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Abstract: The application of artificial intelligence (AI) has provided new capabilities to develop
advanced medical monitoring sensors for detection of clinical conditions of low circulating blood
volume such as hemorrhage. The purpose of this study was to compare for the first time the discrimi-
native ability of two machine learning (ML) algorithms based on real-time feature analysis of arterial
waveforms obtained from a non-invasive continuous blood pressure system (Finometer®) signal to
predict the onset of decompensated shock: the compensatory reserve index (CRI) and the compen-
satory reserve metric (CRM). One hundred ninety-one healthy volunteers underwent progressive
simulated hemorrhage using lower body negative pressure (LBNP). The least squares means and
standard deviations for each measure were assessed by LBNP level and stratified by tolerance status
(high vs. low tolerance to central hypovolemia). Generalized Linear Mixed Models were used to
perform repeated measures logistic regression analysis by regressing the onset of decompensated
shock on CRI and CRM. Sensitivity and specificity were assessed by calculation of receiver-operating
characteristic (ROC) area under the curve (AUC) for CRI and CRM. Values for CRI and CRM were
not distinguishable across levels of LBNP independent of LBNP tolerance classification, with CRM
ROC AUC (0.9268) being statistically similar (p = 0.134) to CRI ROC AUC (0.9164). Both CRI and
CRM ML algorithms displayed discriminative ability to predict decompensated shock to include
individual subjects with varying levels of tolerance to central hypovolemia. Arterial waveform
feature analysis provides a highly sensitive and specific monitoring approach for the detection of
ongoing hemorrhage, particularly for those patients at greatest risk for early onset of decompensated
shock and requirement for implementation of life-saving interventions.

Keywords: hemorrhage; shock; medical monitoring; compensatory reserve; machine learning;
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1. Introduction

Sensor technology can play a critical part in the employment of early medical inter-
vention(s) that are associated with improved clinical outcomes in patients suffering from
traumatic injury [1]. As such, early intervention relies on early and accurate diagnosis of
patient status that can be generated from specific sensors that provide the necessary phys-
iological signals. Such diagnosis has proven historically challenging because of medical
monitors that are limited by inadequate measures of standard vital signs that change very
little during the compensatory stage of hemorrhage [2]. To address this limitation, there
has been emerging technology based on the application of artificial intelligence (AI) to
identify real-time changes in the sum total of all physiological mechanisms involved in the
compensation for low blood volume states (i.e., central hypovolemia). This physiological
phenomenon has been defined as the compensatory reserve, with its measurement relying
on a machine learning (ML) approach that incorporates the interrogation of arterial blood
pressure waveform features [1-7]. Reported measurements of the compensatory reserve
have consistently proven to provide greater sensitivity in time (i.e., early) and specificity
for identifying individual patient status when compared to traditional standard vital signs
in both human experimental [2,6,8-13] and clinical [14-20] settings. In this regard, the
measurement of the compensatory reserve has proven to be “the most informative “vital
sign’ to be captured in emergency medical care settings” because of its ability to provide
earlier and individualized status of patients with hypovolemia [2].

Despite its repeated accuracy for tracking reductions in central circulating blood vol-
ume [1,2,5,8], we are unaware of any evidence that the physiological basis for measuring
the capacity to compensate for low circulating blood volume resides in the assessment of
arterial waveform morphology without using a specific ML algorithm. We therefore felt
it necessary to conduct a systematic comparison of compensatory reserve measurements
generated by two entirely different algorithmic approaches. Within this context, we hypoth-
esized that both algorithms designed to evaluate arterial waveform features would yield
similar performance for assessing circulating blood volume status based on the evaluation
of sensitivity and specificity for tracking the compensatory status of human subjects. Stated
more simply, the accuracy of a compensatory reserve measurement should be independent
of any ML monitoring approach designed to interrogate waveform features. To test this
hypothesis, we compared for the first time two independently generated algorithms devel-
oped for measurement of the compensatory reserve based on the application of entirely
different ML techniques. We used a common data set of arterial waveforms obtained from
a large cohort of human subjects who underwent progressive reductions in central blood
volume similar to that experienced during hemorrhage.

2. Methods
2.1. Subject Volunteers

One hundred nighty-one women (N = 88) and men (N = 103) with a mean (£SD) age of
27 + 8 years, height of 164 £ 30 cm, and weight of 74.5 &= 16.1 kg volunteered to participate
in this investigation after all procedures and potential risks were explained and their
written informed consent was obtained. To ensure a state of health, each subject completed
a medical history survey and underwent a physical examination before experimentation.
For at least 24 h prior to an experiment, participants were instructed to abstain from the use
of alcohol, nicotine, caffeine, medications, and/or any drugs that could affect autonomic
functions. Female subjects were excluded if they displayed a positive urine pregnancy
test during their physical examination. All experimental procedures and protocols were
explained to each subject prior to obtaining written informed consent.

2.2. Experimental Protocol

A two-group, repeated measures study design was used to compare the ability of the
CRI and CRM to predict the onset of decompensated shock. The experimental protocol was
designed to determine the tolerance to central hypovolemia of each volunteer subject by
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applying progressively increasing levels of lower body negative pressure (LBNP). Central
hypovolemia induced by LBNP in humans has been shown to result in the integrated
activation of compensatory mechanisms comparable to those observed during actual hem-
orrhage [1,21]. Previous experiments have demonstrated that —30, —60, and —90 mmHg
LBNP approximates average blood losses of 450, 1000 and 1600 mL in a 70 kg human [22].

