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Abstract

In our previous studies, we have introduced model-based "unctional biomarkers"or
"hysiomarkers"of cerebral hemodynamics that hold promise for improved diagnosis of early-stage
Alzheimer’s disease (AD). The advocated methodology utilizes subject-specific data-based
dynamic nonlinear models of cerebral hemodynamics to compute indices (serving as possible
diagnostic physiomarkers) that quantify the state of cerebral blood flow autoregulation to
pressure-changes (CFAP) and cerebral CO2 vasomotor reactivity (CVMR) in each subject. The
model is estimated from beat-to-beat measurements of mean arterial blood pressure, mean cerebral
blood flow velocity and end18 tidal CO2, which can be made reliably and non-invasively under
resting conditions. In a previous study, it was found that a CVMR index quantifying the
impairment in CO2 vasomotor reactivity correlates with clinical indications of early AD, offering
the prospect of a potentially useful diagnostic tool. In this paper, we explore the use of the same
model-based indices for patients with amnestic Mild Cognitive Impairment (MCI), a preclinical
stage of AD, relative to a control subjects and clinical cognitive assessments. It was found that the
model-based CVMR values were lower for MCI patients relative to the control subjects.

Introduction

Cognitive impairment in patients with early-stage Alzheimer disease (AD) has been
associated with cerebrovascular dysfunction [1-9] and cerebrovascular lesions [10-12].
Thus, quantitative and objective measures of cerebral hemodynamic function may offer
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useful means for early diagnosis of AD. Patients with amnestic mild cognitive impairment
(MCI) have high risk of developiong AD and may represent a transitional stage between
normal aging and AD [13]. Thus, measures of cerebrovascular function may be useful in
monitoring disease progression and the effects of interventions for prevention and
treatments.

The physiological process of cerebral blood flow autoregulation in response to pressure-
changes (CFAP) and CO2 vasomotor reactivity (CVMR) have been viewed as two
fundamental aspects of cerebral hemodynamic autoregulation [14-33]. To advance the study
of these processes, a modeling methodology has been introduced and tested with beat-to-
beat hemodynamic data using open-loop analysis [34] and closed-loop analysis [35]. These
modeling studies of cerebral hemodynamics explored the potential of model-based
"physiomarkers" for improved diagnosis of early-stage AD and discovered that a subject-
specific CVMR index attained significantly lower values in AD patients (relative to the
normative population of control subjects), suggesting potential diagnostic utility for such
indices [36]. Whether such model-based indices can be sensitive and specific
"physiomarkers" for improved clinical diagnosis will have to be ascertained through analysis
of appropriate and large size clinical data. This paper is part of such a continued effort and
presents results from an initial set of MCI patients and normal control subjects. Since this is
only a pilot study, definitive conclusions cannot be drawn regarding potential clinical utility
before more extensive clinical data are analyzed in the future.

Experimental Methods

We analyzed time-series data of beat-to-beat averages over each R-R interval of mean
arterial blood pressure (MABP), end-tidal CO2 (ETCO2) and mean cerebral blood flow
velocity (MCBFV) from 17 control subjects (67.3 + 7.7 age, 7 men and 10 women) and 22
MCI patients (65.8 £ 6.6 ages, 11 men and 11 women) who participated voluntarily in this
study and signed the Informed Consent Form that has been approved by the IRB of the
University of Texas Southwestern Medical Center and Presbyterian Hospital of Dallas,
where the data were collected at the Institute for Exercise and Environmental Medicine. The
diagnosis of amnestic MCI was based on modified Petersen criteria [13]. Subjects were
screened to exclude clinical histories of stroke, major medical and psychiatric disorders,
unstable heart diseases, uncontrolled hypertension and diabetes mellitus.

