
I 

 

UNIVERSITY OF CANTERBURY 

DOCTORAL THESIS 

Model-Based Hemodynamic Monitoring in Critical 

Care for Improved Diagnosis and Treatment 

Author:  

Shun Kamoi 

Supervisor: 

Dr Chris Pretty 

 

A thesis submitted in fulfilment of the requirements for the 

degree of Doctor of Philosophy 

 

in 

 

Bioengineering, 

Department of Mechanical Engineering 

 

 

 

 

 

October 2016 



II 

 

 

 

 

 

 

“A way that can be described is not the eternal way” 

 

Laozi 



III 

 

Abstract 

Cardiac and circulatory dysfunction are leading causes of admission, cost, and mortality in the 

intensive care unit (ICU). However, choosing a suitable treatment is extremely difficult, as a 

wide range of complex and patient-specific dysfunction types are found. Furthermore, due to 

the limits and constraints on the currently obtainable data, a full, clear picture of patient state 

cannot be precisely delineated, which can result in misdiagnosis and incorrect treatment 

choices. 

To overcome this problem, cardiovascular parameters essential for correct diagnosis and 

treatment must be accurately estimated from clinically available measured data. Specifically, 

the volume of blood ejected from the heart per beat, known as stroke volume (SV), needs to be 

estimated from easily accessible measurements, such as blood pressure, as it is an important 

hemodynamic parameter for assessment of cardiovascular performance. This goal can be 

accomplished by “adding value” to existing clinical data using physiological models of the 

cardiovascular system.  

This research develops a novel aortic model and patient-specific hemodynamic parameter 

identification method for continuous and accurate estimation of SV using measurements 

commonly available in the ICU. Thus, SV can be acquired in a non-additionally invasive 

fashion. In addition, use of this SV measurement can enhance the diagnosis, treatment and 

therapeutic decision support of bedside clinicians. 

The aortic model developed in this thesis uses continuous aortic pressure waveform and pulse 

wave velocity (PWV) as inputs to estimate SV. The parameters within the aortic model are 

aortic characteristic impedance, aortic compliance, and systemic resistance, and are identified 
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beat-to-beat. These parameters are used to compute blood flow and thus to estimate SV for 

every heartbeat. 

The SV estimation method is validated with two series of pig experiments involving 

administration of dobutamine and inducing septic shock, where direct and invasive 

measurement of SV is obtained for a gold standard comparator. In addition, SV is significantly 

changed throughout the experiment by modifying preload using various levels of positive end-

expiratory pressure, as well as fluid administration. The method developed is also compared 

against the PiCCO system from PULSION, a commercially available pressure-based SV 

estimation device that is currently considered the most accurate in the critical care.  

The Bland-Altman results from the porcine study showed clinically acceptable accuracy within 

approximately ± 30% by the developed model. The PiCCO system also showed similar 

accuracy compared with the direct SV measurement. However, the PiCCO system required 

multiple calibrations during the pig study, while the developed method only required one. This 

result suggests that the developed model and methods are more accurate and clinically useful, 

particularly when hemodynamic instability is present. 

Overall, the model developed in this research shows great potential for improving patient care 

in the ICU. The model offers key hemodynamic parameters for optimizing cardiovascular 

treatment. In particular, accurate titration of fluid, inotropes, and vasoactive drugs to patient-

specific responses are now possible. The overall methods and model can be generalized to 

outpatient management. 

The overall outcome provide new opportunities to reduce the cost of care, while improving 

quality. Adding value to existing measurements has not previously been proven in circulartory 



V 

 

management. Hence, this research provides a template for further advances, particularly in the 

highly monitored critical environment. 
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Chapter 1:  Introduction and Motivation 

1.1 Motivation 

Cardiovascular disease, dysfunction, and cardiac surgery are major causes of intensive care 

unit (ICU) admissions, cost, and mortality in the western world (Mozaffarian et al., 2015). In 

New Zealand, these patients comprise more than 20% of all ICU admissions, accounting for 

approximately 2400 patients per year (ANZICS, 2015). The majority of these patients require 

therapeutic interventions to restore and maintain cardiovascular system function (Pearse and 

Rhodes, 2004). However, a number of different causes and dysfunctions may appear essentially 

the same in typical ICU measurements, which can lead to incorrect diagnosis and treatment 

(Perkins et al., 2003, Franklin and Mathew, 1994, Brun-Buisson, 2000).  

Many measurements can be taken from an ICU patient, such as blood pressures, 

electrocardiogram, and heart rate. These common measurements show the effects of the body’s 

response to the underlying problems, but do not identify the physiological changes responsible 

for these effects (Graham and Parke, 2005). For example, blood pressure can increase or 

decrease, and the cause can be in the heart, or in the circulation, or a combination of both 

(Lamia et al., 2005). With clinical measurements only revealing a part of the patient’s 

cardiovascular state, accurate diagnosis and treatment is not guaranteed (Asfar et al., 2014, 

Dubin et al., 2009, LeDoux et al., 2000). In addition, incorrect treatment can cover further 

negative effects and further mask the underlying problems, which could lead to further harm 

(Hayes et al., 1994). 
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To provide correct diagnosis and optimal treatment for patients with cardiovascular 

complications, blood pressure measurements along with physiological parameters directly 

related to cardiac and circulatory functions must be monitored (Marik et al., 2010). The key 

cardiac and circulatory parameters to monitor are the volume of blood ejected from the heart 

per beat, known as Stroke Volume (SV), and vascular properties affecting SV and peripheral 

circulation, such as vascular stiffness and resistance to blood flow (Antonelli et al., 2007). The 

combination of information from these physiological parameters provides a full and more 

complete picture of a patient’s cardiovascular state, and thus allows clinicians to differentiate 

dysfunction types (Vincent and De Backer, 2013). Moreover, typical cardiovascular and 

circulatory managements/treatments involving inotropes and vasopressors directly modify 

these physiological parameters (Overgaard and Dzavik, 2008). Hence, optimal treatment can 

be enabled by accurate evaluation of relevant patient-specific response to therapy, forming 

direct “dose-response” relationships not currently available. 

Measurement of SV provides rich information on the heart performance and also enables 

estimation of the level of oxygen delivered around the body (Tibby and Murdoch, 2003). SV 

also reveals the blood flow through the main arteries, and vascular properties can easily be 

determined through knowledge of blood pressure measurement combined with SV (Dart and 

Kingwell, 2001). Therefore, obtaining the value of SV in real-time and in response to care is 

crucial for improving ICU patient care. 

