embodiment of the receiver and processor apparatus 450
(i.e., a dedicated receiver apparatus), in wireless communi-
cation with the analyte sensor 200 of FIG. 3C via the
interposed tissue (boundary) 101. As noted previously, the
present disclosure contemplates use of partially-implanted
(e.g., transcutaneous or percutaneous) or even non-im-
planted analyte sensor devices, as well as the fully-im-
planted device (e.g., sensor apparatus 200 of FIGS. 2-2C).

As shown in FIG. 4A, the dedicated receiver apparatus
450 includes a processor 404 (e.g., digital RISC, CISC,
and/or DSP device), and/or a microcontroller (not shown),
memory 406, software/firmware 408 operative to execute on
the processor 404 and stored in e.g., a program memory
portion of the processor 404 (not shown), or the memory
406, a mass storage device 420 (e.g., NAND or NOR flash,
SSD, ete. to store received raw or preprocessed data, post-
processed data, or other data of interest), a wireless interface
416 (e.g., narrowband or other, described below) for com-
munication with the sensor apparatus 200, a communica-
tions (e.g., wireless) interface 414 for communication with
the network entity 800 (if desired), a power supply 430 (e.g.,
NiMH or Lithium ion battery, or other as described below),
and a graphical display device 440. The dedicated receiver
apparatus 450 can optionally include one or more output
device(s) 410 (i.e., other types of user outputs in addition to
the graphical display device 440) for communication of the
desired data (e.g., glucose level, rate, trend, battery “low”
alerts, etc.) in addition to the display 440. As described in
greater detail subsequently herein the output device(s) may
include for example visual, audible, and/or tactile (e.g.,
haptic) modalities or mechanisms, which can be used alone
or in concert depending on user context, desired function-
ality, and receiver and processor apparatus configuration.

Additionally, the apparatus 450 can optionally include
one or more additional external sensors 432. The one or
more external sensors 432 may be any of a temperature
sensor, an accelerometer, a pulse meter, a blood pressure
sensor, and/or other types of sensors. In one example, the
external sensors 432 of the receiver 450 can be used in place
of the one or more internal sensors 232 of the sensor
apparatus 200. In another example, the external sensors 432
can be used cooperatively with the internal sensors 232 to,
inter alia, generate a duplicate set of data and/or a compli-
mentary set of data collected from the internal sensors of the
implanted sensor device.

In one specific implementation, the external sensors 432
can be calibrated to the internal sensors 232 (such as e.g.,
during “training mode” operation of the sensor system), In
such an implementation, subsequent “other sensor” data
(i.e., data collected from sensors other than the target blood
analyte sensor) can be collected from the external sensors
432 during operation of the sensor system in the “detection
mode”. Further, the internal sensors can be substantially
turned “off”, thereby e.g., decreasing power usage and/or
processing requirements of the implanted sensor.

FIG. 4B is a functional block diagram showing one
embodiment of the local receiver apparatus 400, in wireless
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communication with the parent platform 700 and the analyte
sensor 200 (discussed supra) of FIG. 4 via the interposed
tissue (boundary) 101.

Similar to the receiver and processor apparatus 450, the
local receiver apparatus 400 includes a processor 404 (e.g.,
digital RISC, CISC, and/or DSP device), and/or a micro-
controller (not shown), memory 406, software/firmware 408
operative to execute on the processor 404 and stored in e.g,,
a program memory portion of the processor 404 (not
shown), or the memory 406, a mass storage device 420 (e.g,,
NAND or NOR flash, SSD, etc. to store received raw or
preprocessed data, post-processed data, or other data of
interest), a wireless interface 416 (e.g., narrowband or other,
described below) for communication with the sensor appa-
ratus 200, a communications (e.g., wireless) interface 414
for communication with the parent platform 700 and/or the
network entity 800 (if desired), and a power supply 430
(e.g., NiMH or Lithium ion battery, or other as described
below). The apparatus 400 also includes one or more output
device(s) 410 (such as e.g., visual, audible, and/or haptic
modalities or alert mechanisms) for communication of the
desired data (e.g.. glucose level, rate, trend, battery “low”
alerts, etc.). Additionally, the apparatus 400 can optionally
include one or more external sensors 432, such as those
described above with reference to FIG. 4. In an alternate
embodiment, the one or more other sensors can be located
in a separate implantable apparatus positioned proximate to
the sensor 200 during implantation.

Notably, in the embodiment shown in FIG. 4B, the local
receiver 400 lacks a full graphical display device (such as
the graphical display device 440 shown in FIG. 4A). Exclu-
sion of the foregoing graphical display allows for overall
reduced dimensions of the local receiver apparatus 400
making it suitably sized for wear or implantation (such as the
exemplary wearable and implantable local receivers dis-
cussed supra and described in U.S. patent application Ser.
No. 15/368,436 filed Dec. 2, 2016 and previously incorpo-
rated herein). Rather, the data from the local receiver appa-
ratus 400 is displayed at a full graphical display device 640
associated with the parent platform 700. In some embodi-
ments, the local receiver 400 includes a reduced or limited
graphical display (i.e., small graphical display) as one of the
output device(s) 410. For example, a wrist wearable local
receiver can include a small LCD, or even a capacitive touch
screen for sending alerts and/or other information to the user
as well as receiving input from the user.

Additional configurations and functionality of the various
receiver apparatus are described in U.S. patent application
Ser. No. 15/368,436 filed Dec. 2, 2016 and previously
incorporated herein.

Operational Methods—

Referring now to FIGS. 5-6, exemplary embodiments of
the methods of operating the analyte sensing system (e.g., a
system including either or both of the local receiver appa-
ratus 400 and the receiver and processor apparatus 450) are
described in detail.

FIG. 5 is a logical flow diagram depicting an exemplary
embodiment of a generalized method 500 for operation of
the sensor system according to the present disclosure. As
shown in FIG. 5, the method 500 includes first enabling and
implanting the sensor 200 (or others) per step 502. In the
case of the implantable sensor of FIG. 2, the sensor is
enabled, implanted in the host (such as via the procedures
described in U.S. patent application Ser. No. 14/982,346
filed Dec. 29, 2015 previously incorporated herein), and
tested as part of step 502.



US 10,638,979 B2

21

Next, the receiver apparatus 400, 450 (e.g., any of those
of FIGS. 4-4A herein) is enabled, and maintained within
communications range of the sensor apparatus, per step 504.
In one variant, the exemplary embodiment of the sensor
apparatus 200 uses a 433 MHz narrowband RF transmitter
(such frequency having good signal transmission character-
istics through human tissue), and hence has a communica-
tions range, dependent on transmission power, of at least
several feet. Hence, in one implementation of the method
step 504, the host/user merely needs to keep the receiver
400, 450 within arm’s reach, or somewhere on their body
personally. As discussed infra, however, certain embodi-
ments of the disclosure may implement the “machine learn-
ing” aspects indigenously on the implanted sensor apparatus
200 itself, thereby effectively obviating the need for com-
munication with the external receiver 400, 450, at least for
functions relating to systemic or other error modeling and
correction.

Subsequent to enablement and implantation of the sensor
(and enablement of the receiver), the sensor system is
operated in an initial “training mode™ (step 506, and
described below in greater detail with respect to FIGS.
5A-5C), wherein the detector elements of the sensor 200 are
operational and producing signals, yet the data are not output
to the user or other entity, but rather used for “off line”
analysis and error model generation.

Data collected and/or received during the training mode
operation are then used to generate and store an operational
model (such as e.g., a user-specific operational model) (step
508, and described below in greater detail with respect to
FIGS. 5D-5E).

Next, at step 510, after the model is generated, the sensor
system is operated in a detection mode (i.e., a mode whereby
data collected from the user is corrected as needed, and
output for use by the user or other entity such as a caregiver),
based on the operational model.

In some embodiments, operation of the sensor system
utilizing the initial operational model is continued until
explant of the sensor. Optionally, per step 512, the system
can determine that one or more criteria for operation of the
system in a subsequent training mode (i.e., “re-training”) are
met (described in greater detail below), and/or the system
can receive a selection from a user or a medical professional/
caregiver for re-training. If such a determination or selection
is made, the sensor system returns to step 506 for a repeated
operation in the training mode.

It is also appreciated that while the generalized method-
ology set forth above with respect to FIG. 5 utilizes implant
of the sensor 200 as a precondition for training of the
machine learning algorithms (so as to ostensibly provide the
best training environment for that particular sensor/user
combination), this may not always be a requirement. For
example, the present disclosure contemplates conditions
where the sensor 200 may be “pre-trained” prior to implan-
tation, such as based on data previously acquired for that
same individual (e.g., as part of a prior training session
and/or prior sensor implantation), or even data derived from
one or more similarly situvated individuals (e.g., family
member, similar physiologic characteristics, similar disease
expression, etc.). In such cases, the sensor 200 to be
implanted in the individual may for instance be pre-pro-
grammed with data representative of a prior operational
model using wireless or other data communication with the
sensor 200 (such as via its 433 MHz or Bluetooth wireless
interface described supra) prior to implantation, such that the
model (data) is stored and accessible immediately upon
activation of the sensor 200 in vivo.
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Tt is further appreciated that the training of the sensor,
and/or application of the derived model (per step 508 of FIG.
5) may be delayed or “phased in” over time. For instance, in
one contemplated scenario, the machine learning logic may
be programmed to collect data and generate several opera-
tional models, including further analysis of the models with
respect to one another (and/or other criteria or models, such
as those based on purely theoretical or certain a priori
assumptions). In one such implementation, two or more
successive models are generated via sensor data collected
after implantation, and evaluated against one another for
factors such as inter-model consistency, and/or rates of
change of various attributes of the model (i.e., loosely
correlated to an operational “shelf life” of the model(s)).

Similarly, different paradigms for generation of the mod-
els can be tested against one another, such as where for
example a first model accounting for N factors or systemic
error sources is compared against a second model account-
ing for N-x factors or sources, the latter ostensibly requiring
less processing overhead and/or other resources. In effect,
there may be diminishing returns to increasingly sophisti-
cated modeling approaches, at the cost of additional required
sensor inputs, processing, power consumption within the
sensor 200, etc., especially when the incremental improve-
ment afforded by the model is within a prescribed allowable
error band or tolerance of the system (e.g., when the more
complex model generates an improvement in measured
blood glucose level accuracy of 0.1 mg/dl, but the system
display, data storage, or other requisite accuracy is only 1
mg/dl).