Arterial blood pressure was measured continuously and non-invasively with finger
photoplethysmography (Finapres) and cerebral blood flow velocity was measured in the
middle cerebral artery using a 2 MHz transcranial Doppler (TCD) probe (Multiflow, DWL)
placed over the temporal window and fixed at constant angle with a custom-made holder.
Heart rate was monitored by electrocardiogram (ECG) and end-tidal CO2 tension was
obtained via a nasal cannula using capnography (Criticare Systems). All experiments were
performed in a quiet, environmentally controlled laboratory under resting conditions. After
at least 20 minutes of supine rest, 6—-8 minutes of recordings were made in the supine
position for 17 control subjects (CS) and 22 MCI patients (MP). These non-invasive
measurements are reliable, safe and comfortable for older subjects.
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Data Preprocessing

Occasional measurement artifacts in the beat-to-beat time-series data of MABP, ETCO2 and
MCBFV were removed by applying a threshold criterion on the maximum change that is
physiologically possible from beat to beat in these variables. These beat-to-beat values were
re-sampled every 0.5 sec via cubic-spline interpolation and were high-pass filtered (via
subtraction of a 2-min moving-average with Hanning window) to remove the constant
baseline and very low frequency trends below ~0.01 Hz. The resulting time-series data were
clipped at +/- 2 standard deviations to mitigate the effects of occasional outliers. The
ETCO?2 data were shifted by 3.4 sec to compensate for the latency of the measurement
apparatus. Figure 1 shows illustrative time-series data (both raw and pre-processed) for one
of the MCI patients over 6 min.

Modeling methods

In this study, we employ the concept of Principal Dynamic Modes (PDMs) to obtain
compact dynamic nonlinear models of the relationship between two beat-to-beat input
signals: MABP and ETCO2, and one output signal: MCBFV. The use of PDMs makes the
obtained dynamic nonlinear models compact and allows their accurate estimation from short
data-records (6—-8 min). The PDMs also facilitate the physiological interpretation of the
obtained model [34-38]. We briefly outline below the proposed PDM-based modeling
approach, which is also summarized in Appendix I. For the many mathematical and
technical details of VVolterra-type modeling and related issues, the reader is referred to the
monograph [38] and to our recent publications presenting its application to cerebral
hemodynamics in the input-output open-loop context [34] and in the closed-loop context
[35]. In short, the output of the PDM-based open-loop model is formed by additive signal
components that are generated by cascaded operations of convolutions of the input signal
with each PDM and nonlinear transformations by the respective Associated Nonlinear
Function (ANFs). The resulting signals are summed to form the model output with the
addition of cross-terms that represent the multiplicative interactions between PDM outputs
(see Figure 2). The mathematical operations involved in this process are summarized in
Appendix |, along with the procedure by which the PDMs and the ANFs are obtained from
the data.

In the closed-loop analysis, we consider two input-output models, A and B, which describe
how MCBFV and MABP (viewed as outputs, respectively) are influenced by the other two
variables (viewed as the two inputs). A block-diagram for the closed-loop model is shown in
Figure 3 and indicates the presence of two putative external (systemic) "disturbances"” which
are the residuals for each open-loop model prediction. The key mathematical operations and
the concepts involved in the closed-loop modeling approach are summarized in Appendix Il
and expounded in a recent publication [35].

The key modeling concept of this approach is that the selected PDMs represent an efficient
set of "basis functions™ (distinct and characteristic for each system) capable of describing
adequately and compactly the system dynamics [38]. Although each subject generally has its
own characteristic set of PDMs, "global" PDMs valid for all subjects can be found via a
'fusing' procedure (see Appendix 1) that employs Singular Value Decomposition (SVD) of a
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rectangular matrix containing all PDMs from each subject within the chosen ensemble of
reference subjects, weighted by the respective singular values [35]. The obtained global
PDMs constitute a common functional basis for representing the system dynamics (kernels)
for a given ensemble of subjects/systems (e.g. the 17 control subjects in this study). The
ability of the global PDMs to represent the dynamics of the entire ensemble is validated by
the predictive accuracy of the global PDM-based model for each subject.

Three global PDMs and cubic ANFs have been found to be adequate for each input of the
cerebral hemodynamics system in both subsystems A and B of the closed-loop configuration
in Figure 3 [35]. The use of global PDMs keeps the total number of free parameters for each
two-input PDM-based model low (between 20 and 25 in this application, depending on the
number of selected significant cross-terms which has varied between 1 and 6 in this
application). Although the global PDMs are common for all subjects, the estimated ANFs
associated with each global PDM are subject-specific and can be used to characterize
uniquely the cerebral hemodynamic autoregulation for each subject. This is the basis for the
potential utility of the PDM-based modeling approach for clinical diagnosis.

