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Abstract

Background: Adherenceto medication is often represented in the form of a success percentage over a period of time. Although
noticeabl e changes to aggregate adherence levels may beindicative of unstable medication behavior, alack of noticeable changes
in aggregate level s over time does not necessarily indicate stability. The ability to detect devel oping changes in medication-taking
behavior under such conditionsin real time would allow patients and care teams to make more timely and informed decisions.

Objective: Thisstudy aimsto develop amethod capable of identifying shiftsin behavioral (medication) patterns at the individual
level and subsequently assess the presence of such shifts in retrospective clinical trial data from patients with serious mental
illness.

Methods: We defined the term adherence volatility as“ the degree to which medication ingestion behavior fits expected behavior
based on historically observed data” and defined a contextual anomaly system around this concept, leveraging the empirical
entropy rate of a stochastic process as the basis for formulating anomaly detection. For the presented methodol ogy, each patient’s
evolving behavior is used to dynamically construct the expectation bounds for each future interval, eliminating the need to rely
on model training or a static reference sequence.

Results: Simulations demonstrated that the presented methodol ogy identifies anomal ous behavior patterns even when aggregate
adherence levelsremain constant and highlight the temporal dependenceinherent in these anomalies. Although a given sequence
of events may present as anomal ous during one period, that sequence should subsequently contribute to future expectations and
may nhot be considered anomalous at a later period—this feature was demonstrated in retrospective clinical trial data. In the same
clinical trial data, anomalous behavioral shiftswereidentified at both high- and low-adherence levels and were spread across the
whole treatment regimen, with 77.1% (81/105) of the population demonstrating at least one behavioral anomaly at some point
in their treatment.

Conclusions: Digital medicine systems offer new opportunities to inform treatment decisions and provide complementary
information about medication adherence. This paper introduces the concept of adherence volatility and develops a new type of
contextual anomaly detection, which does not require an a priori definition of normal and allows expectations to evolve with
shifting behavior, removing the need to rely on training data or static reference sequences. Retrospective analysis from clinical
trial data highlightsthat such an approach could provide new opportunities to meaningfully engage patients about potential shifts
in their ingestion behavior; however, this framework is not intended to replace clinical judgment, rather to highlight elements of
datathat warrant attention. The evidence provided hereidentifies new areasfor research and seemsto justify additional explorations
inthisarea.
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Introduction

Lack of adherence to medication is amajor issue, contributing
to increased health care utilization and |ess favorable outcomes
[1-3]. Common methods of measuring medication adherence
such as the proportion of days covered or the medication
possession ratio rely on claims data. Although useful for many
applications, these methods do not provide objective evidence
that the medication was ever taken. More objective measures
such as electronic cap systems and electronic blister packs
provide more granular observations at the event level but capture
an interaction with the packaging, not the ingestion. Recently,
the Food and Drug Administration approved thefirst ever digital
medicine system (DMS) [4] to track medication ingestion in
patients with serious mental illness (SMI). This system
comprises an electronic sensor embedded in an active
pharmaceutical, a wearable sensor (a patch), and a mobile
application to collect and share data as appropriate (Figure 1).
Systems such as the recently approved DMS hold promise for
improving objectiveinformation availableto patients, clinicians,
and care teams, enabling better decision making. In this study,
we sought to evolve the framework by which medication
adherenceinformationisleveragedin clinical decision making.

Adherence to medication is often represented in the form of a
success percentage over a period of time, where success may
refer to observations such as prescription refills, bottle openings,
or, in the case of digital medicine, the detection of medication
ingestions by the DM S. However, a single success rate over a
period of time, regardless of the abjectivity of the measure, may
not—Dby itself—be sufficient to adequately assess a patient’s
treatment adherence behavior. Although noticeable changes to
aggregate adherence levels are certainly indicative of unstable
medication-taking behavior, a lack of noticeable changes in
these levels over time does not necessarily indicate stable,
interpretable, medication adherence values. As demonstrated
in the Results section, it is possible for anomalous shifts to be
identified in day-to-day ingestion patterns in the absence of
noticeable changes to the aggregate success rate. For instance,
although a patient may be missing the same number of doses
across defined intervals, one interval could have regularly
interspersed misses whereas the other interval could have a
single series of consecutive misses. Although the immediate
clinical conseguences of such differences would likely be
dependent on compound properties such as half-life and
therapeutic index, they could also indicate a more significant
(potentially ongoing) behavioral change that is yet to manifest
in an observable difference in the aggregate adherence value.
Timely knowledge of such (potentially subtle) shifts in
medication behavior may provide early opportunities for
discussions and interventions.