Yet further, the present disclosure contemplates use of two
or more models collectively, whether in parallel or in
sequence (or based on context or events, such as may be
detected by one or more ancillary sensors of the type
described supra; e.g., pressure, temperature, acceleration,
conductivity, pH, oxygen level, blood flow, electrical imped-
ance, and others). For example, in one such scenario, the
corrections or other output generated through application of
a given model to operational data may be averaged or
otherwise mathematically or statistically combined, or
weighted, with similar outputs or corrections generated from
other heterogeneous models, so as to avoid any particular
model skewing the correction unduly. Likewise, certain
models may be best suited or perform best when in a
prescribed context or operational setting, and hence the
weighting of that model (or even use or non-use of the model
in its entirety) may be algorithmically adjusted based on e.g,,
sensor data input(s). As a simple illustration, consider a user
with implanted sensor 200 who is ambulatory (as deter-
mined by e.g., accelerometer data resident on the sensor 200
or external receiver 400, 450, and/or yet other sensors such
as body temperature). Certain systemic error sources may be
more applicable or present themselves to a greater degree in
an ambulatory vs. non-ambulatory state, and hence models
adapted to such error sources would ostensibly perform
better in the ambulatory state as compared to others not so
adapted. Hence, upon detection of ambulation, the comput-
erized logic may select (or at least more heavily weight)
such ambulation-specific models for application to the gen-
erated operational sensor data.

Training Mode Operation

Turning now to FIG. 5A, a logical flow diagram of an
exemplary embodiment of a method 514 for operation of the
sensor system in the training mode (step 506 of FIG. 5) is
shown and described.

First, at step 516, a command is received to operate the
sensor system in the training mode. In one example, after
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enablement and implantation of the sensor, the user, a
medical professional or caregiver enters a selection for
operating the sensor system in the training mode via a
graphical user interface (GUI) displayed on a display device
associated with one or both of the receiver 400, 450 and/or
the parent platform 600, such as touch-screen icon selection
corresponding to a “calibration” or “learning” function or
the like, which causes generation and transmission of a
wireless data command to the sensor 200. In an alternate
example, the sensor system can be automatically configured
to operate in the training mode after implantation e.g., by
performing an automatic “boot-up” procedure, such as based
on pre-stored firmware in e.g., ROM. In other words, once
the sensor is enabled and implanted, and paired (wirelessly)
with the receiver 400, 450, the sensor system can automati-
cally enter training mode operation.

In yet another alternate example, the sensor system can be
pre-programmed to automatically operate in the training
mode after implantation each time that it receives (either
based on a user input into the receiver 400, 450 or via direct
transmission from a reference meter associated with the user
and the sensor system) a new reference analyte value.

In any of the above examples, the command to initiate
training mode operation (via e.g., a received wireless com-
mand or automatic initiation) can be optionally delayed. In
some cases, initiation of the training mode can be set to
occur after expiration of a delay period (e.g., a day, a week,
a month, etc.). Such a delay period can, depending on the
desired functionality, be selected by the user or medical
professional, or alternatively the delay period can be pre-
programmed. Provision of the delay period can allow the
tissue surrounding the implanted to heal and/or adjust to the
presence of the sensor prior to collecting “training” data
from the implanted sensor (thereby making the physiologic
and chemical environment surrounding the implanted sensor
200 ostensibly more stable, including blood vessel perfusion
in the immediate locality). Note that this delay is to be
contrasted with that described previously; i.e., the latter
referencing application of the model(s) to operational data.

After the training mode is initialized, a notification is
generated and transmitted to the GUI requesting input of
external blood analyte reference data (BA,,) per step 518.
For example, during training mode operation, the sensor
system can periodically transmit notifications to a user to
enter a manual blood analyte reading such as e.g., a blood
glucose level determined via the aforementioned “finger-
sticking” method and/or laboratory-type analyzers (e.g., YSI
analyzers). For example, notifications may be sent to the
user hourly, every two hours, every three hours, daily,
weekly, or according to other desired notification schedules.

In response to receipt of the notification, the user obtains
and inputs BA, - data (such as e.g., entering data via the
GUI) which is received by the sensor system per step 520.
The BA, . data either include a time-stamp generated by an
external digital blood analyte measurement device or are
time-stamped when received by the sensor system. It is
noted in passing that in some cases the internal time domains
maintained by physically separate devices are not perfectly
aligned, and hence a time stamp applied to data transmitted
from a device before transmission (e.g., based on collection
of the data at actual time t) is different than or misaligned
with a time stamp applied by another device to data collected
at that same (actual) time t. Hence, the two time stamps
indicate different values, even though both actually collected
at time t. Accordingly, the present disclosure contemplates
using a single, unified time domain (e.g., that of the sensor
apparatus 200, or the receiver 400, or even the parent
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platform 600), for consistency, such as where all data is
time-stamped with values associated with the unified
domain. Tt will be appreciated that the time-stamping in such
implementations, while conducted based on the unified
domain, need not be performed by the device maintaining
the unified domain (clock). For example, in one variant, the
parent platform 600 periodically transmits clock signals
indicative of time in its unified domain (referenced to a
known standard or event) to the receiver apparatus 400
and/or sensor apparatus 200, the receiving devices using this
data to periodically align their own clock domains as
needed. Other schemes for maintaining unified time-stamp
data between the various data sets and devices will be
appreciated by those of ordinary skill given the present
disclosure.

In an alternative example, a user can manually enter a
time at which the BA,,, data were collected. In another
alternative example, the BA,gfdata can be digitally uploaded
to the sensor system without requiring a user to manually
input the BA,  reading.

It is also appreciated that user notification and/or input
may be obviated in favor of direct communication between
the sensor system and the source of BA,_, such as where the
sensor system generates and transmits a datagram to an API
(application programming interface) of the reference data
source, requesting the reference data. Upon receiving the
datagram, the reference data source generates and transmits
a responsive datagram containing the requested reference
data and any other appropriate data such as temporal refer-
ence, source ID, CRC or other error correction data, etc. The
user may also be given confirmatory capability via the GUI
if desired (e.g., notification to the user via GUI display that
the source has sent a BA, . value to the sensor 200, and
requesting assent by the user via the GUI or other input
device of the receiver 400, 450 to enter and utilize the
value). Alternatively, the reference data source may initiate
the data transmission activity, when e.g., new reference data
have been generated and are available for transmission to the
sensor system.

Contemporaneous with the receipt of BA . data, the
sensor system collects and calculates a measured blood
analyte level reading (BA_,;) per step 520.

Methods for collection and calculation of blood analyte
level during training mode operation of the sensor system
are discussed with reference to FIGS. 5B and 5C. Specifi-
cally, an exemplary embodiment of a method 522 of oper-
ating the implanted sensor 200 with the local receiver
apparatus 400 and the parent platform 600 and/or the
receiver and processor apparatus 450 for collection and
calculation of training mode BA_, data, as well as an
exemplary method 529 of data processing and output during
training mode operation are described in detail infra.

Specifically, as shown in FIG. 5B, the enabled sensor 200
communicates data wirelessly to the receiver apparatus 400,
450, such as on a periodic, event-driven, continuous, or
other basis per step 523 of the method 522. Note that the
transmission and reception frequencies or schedule need not
necessarily coincide completely. For instance, the transmit-
ter of the sensor apparatus 200 may transmit according to a
prescribed periodicity or frequency, while the receiver 400,
450 may utilize a less frequent sampling of the transmis-
sions, or the transmissions may be buffered or queued for
opportunistic transmission (and/or processing by the
receiver 400, 450). Similarly, a polling or similar approach
may be used, such as where the receiver 400, 450 polls the
sensor 200 when it is ready to receive the data, which may
be periodic or aperiodic in nature.
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Per step 525, the received sensor data are processed to
calculate blood analyte level, and any related parameters or
data derived therefrom. Such processing may occur when
the data are received, or collectively in one or more aggre-
gations or batches of data (e.g., sensor data collected or
received over a prescribed time period, number of iterations,
representative of a prescribed duration of in vivo operation,
or other).

Optionally, per step 527, the calculated blood analyte
level (e.g., glucose concentration in e.g., mg/dl, or mmol/L)
is output to the user in a cognizable form, such as visually,
via haptic apparatus, audibly, and/or yet other means, as
described elsewhere herein. Similarly, other information
(such as, e.g., trend of the blood glucose level, ROC, and/or
alert notifications discussed in detail infra) may be output
from the receiver 400, 450 via the same or different cogni-
zable medium. It will be appreciated that output of blood
analyte level may also be withheld or suspended during
training mode operation of the sensor system, so as to avoid
potentially erroneous values being perceived by the user
before model generation and application are completed.

With use of the local receiver 400, the method 522 further
may include determining whether the parent platform 600
(e.g., the user’s more fully-functioned tablet, smartphone,
etc.) is “communicative” with the local receiver 400 (per
step 531), so as to enable the parent platform to utilize its
functionality in supply and/or processing of the obtained
data. When communications between the local receiver 400
and the parent platform 600 are enabled (per step 535), the
local receiver and parent platform handshake (e.g., pair
according to a Bluetooth pairing protocol and/or an Internet
of Things (IoT) protocol, with the local receiver as the slave,
and the parent as the master).

It will be appreciated that while the foregoing scenario
contemplates use of a local receiver 400 to communicate
with the parent platform 600, the present disclosure also
contemplates, inter alia, use of direct communication
between the sensor apparatus 200 and the parent platform
600, such as via wireless (RF) communications. In one such
implementation, the sensor apparatus 200 includes a Blu-
etooth wireless interface (e.g., BLE variant) which operates
at 2.4 GHz and which has been demonstrated by the
Assignee hereof to penetrate human tissue with sufficient
efficacy so as to maintain a wireless communication channel
between e.g., the implanted sensor apparatus 200 and the
comparably Bluetooth-equipped parent platform 600, the
latter further including an application program or firmware
configured to extract data (whether raw or pre-processed
on-board the sensor apparatus 200) from one or more
messages wirelessly transmitted from the sensor 200. Addi-
tional details on one exemplary implementation of the
sensor-to-parent platform interface are described in co-
pending U.S. application Ser. No. 15/368,436 filed Dec. 2,
2016 and entitled “Analyte Sensor Receiver Apparatus and
Methods”, previously incorporated herein.