Prior to testing, participants were measured with a 3-lead electrocardiogram and
non-invasive blood pressure monitor (Finometer® Blood Pressure Monitor, TNO-TPD
Biomedical Instrumentation, Amsterdam, The Netherlands) on the left middle finger.
During testing, the left hand rested at heart level to ensure accurate representation of
central blood pressure, and arterial pressure waveforms were calibrated with a standard
manual brachial blood pressure cuff. Hemodynamic data from the non-invasive blood
pressure monitor were sampled at 500 Hz and recorded directly with data-acquisition
software (WINDAQ, Dataq Instruments, Akron, OH, USA). Recordings from the same
arterial waveforms were used to ensure that the calculation of Compensatory Reserve
Metric (CRM) and Compensatory Reserve Index (CRI) values were comparable (described
in detail below). All subjects were supine for the duration of each testing session and
instructed to lie perfectly still to assure the presence of “clean” signals. Participants were
placed into the airtight LBNP chamber up to their waist. A seal around the edge of the
LBNP chamber was accomplished using a tight-fitting neoprene material around the waist
that was also attached to the chamber to allow for the generation of the negative pressure.
Negative pressure was generated using a standard vacuum hose, attached to the LBNP
chamber that was integrated with a variable autotransformer to incrementally increase
suction during the LBNP protocol. Following a baseline resting period of 5 min, each subject
underwent exposure to an experimental profile that consisted of progressive LBNP levels at
—15, —30, —45, —60, —70, —80, —90, and —100 mmHg for 5 min each. The LBNP protocol
was immediately terminated at the time that a subject experienced the onset of clinical
decompensated shock as defined by a fall in systolic blood pressure (SBP) to <80 mmHg
with concurrent expression of any combination of pre-syncopal symptoms such as nausea,
cold sweat, dizziness, or tunnel vision. Release of LBNP to ambient pressure resulted
in rapid restoration of central blood volume to the central circulation with concurrent
stabilization of hemodynamic stability.

2.3. Measuring the Compensatory Reserve

The compensatory reserve is a physiological phenomenon that represents the sum total
of all mechanisms that protect against inadequate systemic delivery of oxygen (DO;) to the
tissues of the body. As such, the compensatory reserve was calculated as the difference in
the capacity to compensate for hypovolemia in a resting baseline state (estimated as 100%
reserve) and at the onset of hemodynamic instability when the capacity to compensate had
been exhausted (i.e., 0% reserve) [1,5-7,23-26]. In this regard, each individual has a finite
“reserve” to compensate for low blood volume and flow states. For this investigation, we
applied two independently generated ML algorithms for the calculation of an estimated
valued of the compensatory reserve: (1) the compensatory reserve index (CRI; Flashback
Technologies Inc., Denver, CO, USA) and (2) the compensatory reserve metric (CRM;
Mayo Clinic Special Purpose Processor Development Group, Rochester, MN, USA). These
algorithms provided state-of-the-art feature-extraction and ML methods for retrospective
calculation of compensatory reserve based on changes in morphology of analog arterial
pressure waveforms obtained non-invasively with an infrared finger blood pressure signal
using the volume clamp technique [1,4-7,9,10,27].

2.3.1. Compensatory Reserve Index (CRI)

The proprietary CRI algorithm was developed from the application of feature extrac-
tion and ML methods used for robotic situational awareness that was translated to vital
sign waveform data generated from LBNP experiments [4,7]. The resulting training data
included >650,000 training sample waveforms. This approach led to the identification of
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hundreds of features within each non-invasive arterial waveform that showed a trend of
the compensatory phase of central blood volume loss. In this regard, the algorithm was
constructed with use of the following generalized equation to calculate an estimate of CRI:

__ BLV
BLV@HD

where BLV is the current blood loss volume of the subject and BLV@HD is the BLV at which
the onset of hemodynamic decompensation occurs in that subject. Within this construct, the
calculated estimate of CRI relied on an assumption that an individual’s BLV at any given
time is known, as well as the individual’s BLV@HD due to reduced central blood volume.
The accuracy of this assumption is supported by experiments using non-human primates
and human subjects that demonstrated how LBNP closely mimics physiologic responses
observed when compared to hemorrhage [1,28-31]. These direct comparisons allowed for
translation of —30, —60, and —90 mmHg LBNP to average equivalents of approximately
450, 1000, and 1600 mL blood loss in a 70 kg human [22,30]. As such, the relationship
between LBNP and BLV allowed for an ethically and scientifically justified substitute
for modeling the reduction in central blood volume to hemodynamic decompensation in
humans using the following calculation to estimate CRI:

CRI=1

BLV@HD LBNP@HD

where LBNP(t) is the LBNP level that the individual is experiencing at time t and LBNP@HD
is the LBNP level at which there is an onset of hemodynamic decompensation in that
individual [7].

CrI—1. BV . LBNP(y

2.3.2. Compensatory Reserve Metric (CRM)

A detailed description of the CRM algorithm has been previously reported [32]. In
summary, a deep one-dimensional (1-D) Convolutional Neural Network (CNN) was trained
on arterial waveform data generated from a larger set of LBNP study subjects that included
the 191 subjects used for comparison with the CRI. Similar to the approach used to construct
the CRI algorithm, the CRM training target was modeled as a series of steps corresponding to
the applied LBNP, with an LBNP level used as a target of reduced central circulating blood
volume. The final architecture for the CNN was determined using a hyper-optimization search
that resulted in the selection of an architecture consisting of an initial input convolutional
layer, seven convolutional /pooling layers, two fully connected layers, and a final linear layer.

