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(57) ABSTRACT

The present invention describes a method and apparatus for
detecting and quantifying intrinsic positive end-expiratory
pressure (PEEPi) of a respiratory patient breathing with the
assistance of a ventilator. A processing device receives respi-
ratory airway data from one or more sensors adapted to non-
invasively monitor a respiratory patient, calculates from the
respiratory airway data two or more parameters that are
indicative of or quantify intrinsic positive end-expiratory
pressure of the patient, and generates an indication intrinsic
positive end-expiratory pressure (PEEP1).
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METHOD AND APPARATUS FOR
DETECTING AND QUANTIFYING INTRINSIC
POSITIVE END-EXPIRATORY PRESSURE

CROSS-REFERENCE TO RELATED
APPLICATIONS

[0001] This application is a continuation-in-part of U.S.
application Ser. No. 12/497,733 filed Jul. 6, 2009, which is a
continuation of U.S. application Ser. No. 11/165,617 filed
Jun. 23, 2005, now U.S. Pat. No. 7,562,657, which claims
priority to U.S. Provisional Application Ser. No. 60/582,409,
filed Jun. 24, 2004, all of which are incorporated herein by
reference.

FIELD OF INVENTION

[0002] Thepresentinvention relates generally to the field of
respiratory therapy, physiology, and critical care medicine
including ventilator management and respiratory monitor
technology, and, more particularly, to a method and apparatus
for non-invasive prediction of intrinsic positive end-expira-
tory pressure (PEEP,) using certain markers.

BACKGROUND OF INVENTION

[0003] Mechanical ventilatory support is widely accepted
as an effective means for supporting and treating patients with
respiratory failure. Mechanical ventilators are simply
machines designed to assist with inspiration and expiration.
Often, a primary objective of ventilatory support is for the
ventilator to provide some or all of a patient’s work of breath-
ing (WOB). This goal is often not achieved due in part to an
inability to accurately measure and titrate a patient’s WOB.
Ventilators must be highly reliable, durable and precise. Most
modern ventilators are electronically controlled and most are
designed to allow many small, but different, fine-tuning
manipulations by the operator. Ideally. the operator uses these
controls to match the pressure and flow output characteristics
of the ventilator to meet each individual patient’s needs.
Optimized ventilator settings also serve to make ventilatory
support more tolerable for the patient.

[0004] The first generation of mechanical ventilators (prior
to the mid-1960s), were designed only to support alveolar
ventilation and to provide supplemental oxygen for those
patients unable to breathe themselves (generally for reasons
such as neuromuscular disease or paralysis). These early ven-
tilators provided 100% of the work required to breathe if the
supported patient did not breathe on his or her own. If the
patient attempted to breathe spontaneously, a complete lack
of a response from the ventilator created agitation—also
termed “fighting the ventilator”. Those patients that tried to
breathe spontaneously became so agitated, it was (and
remains in some institutions) common practice to heavily
sedate or paralyze the patient to ensure proper synchrony with
the ventilator. Sedation or drug-induced muscle paralysis,
may create more problems than they solve. For instance,
heavily sedated or paralyzed patients simply can not breathe
spontaneously; as a result, if they become accidentally dis-
connected from the ventilator they will quickly die of
asphyxia. This required an increased vigilance and a very
elevated level of monitoring. More importantly, paralysis and
sedation also lead to a rapid deterioration of the patient’s
respiratory muscles, or what has become known as: “disuse
atrophy”. Without strong, conditioned respiratory muscles,
clinicians find it difficult or, on occasion, nearly impossible to
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liberate their patients from the ventilator, even when their
original pulmonary problems have resolved. To overcome
these potential problems, modern mechanical ventilators
have become far more sophisticated in response to our
increasing understanding of lung patho-physiology. In an
effort to improve patient tolerance of mechanical ventilation,
while simultaneously maintaining adequate respiratory
muscle function, many new modes have been developed.
Many of these new modes allowed spontaneous breathing,
patient-triggered and pressure-assisted breaths, or even
patient-triggered mandated breaths. These pressure assisted
breaths, when properly adjusted by the clinician, allow the
ventilator to share the WOB with the patient. By the early
1970s, a new mode of ventilation allowed patients to breathe
at their own pace and magnitude, in the time period between
mandated (machine delivered and controlled) breaths that
were programmed for delivery at precise intervals each
minute; this mode was known as Intermittent Mandatory
Ventilation (IMV). Pressure Support Ventilation (PSV), came
along a few years later and could be used alone or in combi-
nation with IMV; this mode provided a variable pressure-
assist (at an operator chosen level of pressure) for each
patient-initiated spontaneous inhalation effort. Varieties of
“alternative” ventilation modes, addressing the needs of
severely impaired patients, continue to be developed.

[0005] Patients receiving ventilator support need different
levels of assistance; some require complete control of their
ventilation, while others require varying levels of support
depending upon their ability to sustain breathing on their
own. Matching the ventilator support provided, to that
required by the patient, remains to this day, an imposing
challenge; too much support predisposes to disuse atrophy,
while too little support often leads to a cycle of fatigue,
followed by respiratory failure. At the present time, there is no
readily available, easy to use, or reliable method or apparatus
for estimating an appropriate support level. Confounding the
matter further, a patient’s requisite level of support may vary
widely throughout the day, for a variety of reasons.

[0006] In those instances in which a patient requires
mechanical ventilation due to respiratory failure, sleep apnea,
post-operative care, or other situations, a wide variety of
mechanical ventilators are available. Most modern ventila-
tors allow the clinician to select and use several modes of
inhalation either individually or in combination via the ven-
tilator setting controls that are common to the ventilators.
Some ventilators, such as those designed for noninvasive
ventilation (NIV), primarily utilize mask interfaces and can
be very simple to operate with very few choices of settings,
typically some baseline pressure level with or without a
higher level of pressure support during inhalation.