At step 537, processed and/or raw data from the local
receiver 400 are transmitted to the parent platform 600. Per
step 539, the receiver(s) receive the configuration and/or
calibration data (as applicable from the parent platform 600
in an example where a local receiver 400 is utilized), e.g.,
such as “fingerstick” or blood glucose monitor (BGM)
values entered by the user via the GUI. Alternatively, in an
example where a receiver and processor apparatus 450 is
utilized, a user or a medical professional can enter configu-
ration and/or calibration information via a GUI displayed at
the apparatus 450.
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Per step 541, the configuration of the receiver (e.g., the
alarm setting values, alert logic or hierarchy such as “haptic
then visual then audible”, etc.) is also optionally updated as
needed. Similar to the optional withholding or suspension of
output of blood analyte level during training mode operation
of the sensor system, receipt of configuration updates may
be optionally suspended or withheld during the training
mode and later updated when the receiver initiates detection
mode operation.

Alternatively, if the parent platform is not “communica-
tive” (e.g., outside range, busy, preempted, etc.) per step 531
of the method, operation of the local receiver 400 is con-
tinued (i.e., periodic or continuous receipt and processing of
sensor data).

FIG. 5C is a logical flow diagram illustrating one exem-
plary implementation of the sensor data processing and
output methodology 529 for the local receiver 400 and the
parent platform 600 (or the receiver and processor apparatus
450) during training mode operation according to the
method 522 of FIG. 5B. As shown, the method 529 in one
embodiment includes first receiving the wireless data trans-
missions from the (implanted) sensor 200 per step 545.
Next, per step 547, the received wireless signals are pro-
cessed, and the processed data stored (step 549). Exemplary
implementations of sensor data receipt and demodulation/
unscrambling methodology for the receivers 400, 450 are
described in U.S. patent application Ser. No. 15/368,436
previously incorporated herein.

Next, the calculated blood analyte level (BA_,,) is deter-
mined per step 551. Optionally, one or more random noise
signal filters (such as e.g., finite impulse response (FIR),
infinite impulse response (IIF), Kalman, Bayesian, and/or
other signal processing filters) can be applied to the BA_,
reading to correct for error due to random noise (i.e., “e”
defined supra) per step 553. As a brief aside, as will be
appreciated by artisans of ordinary skill in the signal pro-
cessing arts, typical “white” noise or “random” noise is
characterized by a constant power spectral density. Colored
noise spectra may have non-constant power spectral density;
e.g., red tinted noise has less attenuation at longer wave-
lengths (lower frequencies), whereas blue tinted noise has
less attenuation at shorter wavelengths (higher frequencies).
Common techniques for removing the effects of random
noise include without limitation e.g., time based averaging,
statistical sampling, spectrally weighted averaging, and/or
any number of other weighted filtering techniques.

Further, other parameters of interest if any (such as
real-time trend and/or rate of change) are calculated per step
555.

Returning to FIG. SA, per step 524, in addition to receiv-
ing the BA, -data and collecting/calculating the BA,.; data,
the sensor system can optionally collect and/or receive other
data. In one exemplary implementation, the system can
collect data (hereinafter “OS_,;” data) received from one or
more other sensors (such as e.g., internal sensors 232 on the
implanted sensor 200, external sensors 432 such as on the
receiver or parent platform, or other additional sensors
associated with the blood analyte detection system). For
example, the one or more internal sensors 232 associated
with the implanted sensor 200 (or similar sensors implanted
proximate to the sensor 200) can collect/calculate internal
0OS,,; data such as e.g., internal body temperature in the
region of the implanted sensor, pulse rate of the user, motion
and/or orientation data, pressure, pH, local blood flow/tissue
perfusion, electrical impedance of the sensor/tissue inter-
face, blood analyte concentration of other non-target ana-
lytes (e.g., oxygen), and/or other internal data. In another
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example, the one or more external sensors 432 associated
with the receiver 400, 450 can collect external OS,_,, data
such as e.g., external body temperature, pulse rate of the
user, blood pressure, motion and/or orientation data, and/or
other external data, or even pre-processed “state” or other
context data; e.g., as to what activity or state the user is
currently engaged in (such as ambulatory, sleeping, exercis-
ing, eating, etc., so in effect the computerized modeling logic
does not have to deduce or derive this information from raw
sensor data alone). In another example, the OS,_,, data can
include information that the system calculates using stored
data, and may comprise, e.g., the length of time that the
sensor has been in operation, the rate of change of sensor
signals, etc.

Additionally or alternatively, a user or medical practitio-
ner/caregiver can manually enter other external data such as
e.g., body temperature, pulse rate, blood pressure, indicator
of exercise, an indicator of intake of medication, an indicator
of resting state (e.g., sleep), an indicator of active state (e.g.,
exercise), an indicator of ingestion of food (e.g., slow-acting
carbohydrates, fast-acting carbohydrates, etc.), and/or other
manually entered data, such as via a user interface and an
application layer program operative to run on the receiver
400, 450, or parent platform 600 (depending on how each is
configured). It will be appreciated that manually entered data
can be used alone or in combination with data collected via
the internal sensors 232 and/or the external sensors 432.

In another implementation, the other data can comprise
both internal OS_a data and external OS_,, data (and/or
manually entered external data). In one such variant, the
internal sensor data are generated only periodically, such as
during several discrete periods during training phase opera-
tion to ensure signal stability, yet minimize electrical power
consumption with the sensor 200 so as to, inter alia, enhance
battery life. In another variant, the external OS__, data can be
calibrated to the internal OS_,, data during the training mode
operation, such as where internal temperature is registered
(by the internal temperature sensor of the analyte sensor 200,
or a separately implanted internal sensor) as a first value that
is higher than say an externally-sensed temperature pro-
duced by a skin temperature sensor on the local receiver 400,
thereby requiring application of an offset or calibration
factor for data generated by the external sensor to reflect
internal body temperature. Thus, in subsequent detection
mode operation of the sensor system, the external sensors
(e.g., sensors 432 on the receiver) can be utilized, and the
internal sensors can be substantially “turned off,” thereby
decreasing power and processing demands on the implanted
sensor 200 (or the other sensors implanted proximate to the
sensor 200 if used).

In yet another variant, both the external OS_,, data and the
internal OS_,, data are collected and utilized during the
training mode operation and the detection mode operation to
improve accuracy via e.g., collating data from multiple
sources. In still other variants, external and internal OS_,,
data can be dynamically selected for use during detection
mode operation based on data analyses carried out during
the operational model generation (discussed supra).

In each of the above implementations, the other data (i.e.,
the OS_,; data and/or manually entered data) are optionally
time stamped such that they can later be temporally corre-
lated with the BA,, - data and the BA ,, data during data
processing.

Per step 526 of F1G. 5A, the data collected and received
at steps 520-524 are stored on a storage device associated
with the sensor 200, the receiver 400, 450, the parent
platform 600, and/or another storage device in data com-
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munication with the sensor system. For example, the data
can be stored at one or more of the mass storage 420
associated with the receiver 400, 450, the storage 220
associated with the sensor 200, a storage device associated
with the parent platform 600 (not shown), or a network
(“cloud”) storage device accessible via data communication
with the network 700. Storage is effected via the software/
firmware operative to run on the calculating or receiving
platform. For example, in one configuration, the collected
data are calculated on-board the sensor 200 using its internal
computerized logic alone, and the resulting data stored
locally onboard the sensor 200. In another configuration,
data calculation is offloaded to the external receiver 400, 450
or even parent platform via the wireless interface of the
sensor, and the processed data returned to the sensor 200 for
local storage. In another configuration, the data calculation
is offloaded to the external receiver 400, 450 or parent
platform via the wireless interface of the sensor, and the
processed data stored external to the user (i.e., in the receiver
400, 450 or parent or cloud), and a wireless datagram sent
to the sensor apparatus 200 indicating to the latter that the
values have been calculated, and are accessible at prescribed
data storage locations, or via API calls.

Receipt, collection, and storage of data are continued until
a threshold of stored data or other criterion is met. Specifi-
cally, in the embodiment of method 514, it is determined
whether a statistically relevant amount of data has been
stored at decision block 528. In one exemplary implemen-
tation, the “training mode” is employed for a pre-determined
amount of time (e.g., one day, one week, two weeks, etc.).
In the foregoing implementation, the threshold for data
collection is the pre-determined amount of time for the
duration of the training mode operation; therefore, the
determination of whether the threshold for data collection
has been met includes determining if a time elapsed since the
initiation of the training mode is greater than the pre-
determined amount of time, such as via a clock function
resident on the local receiver logic. This threshold can be
made irrespective of actual data collected, or coupled with
a prescribed threshold of data collection volume (described
infra).

In another implementation, the “training mode” is imple-
mented until a pre-determined number of data points (i.e., a
pre-determined amount of data having corresponding time
points) are collected. In this implementation, the threshold
for data collection is the pre-determined number of data
points; and therefore, the determination of whether the
threshold for data collection has been met includes deter-
mining if a number of collected data points is greater than
the pre-determined number of data points (which may be
e.g., on a numerical basis such as an integer number, on an
aggregated data size/storage value such as N kb or Mb, on
a storage address basis such as a number of row/column
addresses in a memory array, or yet other). It will be
appreciated that other threshold criteria and/or a combina-
tion of threshold criteria may be utilized to determine
whether the sensor system has collected sufficient “training
mode” data. For instance, the data collection may be con-
trolled based on a subsequent processing of collected data,
such as where a prescribed first amount of data are obtained,
and subsequent steps of the methodology herein (i.e., model
processing/generation) are performed to determine if satis-
factory results can be obtained, such as based on statistical
criteria. In effect, a trial run on analysis and model genera-
tion may be performed using a given amount of collected
data, so as to determine statistical or other sufficiency of the
data with respect to generation of a useful model. Depending
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on the model chosen for application during the operational
phase or mode (which may in fact be multiple models
applied in series or tandem), certain data sets may or may not
be sufficient for model generation and application in terms
of their size, diversity, etc. Hence, by performing “look
ahead” processing (including in an iterative fashion; i.e.,
wherein a first data set is collected, evaluated, and second
heterogeneous or more expansive data set is subsequently
collected and evaluated), the data collection threshold may
be dynamically specified, as opposed to a predetermined
value which, while conservative, may cause undue delay and
utilization of sensor processing resources (and hence power
consumption).