The data processing pipeline is shown in Figure 1. The predicted time for onset of
hemodynamic decompensation (i.e., decompensated shock) was derived from the release
of LBNP. Once the endpoint targets were defined, the analog arterial waveforms recorded
from the Finometer® monitor were truncated to the experiment length, beginning after all
sensors and equipment were in place and activated for data collection. The end-point of
data collection occurred at the time that the subject experienced hemodynamic decompen-
sation (i.e., at the time that the LBNP was released to normal level). Because the subjects
were instructed to remain still during the entire data collection process, very few anomalies
in the waveforms were revealed, but they were not filtered or altered because it was unclear
whether these were introduced by the monitoring equipment or due to an actual physio-
logical cause. The 500 samples per second monitoring frequency of the Finometer® device
was reduced to 100 samples per second using 1-dimensional linear interpolation, as it was
previously determined that higher frequencies did not produce significantly more accurate
results. The waveform for each subject was then normalized to a 0-1 range using min/max
scaling and divided into equal segment lengths of 20 s. Each segment could then be used
as a separate sample for model training, thus producing a large number of samples from
a limited number of original subjects. Each waveform segment was associated with a
stepwise CRM training target and a binary flag marking the time of decompensation.
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Figure 1. Data-processing pipeline for CRM algorithm development.

2.4. High versus Low Tolerance Classification

Participants were categorized as having high tolerance (HT) or low tolerance (LT) to
reductions in circulating central blood volume (i.e., central hypovolemia) using statistical
analysis of Kaplan—Meier “survival” curves [21]. By definition, LT participants experienced
the onset of decompensated shock prior to completing a LBNP level of 60 mmHg (total
protocol time < 1500 s including baseline rest), while HT participants tolerated LBNP levels
that exceeded 60 mmHg of LBNP (>1500 s of the total protocol time). However, it should
be noted that a single CRI and CRM model was constructed with Finometer® waveform
data and applied to all 191 subjects independent of their tolerance to reduced central blood
volume (i.e., there are no independent algorithms for HT and LT subjects).

2.5. Statistical Analysis

Differences in demographics between HT and LT groups were analyzed using a
Student’s t-test statistic for independent groups. CRI and CRM LS means with + standard
errors (£SE) were calculated for all 191 subjects (ALL) as well as HT and LT subjects
across each of the LBNP levels (baseline to 100% tolerance). To test our hypothesis that
the measure of compensatory reserve to predict the onset of decompensated shock would
be similar when comparing the CRI and CRM values, generalized estimating equations
(GEE) with logit link functions and random effects for subjects were used to perform
repeated measures logistic regression analysis. There were two GEE models utilized in this
study that regressed the onset of decompensated shock for CRI and CRM. The predicted
probabilities outputted from each model were used for comparison in a Receiver Operating
Characteristic (ROC) Area Under the Curve (AUC) statistical analysis. The predicted
probabilities of onset of decompensated shock for both CRI and CRM were reported by
LBNP levels (baseline to 100% tolerance). The probability that any differences between
CRI and CRM values were not attributable to chance was analyzed using GEE models
with compound symmetry covariance structures and expressed as p values. Statistical
comparisons were also performed across all levels of LBNP and between LT and HT
individuals. In an effort to assess the ability of each algorithm to reach the target LBNP level,
amalgamated correlation coefficients (R?) were generated from subject group averages of
the final CRI and CRM values calculated at the end of each 5 min level during progressive
LBNP. In order to compare the strength of the relationships between scaled values of
CRI vs. CRM and LBNP, corresponding Pearson correlation coefficients were calculated
and converted to z-scores using Fisher’s r to z transformation, and Steiger’s Z tests for
dependent samples per each subject class (ALL, HT, and LT).

3. Results

For a head-to-head comparison of CRI and CRM, we identified a subset of LBNP study
subjects common to validation experiments conducted on CRI [7] and CRM [32]. CRI and
CRM were computed every 10 s from the beginning of each experiment until the point
of decompensation. Of the 191 subjects used for head-to-head comparisons of the CRI
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and CRM algorithms, 60 were classified as having low tolerance to central hypovolemia
with a mean (£5SD) tolerance time of 1286 + 193 s, while the remaining 131 subjects were
classified as having high tolerance with an average tolerance time of 1838 4 262 s (p < 0.001).
Demographically, the HT group had a mean (£SD) age (27 + 8 years), height (163 &+ 32 cm),
and weight (75.4 £ 15.2 kg) that were statistically indistinguishable (0.617 > p > 0.258)
from the LT group (27 & 8 years, 166 £ 27 cm, 72.5 £ 18.0 kg, respectively).

As presented in Figure 2, the GEE analysis produced an ROC AUC (£MSE) for
predicting the onset of hemodynamic decompensation (decompensated shock) of 0.9164
(0.0066, 95% CI = 0.903-0.929) for CRI compared to the CRM ROC AUC of 0.9268 (0.0059,
95% CI = 0.915-0.938). The CRM ROC AUC was statistically greater at p = 0.104.

ROC Curves for CRI and CRM
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Figure 2. ROC AUC comparisons for prediction of the onset of decompensated shock between
the compensatory reserve index (CRI—blue line) algorithm and the compensatory reserve metric
(CRM—green line) algorithm. Diagonal broken red line represents a random guess threshold (i.e.,
no-discrimination line at 0.5).

Comparisons of average responses of compensatory reserve estimated by the CRI
and CRM algorithms during progressive stepwise reductions in central blood volume
in all 191 subjects are presented in Figure 3 (upper panel). The number of subjects who
progressed through each stage of LBNP is also presented. A model comparing CRI with
CRM irrespective of time showed the calculated responses generated from two algorithms
to be statistically similar (p = 0.114). However, a statistical comparison of LBNP-averaged
values between CRI and CRM as functions of time revealed that the interaction between CRI
and CRM with time was statistically different; a finding consistent with average baseline
rest values of 96 = 6% for CRM compared to 86 £ 6% for CRI (p < 0.001). Statistical analysis
of estimated compensatory reserve responses for HT (Figure 3, middle panel) and LT
(Figure 3, bottom panel) groups revealed statistically similar results (p = 0.626) compared
to those generated by analysis of the entire group of subjects.