[0007] Gas inadvertently trapped in a patient’s lungs, or
PEEP,, interferes with the clinicians best attempts to estimate
an appropriate support level for patients. For years, many
clinicians were completely unaware of its existence. Hence
when it was first reported, it was termed “intrinsic” or even
“occult” because it is hidden from view (using conventional
monitoring techniques). The extra (un-exhaled or trapped)
gas, remaining in a patient’s lungs at the onset of the next
inhalation, creates an inspiratory threshold load (a positive
pressure level above ambient) that the patient’s inspiratory
muscles must overcome before fresh gas can enter the lungs.
Furthermore, since the inspiratory muscles are displaced
from their normal resting position (by the hyperinflation) they
are mechanically disadvantaged: that is, the direction of the
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respiratory muscles are pulling, no longer generates the larg-
est possible change in volume/unit of force. All of this simply
means that patients with dynamic pulmonary hyperinflation
(DPH) or PEEP,, must work significantly harder to breathe. In
addition, patients receiving ventilator assistance or, those
patients that are generating, at least, a portion of the work of
breathing, must generate another additional effort to breathe;
that is, they must overcome the trigger pressure set on the
ventilator before they receive any assistance from the venti-
lator. A trigger pressure must be used to synchronize the
patient’s efforts to the ventilator’s response (otherwise, the
ventilator would randomly initiate breaths, some of which
might conflict with, or even negate, the patient’s own efforts).
The combination of an undetectable and difficult to quantify
PEEP, level and the ventilator’s trigger setting, frequently
produce an intolerable additional workload; the additional
work is often high enough to produce inspiratory muscle
fatigue, particularly in patients with poor respiratory muscle
function. For those patients not trying to breathe on their own,
undetected PEEP, is just as problematic. The additional pres-
sure it produces in the patient’s chest can reduce venous blood
returninto the chest, which in turn reduces cardiac output and,
ultimately, can dramatically reduce a patient’s blood pres-
sure. Too much trapped gas in the lungs also predisposes to
over-inflation and structural damage, even rupture of the
lungs. Research has shown that PEEP, occurs far more fre-
quently than is commonly believed. It has also been shown
that in ventilator-dependent COPD patients, PEEP, accounts
for a large percentage of the patient’s total ventilatory work-
load. Reducing or eliminating PEEP, could then, have a major
clinical impact for patients with an acute exacerbation of
COPD. Clearly, detecting and accurately measuring PEEP,
represents an extremely important tool in managing affected
patients.

[0008] In today’s intensive care unit (ICU), most modern
ventilators can measure a patient’s PEEP, but only when they
do not breathe on their own—any movement or spontaneous
efforts during measurement will invalidate that measurement.
Ventilator-supported patients that breathe spontaneously vir-
tually never have their PEEP, accurately measured; to do so,
requires the placement of an esophageal balloon or use of
thoracic impedance measuring equipment. Both approaches
are expensive, very technique oriented and extremely time-
consuming. As a rule, these approaches are only used by
researchers. The esophageal balloon is the most commonly
employed approach because it is the least expensive and
balloons tend to interfere with fewer other ongoing and
required monitors or therapies. The concept involves using a
properly inflated and positioned, balloon tipped catheter that
is inserted into the patient’s esophagus. When positioned
properly, it is used to measure esophageal pressure (P,). It
has been shown that in certain esophageal locations (but not
all locations), pressure changes within the esophagus are of
the same magnitude as those occurring in the pleural space
(although the absolute pressure values will likely NOT be the
same). The change in esophageal pressure (from resting, or
baseline) needed to abruptly bring expiratory flow to the point
where it just crosses the zero flow axis (the instant just prior to
the onset of flow into the lungs) represents PEEP, also called
dynamic PEEP, (PEEP, ;).

[0009] The esophageal balloon technique has never been
popular with clinicians. The balloons are difficult to place,
can interfere with important equipment like feeding tubes,
and must be positioned and inflated properly to prevent inac-
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curate and misleading measurements. Further complicating
the esophageal balloon procedure is signal quality. Frequent
swallowing or inadvertent esophageal spasms can be difficult
to discern and yet render the signal temporarily useless. Addi-
tionally, the esophagus is located just anterior of the heart and
the signal, as a result, is often difficult to interpret without
using a “heavy filter” to remove the unwanted pressure fluc-
tuations secondary to the beating heart. Thoracic impedance
equipment is not only expensive, difficult to use, and may not
be consistently repeatable (according to researchers), it often
interferes with absolutely indispensable electrocardiography
monitoring leads, crucial intravenous catheters, and other
important equipment. For these reasons, it seems likely that
the esophageal balloon and thoracic impedance devices will
remain investigative tools.

[0010] For those patients not breathing spontaneously,
PEEP; is measured using an appropriately timed, end-expira-
tory, airway occlusion maneuver. This involves a sudden
occlusion of the expiratory valve (a blocking of the path
normally taken by the patient’s exhaled gases). Occlusion of
the expiratory valve traps any additional gas that might be still
leaving the patient’s lungs, in the breathing circuit (which is
attached to the patient’s ventilator) and the patient’s lungs.
When the pressure (measured in the breathing circuit) stabi-
lizes, if it is above the normal baseline pressure (the pressure
at end-exhalation), the patient is said to have PEEP,. The
occlusion technique could, potentially, be used for spontane-
ously breathing patients; but, to do so would require the
patient to hold their breath, making absolutely no attempt to
breathe, or even move, until the pressure in the breathing
circuit reaches equilibrium. Unfortunately, this level of coop-
eration is almost nonexistent when patients are extremely
sick, comatose, heavily sedated or, struggling to breathe
against the additional workload imposed by PEEP,.

[0011] U.S. Pat. No. 6,588,422 pertains to the field of ven-
tilatory support for respiratory failure, particularly due to
lung disease, and in particular to automatically providing
sufficient end expiratory pressure to unload PEEP,. The 422
patent seeks to provide continvous and automatic adjustment
of the expiratory pressure during ventilatory support, so as to
substantially prevent dynamic airway compression and
unload PEEP, with the smallest amount of external expiratory
pressure. The object of this invention involves varying the
external pressure exerted by the ventilator during the exhala-
tion phase and does not measure or quantify PEEP, in any
manner. Nor is it obvious how one could measure PEEPi
using this patent.

[0012] Additionally, U.S. Pat. No. 6,240,920 discloses a
method for determining at least one parameter related to a
patient’s spontaneous attempts at inspiration and/or the
patient’s respiratory effort in spontaneous attempts at inspi-
ration. What is disclosed in the 920 patent is again a potential
method to counteract and manage PEEP,; it provides no meth-
odology for measuring or quantifying the patients actual
PEEP; level.

[0013] Developing a non-invasive measure of PEEP; (that
works in spontaneously breathing patients receiving ventila-
tory support) is complicated by a number of factors. First, the
gas trapped at the alveolar level is almost always non-homo-
geneously distributed across both lungs thereby, making it
difficult to measure the true PEEP,. This means that any
measurement of PEEP,, is, at best, an average of the two
lungs, considered as though they were identical. Alterna-
tively, the excess pressure (trapped air) maybe hidden behind
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prematurely collapsed airways—making it virtually unde-
tectable. And lastly, patient efforts to breathe create artifacts
that vary on a breath-to-breath basis. Such artifacts may be
difficult to separate from the ideal passive pressure wave-
forms.

[0014] In some situations, developing a non-invasive indi-
cation of PEEP, possibly including different levels of sever-
ity, is also advantageous. Many clinicians do not need to know
the exact value of PEEPi, but instead just need to know
whether the patient falls into one of several categories of
intrinsic PEEP. For example, without restriction, a patient
may have either: a) no PEEPi, b) mild PEEPi, ¢) moderate
PEEP, or d) severe PEEPi. This information may then be
used to adjust the ventilator settings.