Per method 514, if the data collection threshold or crite-
rion has not yet been met at decision block 528, data
collection is continued. Alternatively, if the threshold or
criterion is met, the training mode operation of the sensor
system is completed, and the collected and received data are
subsequently analyzed and processed for operational model
generation as described elsewhere herein.

Although not specifically depicted in FIG. 5A, it will be
appreciated that the training mode operation can additionally
include a “manual override” or similar function selectable
by a user and/or a medical professional. In one example, the
manual override function allows the method 514 to stop
prior to meeting the data collection threshold/criterion, and
proceed to the operational model generation. In another
example, the manual override function allows the method
514 to continue (i.e., allows collection of “training data™ to
continue) after the data collection threshold/criterion is met,
prior to operational model generation, so as to permit
enrichment of the collected data set, or for other reasons
(e.g., to ensure that readings are taken in different ambula-
tory or other user contexts such that the data are represen-
tative in such regards).

Operational Model Generation

Referring now to FIGS. 5D-5E, exemplary methodologies
for model parameter identification and operational model
generation are described in detail.

As shown in FIG. 5D, the method of model parameter
identification 580 includes first identifying a set of available
model parameters per step 582. This set may be identified for
example based on the available sensors and/or data acces-
sible in a given hardware/software environment within
which the sensor apparatus 200 will be used. For example,
the accessible sensor/data set may be as little as (i) the blood
analyte sensor(s) on the sensor apparatus 200, and (i1)
external blood analyte (e.g., BG) reference data, such as
from a fingerstick calibration device. More fully featured/
instrumented applications may include more sensors and
data sources. In the exemplary context of blood glucose
measurement, some of the likely candidate parameters
include: (i) reference background pO2 (O, partial pressure)
measured by the CGM sensor; (ii) electrode(s) current
measured by the CGM sensor; (ii) rate-of-change of elec-
trode(s) current measured by the CGM sensor; (iv) tempera-
ture measured by a temperature sensor (e.g. a thermistor)
embedded in the CGM sensor or separate therefrom; (v)
accelerations measured by an accelerometer embedded in or
external to the CGM; (v) pressure (e.g., via indigenous
piezoelectric or other sensor on the implant 200), (vi) pH,
and (vii) “state” variable inputs such as user-input data
regarding their activities, ambulatory state, items eaten and
times, and the like.

Next, per step 584, the candidate model parameters iden-
tified in step 582 are evaluated for selection. In one embodi-
ment, the candidate parameters are evaluated using analyti-
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cal techniques structured to identify relative parameter
importance. For example, once candidate parameters and a
particular machine learning algorithm (including e.g., Deci-
sion Tree, Random Forest, etc.) are defined, those param-
eters demonstrating utility in reducing a specified error
measure (e.g. MARD, MAD, outlier prevalence, etc.) in a
training data set are selected by means of a “feature selec-
tion” technique. For example, when a Random Forest algo-
rithm is trained using the model parameters and reference-
derived BG,,,,,, an “out-of-bag” or other predictor
(parameter) importance can be evaluated, such as by per-
muting the input parameter values. See e.g., Out-of-Bag
Estimation, L. Brieman, et al, University of California at
Berkley (https://www.stat.berkeley.edu/~breiman/OOBesti-
mation.pdf), incorporated herein by reference in its entirety,
as one exemplary approach. In such an analysis, the param-
eters with higher importance metrics tend to better predict
the output variable, BG,,,,,-

Lastly, per step 586, a final list of parameters can then be
selected. such as for example based on a pre-defined thresh-
old of predictor importance. Alternatively, a simple criterion
to select a prescribed number (e.g., top ‘n’) of predictors can
be employed.

It will be appreciated that the parameter identification
process may be conducted algorithmically (e.g., by an
application computer program or other software based on
provided data sets, heuristically by a human, or combina-
tions thereof. Moreover, if the relevant model parameters are
known a priori, such model identification methodology 580
may be completely obviated.

Turning now to FIG. 5E, an exemplary embodiment of a
method 530 for data analysis and generation of an opera-
tional model (e.g., a user-specific operational model) is
shown and described.

Per step 532, blood analyte detection error data (BA,,,_,
data) is first calculated for the BA_,, data, based on the
received BA, . data, at each corresponding time point. For
example, the BA,,,,, data can be calculated as the mean
absolute relative difference (MARD) between the calibrated
analyte sensor output (BA_,, data) and the external analyte
reference data (BA,,, data), as set forth in Bqn. (2) below:

v @
D" 1B — Byl

MARD =
N

where N is the number of matched pairs of sensor readings
and reference samples.

Alternatively (or in tandem), the BA_,, . data can be
calculated as or by the frequency of outliers in the compari-
son of the BA,; data and the BA, - data, such as using the
frequency of occurrences where

IBA ©)
where A is a threshold level that may have a value of, e.g.,
0.2 or 0.3, so that outliers are determined to be instances
where the sensor output differs from the reference value by
more than, respectively, 20% or 30% of the reference value.

Additionally or alternatively, the BA, = data can be
calculated utilizing one or more other methods (such as e.g,,
standard deviation, mean absolute difference, etc.).

After calculation of BA,,,,, data, per step 534, one or
more “machine learning” algorithms are selected/identified
for modeling the BA_,,,, data. In one implementation, a

single algorithm is pre-selected (e.g.. an experimentally

cal”

BA, />4*BA,
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pre-determined algorithm) for utilization in model genera-
tion prior to implantation of the sensor. Differently stated,
the sensor system can be pre-programmed to utilize a single
desired algorithm, such as e.g., an algorithm selected for its
particular attributes such as robustness, accuracy, etc. In
another implementation, a medical practitioner may select
(e.g., prescribe) one of multiple algorithms for use in a
specific patient (i.e.. user) prior to or after implantation of
the sensor, ostensibly based on the desirability of that
algorithm for use within the particular user based on their
particular physiologic attributes, lifestyle, sensor location,
etc. For example, in each of the foregoing implementations,
the desired algorithm or the prescribed algorithm may be
selected based on known algorithm characteristics (e.g.,
speed, accuracy, required processing power, robustness to
errors, etc.), and/or characteristics of the user (e.g., known
medications or treatments, known lifestyle characteristics,
known disease characteristics, etc.), including based on prior
analysis of the algorithms prior to implantation such as via
computer analysis on various test or patient-derived data
sets.

An exemplary decision tree 600 (i.e., Decision Tree-based
algorithm) is shown in FIG. 6, wherein each end-node
predicts a specific error (or source). The Decision Tree is
generated using an algorithm which recursively splits a node
(parent), containing training data, into two child nodes (Left
and Right) based on a predictor variable, its threshold value,
and an objective error criterion. The Left node comprises all
of the training samples from the parent node that have
predictor values less than the threshold whereas the Right
node comprises all of the training samples from the parent
node that have predictor values greater than or equal to the
threshold. The (child) nodes are continued to be split until a
termination criterion is met. For example, further splitting of
a node can be terminated if the number of training samples
in the node is equal to or smaller than a predefined threshold.
The nodes that cannot be split further are called leaves
(end-nodes). Once a Decision Tree is generated, an error
estimation through this decision tree requires traversing the
tree nodes utilizing binary decisions based on the respective
model parameters and their thresholds. Once an end-node
(also called ‘leaf”) of a tree is reached, the error estimate
(e.g., mean value of the error in all of its training samples)
associated with the leaf is used for the correction.

In yet another implementation, more than one machine
learning algorithm (including e.g., Decision Tree, Random
Forest, Naive Bayes classification, support vector machines
(SVM), Gradient Boosting, and AdaBoost) can be utilized to
model the training data during operational model generation,
and the algorithm that yields the “best” result can be used in
the operational model. For example, the sensor system (or
external platform such as the receiver 400, 450, or parent
600) can be pre-programmed to analyze the data via e.g.,
three (3) different machine learning algorithms, thereby
generating at least three sets of data (i.e., at least one set of
data output from each algorithm). Each of the sets of data
can then be compared or otherwise evaluated against per-
formance criteria to identify the “best” algorithm for gen-
eration of the operational model. In the foregoing example,
the “best” algorithm may be selected based on a desired
characteristic such as e.g., speed, accuracy, required pro-
cessing power, robustness, and/or other desired features. The
initial set of three algorithms in this example may be
selected by the aforementioned experimental or other ana-
Iytical evaluation, based on the particular attributes of the
user in which the sensor 200 is intended to be implanted. For
instance, the data vectors for a given individual (e.g.,
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height/weight, BMI, race/ethnicity, age, stage of disease
progression, etc.) can be evaluated to identify a previously
determined subset of algorithms which are better suited to
those falling within such classes, and their implanted sensor
200 preprogrammed with that subset of algorithms, in effect
pre-filtering the algorithms for that individual so that the
best algorithm(s) can be more rapidly converged on during
model generation.

Further, in each of the foregoing implementations, the one
or more machine learning algorithms may be differentially
applied to selected portions of the collected data in order to
analyze various parameters which may or may not be
correlated with error occurring at the implanted sensor (i.e.,
correlated with the BA ,,  data). In a variant where only the
BA_,, data are collected from the implanted sensor during
training mode operation (i.e., no external data or OS_, data
are received/collected), variables or parameters can include
the sensor element(s) of origin (e.g., an identification of one
of four sensor element pairs 206 shown in FIGS. 2-2A),
electrode current at one or more of the sensor elements,
rate-of-change (ROC) of electrode current at one or more of
the sensor elements, reference (i.e., background) of oxygen
concentration measured by one or more of the sensor
elements, time of day (e.g., 6 AM, 7 AM, 8 AM, etc.), range
of time of day (e.g., early morning, midday, night, etc.),
range of blood analyte concentration (e.g., high range,
median range, low range, etc.), age of sensor (i.e. length of
time the sensor has been operating), impedance among
sensor elements (both within the sensor itself and as mea-
sured through tissue adjacent to the sensor), and/or other
determinable parameters that can be extracted from the
sensor data.