The mean (standard deviation (SD)) values of the baseline (average) values of the MCBFV,
MABP and ETCO2 time-series data for the two groups of 17 control subjects (CS) and 22
MCI patients (MP) are reported in Table 1, along with the mean (SD) values of the "baseline
resistance” and "baseline reactivity” estimates defined as the ratios of MABP/MCBFV and
MCBFV/ETCO?2 baseline values respectively. These values do not appear to provide
differentiation between the CS and the MP groups, as indicated by the computed p-values
that are shown in Table 1

Following the procedure outlined in the Methods section and in Appendix I, we obtained the
"global" PDMs from the reference set of 17 CS that are shown in Figure 4 for the subsystem
A and in Figure 5 for the subsystem B (in the time and frequency domains). We observe that
the global PDMs exhibit distinctive spectral characteristic in the form of resonant peaks and
troughs that may attain importance for the interpretation of the PDM-based model and the
functional properties of this system (see Discussion). Our previous studies have shown that
most of the nonlinear characteristics of the cerebral hemodynamics are exhibited in the
frequency range 0.02 — 0.08 Hz [26-29, 34-35] and, therefore, the nonlinearities are
expected to be associated primarily with the PDMs which exhibit resonant peaks in that
frequency range. The time-domain PDM waveforms indicate that the "memory" of this
system is ~ 30 sec (i.e. the effect of a change in the input variables upon the output variable
lasts less than 30 sec).

In order to obtain the PDM-based model for each subject, we must estimate the ANF of each
global PDM for this subject, as well as the coefficients of the significant cross-terms,
following the procedure outlined in Methods. The ANFs are distinct for each subject and
can be used to quantify the CFAP and CVMR characteristics of the subject. To examine
whether a linear PDM-based model (where the ANFs are of 1st degree) would be adequate,
we report in Table 2 the percent Normalized Mean-Square Error (NMSE) of the PDM-based
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model prediction for both subsystems A and B using a linear model (1st degree ANFs) and a
nonlinear model (3rd degree ANFs) of each subject in the groups of 17 CS and 22 MP. The
nonlinear model reduces the average prediction NMSE enough to satisfy the Model Order
Selection Criterion [38]. The statistical significance of this NMSE reduction is corroborated
for both controls and patients by the computed p-values shown in Table 2 for subsystem A
and B. Therefore, the PDM-based nonlinear model is deemed appropriate for the CFAP and
CVMR processes of cerebral hemodynamics.

The form of the obtained ANFs is illustrated for the MABP and ETCO?2 inputs of subsystem
A using the mean coefficient values over all 17 CS in Figure 6 and over all 22 MP in Figure
7. The average ANFs for subsystem >B are omitted in the interest of space. Considerable
inter-subject variability in the ANF coefficient estimates was observed, especially for the
2nd and 3rd PDMs of the CO2 input. Therefore, the small slope of the average 2nd and 3rd
ANFs of the CO2 input should not be taken to imply that the contributions of these ANFs
are insignificant in any single subject, because of this inter-subject variability that may even
alter their sign in some subjects. The 2nd and 3rd ANFs of the MABP input do not exhibit
this high variability and remain generally small. It is evident in Figures 6 and 7 that the ANF
of the 15t PDM for the MABP input is almost rectilinear and dominant over the other two
ANFs and exhibits the fastest dynamics, spanning about 5 sec. On the other hand, the
dynamics of the system response to CO2 changes, as depicted by the respective PDMs, are
generally slower, in agreement with previous physiological observations.

Of particular importance is the observed reduction in the mean slope of the 1st ANF of the
ETCO?2 input for the MP relative to the CS (4 =0.31 and o = 0.32 for the 17 CS; u=0.15
and o = 0.38 for the 22 MP; yielding a one-sided p-value of 0.094). This finding suggests
reduced average dynamic CO2 vasomotor reactivity among the MCI patients — consistent
with what has been reported previously for Alzheimer's patients.

The estimated coefficients of the selected significant cross-terms varied between 1 and 6 in
these subjects and had a minor contribution to the total output model prediction (on the order
of 1-5 %). We note that the maximum number of free parameters in each of the PDM-based
models for subsystem A or B is 25 (including the significant cross-terms and a constant).
Thus, the total number of free parameters for the closed-loop system does not exceed 50,
which satisfies the rule-of-thumb requiring at least 5 times more independent samples to
avoid overfitting (300-360 independent beat-to-beat samples are used in this application).