SUMMARY OF THE INVENTION

[0015] Thereisaneedinthe art for accurately detecting and
quantifying PEEP, non-invasively, especially in spontane-
ously breathing patients. Non-invasive determination of a
patient’s intrinsic PEEP will 1) enable clinicians to be better
informed of patient status, enabling better management of
patient respiratory therapy, 2) improve patient analysis and
physiologic monitoring/modeling, and 3) minimize patient
discomfort (non-invasive) and clinician intervention (no need
for occlusion) from invasive PEEP,; measurement. The mea-
sure will provide clinicians with accurate, continuous infor-
mation that will enable them to make better decisions on
patient’s respiratory therapy. The present invention is
designed to address this need.

[0016] Broadly speaking, the present invention provides a
method and apparatus for non-invasively predicting (estimat-
ing) PEEP,. The presence of PEEP, which often remains
undetected, creates an inspiratory threshold load (a positive
pressure level above ambient) that the patient’s inspiratory
muscles must overcome before fresh gas can enter the lungs.
In addition, excessive levels of PEEP, can lead to impaired
cardiac function, an increased risk of barotrauma (structural
lung damage secondary to excessive lung volumes), reduced
inspiratory muscle pressure-generating capacity, and abnor-
mally increased work of breathing.

[0017] Theinventors have innovatively developed multiple
indicators to detect and quantify PEEP, non-invasively.
Although some of these markers can be used alone to predict
PEEP,, it is observed that some markers are good primarily
for detection, while others are optimal for quantification.
Furthermore, it is also noticed that certain markers work best
on a specific group of subjects. Therefore, in an aspect of the
invention, using several of these markers simultaneously has
been demonstrated to improve the prediction of PEEP, and
broadens its operability to a wider range of patients.

[0018] The primary advantage is that the method is non-
invasive, breath-to-breath, and in real-time. Therefore, there
is no need to insert a catheter into the patient. The method
requires only that measurements be made at the subject’s
airway, including one or more of the following: pressure at the
airway, end tidal CO,, and airflow, measured at the mouth.
These airway measurements are routinely monitored in most
ICUs—by using any of the common respiratory equipment
currently used to monitor and maintain patients while they
receive ventilatory support.

[0019] Although the occlusion method is essentially non-
invasive, it nevertheless requires a potentially irritating
“intervention” and does not work for spontaneously breath-
ing patients. This method does not suffer from either of these
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difficulties. There is no need to occlude the patient’s airway
and, it can be determined continuously without intervention.
[0020] The approach includes the measurement of several
different PEEP, markers which in turn are fed into a special-
ized mathematical model (for example, a neural network) that
then predicts a PEEP, value, based on these values. The model
canbe a linear model (e.g., multiple regression) or a nonlinear
model (e.g., a neural network, fuzzy logic, etc.).

[0021] The PEEP, markers or indicators may include:
[0022] Flow/volume trajectory—the concept of plotting a
flow/volume waveform has been experimentally proven to be
auseful quantification maker that works in the many patients.
[0023] CO, flow/volume trajectory—this marker has been
experimentally proven to be an indicator of PEEPi. It is par-
ticularly useful for identifying patients with elevated levels of
PEEP, and for those suffering from premature airway collapse
or expiratory flow limitation.

[0024] CO,/volume ratio—this marker has been experi-
mentally proven to be an indicator for detecting PEEP, in
patients exhibiting severe expiratory flow limitation patients.
[0025] Flow at the onset of inspiratory effort—this marker
has been experimentally proven to useful for quantifying
PEEPi.

[0026] Modeling the patient’s expiratory waveform—this
can be accomplished using two different methods: 1) least
squares analysis and, 2) exponential modeling. Both methods
have been experimentally proven to be useful in quantifying
PEEP,.

[0027] Peak to Mid-Exhalation Flow Ratio: flow limitation
patients may have high peak flows that decay extremely rap-
idly. When the mid-exhalation flow is low, this parameter is
high, indicating likely flow limitation and a resultant PEEP,.
[0028] Duration of low exhaled flow: flow limitation
patients may have an abnormally high percentage of their
exhalation occur at low flows. This parameter determines the
percentage of the exhalation (by volume or time) that occurs
at low flows.

[0029] Capnograph waveform shape: flow limitation
patients may have a identifiably unique CO, waveform versus
normal patients. In particular, a Phase I1Islope (the slope after
the rapid rise time in CO, ) is not horizontal and rises through-
out exhalation, indicating a continuing low-flow exhalation.
[0030] Negative expiratory pressure or an increased expi-
ratory gradient: a patient’s expiratory flow rate should be
directly proportional to pressure gradient (difference in pres-
sure between the lungs and the pressure in the breathing
circuit) during exhalation. If there is no pressure (in the
breathing circuit) during exhalation, the gradient can best be
increased by briefly applying a negative pressure, during the
exhalation phase, in the breathing circuit. For patients receiv-
ing additional pressure during exhalation, the gradient can be
increased by briefly removing the added pressure. If the
expired gas flow does not increase in response to the increased
gradient, the patient suffers from expiratory flow limitation
and is exceptionally prone to developing PEEP,.

[0031] In addition to the above mentioned markers, the
concept of using two or more of these and/or potentially other
markers for PEEP, as inputs to a mathematical model (linear
or non-linear, such as a neural network) for predicting PEEP,
is new and unique. The combined information provided by
using two or more markers (those mentioned above and oth-
ers) may result in a more accurate estimate of PEEP,.

[0032] Inoneaspectoftheinvention, the method comprises
creating a mathematical model of the patient’s PEEP; using
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predetermined parameters that are collected non-invasively,
such as those collected with standard respiratory monitors.
The respiratory monitors typically contain airway pressure
and airway flow sensors that measure the flow and pressure of
gases going into and out of the patient as a function of time.
From these time versus flow or pressure waveforms, a variety
of parameters are selectively derived that are used in charac-
terizing different aspects of the patient’s breathing and/or the
patient’s interaction with the ventilator. These parameters
contain information that is extracted to accurately estimate
the intrinsic PEEP.

[0033] More specifically, the method of the invention com-
prises a method of estimating the actual PEEP, using a com-
bination of multiple parameters derived from the aforemen-
tioned sensors, as well as others attached to the patient and/or
ventilator. The PEEP, parameter can be any parameter that
represents the amount of excess pressure in the lungs, includ-
ing but not limited to flow/volume trajectory, CO, flow/vol-
ume trajectory, CO,/volume ratio, flow onset, modeling on
expiratory waveform, and peak to mid-exhalation flow ratio.

[0034] This method includes using a linear combination of
parameters or a nonlinear combination of parameters, includ-
ing but not limited to a neural network, fuzzy logic, mixture of
experts, or polynomial model. Moreover, multiple different
models can be used to estimate the PEEP, of different subsets
of patients. These subsets can be determined by various
means, including but not limited to patient condition (patho-
physiology), patient physiologic parameters (lung resistance
and compliance), or other parameters.