In another variant where other data (e.g., internal OS_,
data, external OS_, data, or other user input data) are
received and/or collected in addition to the BA_, data during
training mode operation, variables or parameters can addi-
tionally include temperature, acceleration, orientation, pres-
sure, pulse rate, one or more other non-target blood analyte
concentrations, intake of medication, intake of food, desig-
nated resting period of the user, designated active period the
user, and/or other determinable parameters that can be
extracted from the other sensor data and/or the user input
data such as user state or context data. Per step 580 (FIG.
5D), a final list of one or more parameters is selected based
on a predictor importance/relevance criterion.

As a brief aside, machine learning algorithms construct
models of behavior from a set of sample inputs (here, e.g.,
blood glucose calibration data). Such models enable perfor-
mance of a set of tasks as a function of previous experience,
based on optimizing a performance metric as a function of
the experience. Machine learning is typically further cat-
egorized into supervised, unsupervised and reinforcement
based learning based on the types of input/output generated
by the system.

So-called “supervised learning” algorithms determine a
set of tasks to optimize outputs from a set of inputs; where
a supervising entity (e.g., a human trainer) has defined the
appropriate inputs and outputs. So-called “unsupervised
learning” takes a non-curated data set and attempts to
interpolate a series of relationships to identify e.g., inputs
and outputs. So-called “reinforcement learning” algorithms
are adapted to receive feedback over a plurality of training
trials using dynamically generated input.

Various functions of the apparatus or systems described
herein may be implemented within various ones of the
foregoing categories of machine learning. For example,
supervised learning solutions may be useful to quickly adapt
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the known input BA_,; to the expected output BA, . Unsu-
pervised learning may be used to find hidden correlations
between the various sensor inputs; for example, unsuper-
vised learning may be able to infer complex interrelation-
ships between e.g., heart rate, oxygenation, and blood glu-
cose which would be otherwise too complex to generically
model, or the bases for which are unknown. Reinforcement
techniques may be used by doctors, or other trained person-
nel to fine tune and or further tailor measurements. Still
other applications of the foregoing will be readily appreci-
ated by those of ordinary skill in the related arts.

The aforementioned machine learning algorithms are
purely illustrative examples of artificial intelligence algo-
rithms that are configured to adapt to changes in data sets.
More generally, artisans of ordinary skill in the related arts
will appreciate that any logic that is configured to learn or be
trained from a set of initial training data, and subsequently
predict or provide decisions for physiological parameters
(e.g., glucose) may be substituted with equivalent success,
given the contents of the present disclosure. For example,
another machine learning algorithm referred to as Support
Vector Machine (SVM) with a linear or non-linear kernel
can be utilized to model the BA_,_ as a function of input
model parameters. In the case of a linear kernel SVM,
BA,,,., is modeled as a linear function of model parameters
by utilizing a training data set and minimizing a pre-defined
cost function (J) subject to criteria on residuals and cost
function variables. As an example, if background pO2 (pO2)
and rate-of-change of background pO2 (roc_pO2) are used
as model parameters for estimating BA a linear SVM
model can be generated as:

error?

F(x)=4*pO2+B*roc_pO2+C (4)

Where F(x) provides an estimate of BA,,,,,, given the
measurement of pO2 and roc_pO2 from the sensor, and

A, B, C are model parameters generated using a training
data set comprising n training samples, a cost function, and
model constraints. Example forms of cost function (J) and
model constraints (K) are provided below as equs (5) and

(6):

N
J=O.5*(A*A+B*B)+x2(8n+8;) ©
=1

BAgpor = (A% pO2 + Bxroc_pO2+C) <a+ &,
(A% pO2 + Bxroc_pO2 + C) = BAeror < + &,
&z 0
&, 20

(6)

K = ~n

Where a is a predefined residual margin, and ¢ is a slack
variable (soft margin) allowing the model generation to
converge.

Per step 540, an operational model is then generated for
prediction of BA,_, . during normal operation of the
implanted sensor (i.e., detection mode operation) based on
the one or more selected/identified parameters and the
determined relationship with BA,,,,. The model is stored at
one or more of the storage devices discussed supra (step
542) for subsequent use during operation of the sensor
system in the detection mode (step 510 of FIG. 5).

It will also be appreciated that instead of modeling the
blood analyte error (e.g., BG,,,,, it the foregoing examples)
directly, the apparatus and methods described herein may be
adapted to use model parameters including for instance the
“calibrated” CGM-generated blood glucose values (CG,,;),
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computed by applying a known calibration transform to the
raw CGM data, to directly estimate a blood glucose value
(BG,,,z01)- Therefore, BG,,,,, will indirectly be calculated as
BGmodel_CGcaZ'

Also, in addition to estimating error in CGM-reported
blood glucose, the modeling may be performed to estimate
the error in the CGM-reported rate-of-change (ROC) of the
blood glucose (e.g., the first derivative of the raw data over
time), assuming suflicient numbers of reference blood glu-
cose values collected closely in time are available to enable
calculation of a reference rate-of-change. Hence, the “ROC”
error can be estimated as [ROC,,~ROC ]

Detection Mode Operation

Methods for collection and calculation of blood analyte
level during detection mode operation of the sensor system
are discussed with reference to FIGS. 5B and 5F.

Specifically, an exemplary embodiment of a method 522
of operating the implanted sensor 200 with the local receiver
apparatus 400 and the parent platform 600 and/or the
receiver and processor apparatus 450 for collection and
calculation of detection mode BA_,, data, as well as an
exemplary method 529 of data processing and output during
detection mode operation, are now described in detail.

It will be appreciated the method 522 is substantially
similar during detection mode operation as during training
mode operation, and thus much of the method described
supra for determination of BA_,, data during the training
mode operation is applicable to determination of BA_, data
during detection mode operation. Notably, whereas output of
BA_ ;data (i.e., output of the blood analyte level) is optional
in the training mode operation, such output is generally a
primary function (non-optional) of the sensor system during
the detection mode operation, so as to maintain the user
and/or caregiver informed as to blood analyte level, and
implement any relevant indication or alert regimes. In some
instances (such as e.g., when the receiver is out of range of
the implanted sensor), blood analyte data (and/or other
internal data) can be continuously collected at the sensor
during detection mode operation without (immediate) output
of BA_, data.

Additionally, one or more of the data processing steps
during the detection mode deviate from or supplement those
in the training mode operation (e.g., method 529 of FIG.
5C). Specifically, the data processing step of the detection
mode operation further includes (at least) application of the
stored operational model on the implanted sensor analyte
data (BA_,, data).

As discussed supra, FIG. 5F is a logical flow diagram
illustrating one exemplary implementation of the sensor data
processing and output methodology 561 for the local
receiver 400 and the parent platform 600 (or the receiver and
processor apparatus 450) during detection mode operation
according to the method 522 of FIG. 5B. As depicted in FIG.
5F, the method 561 in one embodiment includes first receiv-
ing the wireless data transmissions from the (implanted)
sensor 200 per step 563. Next, per step 565, the received
wireless signals are processed, and the processed data stored
(step 567). Exemplary implementations of sensor data
receipt and processing, including demodulation/unscram-
bling, for the receivers 400, 450 are described in U.S. patent
application Ser. No. 15/368,436 previously incorporated
herein.

Next, calculated blood analyte level (BA_,) is determined
per step 569. The BA_,, data are then processed via appli-
cation of the stored operational model on (i) the BA_, data,
and (ii) data from the one or more identified parameters
correlated with BA (such as e.g., temperature data,

error

error
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motion data, orientation data, pulse rate data, other blood
analyte concentration data, manually entered user data, etc.),
thereby generating BA_; data corrected for BA,,,,, (e,
systemic error from unmodeled user-specific variables) per
step 571. In one implementation (implanted blood glucose
sensor), once a new blood glucose sample is recorded by the
system, it will compute all the model parameters selected
and defined in the model parameters identification process
using the new BG sample data (and any number of past
samples needed). Once the model parameters are computed,
the machine-learning model generated via the user-specific
model generation process is applied to predict the BG,,,,-
Similarly, CG,,; (the “calibrated” CGM BG data) is com-
puted by applying the known calibration transform to the
raw CGM data, and the predicted BG,,,,, is subtracted from
CG,,, to provide a closer approximation of BG,, (albeit still
containing effects due to random noise).

Optionally, one or more random noise signal filters can be
applied to the corrected BA _, reading to additionally correct
for error due to random noise (i.e., “e”) per step 553 (see
discussion of random noise supra).

Other parameters of interest if any (such as real-time trend
and/or rate of change) are calculated based on the corrected
BA_,; data per step 573. Optionally, the calculated values
from steps 571, 573, 575 are then converted per step 577 to
a prescribed output format (e.g., a graphic rendering of a
numeric value, a graphic display of a trend arrow, a sequence
of haptic vibrations, etc.) consistent with the selected/con-
figured output modality. The converted values or indications
can then be output to the user in the appropriate modality/
modalities per step 579, such as via the GUL

It will be appreciated that the analyte sensor system may
operate in detection mode simultaneously with its operation
in training or re-training modes. That is, if a suitable model
has already been made available to the sensor system (e.g.
by previous training or by factory programming), then
model-based error correction can be applied and error-
corrected BA__, reported by the system even while the steps
are being carried out to develop a new model (training or
re-training). After the new model has achieved a sufficient
state of readiness, then the system may abandon (or modify)
the previous model in favor of a new model.

Re-Training Determination

As depicted in step 512 of FIG. 5, in one exemplary
embodiment, the method of operating the sensor system 500
includes optional “re-training” of the sensor system. The
aforementioned “re-training” substantially comprises a sub-
sequent operation of the sensor system in the training mode
after an initial training mode operation. As such, re-training
may occur for example: (i) after implantation, and after an
initial in vivo training operation,; (ii) after implantation, and
after an initial explanted training operation conducted before
the sensor 200 is implanted; (iii) after explant, and subse-
quent re-implantation of the same or similar sensor 200 in
the same individual.

Notably, such re-training can be used, inter alia, to com-
pensate for short-term or long-term changes or variations in
sensor response or subject physiology; i.e., how the sensor
responds to prevailing in vivo and sensor operational con-
ditions it finds itself in at any given point during its
implanted lifetime. For example, one or more of the detector
pairs of the sensor 200 may become less sensitive or more
sensitive or fail over time, and/or the host’s physiological
responses (including FBR or other such factors) may vary as
a function of time. Ancillary sensors on the sensor 200 (e.g.,
pressure, temperature, etc.) may also fail or their response
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characteristics may change, thereby necessitating their re-
evaluation or removal from the algorithmic modeling pro-
cess.