While measurement of SV is essential for accurate diagnosis and optimal treatment in cardiac 

and circulatory failure, direct measurement requires inserting invasive sensors directly into the 

heart, which is clearly not clinically feasible. In general, the use, number, and positioning of 

catheters containing sensors are determined by the perceived risk to benefit ratio (Bellomo and 
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Uchino, 2003). For these reasons, measurement of SV is often limited and only available for 

patients requiring significant treatment (Eisenberg et al., 1984, Antonelli et al., 2007).  

Currently, several methods for indirect estimation of SV are available (Marik, 2013). Accurate 

methods involving cardiac imaging, such as MRI and echocardiography can be conducted, but 

are very expensive (Oren-Grinberg et al., 2013) and often only provide static, intermittent SV 

values. These methods are also not feasible during rapid hemodynamic changes, which is the 

critical time they are most needed to inform and guide care, and often the case for 

cardiovascular complications.  

There are other methods and commercial devices available for continuous SV measurement 

(Marik, 2013). However, studies show most of these methods are unreliable during 

hemodynamic instability (Pugsley and Lerner, 2010), meaning these monitors cannot be used 

effectively when the SV data is most needed and useful (Bein et al., 2007). These significant 

limitations with current SV monitoring and estimation indicate the need for a cost-effective, 

accurate, and reliable continuous SV estimation method. 

This research aims to develop a novel continuous SV estimation method from typical ICU 

measurements. A specific goal is accurate SV estimation when hemodynamic properties are 

significantly altered. Such a method would enable SV monitoring for patients with 

cardiovascular dysfunctions without the need for additionally invasive measurements, and 

would thus be clinically practical and cost effective. Most importantly, estimated SV can 

greatly improve quality of cardiovascular treatment and patient care. 
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1.2 Cardiovascular Physiology 

This chapter first introduces the important aspects of cardiovascular physiology necessary for 

this research. It then describes the four main types of cardiovascular dysfunctions. The purpose 

is to provide a basis for the clinical importance of SV measurement in critical care and context 

for the precision and performance required. 

1.2.1 Cardiovascular System Overview 

The cardiovascular system is responsible for pumping blood around the body. The system 

consists of two key areas: the heart, which pumps the blood, and the circulation, which channels 

the blood to every part of the body. The blood represents approximately 7% of the body mass 

(Alberts, 2012), and is responsible for delivery and removal of nutrients, gases, hormones, and 

metabolic end product, which help to provide homeostasis and basic functions of human cells 

and organs. An overview of the anatomy of the cardiovascular system is shown in Figure 1.1. 

 

Figure 1.1 – Overview of the anatomy of the cardiovascular system (McKinley and O'Loughlin, 

2007).
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1.2.2 The Heart 

The heart is composed of two synchronised pumps, each comprising two chambers. The left 

ventricle pumps oxygenated blood to the body’s periphery via the systemic circulation. The 

right ventricle pumps blood to the lung to be re-oxygenated via the pulmonary circulation. Each 

ventricle has a preceding atrium chamber. The purpose of the atria is to store the blood 

returning to the heart while the ventricle is active, and to pump the stored blood into the 

ventricle when it is relaxing.  

The heart has four valves, control blood flow. The right atrium receives deoxygenated blood 

from the body and delivers it to the right ventricle through the tricuspid valve. This blood is 

then pumped to the pulmonary circulation through the pulmonary valve, preventing back flow 

while right ventricle relaxes. Oxygenated blood from the lungs is received by the left atrium 

and delivers it to the left ventricle through the mitral valve. This blood is then pumped to the 

systemic circulation through the aortic valve. A diagram of the heart showing all chambers and 

valves is illustrated on Figure 1.2.  

 

Figure 1.2 – Anatomical features of the heart and blood vessels connected to the heart. 

(Adapted under the Creative Commons Attribution-Share Alike 3.0 Unported License). 
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Figure 1.2 shows the valve positions when the ventricles are contracting, and this phase of the 

cardiac cycle is called systole. During systole, the tricuspid and mitral valves are closed to 

prevent back flow, and the pulmonary and aortic valves are both open to eject blood to the 

pulmonary and systemic circulation, respectively. All valve states are reversed when ventricles 

are relaxing and receiving blood, and this phase is called diastole.  

1.2.3 The Circulation 

The circulatory system consists of two main circuits. The pulmonary loop passes blood through 

the lungs to be oxygenated, and the systemic loop that supplies oxygenated blood to the organs 

of the body. Both circuits have three major parts: the arterial system, the capillary system and 

the venous system.  

1.2.3.1 Arterial system  

The arterial system comprises the blood vessels that transport blood away from the heart to the 

capillary system. The diameter of the arteries becomes successively smaller as they get further 

from the heart and branch to supply the peripheral tissues and organs. The arterial system has 

three main vessel types: 1) elastic arteries, 2) muscular arteries, and 3) arterioles with the elastic 

arteries being closest to the heart and arterials being furthest.   

The elastic arteries have low elasticity and can easily be stretched from changes in pressure. 

Due to the low elasticity of these vessels, some of the blood ejected from the ventricle is stored 

during systole and released during diastole. This buffering action of elastic arteries helps to 

provide more continuous flow in the peripheral arteries. 

There are two major elastic arteries connected to the heart, the aorta and the pulmonary artery. 

The aorta receives oxygenated blood ejected from the left ventricle and supplies the systemic 
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circulation. The pulmonary artery receives deoxygenated blood from the right ventricle and 

supplies the pulmonary circulation to re-oxygenate the blood.   

The elastic arteries branch to muscular arteries, where the vessel walls are thicker and these 

vessels thus have higher elasticity. The gradual change in the arterial stiffness from the heart 

to the periphery enables efficient dissipation of energy introduced from the heart, leading to 

efficient and relatively constant blood flow and pressure in the vital organs. The muscular 

arteries further branch to the arterioles, where they connect to the capillary system. 

1.2.3.2 Capillary System 

The capillaries are the smallest blood vessels and the walls are only one endothelial cell layer 

thick. The diameters of capillaries range from 5 to 10 µm, which in some places is smaller than 

a single red blood cell of approximately 8 µm. These micro-vessels allow the exchange of gases, 

nutrients, and other products between the blood and the tissues. Capillary vessels are distributed 

all around the body to reach every tissue cell to meet its demand.  