The amalgamated correlation coefficients (R?) between values of CRI and CRM across
the progression of LBNP are presented in Table 1 and Figure 4. The strength of the
relationships between LBNP and estimated compensatory reserve values were not statisti-
cally different between CRM and CRI for all 191 subjects (p = 0.344) and for HT subjects
(p = 0.232). However, the strength of the relationship between LBNP and compensatory
reserve values for LT subjects was statistically different (p < 0.0001) between CRM and CR],
with CRM displaying a stronger negative R? than that for CRI.
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Figure 3. Average responses of compensatory reserve estimated by the CRI (orange line) and CRM
(green line) algorithms for all 191 subjects (upper panel), 131 high-tolerance subjects (middle panel
B), and 60 low-tolerance subjects (lower panel). The LBNP profile steps used for model development
as a target of reduced central circulating blood volume are indicated by the blue broken line (labeled

on the y-axis).
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Table 1. Amalgamated correlation coefficients (R?) between LBNP and CRM and CRI for all subjects
and those classified as having high (HT) and low (LT) tolerance to central hypovolemia.

CRM, % CRI, % il
alue
N R? R? P
All subjects 191 0.958 0.978 0.344
HT subjects 131 0.965 0.980 0.232
LT subjects 60 0.999 0.991 <0.0001
100 -~ CRM, %
= CRI %
80—
T 60
]
o
®
a 40-
20
0— T T T =
0 20 40 60 80
LBNP, mmHg

Figure 4. Plots of linear regressions calculated between progressive LBNP levels and measurements
of compensatory reserve generated from CRM (circles) and CRI (squares) algorithms. Values are
the mean =+ SD calculated at the end of each 5 min step of LBNP from all 191 data sets presented in
Figure 3 (upper panel).

4. Discussion

Data generated from numerous experimental and clinical investigations have demon-
strated that measurement of the compensatory reserve based on real-time assessment of
changes in arterial waveform features provides an earlier and more specific metric of patient
status during conditions of reduced central blood volume compared to standard methods of
medical monitoring. Within this conceptual framework, we hypothesized that algorithmic
approaches that apply ML techniques to the same training library of analog signals in a
model of progressive central hypovolemia should generate similar compensatory reserve
values and predictive capabilities for the onset of hemodynamic decompensation. The
results of this investigation support our hypothesis by demonstrating statistically similar
sensitivity, specificity, and values of compensatory reserve across a wide range of LBNP
levels independent of differing ML approaches used in constructing the CRI and CRM
algorithms. The significance of this finding is that it reflects the basic fundamental premise
that the morphology of the arterial waveform represents the most accurate approach to
measuring the integration of all compensatory mechanisms that best predict the onset of
circulatory shock in an individual patient [1-3,5]. In other words, it is critical to appreci-
ate that an efficacious algorithm for monitoring the capacity to compensate for reduced
circulating blood volume is most dependent on physiological signals that best represent a
specific clinical condition rather than the algorithmic approach per se.

A ROC AUC > 0.9 can be considered as highly accurate compared to moderately accu-
rate values of 0.7 < AUC < 0.9 [33]. In this regard, the results of the present investigation are
consistent with ROC AUC values > 0.9 previously reported for predicting the presence of
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ongoing hemorrhage or the onset of hemodynamic decompensation using a measurement
of CRI or CRM compared to moderate accuracy provided by standard vital sign measure-
ments [2,9-13,18,34]. These observations should be expected given that the added value
of arterial feature waveform analysis to the assessment of clinical status in hypovolemic
patients has been well documented [1,2,35-38]. As such, a high accuracy associated with
the measurement of the compensatory reserve underscores the importance of including ML
technologies for obtaining real-time changes in arterial waveform morphology for sensor
development designed to advance medical monitoring capabilities.

The average group response measured with the LBNP-scaled CRM algorithm across
levels of decreasing central blood volume (i.e., LBNP) was statistically different from LBNP-
scaled CRI responses. With nearly identical patterns across the LBNP profile, the finding
of a statistical difference is most likely attributed to differences in patterns and average
values of compensatory reserve measured with CRI and CRM algorithms during the first
stage of the protocol (Figure 2, all panels). While CRM was stable at baseline rest (initial
5 min protocol level), the CRI algorithm displayed instability with a progressive reduction
in the absence of change in central volume. This comparison may necessitate additional
investigation into the stability of the FDA-cleared CRI algorithm.

High sensitivity, specificity, and accuracy of a real-time measurement of the com-
pensatory reserve to predict the onset of decompensated shock was determined to be
statistically similar for the entire subject population based on ROC AUC analysis. The
algorithms also demonstrated a “steady state” pattern in compensatory reserve during
each of the early stages of reduced central blood volume (Figure 2). However, the inability
to maintain a steady-state compensatory reserve after the —45 mmHg LBNP level (i.e.,
third step) translates to a compromised capacity to sustain adequate tissue oxygen delivery
after an average loss of approximately 700 to 750 mL of circulating blood volume for a
75 kg individual [1,22]. However, the exceptionally high correlation coefficients generated
from population averages of CRI and CRM at the end of each LBNP level provide the
first compelling evidence to support the notion that 5 min is an adequate time for the
algorithms to provide an accurate and validated measurement of the compensatory status
of an individual.