To demonstrate the distinct functional characteristics captured by the PDM-based models of
the CS and MP groups of this study, we compute the model predictions of MCBFV for pulse
changes in MABP to quantify the CFAP characteristics of each subject or for pulse changes
in ETCO?2 to quantify the CVMR characteristics of each subject, separately. It is critical to
note that the model-predicted response to a pulse change in one input of this dual-input
system is computed while the other input is kept at its baseline level (simulated clamping).
For the closed-loop model, the considered inputs are imposed externally upon the closed-
loop as "systemic disturbances" (see Figure 3) and intra-loop pressure and flow variables are
simultaneously induced. To maintain stability of the closed-loop model simulation and avoid
aberrant results at the fringes of the nonlinear range, we perform these simulations for input
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pulses with duration of 30 sec (the observed "memory" of the system) and magnitude equal
to one-half standard deviation (SD) of the respective recorded data. The resulting MCBFV
model prediction (for the open-loop or closed-loop model) is averaged over the 30 sec
duration of the input pulse and divided by the respective pulse magnitude. The results for a
positive and a negative pulse (of the same magnitude) are subtracted to yield the "index" for
CFAP when the pulse stimulus is MABP, or the CVMR index when the pulse stimulus is
ETCO2.

An illustrative example of simulated MCBFV responses to positive and negative MABP
pulse stimulus for the closed-loop model is given in Figure 8 for CS #1 (left panel) and
MP#1 (right panel), where the positive pulse stimulus is applied over the first 30 sec and the
negative pulse stimulus is applied over the interval of 80-110 sec, while the ETCO2
disturbance is kept at zero. To demonstrate the fact that, in the closed-loop model, an intra-
loop MABP change is induced by the MABP stimulus which is externally imposed (i.e. the
systemic disturbance Pg(t) in Figure 3), we also plot this induced intra-loop MABP change
in green. The result indicates that the CS exhibits normal pressure autoregulation, since the
model-predicted flow response returns towards the baseline, after a few seconds following
an initial peak response (positive for pressure increase, negative for pressure decrease).
However, this is not seen in the result for the MP, suggesting possible impairment of
pressure autoregulation.

An illustrative example of simulated MCBFV responses to positive and negative ETCO2
pulse stimulus for the closed-loop model is given in Figure 9 for CS #1 (left panel) and
MP#1 (right panel), where the positive pulse stimulus is applied over the first 30 sec and the
negative pulse stimulus is applied over the interval of 60-90 sec, while the MABP
disturbance is kept at zero. To demonstrate the fact that, in the closed-loop model, the
ETCO?2 stimulus (C(t) in Figure 3) induces an intra-loop MABP change, we also plot the
latter in green. These simulated model predictions indicate that the control subject CS#1
exhibits normal vasomotor reactivity with respect to CO2 changes, because the resulting
MCBFV response increases or decreases depending on whether the ETCO2 stimulus
increases or decreases, respectively. However, this is not the case for the patient MP#1,
where the result indicates impairment of CO2 vasomotor reactivity for this MCI patient,
since the induced change in MCBFV follows a direction opposite to the imposed change of
ETCO2. This is a very stark result with important implications, which, however, was not
observed in all MCI patients of this study.

These MCBFV simulated responses allow the computation of CFAP and CVMR indices as
the difference of time-averages of the two pulse responses over 30 sec, normalized by the
magnitude of the respective input pulse. A sigmoidal transformation of the computed
differences is applied via the logistic function in order to mitigate the undue influence of
outliers on the derived indices.

The mean (SD) values of the computed CFAP and CVMR indices for the two groups of 17
CS and 22 MP are given in Table 3 for closed-loop linear and nonlinear (cubic) analysis.
The results indicate a significant reduction of the CVMR index for the nonlinear models (p-
value of 0.04) and less significant reduction for the linear models (p-value of 0.07), but no
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significant change of the CFAP index for either linear or nonlinear models (p-values of 0.90
and 0.77 respectively) in the MP group relative to the CS group (see Discussion).

The computed CVMR and CFAP indices from the closed-loop linear and nonlinear models
are plotted in Figure 10 for all subjects. The correlation between the CFAP and CVMR
index values is weak for both groups of CS and MP (on the order of r = 0.1, for both linear
and nonlinear models), suggesting different underlying regulatory mechanisms for the CFAP
and CVMR processes.