[0035] In an aspect of the invention, the method for esti-
mating PEEP, in a patient comprises use of a neural network,
wherein the neural network provides PEEP, information for
the patient based upon input data, wherein the input data
includes at least one of the following parameters: flow/vol-
ume trajectory, CO, flow/volume trajectory, CO.,/volume
ratio, flow onset, modeling on expiratory waveform, peak to
mid-exhalation flow ratio, duration of low flow exhalation,
and capnograph waveform shape, wherein the intrinsic PEEP
information is provided as an output variable.

[0036] In the above-noted method, the neural network is
trained by collecting clinical data from a test population of
patients used to obtain teaching data, the teaching data com-
prising the above-noted input information, inputting the
teaching data into the neural network, whereby the neural
network is trained to provide an output variable correspond-
ing to the intrinsic PEEP.

[0037] As a system for estimating intrinsic PEEP in a
patient, the system comprises a neural network which first
receives as input primary teaching data obtained from clinical
testing of a test population of patients, whereby the neural
network learns the teaching data and is trained to provide an
output variable for intrinsic PEEP, such that when said neural
network receives patient input data in the form of the above-
noted parameters obtained from a patient, the neural network
provides the output variable for estimating intrinsic PEEP for
that patient.

[0038] The invention can be implemented in numerous
ways, including: as a system (including a computer process-
ing or database system), as a method (including a computer-
ized method of collecting and processing input data) and, as a
method for evaluating such data to provide an output(s), an
apparatus, a computer readable medium, a computer program
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product, or a data structure tangibly fixed in a computer
readable memory. Several embodiments of the invention are
discussed below.

[0039] As a system, an embodiment of the invention
includes a processor unit having input and output devices.
The processor unit operates to receive input parameters, pro-
cess the input and provide an output corresponding to PEEPI.
This output can be then used to control external devices, such
as a ventilator. The processing of the data can be accom-
plished by various means such as neural networks, parallel
distributed processing systems, neuromorphic systems, or the
like.

[0040] As a method of predicting PEEP,, the method
includes processing predetermined input variables (param-
eters), preferably through the use of a neural network.
[0041] As a computer readable media containing program
instructions, an embodiment of the invention includes: com-
puter readable code devices for receiving input variables,
processing the input, and providing an output indicative of
PEEP.. In a preferred embodiment, processing comprises
utilizing a neural network. The method may further include
controlling a ventilator in response to the output obtained.
[0042] The methods of the present invention may be imple-
mented as a computer program product with a computer-
readable medium having code thereon. The program product
includes a program and a signal bearing media bearing the
program.

[0043] As an apparatus, the present invention may include
atleast one processor, amemory coupled to the processor, and
a program residing in the memory which implements the
methods of the present invention.

[0044] Other aspects and advantages of the invention will
become apparent from the following detailed description
taken in conjunction with the accompanying drawings, illus-
trating, by way of example, the principles of the invention.

BRIEF DESCRIPTION OF THE DRAWINGS

[0045] In order that the manner in which the above-recited
and other advantages and objects of the invention are
obtained, a more particular description of the invention
briefly described above will be rendered by reference to spe-
cific embodiments thereof which are illustrated in the
appended drawings. Understanding that these drawings
depict only typical embodiments of the invention and are not
therefore to be considered to be limiting of its scope, the
invention will be described and explained with additional
specificity and detail through the use of the accompanying
drawings in which:

[0046] FIG. 1 depicts a method of one aspect of the inven-
tion for a patient on a ventilator.

[0047] FIG. 2a depicts a graph of a flow/volume loop in
subjects without PEEP,.

[0048] FIG. 26 depicts a graph of a flow/volume loop in
subjects with PEEP,.

[0049] FIG. 3 depicts a temporal plot of rising CO, during
exhalation.
[0050] FIG. 4a depicts a graph of flow CO,/volume loop in

subjects without PEEP,.

[0051] FIG. 4b depicts a graph of flow CO,/volume loop in
subjects with PEEP,.

[0052] FIG. 5 depicts a graph of isolation of pressure drop
due to airway.
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[0053] FIG. 6 depicts a simplified electrical circuit repre-
senting a patient’s respiratory system when receiving support
provided by a ventilator.

[0054] FIG. 7 depicts an exemplary neural network archi-
tecture
[0055] FIG. 8 depicts inputs and outputs of an adaptive

system having backpropagation.

[0056] FIGS. 9-12 show graphs of experimental data
derived for multiple patients showing the results of exemplary
systems using both linear and nonlinear models (neural net-
work), and using multiple patients, some experiencing flow
limitations and some experiencing no flow limitations, and a
subset of patients experiencing no flow limitations.

DETAILED DESCRIPTION OF THE INVENTION

[0057] Referring now to the drawings, the preferred
embodiment of the present invention will be described.

[0058] In the embodiment depicted in FIG. 1, a patient 10
requiring respiratory support is connected to a ventilator 12
via a ventilator circuit 16 to communicate a flow of gas with
an airway of a patient. Sensors 14 are provided such as an
airway flow and pressure sensor, along with possibly a carbon
dioxide detector attached to the circuit such as at the y-piece
of the standard ventilator circuit or at the breathing tube of a
single limb system such as a typical NIV ventilator. These
sensors measure the flow, pressure, and partial pressure of
carbon dioxide in the gases that pass to and from the patient.
These raw signals 18 may be preprocessed in a signal proces-
sor 20 using analog and digital signal processing to clean the
signal, remove sensor biases and offsets, etc. These signals
can then be processed in a parameter extraction module 22 to
calculate a variety of other parameters from the flow, pres-
sure, and CO, data and identify indicators, or markers indica-
tive of PEEP,. In an aspect of the invention, a neural network
24 may be provided to model the parameters so that a venti-
lator may be controlled through controller 26. The interface
appliance connecting the ventilator to the patient may be
configured to engage the airway of subject without an inter-
vening appliance and may include one or more of a nasal
mask, a nasal/oral mask, a full face mask, a total face mask, a
partial rebreathing mask, or other interface appliances that
communicate a flow of gas with an airway of a subject.
Sensors may be in fluid communication with the breathing
circuit and/or the interface appliance.