One potential approach to detecting behavioral shifts in
medication dataisto apply contextual (or behavioral) anomaly
detection. Anomaly detection, change point detection, or outlier
detection refers to the task of identifying some part or pattern
of datathat is meaningfully different in some respects[5,6]. In
general, there are 3 types of anomalies[5]: (1) point anomalies
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are individual points in the data that can be considered
anomalous to the others, (2) contextual anomalies (also called
conditional anomalies [7]) require the anomaly to be defined
within a construct specific to the data, and (3) collective
anomalies are extensions of point anomaliesin that the presence
of a set of points, which may not be individually anomalous,
congtitutes an anomaly when present together. Developing
methodol ogiesfor anomaly detection typically requires specific
consideration of the application at hand to frame the problem
appropriately [5]. Inthefield of mental health, new and existing
anomaly detection methods have begun to appear as an
appealing option for avariety of applications, including relapse
prediction [8-10], detection of illness [11,12], worsening
cognitive impairment [13], motor skills [14], and anomalous
traveling patterns[15,16]. For instance, by leveraging passively
collected smartphone sensor dataand digitally delivered patient
surveys, Barnett et a [9] identified increases in the rate of
anomalous behavioral patterns in 3 schizophrenia patients up
to 7 days before a relapse. This study represents an important
step in demonstrating the feasibility and applicability of
individual-level anomaly detection for clinicaly relevant
outcomes, abeit on a small sample size. Barnett et a [9]
appropriately included in their discussion that the relapses ...
quantified in the three subjects may not have reflected other
potential trajectories and mechanismsthat can lead to relapse;’
supporting the value in developing other characterizations of
behavioral anomalies from additional data sources. Using a
natural language approach, Birnbaum et al [10] enrolled patients
with recent onset psychosis and retrospectively combined social
mediadatawith medical recordsto identify anomalouslinguistic
patterns across monthly periods of relative health or relapse.
Similar to Barnett et a [9], Birnbaum et a [10] note “Going
forward, integrating multiple sources of digital data (sensors,
socia media, online searches) to predict mental health outcomes
in clinical settings, could change the way clinicians diagnose
and monitor patients ...,” again speaking to the value of
expanding the scope and depth of anomaly detection in the
mental health spaceto inform links between behavioral changes
and clinically meaningful outcomes at the individual level.
Specific to the space of medication adherence, anomaly
detection has been employed in patientswith Parkinson disease,
where observable changesin treatment pharmacodynamics (eg,
gait patterns) were leveraged as a surrogate for medication
compliance [17]. However, this approach cannot provide
information on daily medication behavior, and when there are
temporal lags between medication ingestion and effect (as is
common in the mental health space), thistype of approach may
not provide an optimal alert window for detected anomalies.
Although we are unaware of any similar studies validating
specific behavioral anomaliesto an intended clinical outcome,
these initial studies demonstrate a growing ability to identify
correlations in behavioral changes (anomalies)—at the patient
level—to clinically meaningful observations, suggesting that
further evidence and methods on novel data sources such as
digital medicine will be of value to the clinical and research
communities.
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Figurel. Anoverview of the digital medicine system (DMS). From l€ft to right: Patient takes medication embedded with an ingestible sensor, which
is activated in the stomach. The ingestible sensor is detected by a wearable sensor, which sends its collected information (including additional sensors
not depicted) to the patient’s smartphone. Theinformation isthe passed on to a secure cloud infrastructure where it can be made available to appropriate
members of the patient’s care team. |mage reproduced under creative commons license from the article published in [18].
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Previously published work has demonstrated that a first-order
Markov model could describe digital medicine ingestion data
at the population level [18]; however, thiswork did not address
thetemporal evolution of Markov chains at the individual level
or provide a mechanism by which such information might be
used proactively by clinicians, patients, or their support teams
to aid in treatment decisions. This study addresses these 2
additional components. Furthermore, we defined the concept
of adherence volatility as “the degree to which medication
ingestion behavior fits expected behavior based on historically
observed data.”

Adherencevolatility isformally represented asthe longitudinal
evolution of the entropy rate of a single (in this case binary)
Markov chain generated from a patient’s medication ingestion
data across treatment, where the success state indicates an
observed ingestion on a given day (1) and an unobserved
ingestion on a given day represents the unsuccessful state (0).
Theentropy rate has been utilized previously for characterizing
behavioral data in rodents and can be thought of as “a
guantification of the predictability of the next observation given
the history of observations that occurred beforeit” [19]. When
viewed longitudinally, the entropy rate metric can provide
information as to shifts in both the marginal (stationary) and
conditiona dependence structures simultaneously, making it a
promising measure by which to detect contextual (behavioral)
anomalies.

On the basis of the aforementioned logic, an anomaly detection
system was built that is computationally nonintensive and can
be leveraged in rea time to identify contextual behavioral
anomalies, and shifts, at the individual level. Although we are
aware of entropy rates previousy explored for anomaly
detection in complex dynamic systems [20,21], the current
application differs in a critically distinct way: there is no
baseline truth or external stimuli required in this system. A
patient’s own evolving behavior (adherence volatility) is used
to construct the expectation bounds for each future interval,
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eliminating the need for training or relying on adifferencefrom
aparticular static reference sequence.

The results of this study provide some basic simulations to
highlight behavioral anomalies and shift detection by leveraging
the concept of adherence volatility. We also demonstrated the
existence of such anomalies and behavioral shiftsin previously
collected clinical data. Although thisisaretrospectiveanalysis,
we believe that knowledge of this approach, as well as its
application and evolution, will be valuable to the medical and
informatics communities as digital and objective medication
adherence data become more prevalent in clinical practice.
Finally, although the application of this approach is conceived
based on medication ingestion data, there is no fundamental
reason why the methods presented here could not be leveraged
to implement the concept of contextual anomaly detection in
any data that can be adequately represented as a stationary,
irreducible Markov process.

Methods

Clinical Study Data

Ingestion data from two 8-week clinical trials (NCT02722967
and NCT02219009) of patientswith SMIs (schizophrenia, major
depression, and bipolar 1) being treated with a DM S was used.
In this system (Figure 1), a patient-worn patch detects asignal
from a digitized medication that contains an ingestible sensor.
The patient-worn patch then transmits data to a mobile device
and subsequently to a secure cloud infrastructure where it can
bemade availableto clinical (and nonclinical) careteamsto aid
in decision making. We have previously provided descriptions
of these studies[18] but recapitulated below for clarity.