Discussion & Conclusions

Previous studies have shown that the progression of cognitive impairment in patients with
Alzheimer's disease (AD) is associated with impairment of cerebral vasomotor reactivity
(CVMR) to hypercapnia [1-2]. This observation has also been made in many conditions of
dementia and neurodegenerative disease [3-9]. In addition, there have been indications that
cerebral amyloid angiopathy may represent a link between AD and cerebrovascular disease
[10-12]. The practical ability to obtain reliable, sensitive, quantitative and objective
measures of cerebral vascular dysfunction in a clinical setting will assist efforts for
improved diagnosis, prevention and treatment of cerebrovascular and cognitive dysfunction.

This paper proposes a modeling methodology that allows computation of quantitative
"physiomarkers" with potential diagnostic value, using non-invasive measurements of beat-
to-beat data of Mean Arterial Blood Pressure (MABP), End-Tidal CO2 (ETCO2) and Mean
Cerebral Blood Flow Velocity (MCBFV) under resting conditions. The proposed
methodology employs the concept of Principal Dynamic Modes (PDMs) to obtain dual-input
dynamic nonlinear models of cerebral autoregulation that include the processes of cerebral
blood flow autoregulation to pressure (CFAP) and CO2 vasomotor reactivity (CVMR) [34—
35]. In recently published work, we have shown that PDM-based models yield quantitative
measures of CVMR and CFAP in the form of scalar indices that can be used potentially as
diagnostic physiomarkers, since reduced values of the CVMR index were observed
consistently in an initial set of AD patients [36]. The present study explores the use of these
model-based indices in data collected in 22 MCI patients and 17 control subjects. It was
found that the model-ased index values for vasomotor reactivity were lower for the MCI
patients relative to the control subjects.

An issue of fundamental importance concerns the physiological plausibility of the proposed
(novel) closed-loop model of cerebral hemodynamics. The thrust of this issue is that the
main effects captured by the closed-loop model should be physiological in nature and take
place over time-scales of several seconds. Plausible physiological mechanisms that can
explain such flow-to-pressure effects should logically be triggered by changes in arterial
blood flow velocity (or wall shear stress) and have the eventual effect of altering local
cerebral perfusion pressure. One such possibility is the intraluminal "biological apparatus"
of endothelial cells in the cerebral arteries and arterioles that senses changes in vascular wall
shear stress and elicits active responses from cellular (and non-cellular) elements of the
lumen, resulting potentially in changes of vessel diameter or vascular wall stiffness or
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vasomotor tone etc. (see, for instance, references [33-34] for evidence of flow-dependent
changes in arteries and arterioles).

The main specific findings of this study are summarized below.

1. PDM-based nonlinear modeling of cerebral hemodynamics reveals valuable information

It was shown that nonlinear models of cerebral hemodynamics (cerebral blood flow
autoregulation and CO2 vasomotor reactivity) can be obtained from 6-8 min beat-to-beat
data of arterial pressure (MABP), cerebral flow velocity (MCBFV) and end-tidal CO2
(ETCO2) collected in 39 human subjects (22 clinically classified as MCI patients and 17 as
control subjects), either in open-loop (see Figure 2) or in closed-loop (see Figure 3). These
models are based on three "global" PDMs for each input-output causal relation, which are
valid for all subjects. These PDMs exhibit characteristic resonant peaks (see Figures 4 and
5) that may be eventually related to specific physiological mechanisms through future
studies. The nonlinear PDM-based models have greater predictive capability than their
linear counterparts, resulting in 12—-14% reduction of the prediction NMSE on the average
(see Table 3). The nonlinearities of this system are subject-specific and found mostly in the
effects of CO2 on cerebral hemodynamics. The average 1st ANF of the ETCO2 input has
significantly reduced slope for the MP group, relative to the CS group, suggesting impaired
vasomotor reactivity.