1.2.3.3 Venous System 

The venous system comprises the blood vessels that return blood back to the heart from the 

capillaries. The blood from the capillaries enters the venous system, starting with venules. After 

the blood has travelled through the venules, it then moves into the veins, where the walls get 

thicker and the diameter increases. The blood pressure in the venous system is much lower than 

in the arterial system. Due to lower blood pressure in the veins, there are several valves in these 

vessels to prevent the back flow of blood. The venous system has much lower wall elasticity 

than arterial system and contain the largest proportion of blood, approximately 64% of total 

blood volume (Tortora and Derrickson, 2008). 
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1.2.4 Mechanical Properties of the Heart 

Cardiac performance can be analysed through pressure-volume (PV) information in the 

ventricle. The PV relationship for a single cardiac cycle drawn on the pressure (y-axis), and 

volume (x-axis) diagram is called a PV loop. From the PV loop, many properties of the heart 

can be derived. An example of PV loop is shown in Figure 1.3. The general characteristics of 

the PV loop is the same for both left and right ventricles.  

 

Figure 1.3 – Example of ideal ventricular pressure-volume loop showing the four phases of 

the cardiac cycle (Stevenson, 2013). ES: end systole, SF: start filling, ED: end diastole, SE: 

start ejection, ESPVR: end systolic pressure volume relation, EDPVR: end diastolic pressure 

volume relation, ESV: end systolic volume, EDV: end diastolic volume. 

Three important metrics can be calculated from the PV-loop: SV; the end-systolic PV relation 

(ESPVR); and the end-diastolic PV relation (EDPVR), these metrics are all shown in Figure 

1.3. The SV is simply the difference in the volume before and after heart contraction. Hence, 

it is the end-diastolic volume (EDV) minus the end-systolic volume (ESV). The ESPVR and 
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EDPVR lines represent the ability of the heart muscle to contract and stretch for a given blood 

volume. These relationships also determine the approximate shape of the PV-loop from a given 

EDV and ESV. In addition, the area enclosed by PV-loop represents the external work done to 

the artery by the heart, known as stroke work. 

1.2.4.1 Cardiac Cycle 

The cardiac cycle consists of four phases that cycle anti-clockwise on the PV-loop, as shown 

in Figure 1.3. At the start of systole, the ventricular muscle contracts with a very small volume 

change, resulting in sharp increase in ventricular pressure. This phase is called isovolumetric 

contraction. When the ventricular pressure exceeds the pulmonary artery/aortic pressure, the 

corresponding valves open and the ejection phase begins. The blood in the ventricle ejects into 

the artery until the pressure in the ventricle decreases below the arterial pressure due to 

ventricular relaxation and flow ceases. This pressure decrease and loss of flow causes the 

aortic/pulmonary valves to close, and the isovolumetric relaxation phase starts. When the 

ventricular pressure becomes lower than the pressure in the atrium, the tricuspid/mitral valves 

open and blood from the venous system starts filling the ventricle. After the ventricles are filled 

to EDV, the cardiac cycle starts again with ventricular contraction.  

1.2.4.2 Frank-Starling Mechanism 

Frank-Starling mechanism describes the nonlinear relationship between the volume of blood 

filling the ventricle (EDV) and resulting force of contraction by the ventricular muscle (Frank, 

1895). Increased filling causes greater expansion of the ventricular muscle, and further 

stretched myocardium fibres can contract more forcefully to eject blood. This mechanism 

allows SV to be synchronised with the venous return, thus providing efficient control of the 

cardiovascular system without needing external regulation. Frank-Starling curve showing 

relationship between EDV and SV is shown in Figure 1.4. 
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Figure 1.4 – Ideal Frank-Starling curve showing nonlinear relationship between end diastolic 

volume (EDV) and stroke volume (SV). 

 

 

1.2.4.3 Preload 

Preload is defined as all of the factors that contribute to passive ventricular wall stress at the 

end of diastole (Norton, 2001). It is thus a measure of the circulations ability to fill the ventricle. 

The most direct contributing factors include, the end-diastolic ventricular radius, the end-

diastolic filling pressure, and the heart muscle wall thickness. Ideally, all these metrics should 

be measured to determine accurate preload status of the heart. However, it is not practical or 

feasible to make frequent measurement of cardiac geometry in vivo. In clinical settings, the 

value of EDV and/or end-diastolic pressure are often used as surrogates to represent preload 

(Nahouraii and Rowell, 2010).  

Changes in preload have a crucial effect on SV. Increase in preload causes greater filling of the 

ventricle, and thus, EDV increases. This causes greater force of contraction by Frank-Starling 

mechanisms. The outcome is increased EDV and SV with wider PV loop. Figure 1.5 shows the 

effect of increased preload on the PV loop. 

EDV 

SV 
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Figure 1.5 – Effect of increased preload and end-diastolic volume on the pressure volume loop. 

The black line shows the control state and the red line shows the increased state (Revie, 2013). 

Clinically, EDV cannot be increased directly, and alternatively, factors influencing EDV are 

changed. Changing these factors generally occurs by modifying the vascular properties and/or 

total blood volume in the circulation. For example, the total amount of blood volume returning 

to the heart can be increased by increasing the venous wall stiffness. The veins contain the 

largest proportion of blood volume in the circulation and act as a blood reservoir. When venous 

wall stiffness is increased, the reserved blood is reduced, pushing a greater percentage of blood 

around the circulatory system, increasing blood pressure and flow. A similar condition can be 

induced by increasing the total amount of circulating blood as stiffness is dependent on the 

blood volume. Thus, EDV can also be changed from treatments such as fluid administration 

and vasoactive drugs.  
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1.2.4.4 Afterload 

Afterload can be defined as all of the factors that contribute to ventricular wall stress during 

the ejection period (Norton, 2001). The main factors affecting afterload are the aortic properties 

such as its stiffness, and resistance to flow. These properties shape the aortic pressure 

waveform, which is the pressure load the ventricle must overcome to eject blood into the aorta. 

Hence, mean aortic pressure is a simple measure of ventricular afterload. However, strictly 

speaking, aortic pressure is determined by the interaction of both the arterial system and of the 

ventricular effort of the heart. Thus, the total aortic pressure value does not uniquely index or 

capture just arterial system properties (Burkoff, 2002). 

An increase in afterload reduces the amount of blood the heart can pump into the artery. This 

reduction results in increased ESV for the same EDV, as shown in Figure 1.6. The effect of 

afterload on SV is less significant than a change in preload, as there is no direct influence on 

the heart contractility from Frank-Starling law. For this reason, preload has a greater impact on 

SV than afterload. 

 

Figure 1.6 – Effect of increased afterload on the pressure volume loop. The black line shows 

the control state and the red line shows the increased state (Revie, 2013). 
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1.2.4.5 Heart Rate 

Heart rate is the number of cardiac cycles that occur within one minute. SV multiplied by heart 

rate is called cardiac output (CO), which estimates the average blood flow around the 

circulation per minute, and often used in clinical settings to approximate level of oxygen 

delivery around the body. Heart rate is controlled by the autonomic nervous system. 