Both of these studies provided smartphones with the appropriate
DM S software prel oaded and required male and femal e patients
to be on stable, once-daily doses of oral aripiprazole. It was
required that patients were deemed capable of using a DMS.
During these studies, patientsreceived only the digital versions
of their stable oral aripiprazole dose. Both studies received
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human subject approvals from the Copernicus Group
Ingtitutional Review Board (One Triangle Drive, Suite 100,
Research Triangle Park, North Carolina, United States), and
subjects provided informed consent. Future use of clinical trial
data for research was included in the consent for both studies,
and no additional ethical approvals were required to leverage
the data.

Study 1 was a multicenter, 8-week, open-label study with a
primary objective of capturing the usability of the DM Sby adult
subjects with a diagnosis of schizophrenia with regard to their
ability to independently (and successfully) replace their patch
by the end of week 8 (NCT02219009). Patients were expected
to perform 5 site visits following the screening period: baseline
and weeks 1, 2, 3, and 8.

Study 2 was a multicenter, 8-week, open-label, single-arm,
exploratory trial with the primary objective of assessing the
functionality of an integrated call center for the DMS by adult
subjects with primary diagnoses of schizophrenia, major
depressivedisorder, or bipolar 1 disorder (NCT02722967). This
study consisted of 2 phases: a 2-week prospective phase and a
6-week observation phase. To progress to the 6-week
observation phase, patients were required to have at least 50%
patch data capture for the 7 days before the week 2 visit.
Subjects who met this criterion were eligible to continue into
the 6-week observation phase and would be expected to
complete 4 total site visits (baseline and weeks 2, 4, and 8).

We leveraged data from patients (either study) who had more
than 10 days of ingestion data (see the Anomaly Detection from
Adherence Volatility section below: n=105/119) and defined
Time on System as the difference between the minimum patch
record or mobile application login and the maximum record
from the same data sources. In some cases, the time on system
may exceed the availability of patch and medication (eg, if last
visit after 60 days and mobile application is still accessed in
that timeframe), which will be annotated in the Results section
where appropriate.

Entropy Rate of a Markov Chain and Adherence
Volatility

For a binary Markov chain (assumed to be stationary and
irreducible), the entropy rate [19] is defined as

HX) == ) T+ Py, 108(pg,)

gre{01}

where T, is the stationary distribution of each state q J{0,1}

representing +mP@r1=9  The |ogarithm term in this
implementation refers to the natural logarithm. For a subject i

on day T, the observed data are represented as

X = [x1,%2, ., %7], where x, 0 {0,1} represents whether an
ingestion was observed (1) or not (0) on day t. From the
observed transition count data, n,, representing the counts of
transitions q-r (g,r 0{0,1}), the transition probabilities (TPs)
are empiricaly estimated at any point in time using the
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maximum-likelihood definition of Por = *"/nqs [19]. The 2-state
Markov chain for this subject, up to day T, is then represented
by the transition matrix

T T
Pi oo DPio1

T _
A; = T T
Pi 10 Pi11

1

capturing the observed probabilities of ingestion successes and
failuresto befollowed by success or failure. An estimate of the
entropy rate of this Markov chain under these conditionsis

W = H(A’{) = — ng,‘q (piT,qung;r,qT)

q,re{0,1}

The gtationary distribution ”iT,q isestimated using the eigenvalue
decomposition method on A7 [19,22]. Adherence volatility for
subject i is represented as the longitudinal evolution of /.

The relatively short duration of data sets encountered in the
current digital medicine application (generally around 60 days
or less) makes it difficult to truly verify or explore the
assumption of stationarity, and our assumption of irreducibility
is based on the assertion that when applied to human behavior,
no observed event eliminates the possibility of other events,
provided that the behavior is observed over a sufficiently long
timeframe. However, at short durations, it is possible for
individual data sets to appear absorbing: for example, after 8
days, one patient’s datamay be 11100000, which hastheillusion
that the unsuccessful event may be absorbing. The accurate
estimation of the entropy rate at this relatively short duration,
even when the true order of the system isknown (assumed first
order in thiscase), has been shown to be challenging for multiple
estimation methodologies [19]; however, the precision of
estimation accuracy at any one point isnot required to carry out
contextual anomaly detection in this sense (discussed in the
following section).

Anomaly Detection From Adherence Volatility

It is acknowledged that individual aert systems could
aternatively be constructed by directly tracking the occurrence
rate of each particular sequence of interest in the data, for
example, detecting an increasing number of consecutive missed
doses. However, we propose to leverage the entropy rate for
the evolving Markov chain as an ideal base candidate by which
to identify anomal ous behaviorsin these data sets because it is
a parsimonious metric that encompasses information on both
the stationary and conditional distributions simultaneously.

The lack of ground truth (normal) makes leveraging existing
anomaly detection systems challenging for application in this
space. The expected behavior here should be allowed to shift
over timeto accommodate the actual shifting patternsin patient
behavior, that is, anomal ous behavior during one period should
shift expectations for the future; no a priori assumptions are
made about what normal behavior looks like, nor how many
different shiftsin behavior may occur over the (relatively short)
observed sequences. These aspects of digital medicineingestion
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data compromise the ability of existing techniques to identify
anomalous shiftsin the data from natural shifts.