2. Physiomarkers of potential clinical utility can be derived from dual-input dynamic
nonlinear models

The results of this study demonstrate that it is practically feasible to extract a dynamic
nonlinear model of the dual-input system of cerebral hemodynamics from beat-to-beat data
that can be collected easily and reliably in a clinical context. This model can be used to
compute indices that quantify possible impairment of cerebral blood flow autoregulation or
CO2 vasomotor reactivity for the purpose of improving clinical diagnosis. The model-
predicted response to an input pulse was used for the purpose of computing these indices
because it has been traditionally easier to relate physiologically to pulse responses.
However, one may reasonably argue that an input waveform resembling spectrally the
natural ensemble of inputs would be more appropriate for the purpose of computing the
indices. Indications of vasomotor reactivity impairment were found in a recent study of
Alzheimer's patients in the form of reduced values of the model-based CO2 vasomotor
reactivity (CVMR) index [36]. This finding is consistent with previous reports regarding
vasomotor reactivity impairment in Alzheimer's patients [2]. The indications were less clear
for the model-based CFAP index in this set of subjects.

3. Closed-loop analysis versus open-loop analysis

On scientific and physiological grounds, we take the view that closed-loop analysis is more
appropriate than open-loop analysis because local cerebral perfusion pressure and flow
fluctuations are mutually interdependent via the vascular autoregulatory mechanisms that
determine the variable cerebrovascular spatio-temporal characteristics. As indicated above, a
plausible physiological explanation of the reciprocal pressure-flow relation can be found in
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flow-dependent mechanisms altering the vessel diameter in response to changes in wall
shear stress [40, 41].

It was observed that the induced change in MCBFV in 10 of the 22 MCI patiernts followed
an opposite direction to the imposed ETCO2 test input (a phenomenon that would not be
expected for large changes of ETCO2), suggesting two clusters of MCI patients with regard
to this aspect of vasoreactivity. This may have potential clinical implications.

We note also that considerable inter-subject variability was observed, consistent with
previous studies. This should not be surprising, given the complexity of this system and the
numerous subject-specific attributes that influence its function. It is furthermore noted that
the system exhibits considerable nonstationarity (variability over time) as a result of the
influence of systemic factors that vary over time (e.g. the effects of the autonomic nervous
system or the endocrine system). Because of this intrinsic nonstationarity, cross-validation
was not used to evaluate the predictive capability of the models.

In closing, we emphasize that, although the presented initial results are intriguing, a larger
population of MCI patients and control subjects must be examined before any definitive
conclusions are drawn regarding the potential clinical utility of the proposed physiomarkers.
Of particular importance is the question of specificity vs. sensitivity that will allow
delineation among various cerebrovascular diseases using the model-based CVMR and
CFAP indices. It is also important to explore whether the numerical values of the CVMR
and CFAP indices can offer reliable quantitative measures of the stage of the disease in
order to be used for assessing and monitoring the effects of treatment and/or medication
over time.
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APPENDIX |

Basics of PDM-based modeling

The general nonparametric Volterra model is applicable to all finite-memory dynamic
nonlinear systems, which covers almost all physiological systems (with the exception of
chaotic systems or non-dissipating oscillators) [38]. In the proposed methodology, the
modeling task commences with the estimation of a 2 order Volterra model of the dual-
input system of cerebral hemodynamics using Laguerre expansions of the kernels [39]:
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y(t)=ko+ [ kp(T)p(t
—T)dr
+ /0 ke (T)2(t
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— To)dridTy
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— To)dT1dTo+2(t)

where p(t) denotes the MABP input, x(t) denotes the ETCO2 input, y(t) denotes the mean
cerebral blood flow velocity (MCBFV) output and ¢ (t) denotes possible measurement or
modeling errors. The dynamic characteristics of this system/model are described by the
kernels: Ko, kx, kpp, Kx Kox, Which are estimated using given input-output data: p(t), x(t) and
y(t), by means of Laguerre expansions and least-squares fitting of the modified output
edquation:

Jr—1 Jr—1

QR L Q L
y(t):CO+ZZ Zar(jl"" vjr)le (t) ’ "I/jr(t)+zz Zcr(jla"' ’jT)Zj] (t) ~~~er(t)—|—€(t) (A2)

r=1j1=1 Jr=1 r=1j1=1 Jr=1

where {&,} and {c;} are the Laguerre expansion coefficients of the two sets of kernels, and
the signals v;(t) and z(t) are the convolutions of the Laguerre basis function with the
respective input. The fact that the Laguerre expansion coefficients enter linearly in the
nonlinear input-output model of Equation (A2) allows their estimation via least-squares
fitting.