Sympathetic stimulation, for example via inotropes, increases both the heart rate and the force 

of the heart contraction. In contrast, parasympathetic stimulation decreases heart rate without 

greatly decreasing the strength of contraction (Hall, 2011).  

The baroreflex is one of the negative feedback mechanisms responsible for the nervous 

stimulation of the heart (Cheryl, 1999), thus controlling heart rate. Sensory neurons called 

baroreceptors are located in the vascular wall to monitor pressure levels in arteries and the 

veins. Baroreceptor are excited by stretch of the blood vessel. Thus, changes in pressure within 

the vessel activates baroreceptors, which triggers the central nervous system responsible for 

the heart’s autonomic reflexes. Increases in blood pressure results in sympathetic activation, 

and parasympathetic inhabitation. Conversely, when blood pressure decreases, the opposite 

nervous stimulation occurs. Finally, drug therapies can add to sympathetic or parasympathetic 

stimulation to modify pressures in circulation and cardiac management. 

1.2.5 Mechanical Properties of the Blood Vessels  

Properties of the circulatory system play an important role in maintaining an efficient 

cardiovascular system, and therefore transport of gases, nutrient and waste. In particular, 

vascular stiffness and resistance to blood flow have significant influence on the preload and 

the afterload, and thus performance of the heart. The vascular properties can be assessed from 

blood pressure and flow information within the blood vessels, using a well-known physical law 

combined with simplified representation of vasculature. 
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1.2.5.1 Vascular Resistance 

The Hagen-Poiseuille equation describes a linear relationship between pressure drop and flow 

in a cylindrical pipe of constant cross section, and is analogous to Ohms law for electric circuit. 

The slope of the relationship is determined by the size of the pipe and the dynamic viscosity of 

the fluid, which captures the resistance to flow. The equation is written: 

∆� = ��                       (1.1) 

� = 	8�	
�� 																																																																																																																																														(1.2) 
Where P, R, Q, µ, L, and r are pressure, resistance, flow, dynamic viscosity, length of pipe, and 

pipe radius, respectively.  

Using Equation (1.1) with the blood flow rate and blood pressure across the circulation, an 

estimate of vascular resistance can be computed. The main factor affecting the level of 

resistance is the blood vessel radius, as can be seen in Equation (1.2). Vessel radius is controlled 

by a range of homeostasis mechanisms that exist within the cardiovascular system (Ackermann, 

2004). By controlling vascular resistance, blood flow to the vital organs can be regulated, so 

that adequate tissue perfusion that is neither too high nor too low is maintained.  

With varying vascular resistance and blood flow, the amount of blood returning to the heart is 

influenced. An increase in vascular resistance could reflect low flow in the circulatory system, 

and thus reduced preload. Alternatively, an increase in vascular resistance could induce high 

pressure gradients across the capillary system with constant flow, and thus increased afterload. 

As Equation (1.1) requires two known variables to identify the third variable, knowledge of 
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one variable alone, such as a measured pressure value, is not enough to identify its unique 

condition. 

Another type of vascular resistance beside capillary/systemic resistance is aortic characteristic 

impedance. This parameter describes resistance of aorta from pressure and flow generated by 

the ventricular ejection (Murgo et al., 1980). The relationship between aortic pressure, flow, 

and aortic characteristic impedance is the same as Equation (1.1). However, aortic wall cannot 

be assumed rigid with constant cross-sectional area as aortic wall has low elasticity unlike 

peripheral arteries. For this reason, Hagen-Poiseuille equation is not suited, and thus, resistive 

phenomenon of aorta is defined using water hammer equation, where conservation of 

momentum is considered for flow through elastic tube (Khir et al., 2001). 

1.2.5.2 Vascular Stiffness 

Clinically, the most commonly used index for describing vascular wall stiffness is compliance. 

The value of compliance is calculated as the ratio of change in volume from a given change in 

pressure, and its value is the reciprocal of elastance. Compliance is defined: 

� = ∆�∆�																																																																																																																																																	(1.3) 
The value of vascular compliance represents the ability of a blood vessel to recoil toward its 

original dimension from an increased distending force, such as pulse pressure from the heart. 

Physiologically, the vessel radius is controlled by contraction of vascular smooth muscles, 

which directly alter its compliance. The blood vessels are narrowed when vascular compliance 

is reduced and this process is called vasoconstriction. The opposite process of increased 

vascular compliance with widening blood vessels is called vasodilation. The value of vascular 
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compliance, thus significantly influences vascular resistance, which subsequently has a 

significant impact on afterload and preload. 

1.2.6 Summary 

In a normal healthy cardiovascular system, preload, afterload, heart rate, vascular resistance, 

and vascular compliance are all continuously changing/modulating under the controls of both 

passive and active mechanisms to maintain adequate blood flow and to meet demand from 

tissues and organs in the body. Any significant change in these cardiac and circulatory 

parameters decreases the efficiency of the cardiovascular system, and could thus lead to life-

threatening medical situations. In such cases, blood pressure information alone is inadequate 

to uniquely identify the metrics responsible for the abnormality.  

To examine cardiac and circulatory performance, both pressure and volume information are 

required to uniquely ascertain this relationship (Bellomo and Uchino, 2003), which can then 

be converted into clinically useful physiological values. Mechanical properties of the heart are 

determined from PV loops of the ventricles, which are affected by the preload and the afterload. 

The loading conditions of the heart are thus affected by the vascular properties, which can be 

determined through pressure-volume relationships within the blood vessels. In addition, SV 

which is the amount of volume transferred from the heart to the circulation contains rich 

information, as SV provides volume information of both systems and its interactions. 

1.3 Cardiovascular Dysfunctions  

Cardiovascular dysfunction is a common condition in critical care, affecting approximately 

30% of patients in the ICU (Sakr et al., 2006). All cardiovascular dysfunction results in 

inadequate cellular oxygen utilization, due to insufficient oxygen delivery by the 
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cardiovascular system. The end results are severe cellular dysoxia and multiple organ failure, 

leading to death if not treated appropriately (Cecconi et al., 2014). 

There are many cardiovascular dysfunction types, but the causes can be categorized into four 

main pathophysiological mechanisms: 1) distributive; 2) cardiogenic; 3) hypovolemia; and 4) 

obstructive (Weil and Henning, 1979). Each mechanism reflects an abnormality in a different 

part/function of the cardiovascular system. The following sections detail each dysfunction.  