Contextual anomaly detection in this study is built with an
approach that could be classified as adaptive outlier detection.
Figure 2 displays the pseudocode for the algorithm. Briefly,
after an initial observation period (to allow for some TPsto be
generated), the central tendency of the entropy rate observations
for the next n days is calculated as a weighted average of all
possible entropy rates n days into the future. For a binary

Markov chain and an n-day observation window, there are 2"
possible future states: The weights are calculated as the
probability of each event given the historically observed data
to that point. In this work, the expectation boundaries around
the central tendency are set to 1 SD cal cul ated from the observed

Knightset al

weighted variance. Although there are existing methodologies
and research around generating standard error bounds on
estimates of entropy rate for a stochastic process [19], the
intention hereisto generate boundariesfor the expected central
tendency and variation in the empirical entropy rate over the
next n days, simultaneously. After the expectation boundaries
have been set for the observation window, the next n days are
observed, logging an anomaly if the observed entropy rate goes
outside the boundaries. At the end of each observation window,
the boundary conditions are updated to include recent data; this
process repeats until the treatment is completed. In this study,
an initial period of 10 days was used, with a subsequent
observation window of 5 days. These choices were made from
practical and intuitive considerations so as to evenly divide a
1-month (30-day) treatment cycle.

Figure 2. Contextua (behavioral) anomaly detection algorithm pseudocode.

VARIABLES

Xt « observed data of length t
¢ « Initial observation duration
n < anomaly observation window length
S={s;ki<2" > Set of 2" possible futures
X! « concatenation of X' and s;
W' ={w!} where w! = P(5]|X")

(NB: It follows directly that Y- =1)

FUNCTIONS

def window_bounds(X?, m):
calculate WP
Willgyy = Z?j] WP *H (X‘?)

I

vz =B wy

; 2
. 1 on D = i .
Willeg = Jm * Mg Wy (H (xsi) - wmw)

return (wing,, —m * wingg ), (Wing,; +m+ wing,)

PSEUDOCODE

initialize

, observe data to obtain X° = {x"}: D> ¢
win_bounds = dict()
win_num = @

for 1 in c:D:
calculate h = A(X?)

if (i — c) mod n == @:
# border point: window bounds for next window
win_num += 1
win_min, win_max = window_bounds(X', 1)
win_bounds [win_num] = [win_min, win_max]

if (h > win_bounds [win_num-1]) or /
{h < win_bounds [win_num-1]):
register anomaly

else:
if {(h = win_bounds[win_num]) or /
(h < win_bounds [win_num]}:
register anomaly

To demonstrate proof of concept, thisstudy highlightsonly one
possible way in which the central tendency and boundary
conditions can be set for the observation windows; however,
the approach could be modified for specific use cases or as
evidence suggests better alternatives. Further, we acknowledge
that the full set of statistical properties of the weighted entropy
rate distribution for each of the observation windows have not
been described, but given that we define contextual anomaly
detection here relative to observed data only, this formal
characterization is not a prerequisite for application of the
proposed approach.

From the definition outlined above (and in Figure 2), we define
a behavioral anomaly as an observation window where the
observed entropy rate goes outside the expectation range for
any duration within that window and a behavioral shift as at
least two consecutive anomalous windows. Although the
aforementioned behavioral anomalies may provide potential
indicators, the above definition may result in anomalous
windows arising from a single missed ingestion; therefore, for
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the Results section, the majority of the focus will be on
identifying behavioral shifts, asthese are morerobust indicators
of change.

Results

The salient results presented in this paper are observational and
based on case studies. The intent is to highlight the presence
and identification of behavioral anomaliesand shifts, regardless
of thelevel of aggregate adherence observed or the directionality
of the anomaly with respect to ingestion success. Examples
from simulations, aswell asreal clinical data, are provided and
attempt to demonstrate the concepts with a broad range of
observed adherence rates. Although these results have been
generated retrospectively, the observations (anomalies and
shifts) are reported in the moment for real-time accessto clinical
and care teams.
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Simulation Results

Figure 3 highlights 6 different ssmulated Markov chains, their
resulting adherence volatility traces (blue lines), and their
corresponding expected boundaries across 5-day observation
windows (the gray-shaded region). Simulation durations of 60
dayswere chosen to mirror the available clinical data. For each
of the simulations, the underlying TP matrix remains
constant—the selected use cases represent only a few
representative high- and low-adherence scenarios. This
simplistic setup is presented for 2 primary reasons. (1) to
demonstrate that even when the underlying behavior is not
changing, there are noticeabl e shifts that can occur relative to
historically observed data and (2) conversely, to highlight that
an anomaly in this setting could arise for multiple reasons and
does not inherently need to indicate a shift in the underlying
system. For instance, simulations E and F both end treatment
during an identified behavioral shift despite no change in the
TPs. If thesewere observed in aclinical setting, additional data
may be desirable before making a decision regarding the
consistency of medication adherence. Simulations A and B,
however, present stable ingestion patterns—demonstrated by

https://mental .jmir.org/2020/9/€21378

Knightset al

the overlapping trace plots with the expectation boundaries over
time (with the exception of an early anomaly)—despite very
different levels of aggregate adherence.