Although the Laguerre expansion technique brings considerable model estimation
efficiencies, it does not remove the “curse of dimensionality” associated with the multi-
dimensional structure of high-order kernels. In order to overcome this practical limitation,
we have introduced the concept of Principal Dynamic Modes (PDM), which aims at
identifying an efficient "basis" of functions (distinct and characteristic for each system) that
are capable of representing adequately the system dynamics (i.e. provide satisfactory
expansions of the kernels). The computation of the PDMs for each input is based on
Singular VValue Decomposition (SVD) of a rectangular matrix composed of the 1st order
kernel estimate (as a column vector) and the 2nd order self-kernel estimate (as a block
matrix) weighted by the standard deviation of the respective input [35].

The resulting PDMs form a filter-bank that receives the respective input signal and generates
(via convolution) signals that are subsequently transformed by the "Associated Nonlinear
Function" (ANFs), which represents the nonlinear characteristics of the system for the
respective PDM dynamics, to form additively the system output, as depicted schematically
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in Figure 2. The employed "global™ PDMs represent a common “functional basis” for
efficient representation of all kernels of the system for all subjects. These "global" PDMs
are obtained via SVD of a rectangular matrix containing the PDMs of all subjects in a
selected reference group (17 control subjects in this case). The use of PDMs allows us to
write the output Equation (A2) as:

y(t)=co+ Z fan [un(t)] + Z fm [wm(t)] +Cross—terms+e(t) (A3)

where {un} and {w} are the PDM outputs (i.e. convolutions of the input with the respective
PDM) for the MABP and ETCO?2 inputs, respectively, and {fy,} and {f,} are the ANFs
associated with each PDM. The ANFs are typically polynomials (cubic in this application).
The "Cross-Terms" in Equation (A3) are pair products of {un} and {w.} that have
significant correlation with the output. The coefficients of the selected Cross-Terms are
estimated, along with cq and the coefficients of the (cubic) ANFs via least-squares
regression of Equation (A3).

APPENDIX I

Closed-loop PDM-based modeling

The closed-loop analysis requires the estimation of two open-loop PDM-based models A
and B, following the approach described in Appendix I, which are placed in the
configuration of Figure 3. The disturbance signals Fg (t) and Pg (t) are computed in each
case as the model-prediction residuals and they are viewed as the physiological "drives" of
the closed-loop system according to two equivalent closed-loop equations:

F(t)=A{P,C}+Fy(t)=A{B[F,C] +FPy(t), C}+ Fu(t) (A4)

P(t)=B{F,C}+P,(t)=B{A[P,C]+F,(t),C}+P4(t) (a5)

In the case of discretized data, Equations (A4) and (A5) are tantamount to nonlinear auto-
regressive equations in F(t) or P(t) with stochastic coefficients and an exogenous variable
C(t).
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Figure 1.
Illustrative time-series data over 6 min of a typical MCI patient, representing beat-to-beat

spontaneous variations of MCBFV (top), MABP (middle) and ETCO2 (bottom). The raw
data are on the left column and the pre-processed data are on the right column. The units of
the ordinate axis are: cm/sec for MCBFV and mmHg for MABP and ETCO2.
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The block-diagram of the input-output open-loop PDM-based model with three global
PDMs for each input, x;: MABP and x,: ETCO2.The output uj m(n) of the j-th PDM, pj
for the m-th input, X, is the convolution of the PDM with the respective input: uj m(n) =

conv{pj m ,Xm}- In this application, the ANFs are cubic polynomials: zj m = fj m (Uj m) = a1jm
Uj it @2,m Ujm? + @gj,m Uj,m° The selected cross-terms, {cij Ui 1(n) u; ()}, have

significant correlation with the output y: MCBFV, which is the sum of all ANF output
components {7 m}, the selected significant cross-terms and a constant cg (taken from [35]).
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Figure 3.