Moreover, the coupling or interface of the sensor 200 and
the host’s tissue may change, including due to mechanical
events such as a physical impact, strenuous exercise or
activity, etc., such that the sensor detector pairs must be
“re-acclimated” to the new physical coupling after move-
ment of the sensor 200 within its implantation pocket within
the host’s tissue. Yet further, new and previously un-mod-
eled (within that individual) physiological or non-physi-
ological error sources may arise over time, or other previ-
ously modeled sources (i.e., accounted for in the model
developed after initial training) may wane over time. New
algorithms may also be developed, and it may be desired to
retro-fit them into an already implanted device.

As can be appreciated, any number of the above factors or
others, may dictate a re-training of the sensor while in vivo.
Generally speaking, many if not all of the above sources of
possible variation in signal will manifest themselves in
varying degree in the BA_ _ value ultimately identified
using the applied operational model, and hence the magni-
tude and/or rate of change (ROC), and/or number of data
outliers (e.g., stability), can be used as a determinant or
passive/post hoc indicator of change of one or more sensor
operational or physiological processes. However, the present
disclosure also contemplates proactive or advance determi-
nation of the change of one or more sensor operational or
physiological processes.

FIG. 5G is a logical flow diagram illustrating one exem-
plary implementation of a method 544 of determining the
need for re-training of the sensor 200. This methodology can
be implemented by the implanted sensor apparatus 200 (i.e.,
by logic operative thereon), by the local receiver 400 and the
parent platform 600, the receiver and processor apparatus
450, or combinations of the foregoing (depending on how
the logic is distributed within these devices), during detec-
tion mode operation according to the method 500 of FIG. 5.

As depicted in FIG. 5G, while the sensor system is
operated in the detection mode (per methods 522 of FIG. 5A
and 5359 of FIG. 5F), it can be determined whether one or
more criteria for re-training have been met, with any single
criterion triggering re-training in the illustrated embodiment.

In the exemplary method 544, it is first determined
whether BA_,, is greater than a pre-determined threshold at
decision block 546; i.e., the magnitude of BA_,,,, averaged
over a period of time is greater than a pre-determined
threshold value for BA_,,,,. In another variant, it can addi-
tionally or alternatively be determined whether the BA_
outlier data include a number of outliers that are greater than
an outlier threshold (or threshold percentage of the data; e.g.,
>20 percent are outliers). For example, a pre-determined
threshold for a daily average BA_,,,, is +15% of respective
BA_; values and/or a pre-determined BA__ . outlier data
threshold is 30% of respective BA_, values. In both vari-
ants, if the determined BA,,.and/or BA . outlier dataare
greater than the respective pre-determined threshold(s), a
repeated operation of the sensor system in the training mode
can be initiated (step 554). In some examples, a notification
is sent to the user to confirm or request initiation of a
subsequent training mode.

Alternatively, per method 544, if BA_,,,, and/or BA_,,..
outlier data are less than the respective pre-determined
threshold(s), other re-training criteria can be determined.

Per decision block 548, it is next determined if a time
elapsed since initiation of the detection mode is greater than
a pre-determined threshold (e.g., a duration of time for
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operating the sensor system in the detection mode and hence
without training). In one specific example, a pre-determined
threshold for a time period for detection mode operation is
one week. Thus, if the sensor system has been operating in
the detection mode for a duration of time greater than the
per-determined threshold, a repeated operation of the sensor
system in the training mode is initiated (step 554), so as to
keep the error correction capability of the system “fresh” in
light of any potential physical or physiological changes in
the operation of the sensor 200.

Alternatively, if a time elapsed since the initiation of the
detection mode operation is less than the pre-determined
threshold, other re-training criteria can be evaluated.

In the method 544, it is further determined whether a
“re-training event” has been detected per decision block 550.
If such an event is detected, a repeated operation of the
sensor system in the training mode is initiated (step 554).
Alternatively, if no re-training event is detected, other re-
training criteria can be evaluated.

Exemplary re-training events can include one or more of:
(1) notification (e.g., via wireless message to/from the sensor
apparatus from/to the external receiver) or internal determi-
nation that the sensor system has been recalibrated, (ii)
detection of an occurrence of an unusually high temperature
(e.g., detection of a temperature greater or less than a
pre-determined high/low temperature threshold, respec-
tively, and/or detection of the high/low temperature for a
duration of time greater than a pre-determined threshold);
(ii1) detection of a physical impact to the user (e.g., detection
of a pressure and/or acceleration value greater than a pre-
determined threshold; (iv) detection of an occurrence of an
unusually high or low pulse rate (e.g., detection of a pulse
rate greater/less than a pre-determined high/low pulse rate
threshold respectively, and/or detection the high/low pulse
rate for a duration of time greater than a pre-determined
threshold); (v) detection of a change in electrical impedance
among sensor electrodes; (vi) detection of an increase in
variance in the outputs among redundant or duplicative
detectors, either located in the same sensor housing or in
separate sensors; (vii) detection of change/drift in moving
average of the direct sensor measurements or derived sensor
measurements, e.g. average daily pO2, average weekly pO2,
average daily concentration of glucose, change in daily
correlation among different Cg channels when multiple
detectors/pairs are available, daily correlation among differ-
ent O2 channels, daily correlation between Cg and O2
channel, etc.

In some implementations, the re-training events can be
selected by the sensor system based on the identified param-
eters which are correlated to BA_,,,,. for the specific user. For
example, if temperature is correlated to BA,,,, while pulse
rate is uncorrelated, re-training events can include the occur-
rence of the foregoing temperature events, while the afore-
mentioned pulse rate events are excluded from the set of
events that initiate retraining.

Per decision block 552, it is next determined whether a
command or selection for re-training has been received.
Specifically, a user, a medical professional, and/or a care-
taker can input a request for re-training of the sensor system,
such as based on known user information, or merely as a
“soft re-boot” (e.g., to attempt to clear prospectively anoma-
lous behavior by the sensor 200). For example, if a user
undergoes a significant lifestyle change (e.g., change in diet
or exercise regimen), a change in disease presentation, a
physiological change (e.g., onset of a transient illness or
diagnosis of a secondary disease, significant weight gain or
weight loss, etc.), a change in medication, goes on a vacation
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or other deviation from normal routine, such changes may
warrant retraining to ensure that the generated model is still
applicable and optimized. In another example, a user may
sense a feeling of being “off” or a sensation of malaise, and
may selectively initiate retraining as desired. If a selection
for re-training is received, a repeated operation of the sensor
system in the training mode is initiated (step 554). Alterna-
tively, if no selection for re-training is received (in addition
to a “NO” for each of the other criteria of decision blocks
546-550) operation of the sensor system in the detection
mode is continued according to the methods 552 and 559.

It will be appreciated by those skilled in the art given this
disclosure that the exemplary method 544 is just one pos-
sible method for determining if re-training criteria are met.
In alternate implementations, the method can include more
or fewer decision blocks, and/or the decision blocks can be
executed in a different sequence. Other logical constructs
may also be used, such as e.g., a “coincidence” requirement
where two or three criteria must simultaneously be met in
order to trigger re-training. Moreover, a hierarchy of evalu-
ation may be determined and leveraged; i.e., the order and
frequency with which the various criteria are evaluated may
be adjusted, such as where a most likely re-training factor/
threshold to be exceeded is evaluated first at a first fre-
quency, and other less-likely factors/thresholds evaluated at
a reduced frequency.

FIG. 7 illustrates one particular implementation of the
foregoing methodology of correcting for systematic error
(BA,,,.,=Blood Glucose error or BG,,,,,) in the reported
blood analyte level value(s) of FIGS. 5-5F, in the context of
an implantable oxygen-based blood continuous glucose
monitor (CGM) having multiple detectors/pairs, for pur-
poses of illustration. As shown in FIG. 7, the method 700
includes first collecting sample data from the CGM over a
time period [t, t4 per step 702. Multiple reference blood
glucose samples (BG,, ) relating to the same time(s) [t,, t{
are also collected per step 704.

Next, CGM-generated samples (CG,,,) matching the
BG,,, samples based on a specified criterion (e.g., time
and/or CGM measurements rate-of-change) are selected to
form a set of matched data (Dpg,. ... per step 706.

A corrective regression or analytical scheme (T,) (e.g.
Decision Tree, Random Forest, linear regression, etc.) is
next defined per step 708, and one or more predictors or
feature vectors (f) are derived from CGM sensor data
and/or ancillary sensors (e.g., fingerstick meters, thermis-
tors, accelerometers, etc.) per step 710.

Predictor variables (f,) for the set of matched data D, f,
Cpare then computed per step 712. These vectors are used
within the regression or other analytical model framework to
predict respective systematic errors. The corrective regres-
sion model (T,) is then “trained” using the computed pre-
dictors (f) and the expected/true response values for blood
glucose (BG, ) per step 714.

The trained regression model (T,) is then used in step 716
to estimate (in real-time) the error in CGM-reported blood
glucose values by processing (then) current new values of
the predictor variables (f,), and the estimated error is used in
real-time to correct the CGM-reported blood glucose for the
effect of such errors (step 718).

Exhibit I hereto contains exemplary computer code imple-
menting one or more aspects of the foregoing methodolo-
gies.

Population-Based Models

In some embodiments, the foregoing training mode opera-
tion of the sensor system can be carried out in an experi-
mental or analytical setting on a population (such as e.g., a
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statistically significant group of test subjects) to build mul-
tiple “user-type” operational models, which can inter alia, be
later applied to other users with similar characteristics to
determine BA,,,,,. In one such embodiment, user charac-
teristics of the test subject(s) are identified, and each of the
test subjects is implanted with a sensor (e.g., pursuant to
their normal implantation schedule or needs), and the sensor
operated in the training mode (discussed supra). An opera-
tional model is then generated for each test subject (whether
via onboard processing logic of the implanted sensor, off-
board processing via the receiver 400, 450, the parent
platform 600, or cloud-based entity such as a server main-
tained by a health care administrator or even the manufac-
turer of the sensor, or combinations of the foregoing), and
the operational model correlated to the user characteristics,
in order to generate one or more population-based opera-
tional models or “user-type” operational models.