[0059] The approach to measuring PEEP, relies on moni-
toring several different patient parameters in real-time. The
concept entails measuring the “markers” that indicate the
presence of PEEP,, and feeding those qualified markers into a
neural network, linear regression model, or the like. A value
for PEEP, is then predicted by using all of the different mark-
ers detected using methods best described as akin to a neural
network, linear multiple regression modeling, or nonlinear
multiple regression modeling. The models may be “pre-
trained” using actual clinical data collected from patients
suffering with varying degrees of PEEP,-levels that have been
measured as accurately as possible using an esophageal bal-
loon or other gold standard such as an esophageal catheter
with electronic pressure transducers. PEEP, measured via the
esophageal pressure technique (PEEP, ) is considered a
reference or, true PEEP,. The PEEP, . is used for training of
the model as well as for validation of the approach. The model
is trained to predict the actual PEEP, using the PEEPi markers
as input parameters.
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[0060] In certain embodiments, particularly those where
input parameters/markers are collected via a non-invasive
patient interface such as a mask or canula where circuit leaks
are significant, compensation for leak flow is done to derive
accurate pressure, flow, volume, and/or CO2 waveforms.
When the leak is significant, the flow in and out of the patient
is much different than that measured by the sensor since much
of the air is lost through the leak. The goal of leak compen-
sation is to accurately estimate the true values of the wave-
forms moving in and out of the patient. There are numerous
methods for correcting for leak. Examples of correcting flow
and volume waveforms include, but are not limited to, (a)
equally redistributing the measured lost volume over the
breath and subtracting the bias flow from flow waveform, (b)
calculating parabolic conductance and using the parabolic
conductance to correct a measured flow waveform, (c) calcu-
lating the missing volume between inhalation and exhalation
and allocating this volume throughout the breath, and (d)
adjusting the flow waveform to minimize the average flow.
Similarly, the CO2 content in the exhaled gas may be washed
out by leaks. Similar methods can be used to determine the
amount of CO2 that was exhaled based on the CO2 levels
measured and the estimated leak flow. Leak correction modi-
fies the pressure, flow, volume, and/or CO2 waveforms on a
sample by sample basis based on the parameters (e.g. para-
bolic conductance) calculated from the input waveforms.
These parameters can be calculated and adjusted continu-
ously on a sample by sample basis, or calculated periodically
based on a windowing approach that may include overlap in
the windows. Once the waveforms are corrected, the PEEPi
markers or parameters can be calculated accurately and uti-
lized to determine non-invasive PEEPI.

[0061] Examples of PEEP, markers include: Sudden flow
reversal marking end-exhalation; Frequent volume channel
“resets” at end-exhalation. This occurs because modern vol-
ume measuring equipment starts from zero volume at each
breath. Spikes at onset of expiratory flow accompanied by at
least two distinct expiratory flow decay patterns. Continuous
increase in end-tidal carbon dioxide (ETCO,) regardless of
the expiratory time. High total respiratory system resistance
and compliance, along with high breathing rates or elevated
tidal volumes; since the product of total resistance and com-
pliance equals the time constant for the lungs (60% of the
volume above the V, will be exhaled in the interval of one time
constant), the greater the time constant, the greater the chance
the patient will exhibit PEEP,, particularly when breathing
rapidly or when taking large breaths.

[0062] Additional markers have been discovered, forming
the backbone of the invention, that provide information
related to the magnitude and type of PEEP,. These markers
estimate PEEP, based on flow/volume trajectory, carbon
dioxide (CO,) flow/volume trajectory, CO,/volume ratio,
expiratory flow at onset of inhalation, and modeling on expi-
ratory waveform. Many of these markers are unique and by
themselves can be used to measure PEEPi. However, a com-
bination of two or more of the markers may provide a more
robust and accurate measure.

[0063] Now, referring to FIGS. 2a and 25, it follows that the
flow/volume trajectory relies on analyzing the expiratory
flow and volume of each breath. Under normal conditions, a
plot of expiratory flow versus volume results in a nearly
straight line 28 that intersects the volume axis 29 at approxi-
mately zero (FI1G. 2a). That is, at end-exhalation the volume
of gas coming out of the lungs is zero. The slope of the
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flow/volume trajectory is related to the average time constant
of the lungs. A typical flow/volume loop for patients with
PEEP, is shown in FIG. 2. In this particular case, the trajec-
tory line 30 intersects the volume axis 29 at well below zero;
this indicates that had the exhalation phase continued, an
additional 0.24 L (y-axis intercept 27) of gas would have been
expelled from the lungs. Dividing the additional gas volume
by the patient’s respiratory compliance yields a quantifiable
inference of the PEEP, pressure.

[0064] CO, flow/volume trajectory is similar to the flow/
volume trajectory, except CO, flow 36 is plotted as shown in
FIG. 3 instead of exhaled flow. CO, flow is obtained by
multiplying the exhaled CO, and exhaled flow. In some
PEEP; patients, the exhaled CO, tends to continue to rise
when there is very minimal exhalation flow (FI1G. 3). The CO,
flow parameter captures this rising CO, trend 38, and when
plotted against volume as shown in FIG. 4b, results in a
trajectory 34 that often parallels the volume axis 33 for PEEP,
patients. FIGS. 4a and 4b illustrate a comparison between
patients that have and do not have PEEP,, respectively. In
non-PEEP, patients as shown in FIG. 4a, the trajectory 32
eventually intersects near the point where the volume 33 and
flow 35 axes meet. The slope of the trajectories 32, 34 can
provide an indication to the severity of PEEP,, where steep
slopes such as shown in FIG. 45 indicate severe PEEP, and
shallow slopes such as shown in FIG. 4a indicate low levels of
PEEP,.

[0065] CO,/volume ratio, another PEEP, marker, is a frac-
tional value of exhaled CO2 divided by exhaled volume. The
maximum exhaled CO2 value and the change in volume
during exhalation are computed for each breath. The ratio is
given by:

COy/volume, ,,;,~max(ETCO,)/volume, .4

[0066] It has been observed that PEEP, patients have a
larger ratio value versus those patients who do not have
PEEP..

[0067] The fourth of the additional PEEP, markers, expira-
tory flow at the onset of inhalation, attempts to capture the
exhaled flow rate at precise moment of end-exhalation by
locating the onset of an inhalation effort. If gas is still flowing
out of the lungs at the onset of inhalation, it can be reasoned
that the only force driving this gas flow, at this instant in time,
is PEEP,.

[0068] PEEP, at the onset of inhalation (PEEP, ), is
estimated using the product of the expiratory airflow at inha-
lation onset (flow,,,.., and resistance to airflow produced by
the airways of the lungs (R ,,).

PEEP, ,pce=tloW, ceXR sy

[0069] Total respiratory resistance (R,,,;) traditionally
determined by programming the patient’s ventilator to pro-
duce an end-inspiratory pause (usually the pause lasts 0.5 sec.
or more) when delivering any mandated breath—these are
breaths where the operator, not the patient, determines the gas
flow rate, the gas flow pattern, the tidal volume and the fre-
quency at which they are delivered/min. During each man-
dated breath, the difference between the peak inflation pres-
sure (PIP) and the plateau pressure (P,,;,,) is determined. The
difference is divided by the airflow measured at the moment
the PIP was observed. It is also traditional to perform this
measurement using a square flow pattern and with the gas
flow programmed at or very near to 60 liters/min (1 liter/sec).
This is done because resistance is defined as the pressure drop
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(measured in cm H,O) when gas is flowing at precisely 60
liters/min (1 liter/sec). Symbolically, resistance is determined
as follows:

R =(PIP-P,, )/low.

[0070] As defined above, resistance, computed in this man-
ner, represents the total resistance of the respiratory system,
and is acceptable as long as both lungs have similar resistance
values.