A unique characteristic of the data sets used in the development of both CRI and
CRM algorithms was the ability to include the classification of individuals with varying
tolerances to reductions in central blood volume. As such, this large database consisting of
analog arterial waveforms provided for the first time an ability to construct ML algorithms
that are designed to distinguish “good” from “poor” compensators. This unique capability
was further supported by the high correlation coefficients generated between CRI and
CRM values with LBNP in this study. In this regard, both CRI and CRM accurately tracked
the reduction in compensatory reserve in individuals independent of their capacity to
compensate for progressive central hypovolemia induced by increasing levels of LBNP. This
observation supports the conservation of the physiological compensatory response across
individuals regardless of the magnitude of an individual’s absolute compensatory reserve.
Although an average low-tolerant individual reaches decompensation approximately twice
as quickly as a high-tolerant individual [21], CRM and CRI were able to accurately correlate
compensation capacity to simulated blood volume reduction for both groups of individuals.
Indeed, being able to distinguish patients with relatively low tolerance to reduced central
blood volume is key to providing early diagnosis of and intervention for those individuals
at highest risk for the onset of decompensated shock, characteristics that are critical to the
development of efficacious wearable sensors. In this regard, the CRM appears to provide
the most efficacious algorithm based on its statistically stronger relationship between
reduced central blood volume and compensatory reserve measures in LT subjects. We are
unaware of any other advanced technology applying ML that provides such a capability
for translation of precision medicine to patient monitoring. The performance results from
both CRI and CRM algorithms with high sensitivity, specificity, and accuracy presented
in this paper underscore the importance of accumulating data sets from healthy subjects
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exposed to an experimental protocol designed to elicit hemodynamic decompensation in all
subjects prior to validating the algorithms with an application in patients [14,15,17-20,34].
Simply put, consistent success in accurately assessing the clinical status of patients with
compromised circulating blood volume reflects the importance of generating algorithms
that are based on the physiology of healthy individuals.

Although efforts have been made to use the same data sets for algorithm comparisons,
there were subtle differences in the approaches to develop the CRI and CRM algorithms that
could have potentially influenced the interpretation of results generated from this investi-
gation. For instance, the experimental design allowed for the same subset of 191 subjects to
be used for algorithm performance analysis of ROC AUC calculations and compensatory
reserve responses during progressive reductions in central blood volume (Figures 1-3).
However, subject data sets collected during the initial 184 LBNP experiments were used
to develop the CRI algorithm [7], compared to a larger common data set with additional
subjects used 6 years later to develop the CRM algorithm [32]. Additionally, CRI values
were generated from averaging calculations across a 30-beat sliding window [7], while the
CRM values were calculated based on 20 s waveform segments [32]. Despite these subtle
differences in the specific approach for algorithm development, the remarkable similarity
in CRI and CRM performance for calculating individual compensatory reserve values with
high sensitivity and specificity reflects the incredible influence and stability imparted by the
use of a database consisting of hundreds of thousands of arterial waveforms for “learning”.

Translation of compensatory reserve algorithms into clinical practice. A potential limitation
to the clinical application of this work is that compensatory reserve algorithms were devel-
oped based on data collected from healthy subjects undergoing experimentally controlled
progressive central hypovolemia rather than patients with actual hemorrhage. To ad-
dress this issue, there have been clinical investigations designed to examine the sensitivity
and specificity of compensatory reserve algorithms in trauma patients with severe blood
loss [12,15-17,34,39]. The results of these studies consistently demonstrate a clear superior-
ity of compensatory reserve algorithms when ROC AUC is compared with standard clinical
vital signs (Table 2). These clinical results support the fundamental physiological basis of
the compensatory reserve algorithms with accurate application across a wide spectrum of
health and disease.

Table 2. Receiver-Operating Characteristic (ROC) Area Under the Curve (AUC) values for CRM com-
pared to various standard vital signs used for assessing the clinical status of bleeding trauma patients.

References N Clinical Condition CRM SBP HR PP SI Lac
Nadler et al. [16] 230 Blood Donation 0.84 0.60 0.73 0.51 0.64 -
Stewart et al. [12] 122 Blood Donation 0.90 0.84 0.55 - - -

Mackenzie et al. [39] 556 Trauma Hemorrhage  0.78-0.89 - 0.56-0.62 - - -
Stewart et al. [34] 44 Trauma Hemorrhage 0.97 0.81 0.64 - 0.74 0.73

Benov et al. [17] 31 GI Bleeding 0.79 0.62 0.60 0.36 - -

Johnson et al. [15] 89 Trauma Hemorrhage 0.83 0.62 - - - -

CRM, compensatory reserve measurement; SBP, systolic blood pressure; HR, heart rate; PP, pulse pressure; SI,
shock index; Lac, blood lactate.

5. Conclusions

As technology advances with the application of novel monitoring capabilities designed
to facilitate early and accurate diagnosis and triage of individual patients, the incorporation of
sensors capable of supporting compensatory reserve measurements can ensure that patients
who require emergency medical care prioritization receive timely and appropriate treatment
interventions. As such, the development and availability of a single advanced monitoring
system that includes wearable sensors capable of capturing analog arterial waveforms or
photoplethysmographic signals, and integrates them with the application of ML algorithms,
will prove essential to advancing decision support with the goal of optimizing health, safety,
and wellbeing in prehospital and emergency room settings. In this regard, it is important
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to recognize that wearable sensors must be designed with the capability to capture arterial
waveform analog signals in order to provide the clinical caregiver with real-time assessment
of patient status, including the highest sensitivity, specificity, and accuracy for making clinical
decisions easier within time-critical challenging situations. Finally, further research efforts
should reveal that such sensor systems and associated algorithms such as the CRI and CRM
may be applied to the diagnosis and/or management of other cardiovascular conditions that
might compromise the health, wellbeing, or safety of an individual (e.g., dehydration, hypoxia,
sepsis, heart failure, pneumothorax, and physical fatigue).

Author Contributions: Conceptualization, V.A.C., A.C.D., AN.C. and RW.T.; writing—original
draft preparation, V.A.C. and A.N.C.; writing—review and editing, A.C.D.,, RW.T,, R].P, CR.H,,
D.R.H.II, M]J, TB.C,S.C,C.C.W. and O.T.I; data collection, V.A.C.; data analysis, V.A.C., RW.T,;
interpretation of results, V.A.C.,, A.C.D., RW.T, R]J.P, CR.H., D.RHII, M]JJ, TB.C,S.C., CCW.
and O.T.I. All authors have read and agreed to the published version of the manuscript.