All behavioral shifts(at least two consecutive anomalies) in the
figures are identified by green or red boxes, with the
corresponding sections of observed datahighlighted. Thegreen
and red colors indicate if the driving factors for the detected
shiftsare anomal ous patterns of dosing successes or unobserved
doses, respectively. The behavioral shiftin Figure 3 (D) isdriven
by increasing the frequency of dosing successes clumped
together at shorter interval sthan historically observed. In Figure
3 (E), the concentrated patches of zeros at the end are very
irregular for that simulation to that point, and the presence of
(at least) one more unobserved dose after only 3 consecutive
observed doses is also irregular. These 2 instances in
combination drive each of the last 2 windows to be tagged as
anomalies, leading to its classification as a possible shift in
behavior. Similar to simulation D, smulation F demonstrates
successful events moving closer and appearing more frequently,
albeit till at avery low rate.
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Figure 3. Adherence volatility plots for 6 simulated—representative—binary Markov chains over 60 days. The binary string at the top represents the
underlying simulated data (O=unsuccessful, 1=successful). The 2 numeric values on the insets represent the observed aggregate adherence rates at 30
and 60 days, respectively. The blue line in the figures represents the cal culated empirical entropy-rate based on the observed transition probability (TP)
matrix to that day, whereas the shaded gray area represents the defined expected boundary across 5-day windows. Anomalies (single windows with
deviations) are not highlighted in this figure; however, observed behavioral shifts (at least two consecutive windows with deviations) are identified in
the data and trace plots by the green and red boxes. (A) Underlying TPs pp1=.3, p1g=.1 (expected success rate, ADHexp=0.75). The simulation has high
observed adherence rates and 2 identified anomalies from observation windows 1 and 3. (B) Underlying TPs pg1=.1, p1o=-5 (ADHexp=0.17). The
simulation has low aggregate adherence and only one anomaly identified from observation window 2. Both simulations (A) and (B) represent what
could be considered as astable observed ingestion behavior. (C) Underlying TPs pg;=.3, p10=-5 (ADHexp=0.38). The simul ation again haslow observed
aggregate ingestion success, but a dramatic anomaly at observation window 8, which seemingly restabilizes. (D) Again has underlying TPs pg;=.3,
p10=-5. Despite only 5% change in observed ingestion success rate, a behavioral shift is identified across observation windows 8-10 being driven by
tighter groups of successes. Both (E) and (F) display behavioral shiftsat the end of the simulations, with TPs pg1=.5, p1o=-1 (ADHexp=0.83) and pg;=.1,
P10=-3 (ADHexp=0.75) respectively. Groupings of unobserved events are driving the behavioral shift in (E), whereas groupings of successful events
are driving the shiftsin (F). In the last 2 examples, there is only a 5% to 7% change in observed success rates. These simulations are illustrative but
provide insights that anomalies and shifts in this methodology are not required to represent shiftsin the underlying system parameters, rather it detects
contextual anomalies relative to what has been observed to date.
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Clinical Data Results

Figure 4 highlights selected patients across 2 clinical studies
who were enrolled for 8 weeks of digital medicine treatment.
These patients were selected to loosely recapitulate what was
highlighted in the simulated data sets: the top 2 patients (A-B)
had generally stable ingestion patterns at different ends of the
adherence spectrum, and the middle 2 patients (C-D) end with
stable behaviors but demonstrated behavioral shifts from the
perspective of their day-to-day ingestion patterns: of note for
Patient C, only the 60-day treatment window in which patches
and medication were available is summarized in this analysis
(identified up to the dashed ling). Finally, the last 2 patients
(E-F) demonstrated ongoing behavioral shifts with respect to
their historical data, without much change in the aggregate
adherence values. All behavioral shiftsareidentifiedin the plots
asred or green boxes along with the corresponding subsequences
in the observed data. Patient A demonstrates a behavioral shift
driven by increasingly concentrated missed doses relative to
historical observations. However, after thisbehavior isobserved,
the information isincorporated into future bounds, and when a
similar pattern occursagain (light orange box over the observed
data), it no longer resultsin an anomaly. Patient C demonstrates
a behavioral shift starting around day 37, which is driven by
the presence of unobserved doses appearing more tightly
clumped together, including consecutive unobserved doses
appearing for the first time. Patient D demonstrates a strong
behavioral shift across 3 observation windows (15 days): inthis
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scenario, sequences of 3 and 4 missed doses begin to surface.
Of particular interest in the clinical data is Patient F. Despite
successfully registering 87% (47/54) of prescribed ingestions
across the treatment period, when viewed from the perspective
of the adherence volatility plots, the last 30 days of treatment
suggest a continuing shift in ingestion behavior that has not
stabilized by the time treatment is over. It is unclear whether
the ingestion patterns would have continued to shift in this
direction, but thisis a very clear example from the available
clinical dataof where thisapproach can add a unique perspective
to clinical intuition: a medication adherence rate of 87% is
considered high, but the adherence volatility data suggest that
there are significant changes occurring in the patient’s observed
ingestion behavior.

Table 1 shows the count distribution of observed behavioral
shiftsin each patient included in the analysis: 22.8% (24/105)
of patients had no behavioral shifts observed during treatment,
71.4% (75/105) of patients had only 1 behavioral shift observed,
and 5.7% (6/105) of patients had 2 behavioral shifts observed
across their treatment (NB: these counts include total Days on
System, not just the treatment window asisdiscussed in Figure
4). Thistable isincluded to provide information on the current
scale of identified behavioral shiftsacross patient data; however,
given the relatively small sample size for this analysis and the
current inability to provide context around these behavioral
shifts, no comparisons are made across demographics.