[0071] During an end-inspiratory pause, since gas cannot
escape from the lungs, it gradually redistributes from the
hyper-inflated alveoli to under-inflated alveoli—a process
called pendelluft.

[0072] Resistance to airflow (only) can be isolated from
most PIP to P, , pressure differences, by analyzing the flow

versus pressure loop for that specific breath. In the presence of
pendelluft, the expiratory side of the loop contains two dis-
tinct flow-pressure decay rates or slopes (FIG. 5). The first
slope 40, in which pressure changes very rapidly (slope 1 40
in FIG. 5), is due to the resistance the airways produce; the
second slope 42 (slope 2 in FIG. 5), the much slower rate of
pressure change, is from the redistribution of gases. The dif-
ference in pressure drop between PIP and the pressure
obtained from first decay rate (P, ,....) represents the differ-
ential airway pressure used to determine airflow resistance
only. R, is then obtained by dividing difference between the
PIPandP ;. ..., by themeasured flow at the moment PIP was
reached.

[0073] Another marker is a mathematical modeling of an
expiratory waveform that estimates the respiratory system
time constant (the product of resistance and compliance)
changes during the course of exhalation. The concept is to get
a better measure of system dynamics and, to predict PEEP,.
Two modeling techniques have been explored: 1) estimate of
system time constant and lung compliance using least
squares, and 2) modeling resistance using an exponential
fanction. Both methods rely on similar principles.

[0074] Therespiratory system and apatient’s ventilator can
be represented using an electrical circuit diagram (FIG. 6).
Table 1 below lists the definition of terms used in FIG. 6:

TABLE 1

C—lung compliance

V,—lung volume

f—flow

R,,,—airway resistance

R,,—ventilator exhalation valve resistance
P,—lung pressure

P, —airway pressure

[0075] Airway pressure and flow are measured at the
patient mouth by a differential pressure transducer. The cor-
responding gas volume (V) from the measured flow is
computed by integration of flow over the exhalation time
period. The ventilator exhalation resistance changes based on
ventilator PEEP setting to maintain P, at PEEP pressure at
the end of exhalation.

[0076] Withreferenceto FIG. 6, an estimate of system time
constant and lung compliance using least squares as follows:

[0077] During exhalation, flow is defined as:
SO=BL)-F, ()R,
[0078] the lung pressure can be represented as lung vol-

ume divided by lung compliance, so flow can be written
as:
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[0079]
Vi=v* 0+ C*P,, (1),
[0080]
7=R,,,C.

[0081] The lung volume above the functional residual
capacity (FRC) of the lung can be approximated as the
summation of the actual measured gas volume inhaled
by patient, volume due to PEEP, and any trapped gas.

and rearranged to represent lung volume as:

where T is the time constant and defined as:

ViV wieo+Verer+Veree:
[0082]
Viico 0RO+ C*P oo ()= V ppep=Vprep:

[0083] Since volume due to PEEP and PEEP, are con-
stant, they can be eliminated from the equation by
observing only differential changes.

So, lung volume can now be described as:

AV ieo=T A+ CHAP

[0084] The time constant and compliance are solved by
least squares analysis. Volume due to PEEP and PEEP,
can be computed as:

VoreptVprep =T+ CHP,, (0-V 100(0)

[0085]
from:

PEEP; pressure can then be easily computed

Vegep + Vpegpi

PEEP; = - PEEP

[0086] Modeling resistance using an exponential function
1s performed as follows:
[0087] During exhalation,
described as:
P)=P 1, (0)+R 5, 1)

[0088] Flow can be described by an exponential decay-
ing waveform during exhalation as:

D)ty re R
[0089]

lung pressure can be

and solved for R, by:

I

Roy = = o
C+In(f 0] /o

[0090] The lung pressure can then be described as:

i t
Pi(r) = PoD) - f(D) % T O o)

[0091] From this equation, the PEEP, pressure can be
estimated by calculating the difference in lung pressure
between the inhalation onset (t,,,,,) and location at zero
flow (t_,,,)-

PEEP:=Pilonse)Lillena)
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[0092] Inhalation onsetcan be detected as described pre-
viously (flow onset marker) or by observing the P, itself,
which goes through a sudden slope change at onset.

[0093] This PEEP, estimate was done based on the
assumption that 1) lung compliance remains fixed dur-
ing exhalation, and 2) flow during exhalation decays
expornentially. A slight variation of this method assumes
that resistance remains fixed during exhalation, instead
of lung compliance. In this case, the lung pressure is
defined by modeling the lung compliance.

[0094] Peak to Mid-Exhalation Flow Ratio.

[0095] This marker is calculated by dividing the peak exha-
lation flow by the flow calculated when about 20% to 30%,
and preferably, about 25%, of the tidal volume remains in the
lungs (75% has been exhaled). Flow limitation patients have
high peak flows that decay very rapidly. This parameter will
be large when the exhaled flow decays very quickly, indicat-
ing flow limitation.

[0096] As described above, developing a non-invasive indi-
cation of PEEP1, possibly including different levels of sever-
ity, is also advantageous. Many clinicians do not need to know
the exact value of PEEPi, but instead just need to know
whether the patient falls into one of several categories of
intrinsic PEEP. For example, without restriction, a patient
may have either: a) no PEEPi, b) mild PEEP1, ¢) moderate
PEEPi, or d) severe PEEP1. Since methods to remove PEEPi
are often inexact and not easily titrated, clinicians may only
choose to treat cases of severe (or possibly) moderate PEEPi.
Therefore, the clinical goal, for example, would be to ensure
that all patients were in categories (a) or (b).

[0097] In addition, it may not be possible, particularly in
ventilatory scenarios with large leaks, to accurately quantify
PEEPi. However, the PEEPi markers will indicate the severity
of the PEEPi but not necessarily quantify it. In an example
embodiment, the patient is connected to a mask and NIV
ventilator. At the output of the mask, the flow/pressure/CO2
sensors are connected to create the waveforms. The pressure,
flow, volume, and CO2 waveforms are first leak compensated
by first estimating the leak in the circuit and then correcting
for it. Several methods of leak compensation are possible. In
one embodiment the leak is related to the difference between
the inhaled and exhaled volumes and flow is subtracted from
the inhaled waveform and added to the exhaled waveform in
proportion to the pressure in the circuit, since leak through an
orifice is proportional to pressure. In a second method, an
equation of the leak is derived that includes a parabolic con-
ductance term. Parabolic conductance is estimated through-
out the breath by dividing flow by pressure raised to the nth
power, where n is related to the laminar flow and is 0.5 in this
example (indicating turbulent flow). The leak corrected flow
is then estimated by multiplying the estimated parabolic con-
ductance times the square root of pressure.