After such model development, characteristics of other
users (i.e., non-test subject users, such as new patients) can
be identified, and a specific population-based operational
model can be implemented based on the identified charac-
teristics within the implanted sensor system, without the
need for operation of the implanted sensor in the training
mode (or rather a confirmatory training process). For
example, it may be found that persons of a certain gender,
age, race or ethnicity, physiologic profile—which may
include the presence or absence of certain genetic markers,
blood constituents (e.g., proteins, antibodies, antigens, etc.),
BMI, or other parameter, exhibit certain types of systematic
or other error sources relative to the BG measurement, with
a high degree of statistical confidence. This correlation can
be used in picking an operational model for a user falling
within such class prior to or in place of user-specific
operational models.

Moreover, the efficacy or accuracy of such population-
based correlations can be assessed based on in vivo data
obtained from that user. For example, the implanted sensor
can be used to gather data from that particular individual
(e.g., according to the methods of FIGS. 5-7 above) and
development of a user-specific model, which can then be
compared to the population-based model to identify varia-
tions therebetween. If the user-specific models developed
for numerous individual users show significant statistical
divergence or variation from the relevant population-based
model(s) selected for that user, then the strength of the
statistical correlation or confidence in the population-based
models is necessarily low, and their structure (e.g., in terms
of errors modeled) and/or selection criteria may need further
refinement. In a simple example, assessments of the diver-
gence of the error corrections or corrected BG values
produced by the user-specific model could be utilized to
de-select a population-based model for a specific user.

Hence, in one approach (“evaluation mode™), the user-
specific (training mode derived) model can be run in parallel
with the pre-designated population-based model on the same
in vivo user data to generate corrected BG level outputs for
each; these can then be compared to e.g., an external
calibration data source or other “gold standard” for the
actual BG level in that user at that time, to assess model
performance.

Likewise, the sensor system may be programmed to
utilize the population-based model (thereby ostensibly obvi-
ating training) until one or more indicia of divergence are
seen; e.g., where the population model begins to diverge
significantly in magnitude, or at a rate greater than a
prescribed value, based on periodic external calibration. At
such point, the system (e.g., sensor 200) may automatically
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invoke implementation of “training” via the methodologies
described above, and replacement or augmentation of the
population-based model with the indigenously developed
user-specific model, for subsequent operation within that
particular user.

In some examples, the group of test subjects are a selected
group of volunteers. In other examples, the group of test
subjects can be existing users from which data are collected
for generation of population-based models.

One exemplary implementation of a method 800 for
generation and application of population-based operational
models is shown and described in a logical flow diagram
depicted in FIG. 8. The method 800 generally (ii) includes
an analytical or experimental phase 802 for generation of the
population-based operational model(s), and (ii) a utilization
phase 804 for application one of the population-based opera-
tional models during normal (or trial) use of the sensor
system.

As illustrated in FIG. 8, the analytical or experimental
phase 802 begins with collecting (e.g.. derived from mea-
surable information) or receiving (e.g., manually input test
subject information) a series of user data vectors such as
e.g., gender, height, weight, diet, exercise regimen, disease
presentation, medications, blood pressure, active pulse rate,
resting pulse rate, average body temperature, geographic
region of residence, etc. from each member in a group of'test
subjects (step 806). In some examples, the selected user data
vectors are combined into an input vector and/or organized
into a matrix of user data vectors.

Per step 808, each of the test subjects is implanted with a
sensor 200. After the sensor is implanted and enabled, the
sensor system is operated in a training mode (such as e.g,,
the training mode operation shown in FIGS. 5-5C, discussed
supra) in order to generate an operational model for each test
subject (step 810). After download of the model data from
the sensor system (e.g., via wireless transmission from the
implanted sensor 200, or the receiver 400, 450), the various
operational models are then correlated with the respective
previously collected and/or received user data vectors to
identify user characteristics that are associated with each
operational model, thereby generating a set of population-
based operational models (step 812). Such correlation may
be statistical in nature (e.g., according to mean error, stan-
dard deviation/variance, and/or other statistical criteria as
determined by algorithmic analysis by a computerized sys-
tem), or even heuristic (e.g., by a human utilizing inductive
reasoning or other cognitive tools to identify patterns in both
the models and the data sets).

Subsequently, the experimentally determined population-
based operational models can be utilized for operation of an
implanted sensor system with non-test subject users (phase
804, discussed supra). Specifically, in the exemplary method
800, user data vectors are collected and/or received from a
user (1.¢., a non-test subject user, such as a new patient), and
then compared to the test subject data vectors per step 814
that are correlated with the particular population-based
model(s). It will be appreciated that the series of user data
vectors for the non-test subject user are substantially similar
to those collected and/or received from the test subjects
during the experimental phase 802 such that a “best” match
comparison can be performed. Further, in some examples,
the selected user data vectors may be combined into an input
vector and/or organized into a matrix of user data vectors in
a substantially similar manner as is carried out for the test
subject user data vectors in order to carry out the compari-
son.
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Per step 816, a correlated population-based operational
model is identified based at least on the input vectors for the
user. The user is implanted with the sensor and the sensor
system is enabled per step 818. The sensor system is then
operated in the detection mode (such as e.g., the training
mode operation shown in FIGS. 5A-5C, discussed supra)
utilizing the population-based operational model to correct
for BA,,,,, (step 820). Thus, in this embodiment, the sensor
system is operated in the detection mode (with application of
the experimentally determined population-based operational
model) directly after implantation without prior or initial
operation in a training mode.

Although not specifically shown in method 800 of FIG. 8,
in alternate embodiments, the method can further include
determining if one or more re-training criteria are met
(substantially similar to method 544 shown in FIG. 5G). In
this embodiment, the population-based operational model
can be updated or replaced as necessary or as desired by the
user. Re-training criteria can include those determined from
population characteristics (e.g. retraining at time intervals
found to provide optimum performance in the population) or
other thresholds and variables specific to the individual user,
as described supra.

It will be recognized that while certain embodiments of
the present disclosure are described in terms of a specific
sequence of steps of a method, these descriptions are only
illustrative of the broader methods described herein, and
may be modified as required by the particular application.
Certain steps may be rendered unnecessary or optional under
certain circumstances. Additionally, certain steps or func-
tionality may be added to the disclosed embodiments, or the
order of performance of two or more steps permuted. All
such variations are considered to be encompassed within the
disclosure and claimed herein.

While the above detailed description has shown,
described, and pointed out novel features as applied to
various embodiments, it will be understood that various
omissions, substitutions, and changes in the form and details
of the device or process illustrated may be made by those
skilled in the art without departing from principles described
herein. The foregoing description is of the best mode pres-
ently contemplated. This description is in no way meant to
be limiting, but rather should be taken as illustrative of the
general principles described herein. The scope of the dis-
closure should be determined with reference to the claims.

Exhibit 1
Exemplary Computer Code
© 2017 GlySens, Inc. All Rights Reserved

%% Function performing feature (modeling parameters)
selection

% Apply calibration to sensor measurements and return

% calculated Cg subject to systematic errors and modeling
parameters

[Cg_preprocessed_cal, featureSetl, featureSet2, feature-
Set3 |=computeCgUsingCalCoeffs(sensorRawIworks_cal,
02_Calibration_coeffs, Cg_cal_coefls);
feature_composite=[featureSet1, featureSet2, featureSet3];
Cg_error=BloodGlucoseReference.samples-Cg_prepro-
cessed_cal,

numOfFeatures=size(feature_composite,2); % number of
modeling parameters

% linear correlation between parameters and the BG error
correlationIndex=zeros(numOfFeatures, 1);

[
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for i=1: numOfFeatures
correlationBwFeatureAndError=corrcoef(Cg_error, fea-
ture_composite(:,i));

correlationlndex(i,1 =abs(correlationBwFeature AndEr-

ror(1,2));

end

importantFeatureIndices=find(correlationlndex >0.4);
Selected features
if(length(importantFeaturelndices)<5)

[~, idxs]=sort(correlationlndex, ‘descend’);

importantFeatureIndices=idxs(1:5);
end

What is claimed is:

1. A computerized apparatus for use with an implantable
blood analyte sensor apparatus, the implantable blood ana-
lyte sensor configured to monitor a blood analyte concen-
tration of a subject, the computerized apparatus comprising:

data processing apparatus, the data processing apparatus

configured for data communication with a blood ana-
lyte sensor apparatus; and
a data storage apparatus in data communication with the
data processing apparatus, the data storage apparatus
comprising at least one computer program, the at least
one computer program comprising a plurality of
instructions which are configured to, when executed by
the data processing apparatus, cause the computerized
apparatus to:
(i) receive calibration data;
(ii) cause operation of the blood analyte sensor appa-
ratus in an initial training mode after implantation
thereof within the subject and calibration of the
blood analyte sensor apparatus, the operation in the
initial training mode comprising at least: (a) receipt
of a time-stamped series of blood analyte reference
data, and (b) calculation of a time-stamped series of
calibrated blood analyte sensor data via utilization of
at least the calibration data and blood analyte signal
data collected from one or more detectors of the
blood analyte sensor apparatus;
(iil) based at least in part on the operation of the blood
analyte sensor apparatus in the initial training mode,
cause generation of an error correction operational
model, the generation of the error correction opera-
tional model comprising at least:
association of the time-stamped series of blood ana-
lyte reference data with the time-stamped series of
calibrated blood analyte sensor data to generate a
plurality of temporally-correlated blood analyte
data sets each corresponding to one of a plurality
of time points;

calculation of data related to a plurality of blood
analyte error values from the plurality of tempo-
rally-correlated blood analyte data sets; and

utilization of one or more machine learning algo-
rithms on at least a portion of the data related to
the plurality of error values and data related to one
or more candidate parameters to model one or
more previously unmodeled error sources related
to the implantation of the blood analyte sensor
within the subject; and

(iv) subsequent to generation of the error correction
operational model, cause operation of the implant-
able blood analyte sensor apparatus in a detection
mode, the operation in the detection mode compris-
ing at least input of (a) subsequent blood analyte
signal data collected from the one or more detectors
of the implantable blood analyte sensor apparatus,

%
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and (b) subsequent data related to at least one of the
one or more candidate parameters into the correction
operational model to calculate data related to blood
analyte level of the subject that is corrected for the
one or more previously unmodeled error sources.