1.3.1 Distributive  

Distributive dysfunction is the most common form of cardiovascular dysfunction in the ICU 

and accounts for approximately two-third of patients with cardiovascular dysfunction. In 

particular, sepsis and septic shock, which is a form of distributive dysfunction, makes up most 

of these patients (Vincent and De Backer, 2013). Septic shock is a major problem in ICU today 

with reported case-fatality rates in the range of 40-50%, and reaching as high as 80% (Jawad 

et al., 2012). 

Distributive dysfunction can be characterised as a dysfunction in the capillary system and its 

regulatory functions. This dysfunction is most commonly caused by bacterial infection 

introducing toxins into the circulation (Elbers and Ince, 2006). High levels of toxins in the 

blood activates the inflammatory response, which in turn affects regulation of vascular 

properties, leading to abnormalities in the micro circulation (Werdan, 2001).  

The loss of vascular function due to distributive dysfunction causes a decrease in vascular 

stiffness and an increase in capillary leak, leading to low systemic vascular resistance and 

afterload as well as reducing exchange with the tissues (Ince, 2005). These effects decrease the 

ability of the systemic circulatory system to exchange nutrients and oxygen, and return blood 
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back to the heart. In untreated cases, reduced venous return and preload to the right ventricle 

causes a reduction in SV, when the body actually requires greater SV. The hemodynamic 

profile is generally modified by increasing circulatory blood volume with fluid resuscitation, 

where the CO is normalised or elevated due to low systemic resistance (Dellinger, 2003). This 

elevated CO is a unique feature of distributive dysfunction as the other three dysfunctions are 

all associated with low CO (Cavazzoni and Dellinger, 2006).  

1.3.2 Cardiogenic  

Cardiogenic dysfunction is defined as a state of reduced cardiac performance in the presence 

of adequate intravascular volume (Nieminen and Harjola, 2005). This dysfunction is the second 

largest cause of cardiovascular dysfunction in the ICU (Vincent and De Backer, 2013). A 

multinational observational study of patients hospitalized for an acute coronary syndrome 

showed in-hospital case-fatality rate of approximately 60% for patients who developed 

cardiogenic shock (Awad et al., 2012).  

The cause of cardiogenic dysfunction can be due to mechanical complications, such as 

ventricular septal rupture and valve regurgitation, myocardial ischemia from insufficient 

coronary perfusion, and secondary effects from other types of cardiovascular dysfunctions 

(Reynolds and Hochman, 2008). When cardiac function is depressed from cardiogenic 

dysfunction, myocardium contractility is compromised and SV is reduced. This reduction 

causes less blood delivery to the coronary artery and body’s periphery, leading to cellular hypo-

perfusion. The ischemia induced to the myocardium from reduced coronary blood flow can 

further decrease the cardiac function. The end result is progressive myocardial dysfunction, 

leading to a positive feedback loop and a downward spiral of cause and effect (Hollenberg et 

al., 1999).  
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1.3.3 Hypovolemia  

Hypovolemia is a state of decreased intravascular blood volume. This condition is often found 

in trauma patients suffering severe haemorrhages (Kelley, 2005). The loss of blood volume in 

the circulatory system decreases preload and SV. In cases where the blood loss is up to 

approximately 30%, baroreflexes can restore the blood pressure back to normal levels by 

vasoconstriction (Cheatham et al., 2008), masking this dysfunction and its diagnosis. However, 

the cardiovascular system is significantly compromised in severe cases and tissue perfusion in 

the vital organs is decreased. 

1.3.4 Obstructive  

Obstructive cardiovascular dysfunction is the least common of the four types of cardiovascular 

dysfunction found in the ICU (Vincent and De Backer, 2013). It is a cardiovascular system 

failure due to physical obstruction of blood flow into or out of the heart. The causes can be 

found in the pulmonary circulation, such as tension pneumothorax and pulmonary embolism, 

or in the systemic arterial system, such as in severe aortic stenosis (Morgan and Wheeler, 2013). 

Obstruction in the circulatory system leads to reduction in preload and an increase in afterload. 

The effects of these hemodynamic changes lead to reduced SV for both pulmonary and 

systemic cases as described in Section 1.2.4.3 and 1.2.4.4. The loss of blood flow from 

obstruction combined with decreased cardiac function results in inadequate oxygen delivery to 

the body, organ failure, and death if not treated. 

1.3.5 Summary 

Although each cardiovascular dysfunction originates from different parts of the cardiovascular 

system, the common consequence of all dysfunction types is the reduction in ability of the heart 

to pump a sufficient amount of blood to the tissues. Distributive dysfunction reduces SV via 
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less preload due to low systemic resistance and hypotension. Cardiogenic dysfunction 

depresses cardiac contractility, and thus the ability of the heart to eject blood out of the ventricle 

is decreased. The loss of blood volume/flow in hypovolemia and circulatory obstruction lessens 

SV from reduced preload and blood received by the heart. While each dysfunction type are 

discussed separately, comorbidities are common with patient with cardiovascular dysfunctions, 

and thus, induce greater loss of heart performance. 

Proper cardiac function relies on proper function of the circulatory system, and vice versa. Due 

to their interdependence, SV is affected directly or indirectly in all cases, which is the key 

parameter in determining the level of oxygen delivery around the body. For this reason, SV 

monitoring could play a key role in cardiovascular system management, resuscitation, and 

optimization. 

1.4 Clinical Significance of Stroke Volume 

Arterial pressure measurement is commonly used in patients suffering from cardiovascular 

dysfunction in the ICU. However, pressure changes can be driven by alteration in cardiac or 

circulatory functions, and when volume measurement, such as SV is not available, accurate 

diagnosis and treatment cannot be performed. ICU clinicians have access to other 

hemodynamic variables, such as central venous pressure and blood oxygen/carbon dioxide 

saturation levels. However, the addition of SV measurements would provide a much clearer 

picture of patient condition from large amounts of often contradictory numerical data. 

When both pressure and volume measurements are available, key physiological parameters, 

such as systemic resistance with the Poiseuille equation, and vascular stiffness from pressure-

volume ratio, can be obtained. These identified values directly relate to the mechanisms of each 

of the cardiovascular dysfunctions. Thus, precise diagnosis of dysfunction types become much 
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easier. In addition, response to therapeutic intervention can be effectively monitored as 

treatments involve reversing/normalizing these parameters. 