[0098] Next, the PEEPi parameters are calculated, although
due to the potential imperfection of the leak compensation,
they may not be as accurate as is required to predict the actual
PEEPI Value. Next the PEEPi parameters are used to deter-
mine the severity of the PEEPI. In the preferred embodiment,
the PEEPi parameters are input to a mathematical model that
is trained with clinical data to determine the severity of the
PEEPi. The model can create discrete outputs with PEEPi
categories, or the model can create a continuous output with
a post processing step that thresholds the results of the model
to create the PEEPi categories. The model can be a regression
model, polynomial model, neural network, nonlinear model,
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mixture of experts, information theoretic model (such as sup-
port vector machine), or other model known in the art.

Description of Neural Networks

[0099] Artificial neural networks loosely model the func-
tioning of a biological neural network, such as the human
brain. Accordingly, neural networks are typically imple-
mented as computer simulations of a system of intercon-
nected neurons. In particular, neural networks are hierarchi-
cal collections of interconnected processing elements (PEs).
These elements are typically arranged in layers, where the
input layer receives the input data, the hidden layers trans-
form the data, and the output layer produces the desired
output. Other embodiments of a neural network can also be
used.

[0100] Each processing element in the neural network
receives multiple input signals, or data values, that are pro-
cessed to compute a single output. The inputs are received
from the outputs of PEs in the previous layer or from the input
data. The output value of a PE is calculated using a math-
ematical equation, known in the art as an activation function
or a transfer function that specifies the relationship between
input data values. As known in the art, the activation function
may include a threshold, or a bias element. The outputs of
elements at lower network levels are provided as inputs to
elements at higher levels. The highest level element, or ele-
ments, produces a final system output, or outputs.

[0101] In the context of the present invention, the neural
network is a computer simulation that is used to produce a
noninvasive estimate of the quantified intrinsic PEEP
described previously. The neural network of the present
invention may be constructed by specifying the number,
arrangement, and connection of the processing elements
which make up the network. A simple embodiment ofa neural
network consists of a fully connected network of processing
elements. As shown in FIG. 7, the processing elements of the
neural network are grouped into layers: an input layer where
the parameters collected and/or derived from the airway pres-
sure and flow sensors are inputted to the network; a hidden
layer of processing elements; and an output layer where the
resulting prediction of intrinsic PEEP is produced. The num-
ber of connections, and consequently the number of connec-
tion weights, is fixed by the number of elements in each layer.
[0102] The most common training methodology for neural
networks is based upon iterative improvement of the system
parameters (normally called weights) by minimizing the
mean squared difference between the desired output and the
network output (mean squared error, MSE). The input is
applied to the neural network, the neural network passes the
data through its hierarchical structure, and an output is cre-
ated. This network output is compared with the desired output
corresponding to that input and an error is calculated. This
error is then used to adjust the weights of the system so that
the next time that particular input is applied to the system the
network output will be closer to the desired output. There are
many possible methodologies to adjust the weights, called the
training algorithm. As shown in FIG. 8, the most common is
called backpropagation that involves calculating each
weight’s responsibility for the error, and calculating a local
gradient from this error in order to use a gradient descent
learning rule for each weight.

[0103] An exemplary system for implementing the inven-
tion includes a computing device or a network of computing
devices. In a basic configuration, computing device may
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include any type of stationary computing device or a mobile
computing device. Computing device typically includes at
least one processing unit and system memory. Depending on
the exact configuration and type of computing device, system
memory may be volatile (such as RAM), non-volatile (such as
ROM. flash memory, and the like) or some combination of the
two. System memory typically includes operating system,
one ot more applications, and may include program data.
Computing device may also have additional features or func-
tionality. For example, computing device may also include
additional data storage devices (removable and/or non-re-
movable) such as, for example, magnetic disks, optical disks,
or tape. Computer storage media may include volatile and
non-volatile, removable and non-removable media imple-
mented in any method or technology for storage of informa-
tion, such as computer readable instructions, data structures,
program modules or other data. System memory, removable
storage and non-removable storage are all examples of com-
puter storage media. Computer storage media includes, but is
not limited to, RAM, ROM, EEPROM, flash memory or other
memory technology, CD-ROM, digital versatile disks (DVD)
or other optical storage, magnetic cassettes, magnetic tape,
magnetic disk storage or other magnetic storage devices, or
any other physical medium which can be used to store the
desired information and which can be accessed by computing
device. Any such computer storage media may be part of
device. Computing device may also have input device(s) such
as a keyboard, mouse, pen, voice input device, touch input
device, etc. Output device(s) such as a display, speakers,
printer, etc. may also be included. Computing device also
contains communication connection(s) that allow the device
to communicate with other computing devices, such as over a
network or a wireless network. By way of example, and not
limitation, communication connection(s) may include wired
media such as a wired network or direct-wired connection,
and wireless media such as acoustic, RF, infrared and other
wireless media.

[0104] Computer program code for carrying out operations
of the invention described above may be written in a high-
level programming language, such as C or C++, for develop-
ment convenience. In addition, computer program code for
carrying out operations of embodiments of the present inven-
tion may also be written in other programming languages,
such as, but not limited to, interpreted languages. Some mod-
ules or routines may be written in assembly language or even
micro-code to enhance performance and/or memory usage. It
will be further appreciated that the functionality of any or all
of the program modules may also be implemented using
discrete hardware components, one or mote application spe-
cific integrated circuits (ASICs), or a programmed digital
signal processor or microcontroller. A code in which a pro-
gram of the present invention is described can be included as
afirmware ina RAM, aROM and a flash memory. Otherwise,
the code can be stored in a tangible computer-readable stor-
age medium such as a magnetic tape, a flexible disc, a hard
disc, a compact disc, a photo-magnetic disc, a digital versatile
disc (DVD). The present invention can be configured for use
in a computer or an information processing apparatus which
includes a memory, such as a central processing unit (CPU),
aRAM and a ROM as well as astorage medium such as a hard
disc.

[0105] The “step-by-step process” for performing the
claimed functions herein is a specific algorithm, and may be
shown as a mathematical formula, in the text of the specifi-
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cation as prose, and/or in a flow chart. The instructions of the
software program create a special purpose machine for car-
rying out the particular algorithm. Thus, in any means-plus-
function claim herein in which the disclosed structure is a
computer, or microprocessor, programmed to carry out an
algorithm, the disclosed structure is not the general purpose
computer, but rather the special purpose computer pro-
grammed to perform the disclosed algorithm.

[0106] A general purpose computer, or microprocessor,
may be programmed to carry out the algorithm/steps of the
present invention creating a new machine. The general pur-
pose computer becomes a special purpose computer once it is
programmed to perform particular functions pursuant to
instructions from program software of the present invention.
The instructions of the software program that carry out the
algorithm/steps electrically change the general purpose com-
puter by creating electrical paths within the device. These
electrical paths create a special purpose machine for carrying
out the particular algorithm/steps.