Funding: This work was funded by the U.S. Army Medical Research and Development Command
(award numbers D-022-2011-USAISR and D-009-2014-USAISR) and the Congressionally Directed
Medical Research Program (award number DM180240) and supported by the Office of Naval Re-
search and Naval Information Warfare Systems Command under Contracts No. N66001-12-D-0088,
N00014-18-D-7001, N00014-19-C-2017.

Institutional Review Board Statement: The study was conducted according to the guidelines of the
Declaration of Helsinki and approved by the Brooke Army Medical Center Institutional Review Board
(Protocol C.2004.161 initially approved 7 July 2004) and the U.S. Army Medical Research and Development
Command Institutional Review Board (Protocol M-10138 initially approved 13 October 2011).

Informed Consent Statement: Written informed consent was obtained from all subjects involved in
the study.

Data Availability Statement: The data presented in this study are not publicly available because they
have been collected and maintained in a government-controlled database that is located at the US Army
Institute of Surgical Research. As such, these data can be made available through the development of a
Corroborative Research & Development Agreement (CRADA) with the corresponding author.

Acknowledgments: The authors thank Iram Qureshi for assistance with statistical analysis and
Adriana Torres for her assistance in preparing the manuscript.

Conflicts of Interest: The authors declare no conflict of interest. Opinions, assertions, findings,
conclusions, or recommendations contained herein are the private views of the authors and are not to
be construed as official or as reflecting the views of the Departments of the Army and Navy, or the
Department of Defense. V.A.C., A.C.D., AN.C. and S.C. contributed to this manuscript as part of
their official duties for the United States federal government. Therefore, copyright is not applicable.

References

1. Convertino, V.A.; Koons, N.J.; Suresh, M. The physiology of human hemorrhage and compensation. Comp. Physiol. 2020, 11,
1531-1574.

2. Convertino, V.A.; Schauer, S.G.; Weitzel, E.K,; Cardin, S.; Stackle, M.E.; Talley, M.].; Sawka, M.N.; Inan, O.T. Wearable sensors
integrated with compensatory reserve monitoring in critically injured trauma patients. Sensors 2020, 20, 6413. [CrossRef]
[PubMed]

3. Convertino, V.A.; Koons, N.J. The compensatory reserve: Potential for accurate individualized goal-directed whole blood
resuscitation. Transfusion 2020, 60, S150-S157. [CrossRef] [PubMed]

4. Convertino, V.A.; Grudic, G.; Mulligan, J.; Moulton, S. Estimation of individual-specific progression to impending cardiovascular
instability using arterial waveforms. J. Appl. Physiol. 2013, 115, 1196-1202. [CrossRef]

5. Convertino, V.A.; Wirt, M.D.; Glenn, ].E; Lein, B.C. The compensatory reserve for early and accurate prediction of hemodynamic
compromise: A review of the underlying physiology. Shock 2016, 45, 580-590. [CrossRef] [PubMed]

6. Convertino, V.A.; Schiller, A.M. Measuring the compensatory reserve to identify shock. J. Trauma Acute Care Surg. 2017, 82,
S57-565. [CrossRef]

7. Moulton, S.L.; Mulligan, J.; Grudic, G.Z.; Convertino, V.A. Running on empty? The compensatory reserve index. J. Trauma Acute

Care Surg. 2013, 75, 1053-1059. [CrossRef] [PubMed]


http://doi.org/10.3390/s20226413
http://www.ncbi.nlm.nih.gov/pubmed/33182638
http://doi.org/10.1111/trf.15632
http://www.ncbi.nlm.nih.gov/pubmed/32478902
http://doi.org/10.1152/japplphysiol.00668.2013
http://doi.org/10.1097/SHK.0000000000000559
http://www.ncbi.nlm.nih.gov/pubmed/26950588
http://doi.org/10.1097/TA.0000000000001430
http://doi.org/10.1097/TA.0b013e3182aa811a
http://www.ncbi.nlm.nih.gov/pubmed/24256681

Sensors 2022, 22, 2642 12 of 13

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.
26.

27.

28.

29.

30.

Convertino, V.A.; Cardin, S.; Batchelder, P.; Grudic, G.Z.; Mulligan, J.; Moulton, S.L.; MacLeod, D. A novel measurement for
accurate assessment of clinical status in patients with significant blood loss: The compensatory reserve. Shock 2015, 44, 27-32.
[CrossRef] [PubMed]

Howard, ].T.; Janak, J.C.; Hinojosa-Laborde, C.; Convertino, V.A. Specificity of compensatory reserve and tissue oxygenation as
early predictors of tolerance to progressive reductions in central blood volume. Shock 2016, 46, 68-73. [CrossRef]

Janak, J.C.; Howard, ].T.; Goei, K.A.; Weber, R.; Muniz, G.W.; Hinojosa-Laborde, C.; Convertino, V.A. Predictors of the onset of
hemodynamic decompensation during progressive central hypovolemia: Comparison of the peripheral perfusion index, pulse
pressure variability, and compensatory reserve index. Shock 2015, 44, 548-553. [CrossRef] [PubMed]

Schiller, A.M.; Howard, ].T.; Lye, K.R.; Magby, C.G.; Convertino, V.A. Comparisons of traditional metabolic markers and
compensatory reserve as early predictors of tolerance to central hypovolemia in humans. Shock 2018, 50, 71-77. [CrossRef]
[PubMed]

Stewart, C.L.; Mulligan, J.; Grudic, G.Z.; Convertino, V.A.; Moulton, S.L. Detection of low-volume blood loss: The compensatory
reserve index versus traditional vital signs. J. Trauma Acute Care Surg. 2014, 77, 892-897. [CrossRef] [PubMed]