The goal of cardiovascular treatment is to maintain adequate oxygen delivery and tissue 

perfusion (Pearse and Rhodes, 2004). To achieve this goal, patients commonly receive one or 

a combination of three main treatments: 1) fluid therapy; 2) inotropic agents; and 3) vasoactive 

agents (Vadakel and Rizzolo, 2013). Fluid is administered in an attempt to increase SV through 

increasing intravascular volume and preload (Phillips and Brierley, 2015). Inotropic and 

vasoactive agents are used to increase cardiac and circulatory performance through sympathetic 

and parasympathetic activation/inhibition (Ellender and Skinner, 2008). Excess amount of 

fluid/doses can be harmful when desired outcome is not achieved (Phillips and Brierley, 2015, 

Overgaard and Dzavik, 2008), and thus titration is key to successful treatment. 

The combined information from pressure and SV enabling assessment of vascular resistance 

and stiffness can correctly guide treatments by measuring its direct response. Monitored SV 

can be used to titrate fluid and inotrope therapy in real-time. In addition, estimated vascular 

stiffness using the value of SV with measured pressure can be used to guide treatment using 

vasoactive agents.  

1.5 Goals for This Research 

The aim of this thesis is to investigate, develop, and validate methods for continuous and 

accurate beat-to-beat estimation of SV using non-additionally invasive and/or typical ICU 

measurements. Accurate SV data would provide a means to unmask the hidden dynamics and 

interactions in the pressure measurements, enabling clearer diagnosis of dysfunction and a 

much better understanding of “cause and effect”. The outcomes of this research would provide 
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ICU clinicians a stronger foundation for cardiovascular treatment, thus enhanced patient 

outcomes. 

In this research, SV estimation models are developed and examined with porcine experimental 

data, where hemodynamic parameters were modified using inotropes, and induced septic shock 

and fluids. Animal experiments allows direct, invasive measurement of SV by inserting a 

sensor into the heart, which enables the SV estimated by a model to be validated against a 

direct measurement. Significant hemodynamic variability induced in the experiment is used to 

assess model robustness and accuracy in the transient dynamic situations of clinical importance.   

1.6 Preface 

The remaining thesis chapters cover this topic as follows: 

Chapter 2 gives background information of the current methods and techniques available for 

estimating SV. 

Chapter 3 investigates the relationship between SV and PWV, a clinical surrogate of vascular 

elasticity, to evaluate the potential for monitoring SV using beat-to-beat changes in PWV. 

Chapter 4 presents three-element aortic model for interpreting aortic pressure contours. SV is 

estimated using calibrated/constant model parameters, and its accuracy is analysed.  

Chapter 5 extends the aortic model in chapter 4 by combining aortic pressure and PWV 

measurements. SV estimation error introduced from constant model parameter is decreased 

using dynamic model parameters calculated using water-hammer equation.  
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Chapter 6 compares accuracy of SV estimation method developed in chapter 5 with pressure 

contour method developed by Wesseling et al. (1993) and PiCCO system from PULSION.  

Chapter 7 analyses the relationship between contractility, mechanical efficiency of the heart 

and the output model parameter values of extended aortic model in chapter 5, to expand the 

clinical usefulness of developed model. 

Chapter 8 investigates the method of estimating PWV using ECG and a single aortic pressure 

measurement to improve clinical practicality of the model developed in chapter 5. 

Chapter 9 and 10 summarise the conclusions drawn from this thesis, and examine potential 

avenues for future work.
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Chapter 2: Current Hemodynamic 

Monitors for Stroke Volume 

This chapter gives a brief overview of the current methods available for estimating SV. It is 

intended to provide the background information needed to understand the advantages and 

limitations of each method.  

2.1 Aortic Flow Probes 

An aortic flow probe measures blood flow rate within the aorta, which can be integrated over 

the systolic period to estimate beat-to-beat SV. The ultrasound flow probe utilizes a property 

of sound waves propagating through fluid in motion. Sound waves travel faster in the direction 

of flow and slower against the flow. Using this principle, the time difference between the 

ultrasound emitter and the receiver placed upstream and downstream can be used to determine 

flow (Dean et al., 1996). A picture of the aortic flow probe (Transonic Scisense Inc., Ontario, 

Canada) used in the pig experiments described later in this work is shown in Figure 2.1. 

 

Figure 2.1 – Aortic flow probe by Transonic Scisense. The device is wrapped around the aortic 

vessel to measure blood flow rate (Transonic, 2015). 
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Flow measurement from the aortic flow probe is considered very accurate. The method has 

been validated in vivo using data from pig experiments, where aortic flow was controlled and 

varied by bypassing the pulmonary circulation with roller pump (Dean et al., 1996). The result 

showed that this technique is capable of capturing aortic flow with an accuracy of ±2%.  

Although aortic flow probes have the ability to produce accurate results in ideal conditions, 

quality of the measured signal can be reduced depending on the variation in the attenuation of 

the ultrasound signal and how the equipment is placed (Eren, 1998). For example, the transit 

time measured by the flow probe could vary when the angle of incidence of the ultrasound 

beam is changed. Thus, the absolute flow value measured by the device could over/under-

estimate the actual flow rate.  

The major limitation of measuring SV using an aortic flow probe is that it cannot easily be used 

in the ICU environment, as it is extremely invasive procedure. The flow probe is placed around 

the blood vessels, and thus requires direct access to the aorta. Currently, the use of aortic flow 

probes is mainly limited to experimental and conceptual work (Yang et al., 2013, Phillips et 

al., 2012).  

2.2 Admittance Catheters 

Admittance catheters uses the relationship between conductance changes within the ventricle 

from applied electric field and changes in ventricular blood volume for estimating SV. 

Admittance catheters commonly comprise excitation electrodes, voltage recording electrodes, 

and a pressure sensor for obtaining pressure volume information within the ventricle. The 

catheter is placed directly into the ventricle, and measures the changes in voltage at the 

recording electrodes from electric field produced by the excitation electrode. The voltage 

change occurs due to the changes in conductivity induced from fluctuating blood volume within 
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the ventricle, and also the shape of the cardiac muscle during a heartbeat. The influence from 

the myocardium in the measured admittance signal is removed using Wei’s equation (Wei et 

al., 2005), and the filtered signal containing only the changes due to conductivity of the blood 

is converted into a continuous volume measurement, thus SV can be calculated as EDV minus 

ESV. Mathematical details of the principles used for the admittance catheter can be found in 

the literature (Porterfield et al., 2009). A diagram of admittance catheter (Transonic Scisense 

Inc., Ontario, Canada) is shown in Figure 2.2. 

 

Figure 2.2 – Diagram showing an admittance catheter (Transonic Scisense Inc., Ontario, 

Canada), placed inside the left ventricle. The catheter comprises excitation electrodes, voltage 

recording electrodes and a pressure sensor (Transonic, 2013). 