2. The computerized apparatus of claim 1, wherein the
implantable blood analyte sensor apparatus comprises an
oxygen-based blood glucose sensor, and the analyte signal
data comprises blood glucose signal data.

3. The computerized apparatus of claim 2, wherein the
receipt of time-stamped blood analyte reference data com-
prises receipt, via at least a wireless interface of the implant-
able blood analyte sensor apparatus, of a series of time-
stamped blood glucose reference data generated by an
external source.

4. The computerized apparatus of claim 3, wherein the
series of time-stamped blood glucose reference data gener-
ated by the external source comprises a series of fingerstick-
based blood glucose concentration data taken over a period
of time, and the receipt via the wireless interface comprises
receipt of the series of fingerstick-based blood glucose
reference data transmitted from a wireless-enabled finger-
stick device in wireless data communication with the data
processor apparatus via the at least wireless interface of the
implantable blood analyte sensor apparatus.

5. The computerized apparatus of claim 1, wherein the
computerized apparatus is disposed on or within the
implantable blood analyte sensor apparatus and is integrated
therewith.

6. The computerized apparatus of claim 1, wherein the
computerized apparatus is disposed on or within a receiver
apparatus, the receiver apparatus configured to be disposed
external to the subject within whom the implantable blood
analyte sensor apparatus is implanted.

7. The computerized apparatus of claim 1, wherein:

the computerized apparatus is disposed on or within the

implantable blood analyte sensor apparatus;

the causation of generation of the error correction opera-

tional model at least in part comprises transmission of
the blood analyte signal data collected during the
training mode via a wireless interface of the blood
analyte sensor apparatus to an external receiver, the
external receiver configured to perform the generation
of the error correction operational model; and

the causation of operation in the detection mode at least

in part comprises receipt of data indicative of the error

correction operational model via the wireless interface
from the external receiver.

8. The computerized apparatus of claim 1, wherein:

the operation of the implantable blood analyte sensor

apparatus in the initial training mode further comprises

collection of one or more series of time stamped
non-analyte data, each the one or more series of time
stamped non-analyte data based on signals generated
by one or more in vivo sensors, the one or more in vivo
sensors each comprising a sensor other than a blood
analyte sensor, the data related to the one or more
candidate parameters comprising at least the one or
more series of time-stamped non-analyte data; and

the generation of the error correction operational model
further comprises:

(1) association of each of the one or more series of
time-stamped non-analyte data with one of the plu-
rality of error values at each of the plurality of
corresponding time points;
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(ii) identification of one or more correlating parameters
from the one or more series of time-stamped non-
analyte data which correlate with the plurality of
error values; and

(iv) utilization of at least one of the one or more
correlating parameters in the generation of the error
correction operational model.

9. The computerized apparatus of claim 8, wherein:

the one or more in vivo sensors comprise at least a
pressure sensor, a thermometer, and an accelerometer;
and

the one or more the one or more non-analyte data sets
comprise at least pressure data, temperature data, and
motion data.

10. The computerized apparatus of claim 8, wherein the
input of the subsequent data related to the at least one of the
one or more candidate parameters comprises input of sub-
sequent non-analyte signal data corresponding to the at least
one of the one or more correlating parameters into the error
correction operational model to calculate data related to
blood analyte level of the subject that is corrected for the one
or more previously unmodeled error sources, the subsequent
non-analyte signal data collected from at least one of the one
Or more in vivo sensors.

11. The computerized apparatus of claim 1, wherein the
utilization of one or more machine learning algorithms on
the at least portion of the data related to the plurality of error
values and the data related to one or more candidate param-
eters to model one or more previously unmodeled error
sources related to the implantation of the blood analyte
sensor within the subject comprises:

(1) association of the data related to the one or more
candidate parameters with the plurality of blood analyte
error values at each of the plurality of time points;

(ii) identification of individual ones of the one or more
candidate parameters which each have a correlation to
the plurality of error values; and

(i) utilization of data related to at least one correlating
parameter from the one or more candidate parameters
to generate the error correction operational model, the
input of subsequent data related to at least one of the
one or more candidate parameters comprising input of
subsequent data related to the at least one correlating
parameter into the at least one error correction opera-
tional model to calculate data related to blood analyte
level of the subject that is corrected for the one or more
previously unmodeled error sources.

12. The computerized apparatus of claim 11, wherein the
data related to one or more candidate parameters comprises
at least data related to a plurality of blood analyte concen-
tration ranges, data related to a plurality of specified time
periods, and data related to rate of change (ROC) of the
blood analyte signal data.

13. The computerized apparatus of claim 1, wherein the
utilization of one or more machine learning algorithms on
the at least portion of the plurality of error values and the
data related to one or more candidate parameters comprises
at least:

utilization of a first machine learning algorithm on the at
least portion of the plurality of error values and the data
related to one or more candidate parameters to generate
a first error model data set;

utilization of a second machine learning algorithm on the
at least portion of the plurality error values and the data
related to one or more candidate parameters to generate
a second error model data set;
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evaluation of the first error model data set and the second
error model data set with regard to one or more
predetermined model selection criteria; and

based at least in part on the evaluation, selection of one of

the first machine learning algorithm or the second
machine learning algorithm for use in the generation of
the error correction operational model.

14. A method of operating an implanted blood analyte
sensor for adapting blood analyte detection thereof to a
subject after implantation of the blood analyte sensor within
the subject, the implanted blood analyte sensor subject to
one or more a priori unmodeled systematic errors after the
implantation thereof within the subject, the method com-
prising:

calibrating the implanted blood analyte sensor;

obtaining first calibrated blood analyte data using the

calibrated blood analyte sensor, the first calibrated
blood analyte data subject to the one or more a priori
unmodeled systematic errors;
obtaining corresponding reference data not subject to the
one or more a priori unmodeled systematic errors;

associating the first calibrated blood analyte data and the
corresponding reference data at each of a plurality of
corresponding time points;

calculating a plurality of blood analyte error values, each

of the plurality of blood analyte error values associated
with one of the plurality of corresponding time points
from the first calibrated blood analyte data and the
corresponding reference data;

evaluating at least data related to one or more parameters

abstracted from the first calibrated blood analyte data
and the plurality of blood analyte error values using one
or more machine learning algorithms;

generating an operational error correction model based at

least on the evaluating;

subsequent to the generating of the operation error cor-

rection model, obtaining second calibrated blood ana-
lyte data using the implanted blood analyte sensor, the
second calibrated blood analyte data subject to the one
or more a priori unmodeled systematic errors; and
inputting at least the second calibrated blood analyte data
into the operational error correction model to generate
blood analyte level data corrected for at least one of the
one or more a priori unmodeled systematic errors.

15. The method of claim 14, wherein the method does not
require identification or human understanding of one or
more physical or physiologic mechanisms causing the at
least one of the one or more a priori unmodeled systematic
errors.

16. The method of claim 14, further comprising accessing
one or more non-analyte candidate parameter data sets; and

associating each of the one or more non-analyte candidate

parameter data sets with the plurality of blood analyte
error values at each of the plurality of corresponding
time points;

wherein the evaluating further comprises evaluating the

one or more non-analyte candidate parameter data sets
and the data related to the one or more parameters
abstracted from the first calibrated blood analyte data
using the one or more machine learning algorithms to
identify at least one correlating parameter which cor-
relates with the plurality of blood analyte error values,
the at least one correlating parameter utilized in the
generating of the operational error correction model.

17. The method of claim 16, further comprising receiving
each the one or more non-analyte candidate parameter data

5

10

46

sets from at least one non-analyte sensor in data communi-
cation with a processor apparatus of the implantable analyte
Sensor.

18. The method of claim 16, further comprising:

subsequent to the generating of the operation error cor-
rection model, obtaining new data related to the at least
one correlating parameter; and

inputting the new data related to the at least one corre-

lating parameter into the operational error correction
model to generate blood analyte level data corrected for
at least one of the one or more a priori unmodeled
systematic errors.

19. A computerized apparatus for use with a continuous

glucose monitor (CGM) apparatus and configured to correct

15 for previously unmodeled systematic error in CGM-reported
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blood glucose data after implantation of the CGM apparatus
within a subject, the computerized apparatus comprising:

data processing apparatus, the data processing apparatus
configured for data communication with the CGM
apparatus; and
data storage apparatus in data communication with the
data processing apparatus, the data storage apparatus
comprising at least one computer program stored
thereon, the at least one computer program comprising
a plurality of instructions which are configured to,
when executed by the data processing apparatus, cause
the computerized apparatus to:
collect CGM sample data from the CGM apparatus at
least over a first time period after the implantation of
the CGM within the subject;
collect reference blood glucose (BG) sample data at
least over the first time period;
select CGM sample data matching the reference BG
sample data based on a plurality of corresponding
time points within the first period of time to form a
set of matched BG data;
calculate BG error data from the set of matched BG
data at each of at least a portion of the plurality of
corresponding time points;
define at least one machine learning regression model,
and select one or more candidate parameters derived
from at least sensor data associated with at least one
analyte sensor and/or received non-analyte data
associated with one or more non-analyte sensors;
compute a plurality of predictor variable values from
each of the one or more candidate parameters for the
set of matched data, each of the plurality of predictor
variable values associated with one of the plurality of
corresponding time points;
based at least in part on the computation of the plurality
of predictor variables, identify one or more correlat-
ing parameters which correlate with the BG error
data;
train the at least one machine learning regression model
using at least data related to the one or more corre-
lating parameters and the BG error data to generate
a trained at least one regression model;
utilize the trained at least one regression model to
estimate error in a current new CGM-reported blood
glucose value based at least on one or more current
new values for at least one of the one or more
correlating parameters; and
utilize the estimated error to correct the current new
CGM-reported blood glucose data.
20. The computerized apparatus of claim 19, wherein the

CGM apparatus comprises a fully implantable subcutaneous
CGM apparatus configured for long-term implantation
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within the subject, and the trained at least one regression
model is configured to correct for systemic errors associated
with fully subcutaneous long-term implantation of the CGM
apparatus within the subject.
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