Schlotman, T.E.; Suresh, M.; Koons, N.J.; Howard, J.T.; Convertino, V.A. Predictors of hemodynamic decompensation in
progressive hypovolemia: Compensatory reserve versus heart rate variability. J. Trauma Acute Care Surg. 2020, 89, 5161-5168.
[CrossRef]

Convertino, V.A.; Wampler, M.R,; Johnson, M.; Alarhayem, A.; Le, T.D.; Nicholson, S.; Myers, ].G.; Chung, K.K; Struck, K.R,;
Cuenca, C.; et al. Validating clinical threshold values for a dashboard view of the compensatory reserve measurement for
hemorrhage detection. J. Trauma Acute Care Surg. 2020, 89, S169-5174. [CrossRef] [PubMed]

Johnson, M.; Alarthayem, A.; Convertino, V.; Carter, R., 3rd; Chung, K.; Stewart, R.; Myers, J.; Dent, D.; Liao, L.; Cestero, R.; et al.
Compensatory reserve index: Performance of a novel monitoring technology to identify the bleeding trauma patient. Shock 2018,
49, 295-300. [CrossRef]

Nadler, R.; Convertino, V.A; Gendler, S.; Lending, G.; Lipsky, A.M.; Cardin, S.; Lowenthal, A.; Glassberg, E. The value of
non-invasive mesurement of the compensatory reserve index in monitoring and triage of patients experiencing minimal blood
loss. Shock 2014, 42, 93-98. [CrossRef]

Benov, A ; Yaslowitz, O.; Hakim, T.; Amir-Keret, R.; Nadler, R.; Brand, A.; Glassberg, E.; Yitzhak, A.; Convertino, V.A.; Paran, H.
The effect of blood transfusion on compensatory reserve: A prospective clinical trial. J. Trauma Acute Care Surg. 2017, 83, S71-S76.
[CrossRef] [PubMed]

Benov, A.; Brand, A.; Rozenblat, T.; Antebi, B.; Ben-Ari, A.; Amir-Keret, R.; Nadler, R.; Chen, J.; Chung, K.K.; Convertino, V.A,;
et al. Evaluation of sepsis using compensatory reserve measurement: A prospective clinical trial. J. Trauma Acute Care Surg. 2020,
89, S153-5160. [CrossRef] [PubMed]

Convertino, V.A.; Johnson, M.C.; Alarhayem, A.; Nicholson, S.E.; Chung, K.K.; DeRosa, M.; Eastridge, B.]. Compensatory reserve
detects subclinical phases of shock with more expeditious prediction for need of life-saving interventions compared to vital signs
and arterial lactate. Transfusion 2021, 61, S167-S173. [CrossRef] [PubMed]

Schauer, S.G.; April, M.D.; Arana, A.A.; Maddry, ] K.; Escandon, M.A.; Linscomb, C.D.; Rodriguez, D.C.; Convertino, V.A. Efficacy
of the compensatory reserve measurement in an emergency department trauma population. Transfusion 2021, 61, S174-5182.
[CrossRef]

Schiller, A.M.; Howard, ].T.; Convertino, V.A. The physiology of blood loss and shock: New insights from a human laboratory
model of hemorrhage. Exp. Biol. Med. 2017, 242, 874-883. [CrossRef] [PubMed]

Hinojosa-Laborde, C.; Shade, R.E.; Muniz, G.W.; Bauer, C.; Goei, K.A.; Pidcoke, H.F,; Chung, K.K.; Cap, A.P.; Convertino,
V.A. Validation of lower body negative pressure as an experimental model of hemorrhage. J. Appl. Physiol. 2014, 116, 406—415.
[CrossRef] [PubMed]

Convertino, V.A ; Rickards, C.A.; Ryan, K.L. Autonomic mechanisms associated with heart rate and vasoconstrictor reserves. Clin.
Auton. Res. 2012, 22, 123-130. [CrossRef]

Engelke, K.A.; Doerr, D.E,; Crandall, C.G.; Convertino, V.A. Application of acute maximal exercise to protect orthostatic tolerance
after simulated microgravity. Am. |. Physiol. 1996, 271, R837-R847. [CrossRef] [PubMed]

Convertino, V.A. G-Factor as a tool in basic research: Mechanisms of orthostatic tolerance. ]. Gravit. Physiol. 1999, 6, 73-76.
Schlotman, T.E.; Akers, K.S.; Nessen, S.C.; Convertino, V.A. Differentiating compensatory mechanisms associated with low
tolerance to central hypovolemia in women. Am. J. Physiol. Heart Circ. Physiol. 2019, 316, H609-H616. [CrossRef]

Convertino, V.A. Blood pressure measurement for accurate assessment of patient status in emergency medical settings. Aviat.
Space Environ. Med. 2012, 83, 614-619. [CrossRef] [PubMed]

Convertino, V.A.; Moulton, S.L.; Grudic, G.Z.; Rickards, C.A.; Hinojosa-Laborde, C.; Ryan, K.L. Use of advanced machine-learning
techniques for non-invasive monitoring of hemorrhage. J. Trauma 2011, 71, S25-S32.