¢

Block-diagram of the closed-loop PDM-based model, where F(t) denotes the MCBFV data,
P(t) denotes the MABP data, C(t) denotes the ETCO2 data, F(t) denotes the MCBFV
model prediction of system component A and Py(t) denotes the MABP model prediction of
system component B. The signals F(t) and Pg(t) are the residuals of the respective model
predictions (F(t) for A and Pp(t) for B) and they are viewed as systemic cerebral blood
flow and pressure "disturbances’ driving this closed-loop physiological system (taken

from [35]).
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The three global PDMs for the MABP input (top) and for the ETCO2 input (bottom) of the
dual-input subsystem A with output MCBFV. Left panels are time-domain representations.
Right panels are frequency-domain representations. The units in the ordinate axis of the left
panels (time-domain PDMs) are: cm/sec2/mmHg (i.e. [output units]/{[input units][time

units]}).
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BPout: global PDMs of the FV input

6 :
— PDM #1
—PDM #2

5 ——PDM #3//

4, 4

0 005 01 015 02 025 03

Hz
BPout: global PDMs of the ETCOZ2 input
6 T T T T T
—PDM #1
—PDM #2
5t ~——PDM #31

O 005 01 015 02 025 03

The three global PDMs for the MCBFV input (top) and for the ETCO2 input (bottom) of the
dual-input subsystem B with output MABP. Left panels are time-domain representations.
Right panels are frequency-domain representations. The units in the ordinate axis of the left
panels (time-domain PDMs) are: mmHg/cm/sec? (top) and sec™! (bottom).
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The three average ANFs of the global PDMs for the MABP input (left) and ETCO2 input
(right) in the group of 17 CS. The ANFs correspond to the 1st PDM (blue), 2nd PDM (red)
and 3rd PDM (green). The 1st ANF appears dominant, especially for the MABP input.
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The three average ANFs of the global PDMs for the MABP input (left) and ETCO2 input
(right) in the group of 22 MP. The ANFs correspond to the 1st PDM (blue), 2nd PDM (red)
and 3rd PDM (green). The 1st ANF appears dominant for the MABP input but not for the
ETCO?2 input.
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closed-loop model response to MABP pulses
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The closed-loop model-predicted MCBFV response (blue line) for a representative CS (left
panel) and MP (right panel) to a positive MABP pulse stimulus over the time-interval 0-30
sec (red line), equal to half SD of the recorded MABP data, and to a negative MABP pulse
stimulus of the same magnitude over the time-interval 80-110 sec, while the ETCO2 input is
kept at zero. The externally imposed MABP pulse stimulus induces an intra-loop MABP
change which is plotted in green. Normal pressure autoregulation is observed for the CS

(left) but not for the MP (right) (see text).
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The closed-loop model-predicted MCBFV response (blue line) for a representative CS (left
panel) and MP (right panel) to a positive ETCO2 pulse stimulus over the time-interval 0—
30 sec (red line), equal to half SD of the recorded ETCO?2 data, and to a negative ETCO2
pulse stimulus of the same magnitude over the time-interval 80-110 sec, while the MABP
input is kept at zero. The ETCO2 stimulus induces an intra-loop MABP change which is
plotted in green. The model prediction in the CS demonstrates normal CO2 vasomotor
reactivity, however, this was not the case for the MCI patient.
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Scatter-plots of the computed CVMR and CFAP indices for the 17 CS (blue circles) and 22
MP (red x's) using closed-loop nonlinear (left) and linear (right) analysis.
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Mean (SD) values of percent NMSEs of PDM-based linear and nonlinear model predictions for the 17 CS and

Table 2

22 MP, and computed p-values for linear vs. nonlinear model of subsystem A and B.

Subsystem A Subsystem B
Control Subjects . Control Subjects :
(CS) MCI Patients (MP) (CS) MCI Patients (MP)
Linear Model: p (o) 56.36 (18.53) 54.46 (16.94) 65.89 (20.88) 59.94 (16.74)
Nonlinear Model: p (o) 43.24 (14.87) 43.19 (14.60) 49.17 (14.70) 45.89 (11.86)

two-sided p-values using all 39 subjects

0.0014

0.0001
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The mean (SD) values of the computed model-based CFAP and CVMR indices for closed-loop analysis of

Table 3

17 CS and 22 MPusing linear and nonlinear ANFs.

CFAP Index (cm/sec/mmHg)

CVMR Index (cm/sec/mmHg)

Cubic ANFs | Linear ANFs | Cubic ANFs | Linear ANFs
17CS 0.78 (0.72) 0.87 (0.76) 2.36 (1.37) 2.21 (1.44)
22 MP 0.71 (0.75) 0.84 (0.62) 1.06 (2.44) 1.16 (2.09)
t-statistic/dof 0.30/35 0.13/30 2.11/34 1.85/36
two-sided p-values 0.77 0.90 0.04 0.07
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