JMIR Ment Health 2020 | vol. 7 | iss. 9 | €21378 | p. 8
(page number not for citation purposes)


http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR MENTAL HEALTH Knights et al

Figure 4. Clinical datafrom 6 subjects engaged with the DMS. The binary string at the top represents their observed ingestion data (O=unsuccessful,
1=successful). The 2 numeric values on the insets represent the observed aggregate adherence rates at their individual midway and end-of-treatment
points. The blue line in the figures represents the calculated empirical entropy rate based on the observed transition probability matrix to that day,
whereas the shaded gray arearepresents the defined expected boundary across 5-day observation windows. Anomalies (single windows with deviations)
are not highlighted here; however, observed behavioral shifts (at least two consecutive windows with deviations) are identified in the data and trace
plots by green or red boxes. (A) Demonstrates a behavioral shift driven by increasingly concentrated missed doses relative to historical observations.
However, after this behavior is observed, the information is incorporated into future expectation, and when a similar pattern occurs again (light orange
box over the observed data), it no longer resultsin an anomaly. (B) Has alow observed ingestion success rate but appears stable, with only one slight
anomaly in window 2. (C) Demonstrates a behavioral shift starting in window 6 being driven by the presence of unobserved doses appearing more
tightly clumped together, including consecutive unobserved doses appearing for the first time. Of note for Patient C, only the 60-day treatment window
in which patches and medication were available is summarized in this analysis (identified up to the dashed line). (D) Demonstrates a behavioral shift
across 3 windows, where sequences of 3 and 4 missed doses begin to surface. (E) Despite early difficulties to day 14, this patient appeared to be
experiencing success in week 2 but ends treatment on a behavioral shift. (F) Ends treatment with 87% ingestion success; however, the number and
frequency of missed dosesin the last 30 daysis still changing when the treatment ends. The adherence volatility datafor (E) and (F) suggest that there
are changes occurring in the patient’singestion behavior at the end of treatment that may warrant additional datacollection despitetheir different success
rates. Note: These events are generated purely on a statistical basis and would require clinical context and discussion to determine appropriate course
of action (if any) when leveraged in rea time. DM S: digital medicine system.
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Table 1. Count distribution of observed behavioral shiftsin clinical data.

Knightset al

Number of shifts Participants, N Fraction pop
0 24 0.23
1 75 0.71
2 6 0.06

Discussion

Medication adherence is an important issue in chronic
conditions. Although tools for monitoring adherence to
medication have seen dramatic improvements—including the
first approved DM Sfor patientswith SMI1—there have not been
parallel advancesin data products and algorithmsto accompany
them. In this study, we present the concept of adherence
volatility and provide a complementary anomaly detection
system that focuses on contextual behavioral anomalies.
Anomaly detection in this framework does not require an a
priori definition of what normal means and allows expectations
to evolve with shifting behavior such that observing an anomaly
in one observation period informsthe expectations of subsequent
observation periods. Further, this framework is not intended to
replace clinical judgment: anomalous data patterns detected
here areintended to highlight elements of datathat may warrant
attention from the patient’s clinical and support teams who
would determine the best course of action (if any) when
identified in real time.

The DM Sleveraged in this study requires compliance with both
awearable and an ingestible component to generate a successful
signal. Thus, although a successfully observed signal isarobust,
objective indicator of ingestion, an unobserved ingestion may
arise from multiple scenarios. Although this makes the exact
interpretation of anomalies difficult here, the current iteration
represents when ingestion behavior, at the system level, is
momentarily different or shifting, which we believe is a
beneficial starting point given that future iterations could
become more specific as to which component is driving a
detected anomaly, or collect patient feedback in the moment if
an anomaly is detected.

We leveraged the entropy rate of a Markov chain as the basis
to build the proposed anomaly detection system. Despite its
catch all nature in terms of what types of anomalous patterns
can be detected, observing the evolution of this metric over
short durations will undoubtedly contain both expected and
anomalous shiftsin observed values: deciphering the expected
from the anomalous shifts in this metric, and at these scales, is
not atask for which current standard anomaly detection systems
are equipped to succeed. We also frame the anomaly detection
problem as a contextual problem, which is not dependent on
accurate point estimates of the entropy rate. Rather, the approach
is concerned with the magnitude of relative changes at a given
point. This change alleviates the downstream complexity of
generating accurate point estimates of the entropy rate for short
durations[19].

From an interpretation standpoint, a detected anomaly or shift
does not directly indicate either a true shift in the underlying
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system or a change in aggregate adherence levels per se.
However, this indicates that the current observed patterns are
not consistent with expectations based on data generated up to
that point. The simulated sequences presented in this paper
(Figure 3) highlighted this by demonstrating anomalies and
shifts from evolving Markov chains with stable underlying
transition matrices. The choice to adopt aweighted average and
variance approach was used to highlight the initial system and
demonstrate the proof of concept; however, thisframework and
approach may evolve over time as additional data and evidence
become available to support other measures, or boundary
conditions, which may be more effective at detecting certain
types of clinical scenarios. The same would also apply for the
choice of observation window duration: as clinical outcomes
and observations are collected in conjunction with digital
medicine data, optimal observation window durations may arise
beyond the currently displayed 5-day duration.

Data available for this study were from once-daily dosing of a
single medication (aripiprazol€) for patients who were already
on stable doses. The homogeneity of the patient popul ation from
a stability and dosing regimen standpoint and a lack of
in-the-moment feedback or clinical exploration into observed
behavioral shifts are clear limitations to the generalizability of
this study. Formal exploration of how these methods and
concepts interact with more complicated underlying dynamics
and clinical outcomes are additional opportunities for future
research. Despite the current inability to provide insight into
the clinical relevance of detected anomalies and shifts in the
presented data, we believe this study demonstratesthat focusing
solely on aggregate adherence levels misses opportunities to
effectively interact with patients and make the most informed
treatment decisions. It was particularly interesting to find
examples of both stable and shifting adherence volatility
behaviors at high- and low-adherence level s despite the lack of
heterogeneity in the available data.