Hinojosa-Laborde, C.; Howard, J.T.; Mulligan, J.; Grudic, G.Z.; Convertino, V.A. Comparison of comensatory reserve during
lower-body negative pressure and hemorrhage in nonhuman primates. Am. J. Physiol. Regul. Integr. Comp. Physiol. 2016, 310,
R1154-R1159. [CrossRef] [PubMed]

Goswami, N.; Blaber, A.; Hinghofer-Szalkay, H.; Convertino, V.A. Lower body negative pressure: Physiological effects, applica-
tions and implementations. Physiol. Rev. 2019, 99, 807-851. [CrossRef] [PubMed]


http://doi.org/10.1097/SHK.0000000000000323
http://www.ncbi.nlm.nih.gov/pubmed/25565640
http://doi.org/10.1097/SHK.0000000000000632
http://doi.org/10.1097/SHK.0000000000000480
http://www.ncbi.nlm.nih.gov/pubmed/26529655
http://doi.org/10.1097/SHK.0000000000001034
http://www.ncbi.nlm.nih.gov/pubmed/29049136
http://doi.org/10.1097/TA.0000000000000423
http://www.ncbi.nlm.nih.gov/pubmed/25423536
http://doi.org/10.1097/TA.0000000000002605
http://doi.org/10.1097/TA.0000000000002586
http://www.ncbi.nlm.nih.gov/pubmed/31972755
http://doi.org/10.1097/SHK.0000000000000959
http://doi.org/10.1097/SHK.0000000000000178
http://doi.org/10.1097/TA.0000000000001474
http://www.ncbi.nlm.nih.gov/pubmed/28383467
http://doi.org/10.1097/TA.0000000000002648
http://www.ncbi.nlm.nih.gov/pubmed/32118823
http://doi.org/10.1111/trf.16494
http://www.ncbi.nlm.nih.gov/pubmed/34269439
http://doi.org/10.1111/trf.16498
http://doi.org/10.1177/1535370217694099
http://www.ncbi.nlm.nih.gov/pubmed/28346013
http://doi.org/10.1152/japplphysiol.00640.2013
http://www.ncbi.nlm.nih.gov/pubmed/24356525
http://doi.org/10.1007/s10286-011-0151-5
http://doi.org/10.1152/ajpregu.1996.271.4.R837
http://www.ncbi.nlm.nih.gov/pubmed/8897972
http://doi.org/10.1152/ajpheart.00420.2018
http://doi.org/10.3357/ASEM.3204.2012
http://www.ncbi.nlm.nih.gov/pubmed/22764618
http://doi.org/10.1152/ajpregu.00304.2015
http://www.ncbi.nlm.nih.gov/pubmed/27030667
http://doi.org/10.1152/physrev.00006.2018
http://www.ncbi.nlm.nih.gov/pubmed/30540225

Sensors 2022, 22, 2642 13 of 13

31.

32.

33.

34.

35.

36.

37.

38.

39.

Johnson, B.D.; van Helmond, N.; Curry, T.B.; van Buskirk, C.M.; Convertino, V.A.; Joyner, M.]. Reductions in central venous
pressure by lower body negative pressure or blood loss elicit similar hemodynamic responses. J. Appl. Physiol. 2014, 117, 131-141.
[CrossRef]

Techentin, R.W.,; Felton, C.L.; Schlotman, T.E.; Gilbert, B.K,; Joyner, M.].; Curry, T.B.; Convertino, V.A.; Holmes, D.R., III; Haider,
C.R. 1D Convolutional neural networks for estimation of compensatory reserve from blood pressure waveforms. In Proceedings
of the 2019 41st Annual International Conference of the IEEE Engineering in Medicine and Biology Society (EMBC), Berlin,
Germany, 23-27 July 2019; Volume 2019, pp. 2169-2173.

Greiner, M.; Pfeiffer, D.; Smith, R.D. Principles and practical application of the receiver-operating characteristic analysis for
diagnostic tests. Prev. Vet. Med. 2000, 45, 23—41. [CrossRef]

Stewart, C.L.; Mulligan, J.; Grudic, G.Z.; Talley, M.E.; Jurkovich, G.J.; Moulton, S.L. The Compensatory reserve index following
injury: Results of a prospective clinical trial. Shock 2016, 46, 61-67. [CrossRef] [PubMed]

Chew, M.S.; Aneman, A. Haemodynamic monitoring using arterial waveform analysis. Curr. Opin. Crit. Care 2013, 19, 234-241.
[CrossRef]

Hatib, F; Jian, Z.; Buddi, S.; Lee, C.; Settels, J.; Sibert, K.; Rinehart, J.; Cannesson, M. Machine-learning algorithm to predict
hypotension based on high-fidelity arterial pressure waveform analysis. Anesthesiology 2018, 129, 663-674. [CrossRef] [PubMed]
Thiele, R.H.; Durieux, M.E. Arterial waveform analysis for the anesthesiologist: Past, present, and future concepts. Anesth. Analg.
2011, 113, 766-776. [CrossRef] [PubMed]

Reisner, A.; Shaltis, P.A.; McCombie, D.; Asada, H.H. Utility of the photoplethysmogram in circulatory monitoring. Anesthesiology
2008, 108, 950-958. [CrossRef]

Mackenzie, C.F; Wang, Y.; Hu, PF; Chen, S.-Y.; Chen, H.H.; Hagegeorge, G.; Stansbury, L.G.; Shackelford, S.; The ONPOINT
Study Group. Automated prediction of early blood transfusion and mortality in trauma patients. J. Trauma Acute Care Surg. 2014,
76,1379-1385. [CrossRef]


http://doi.org/10.1152/japplphysiol.00070.2014
http://doi.org/10.1016/S0167-5877(00)00115-X
http://doi.org/10.1097/SHK.0000000000000647
http://www.ncbi.nlm.nih.gov/pubmed/27172155
http://doi.org/10.1097/MCC.0b013e32836091ae
http://doi.org/10.1097/ALN.0000000000002300
http://www.ncbi.nlm.nih.gov/pubmed/29894315
http://doi.org/10.1213/ANE.0b013e31822773ec
http://www.ncbi.nlm.nih.gov/pubmed/21890890
http://doi.org/10.1097/ALN.0b013e31816c89e1
http://doi.org/10.1097/TA.0000000000000235

	Introduction 
	Methods 
	Subject Volunteers 
	Experimental Protocol 
	Measuring the Compensatory Reserve 
	Compensatory Reserve Index (CRI) 
	Compensatory Reserve Metric (CRM) 

	High versus Low Tolerance Classification 
	Statistical Analysis 

	Results 
	Discussion 
	Conclusions 
	References