The result from a study comparing SV derived from a admittance catheter and three 

dimensional echocardiography showed precision of approximately ±30% between the two 

methods (Kutty et al., 2013). Since there is no “gold-standard” measurement for SV (Pugsley 

and Lerner, 2010), it is difficult to determine the true accuracy of either method. However, both 

techniques measure volume “directly” with little post-processing of the obtained signal 



27 

 

required. Thus, minimal approximations are made for the derivation of SV, and its reliability 

is justified by the physics of the method (Taylor, 1966, Porterfield et al., 2009).  

The limitations of utilizing admittance catheters in the ICU are similar to those of the aortic 

flow probe. Placing a catheter within the heart chamber is highly invasive and could decrease 

the function of the heart by penetrating the ventricular-arterial valve, causing negative 

influence on blood flow within the ventricle (Evans et al., 2009). It could also increase the 

chance of blood stream infection (Cousins and O'Donnell, 2004). With the resulting high 

perceived risk to benefit ratio, the use of admittance catheters in the ICU is not clinically 

feasible. 

2.3 Indicator Dilution Methods 

The indicator dilution method estimates blood flow through the heart by measuring at an 

arterial site, a known quantity of substance or change in properties introduced into the venous 

system (Grodins, 1962). The “indicator” introduced into the circulation is diluted by the blood, 

and its level of dilution depends on the blood volume encountered. By measuring how fast the 

diluted indicator passes through the measurement site, blood flow can be estimated. This 

relationship between velocity of indicator, level of dilution, and blood flow is known as 

Stewart-Hamilton equation (Kinsman et al., 1929) and written: 

� = 	 �� �	�� 																																																																																																																																										 (2.1) 
Where Q, I, and c are blood flow, total quantity of indicator, and indicator concentration, 

respectively. 
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The principle given in Equation (2.1) assumes mass conservation, implying the total amount 

of fluid entering the system must eventually leave the system. Thus, resulting dilution 

represents the amount of blood volume diluted the indicator, and not the volume permeated/lost 

into the system. It also assumes no recirculation. Specifically, it is assumed the indicator 

concentration change only occurs due to dilution in the blood volume and is not influenced by 

any other external input to the system (Valentinuzzi et al., 1969). These conditions are difficult 

to achieve in cardiovascular system, where the blood does recirculate, and is constantly 

leaving/entering blood vessels and tissues.  

For example, continuous estimation of blood flow is mathematically possible by extracting the 

recirculated portion of the indicator (Zierler, 1962). However, the uncertainty involved with 

the amount of tissue perfusion creates a significant limitation. Thus, indicator dilution is most 

accurate when an impulse of the indicator is given, and generally limited to providing 

intermittent CO values (Schmid et al., 1999). 

The limitations of the indicator dilution methods arise from the assumptions made in Stewart-

Hamilton equation. However, this approach is less invasive compared with aortic flow probes 

or admittance catheters, as measurements can be made in the circulation and not directly from 

the heart. Currently, the most common indicator dilution method used in the ICU environment 

is thermodilution (Ganz et al., 1971).  

The thermodilution method uses blood temperature as an indicator for estimating flow. Cold 

saline of known temperature and quantity is administered in the vein and the “dilution” of blood 

temperature is measured in the artery. By applying the values of specific heat and weight of 

the blood to Stewart-Hamilton equation, temperature change/thermodilution from saline can 

be converted to volume of blood. There are currently two main techniques available for 
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measuring CO using the thermodilution method, the pulmonary arterial catheter (PAC) and 

transpulmonary thermodilution (Sakka et al., 2012). 

A PAC is introduced into the cardiovascular system via the venous system, then threaded 

through the right atrium, the right ventricle, and subsequently into the pulmonary artery. The 

PAC is equipped with a thermistor enabling the temperature of the pulmonary arterial blood to 

be measured. Cold saline is administered into the venous system and the resulting blood 

temperature in the pulmonary artery measures CO of the right heart, which must match that of 

the left heart to prevent blood accumulation in the pulmonary system. A typical path of PAC 

in the cardiovascular system is shown in Figure 2.3. 

 

Figure 2.3 – An illustration of pulmonary arterial catheter inserted into cardiovascular system 

from the vein, through the right heart, and into the pulmonary artery. (Adapted under the 

Creative Commons Attribution-Share Alike 4.0 International License). 

 

A PAC measures the degree of thermodilution without the indicator going through the capillary 

system. Therefore, mass is conserved and this approach satisfies the conditions necessary for 

use of Stewart-Hamilton equation. For this reason, the PAC is regarded as the most accurate 

indicator dilution method, and many of the modern SV monitoring devices use intermittent 

estimates from a PAC to validate their system (Pugsley and Lerner, 2010). However, PAC 
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based methods have precision error of greater than ±30% when compared against estimates 

from aortic flow probes (Yang et al., 2013). Hence, accuracy is significantly limited. 

The PAC also requires penetration of the right heart and may increase catheter related 

complications (Evans et al., 2009). To overcome this limitation, transpulmonary 

thermodilution was developed, where the indicator temperature is measured in a systemic 

artery instead of the pulmonary artery (Sakka et al., 2012). Two separate catheters are required 

for this method, one in the vein for fluid injection, and another in the artery for indicator 

detection. However, no equipment goes through the heart.  

Transpulmonary thermodilution is less invasive than using a PAC. However, the thermal 

indicator passes through the capillary system in the lungs and also travels longer distance to 

the measurement site. These influences on the thermal indicator add error to the estimation of 

flow, and produce slightly less accurate estimates of CO than using PAC (Sakka et al., 1999).  

Finally, both methods are intermittent. However, there is no guarantee the measures are taken 

when the patient is dynamic and changing, a limitation of any intermittent measure. Hence, 

along with calibration requirements, these approaches are less suitable for the level of 

monitoring required. 

2.4 Pressure Contour Analysis 

Pressure contour analysis utilizes measured arterial pressure, combined with pressure-volume 

conversion algorithms to estimate blood flow. This method enables continuous estimate of SV 

as continuous arterial pressure measurements are often accessible in the ICU. Currently, there 

are several commercial devices available, each using their own unique algorithms (Montenij et 

al., 2011, Romano and Pistolesi, 2002, Gödje et al., 2002). However, due to lack of published 
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details in these proprietary devices, accurately assessing the model advantages and limitations 

of each model is difficult (de Wilde et al., 2008). 