DMSs, such as the one leveraged in this study, offer new
opportunities to inform treatment decisions and provide
complementary information about medication adherence. The
anomaly detection framework that has been devel oped identifies
oneway of leveraging such information to improve patient care
by identifying potentially meaningful changes in medication
behavior over time. This unique approach to medication
behavior also opensthe door to new areas of potential research.
Although much work remains to be carried out to determine
(and validate) how and when to leverage such information to
inform clinical care, the evidence provided here, along with the
growing body of evidence supporting the potential for applying
anomaly detection to advance the goa of personaized care,
seems to justify continued explorations.

JMIR Ment Health 2020 | vol. 7 | iss. 9 | e21378 | p. 10
(page number not for citation purposes)


http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR MENTAL HEALTH Knights et al

Acknowledgments

The authors would like to acknowledge the support and insight of the Otsuka digital medicine team. This work was funded by
Otsuka Pharmaceutical Development and Commercialization.

Authors Contributions

JK drafted the manuscript, and all authors provided comments and revisions. JK was involved in the collection of clinical data.
All authors provided input to the methodol ogy.

Conflicts of Interest
JK, ZH, and JC are all the employees of Otsuka Pharmaceutical Development and Commercialization.

References

1.  Cutler DM, Everett W. Thinking outside the pillbox--medication adherence as a priority for health care reform. N Engl J
Med 2010 Apr 29;362(17):1553-1555. [doi: 10.1056/NEJM p1002305] [Medline: 20375400]

2. Kane M, Kishimoto T, Correll CU. Non-adherence to medication in patients with psychotic disorders: epidemiology,
contributing factors and management strategies. World Psychiatry 2013 Oct;12(3):216-226 [FREE Full text] [doi:
10.1002/wps.20060] [Medline: 24096780]

3. Vaenstein M, Ganoczy D, McCarthy JF, Kim HM, Lee TA, Blow FC. Antipsychotic adherence over time among patients
receiving treatment for schizophrenia: a retrospective review. J Clin Psychiatry 2006 Oct;67(10):1542-1550. [doi:
10.4088/jcp.v67n1008] [Medline: 17107245]

4.  FDA Approves Pill With Sensor That Digitally Tracks if Patients Have Ingested Their Medication. US Food and Drug
Administration. 2017. URL : https.//www.fda.gov/NewsEvents/Newsroom/PressA nnouncements/ucm584933.htm [accessed
2020-08-07]

5. ChandolaV, Banerjee A, Kumar V. Anomaly detection. ACM Comput Surv 2009 Jul 1;41(3):1-58. [doi:
10.1145/1541880.1541882]

6. ChandolaV, Banerjee A, Kumar V. Anomaly detection for discrete sequences: a survey. |EEE Trans Knowl Data Eng 2012
May;24(5):823-839. [doi: 10.1109/tkde.2010.235]

7.  Song X,WuM, Jermaine C, Ranka S. Conditional anomaly detection. |EEE Trans Knowl Data Eng 2007 May;19(5):631-645.
[doi: 10.1109/tkde.2007.1009]

8. KerzM, Folarin A, Meyer N, Begale M, MacCabe J. SlegpSight: A Wearables-Based Relapse Prevention System for
Schizophrenia. In: Proceedings of the 2016 ACM International Joint Conference on Pervasive and Ubiquitous Computing:
Adjunct. 2016 Presented at: UbiComp'16; September 12-16, 2016; Heidelberg, German. [doi: 10.1145/2968219.2971419]

9. Barnett I, Torous J, Staples P, Sandoval L, Keshavan M, Onnela J. Relapse prediction in schizophrenia through digital
phenotyping: apilot study. Neuropsychopharmacol ogy 2018 Jul;43(8):1660-1666 [FREE Full text] [doi:
10.1038/s41386-018-0030-z] [Medline: 29511333]

10. Birnbaum ML, Ernala SK, Rizvi AF, Arenare E, van Meter AR, de Choudhury M, et al. Detecting relapse in youth with
psychotic disorders utilizing patient-generated and patient-contributed digital datafrom Facebook. NPJ Schizophr 2019
Oct 7;5(1):17 [FREE Full text] [doi: 10.1038/s41537-019-0085-9] [Medline: 31591400]

11. GerychW, Agu E, Rundensteiner E. Classifying Depression in Imbalanced Datasets Using an Autoencoder- Based Anomaly
Detection Approach. In: 13th International Conference on Semantic Computing. 2019 Presented at: ICSC'19; January
30-February 1, 2019; Newport Beach, CA, USA. [doi: 10.1109/icosc.2019.8665535]

12. Bodnar T, Barclay V, Ram N. On the Ground Validation of Online Diagnosis with Twitter and Medical Records. In:
Proceedings of the 23rd International Conference on World Wide Web. 2014 Presented at: WWW'14; April 7-11, 2014;
Seoul, Korea. [doi: 10.1145/2567948.2579272]

13. ChangV, LinK, Choul, Chen S, MaT. Statistical anomaly detection for individuals with cognitive impairments. IEEE J
Biomed Hesalth Inform 2014 Jan;18(1):384-390 [FREE Full text] [doi: 10.1109/jbhi.2013.2271695]

14. Tron TT, Resheff Y, Bazhmin M. ARIMA-Based Motor Anomaly Detection in Schizophrenia Inpatients. In: International
Conference on Biomedical & Health Informatics. 2018 Presented at: BHI'18; March 4-7, 2018; Las Vegas, NV, USA. [doi:
10.1109/bhi.2018.8333460]