[0107] Unless specifically stated otherwise as apparent
from the discussion, it is appreciated that throughout the
description, discussions utilizing terms such as “processing”
or “computing” or “calculating” or “determining” or “dis-
playing” or the like, refer to the action and processes of a
computer system, or similar electronic computing device,
that manipulates and transforms data represented as physical
(electronic) quantities within the computer system’s registers
and memories into other data similarly represented as physi-
cal quantities within the computer system memories or reg-
isters or other such information storage, transmission or dis-
play devices.

[0108] It should be understood that the examples and
embodiments described herein are for illustrative purposes
only and that various modifications or changes in light thereof
will be suggested to persons skilled in the art and are to be
included within the spirit and purview of this application.

1. A method for detecting and quantifying intrinsic positive
end-expiratory pressure (PEEPi) of a respiratory patient
breathing with the assistance of a ventilator comprising:

receiving by a processing device respiratory airway data

from one or more sensors adapted to non-invasively
monitor a respiratory patient;

correcting for leaks in an airway circuit of the ventilator by

the processing device by modifying the respiratory air-
way data to compensate for leak flow in the respiratory
airway data;

calculating from the modified respiratory airway data by

the processing device two or more parameters that are
indicative of or quantify intrinsic positive end-expira-
tory pressure of the patient; and

generating by the processing device an indication of intrin-

sic positive end-expiratory pressure based on the two or
more parameters.

2. The method of claim 1 wherein the indication of intrinsic
positive end-expiratory pressure comprises a categorized
level of PEEPi.

3. The method of claim 2 wherein the categorized level of
PEEPi comprises different levels of severity, comprising one
or more levels relatively indicative of an absence of PEEP;,
mild PEEPi, moderate PEEPI, or severe PEEPi.

4. The method of claim 1 wherein the ventilator is adapted
for noninvasive ventilation (NIV) utilizing an interface appli-
ance cornecting the ventilator to the patient to communicate
a flow of gas with an airway of the patient.
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5. The method of claim 1 wherein correcting for leaks
comprises one or more of (a) equally redistributing a mea-
sured lost volume over breath and subtracting a bias flow from
a flow waveform, (b) calculating parabolic conductance and
using the parabolic conductance to correct a measured flow
waveform, (¢) calculating a missing volume between inhala-
tion and exhalation and allocating the missing volume
throughout breath, and (d) adjusting a flow waveform to mini-
mize an average flow.

6. The method of claim 1, wherein the two or more param-
eters that are indicative of or quantify intrinsic positive end-
expiratory pressure are calculated in accordance with prede-
termined markers of intrinsic positive end-expiratory
pressure comprising one or more of an expiratory air flow
versus expiratory air volume trajectory, an expiratory carbon
dioxide flow versus expiratory air volume trajectory, an expi-
ratory carbon dioxide volume to expiratory air volume ratio,
an expiratory air flow at onset of inhalation, a model of an
expiratory waveform, a peak to mid-exhalation airflow ratio,
duration of reduced exhaled airflow, and a Capnograph wave-
form shape.

7. The method of claim 2, further comprising using the
categorized level of PEEPI to adjust a ventilator setting.

8. A non-transitory computer-readable medium having
computer-executable instructions stored thereon for causing
a computer to perform the steps recited in claim 1.

9. A method for detecting and quantifying intrinsic positive
end-expiratory pressure (PEEPi) of a respiratory patient
breathing with the assistance of a ventilator comprising:

receiving by a processing device respiratory airway data

from one or more sensors adapted to non-invasively
monitor a respiratory patient;

calculating from the modified respiratory airway data by
the processing device two or more parameters that are
indicative of or quantify intrinsic positive end-expira-
tory pressure of the patient; and

generating by the processing device an indication of intrin-
sic positive end-expiratory pressure based on the two or
more parameters comprising a categorized level of
PEEPi.

10. The method of claim 9 wherein the categorized level of
PEEPi comprises different levels of severity, comprising one
or more levels relatively indicative of an absence of PEEPi,
mild PEEPi, moderate PEEPI, or severe PEEPi.

11. The method of claim 9 wherein the ventilator is adapted
for noninvasive ventilation (NIV) utilizing an interface appli-
ance connecting the ventilator to the patient to communicate
a flow of gas with an airway of the patient.

12. The method of claim 9, wherein the two or more param-
eters that are indicative of or quantify intrinsic positive end-
expiratory pressure are calculated in accordance with prede-
termined markers of intrinsic positive end-expiratory
pressure comprising one or more of an expiratory air flow
versus expiratory air volume trajectory, an expiratory carbon
dioxide flow versus expiratory air volume trajectory, an expi-
ratory carbon dioxide volume to expiratory air volume ratio,
an expiratory air flow at onset of inhalation, a model of an
expiratory waveform, a peak to mid-exhalation airflow ratio,
duration of reduced exhaled airflow, and a Capnograph wave-
form shape.

13. The method of claim 9, further comprising using the
categorized level of PEEPi to adjust a ventilator setting.
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14. A non-transitory computer-readable medium having
computer-executable instructions stored thereon for causing
a computer to perform the steps recited in claim 9.

15. A system for detecting and quantifying intrinsic posi-
tive end-expiatory pressure (PEEPi) of a respiratory patient
breathing with the assistance of a ventilator comprising:

an input device for receiving by a processing device respi-
ratory airway data from one or more sensors adapted to
non-invasively monitor a respiratory patient;

a processing device adapted to correct for leaks in an air-
way circuit of the ventilator by modifying the respiratory
airway data to compensate for leak flow in the respira-
tory airway data; calculate from the modified respiratory
airway data two or more parameters that are indicative of
or quantify intrinsic positive end-expiratory pressure of
the patient; and generate an indication of intrinsic posi-
tive end-expiratory pressure based on the two or more
parameters.

16. The system of claim 15 wherein the indication of intrin-
sic positive end-expiratory pressure comprises a categorized
level of PEEPI.

17. The system of claim 16 wherein the categorized level of
PEEPi comprises different levels of severity, comprising one
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or more levels relatively indicative of an absence of PEEPi,
mild PEEPi, moderate PEEPI, or severe PEEPi.

18. The system of claim 15 wherein the ventilator is
adapted for noninvasive ventilation (NIV) utilizing an inter-
face appliance connecting the ventilator to the patient to
communicate a flow of gas with an airway of the patient.

19. The system of claim 15, wherein the two or more
parameters that are indicative of or quantify intrinsic positive
end-expiratory pressure are calculated in accordance with
predetermined markers of intrinsic positive end-expiratory
pressure that comprise one or more of an expiratory air flow
versus expiratory air volume trajectory, an expiratory carbon
dioxide flow versus expiratory air volume trajectory, an expi-
ratory carbon dioxide volume to expiratory air volume ratio,
an expiratory air flow at onset of inhalation, a model of an
expiratory waveform, a peak to mid-exhalation airflow ratio,
duration of reduced exhaled airflow, and a Capnograph wave-
form shape.

20. The system of claim 15, wherein the processor is fur-
ther adapted to use the categorized level of PEEPi to adjust a
ventilator setting.
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