15. ChangY, Wang FT, Chen S, MaT. Anomaly detection to increase commuter safety for individuals with cognitive
impairments. J Dev Phys Disabil 2011 Jul 29;24(1):9-17. [doi: 10.1007/s10882-011-9251-3]

16. Chang Y. Anomaly detection for travelling individuals with cognitive impairments. SIGACCESS Access Comput 2010
Jun(97):25-32. [doi: 10.1145/1873532.1873535]

17. Tucker CS, Behooral, Nembhard HB, Lewis M, Sterling NW, Huang X. Machine learning classification of medication
adherence in patients with movement disorders using non-wearable sensors. Comput Biol Med 2015 Nov 1;66:120-134
[FREE Full text] [doi: 10.1016/j.compbiomed.2015.08.012] [Medline: 26406881]

https://mental.jmir.org/2020/9/e21378 JMIR Ment Health 2020 | vol. 7 | iss. 9 | €21378 | p. 11
(page number not for citation purposes)


http://dx.doi.org/10.1056/NEJMp1002305
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=20375400&dopt=Abstract
https://doi.org/10.1002/wps.20060
http://dx.doi.org/10.1002/wps.20060
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24096780&dopt=Abstract
http://dx.doi.org/10.4088/jcp.v67n1008
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=17107245&dopt=Abstract
https://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm584933.htm
http://dx.doi.org/10.1145/1541880.1541882
http://dx.doi.org/10.1109/tkde.2010.235
http://dx.doi.org/10.1109/tkde.2007.1009
http://dx.doi.org/10.1145/2968219.2971419
http://dx.doi.org/10.1038/s41386-018-0030-z
http://dx.doi.org/10.1038/s41386-018-0030-z
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29511333&dopt=Abstract
http://europepmc.org/abstract/MED/31591400
http://dx.doi.org/10.1038/s41537-019-0085-9
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=31591400&dopt=Abstract
http://dx.doi.org/10.1109/icosc.2019.8665535
http://dx.doi.org/10.1145/2567948.2579272
https://ieeexplore.ieee.org/abstract/document/6549160/
http://dx.doi.org/10.1109/jbhi.2013.2271695
http://dx.doi.org/10.1109/bhi.2018.8333460
http://dx.doi.org/10.1007/s10882-011-9251-3
http://dx.doi.org/10.1145/1873532.1873535
http://europepmc.org/abstract/MED/26406881
http://dx.doi.org/10.1016/j.compbiomed.2015.08.012
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26406881&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR MENTAL HEALTH Knights et al

18. KnightsJ, Heidary Z, Peters-Strickland T, Ramanathan M. Evaluating digital medicine ingestion data from seriously
mentally ill patients with a Bayesian hybrid model. NPJ Digit Med 2019;2:20 [FREE Full text] [doi:
10.1038/s41746-019-0095-7] [Medline: 31304367]

19. Vegetabile BG, Stout-Oswald SA, Davis EP, Baram TZ, Stern HS. Estimating the entropy rate of finite Markov chains
with application to behavior studies. J Educ Behav Stat 2019 Jan 30;44(3):282-308. [doi: 10.3102/1076998618822540]

20. Ray A. Symbolic dynamic analysisof complex systemsfor anomaly detection. Signal Processing 2004 Jul;84(7):1115-1130.
[doi: 10.1016/].sigpro.2004.03.011]

21. SuranaA, Ray A, Chin S. Anomaly detection in complex systems. IFAC Proceedings Volumes 2003 Jun;36(5):1119-1124.
[doi: 10.1016/S1474-6670(17)36643-0]

22. Karlin'S, Taylor H. A Second Course in Stochastic Processes. New York, USA: National Academic Press; 1981.

Abbreviations

DMS: digita medicine system
SMI: serious mental illness
TP: transition probability

Edited by J Torous; submitted 12.06.20; peer-reviewed by D Ichikawa, J Firth; commentsto author 14.07.20; revised version received
21.07.20; accepted 21.07.20; published 10.09.20

Please cite as:

Knights J, Heidary Z, Cochran JM

Detection of Behavioral Anomalies in Medication Adherence Patterns Among Patients With Serious Mental 1llness Engaged With a
Digital Medicine System

JMIR Ment Health 2020;7(9):€21378

URL: https://mental.jmir.org/2020/9/e21378

doi: 10.2196/21378

PMID: 32909950

©Jonathan Knights, Zahra Heidary, Jeffrey M Cochran. Originally published in IMIR Mental Health (http://mental.jmir.org),
10.09.2020. This is an open-access article distributed under the terms of the Creative Commons Attribution License
(https://creativecommons.org/licenses/by/4.0/), which permits unrestricted use, distribution, and reproduction in any medium,
provided the original work, first published in IMIR Mental Health, is properly cited. The complete bibliographic information, a
link to the original publication on http://mental.jmir.org/, as well as this copyright and license information must be included.

https://mental.jmir.org/2020/9/e21378 JMIR Ment Health 2020 | vol. 7 | iss. 9 | €21378 | p. 12
(page number not for citation purposes)

RenderX


http://europepmc.org/abstract/MED/31304367
http://dx.doi.org/10.1038/s41746-019-0095-z
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=31304367&dopt=Abstract
http://dx.doi.org/10.3102/1076998618822540
http://dx.doi.org/10.1016/j.sigpro.2004.03.011
http://dx.doi.org/10.1016/S1474-6670(17)36643-0
https://mental.jmir.org/2020/9/e21378
http://dx.doi.org/10.2196/21378
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=32909950&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