The foundation of all the algorithms used is based on the relationship between pressure, SV, 

compliance, and vascular resistance (Montenij et al., 2011). As discussed in Section 1.2.5, if 

compliance and/or vascular resistance of the artery can be identified, arterial flow and volume 

change can be calculated from the pressure, and thus, SV computed. The main difference 

between each algorithm can be found in the identification method for these vascular properties. 

There are three main types of identification methods used in these pressure contour analysis 

based commercial devices: 1) using intermittent CO values with indicator dilution (e.g. PiCCO 

system, PULSION); 2) from patient demographic and physical characteristic (e.g. FloTrac 

system, Edwards Lifesciences); and 3) using only the shape of the pressure waveform (e.g. 

MostCare system, Vyetech Health). Commercial devices such as PiCCO and FloTrac using the 

first and second methods combine the third method to track/determine dynamic changes in 

vascular properties. The indicator dilution values and/or patient characteristics are used for 

initial/discrete calibration of the system. 

The accuracy of commercial devices is validated against methods that are considered more 

accurate, such as the indicator dilution. In general, calibrated systems provide more accurate 

estimates than uncalibrated systems (Vincent et al., 2011). However, previous validation 

studies show that pressure contour algorithms become less reliable when there is changes in 

vasomotor tone (Yamashita et al., 2008, Yamashita et al., 2007, Monnet et al., 2010, Cecconi 

and Rhodes, 2010). This is a significant limitation of current pressure contour methods as the 

tone changes are inevitable in patients with dynamically evolving cardiovascular dysfunction 
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requiring circulatory treatment, especially once some circulatory resuscitation treatments seek 

to directly modify vasomotor tone.  

2.5 Minimal to Non Invasive Methods 

There are two well-known methods for minimal/non-invasively estimating SV, which are 

echocardiography and oesophageal Doppler. In contrast to the methods described in previous 

sections, these methods does not require breaking through body’s membrane by the equipment. 

Echocardiography can be performed on the surface of the body and oesophageal Doppler only 

requires insertion of transducer probe down the oesophagus. 

2.5.1 Echocardiography 

Echocardiography uses the Doppler principle to determine flow velocity and cross-sectional 

area of aorta (Anavekar and Oh, 2009), thus integrating product of these two variables over 

systole produces an estimate of SV. The precision of Doppler echocardiography against 

thermodilution reported in a systematic review paper (Wetterslev et al., 2016) showed a mean 

error of ±32%. 

The main advantage of echocardiography is that it is non-invasive and adds no further risks to 

the patient. However, this technique requires specialised device/personnel, and impractical to 

obtain continuous SV. Thus, echocardiography only provides intermittent SV and important 

transient data is missing when assessing/managing patient conditions. 

2.5.2 Oesophageal Doppler 

The oesophageal Doppler method uses same principle as echocardiography, except the Doppler 

probe is inserted into the oesophagus pointing towards the thoracic aorta. This method 
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overcomes the limitations of echocardiography by taking continuous estimate of SV without 

the operator by leaving the probe in place. However, this technique has a steep learning curve, 

and the accuracy of SV can be operator dependent (Marik, 2013). The probes are inserted 

blindly and the resulting waveform is highly dependent on its depth and its rotation (Lefrant et 

al., 1998). Studies found better accuracy is achieved when the operator was not blinded to the 

results of the CO obtained with a PAC (Valtier et al., 1998), suggesting correct positioning of 

the probe requires some reference measurements.  

2.6 Summary 

At present, there is no gold-standard measure for SV, despite several methods available with 

varying accuracies and invasiveness. SV estimates from aortic flow probes, admittance 

catheters, and PAC are considered most accurate as measurements are made closest/directly 

from the heart with well-accepted laws of physics, leading to minimal measurement error. 

However, these methods are impractical in the ICU environment due to their highly invasive 

nature. PAC provides the least invasive method out of the three, and its benefit may outweigh 

the risks involved, but only provides intermittent SV values.  

In contrast, transpulmonary indicator dilution and pressure contour methods provide a less 

invasive, more clinically feasible means to estimate SV. Despite increased convenience by 

these methods, expected accuracies are lower as more assumptions need to be made on the 

principles used to identify SV. In addition, assessment of currently available pressure contour 

commercial devices is extremely difficult due to limited details available on the algorithms 

used, and their limitations cannot be easily investigated. 

Minimal to non-invasive methods of estimating SV are possible with echocardiography and 

oesophageal Doppler. However, these methods require specialised personnel to operate and 
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can be cumbersome. Furthermore, echocardiography only provides intermittent SV values and 

estimates from oesophageal Doppler are ambiguous due to its results being highly operator 

dependent. 

Currently, highly invasive methods offer continuous and more accurate estimate of SV. On the 

other hand, the accuracy is decreased and/or measurements of SV are intermittent as the method 

becomes less invasive. Thus, development of continuous, accurate, and non-additionally 

invasive method for estimating SV has significant value.
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Chapter 3: Correlation between Stroke 

Volume and Pulse Wave Velocity 

This chapter investigates the relationship between SV and pulse wave velocity (PWV) to 

evaluate clinical applicability of estimating SV using the value of PWV. Non-invasive PWV 

measurements are relatively easy to obtain in a critical care environment, and thus, the 

relationship could potentially provide a practical solution for monitoring SV in a non-invasive 

or minimally invasive fashion. The strength of this relationship is tested in various 

hemodynamic states to examine expected accuracy and reliability of SV estimation from PWV. 

3.1 Introduction 

PWV is the velocity of the pulse wave propagating through the arterial system and an indicator 

of arterial stiffness (Mackenzie et al., 2002). In particular, a high PWV indicates low arterial 

compliance as waves travel faster in a stiffer medium. In contrast, a low PWV implies high 

arterial compliance.  

Several studies have established associations between high PWV and the incidence of 

cardiovascular disease (Blacher et al., 1999, Cecelja and Chowienczyk, 2012). For these 

reasons, PWV is generally used to assess cardiovascular risk of an individual (Ben-Shlomo et 

al., 2014). Currently, the gold standard method for measuring PWV is highly invasive, 

involving two pressure measurements at the carotid artery and the femoral artery (Laurent et 

al., 2006). However, non-invasive methods are also available (Yamashina et al., 2002, Horvath 
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et al., 2010) and the ease of obtaining these PWV measurements has led to many clinical 

applications using this parameter (Hirata et al., 2006).  

In the ICU, titrating hemodynamic support therapies, such as fluid replacement and 

inotrope/vasoactive drugs is challenging (Michard and Teboul, 2002, Bangash et al., 2012). In 

particular, studies show approximately half of all fluid interventions are effective with the rest 

potentially harmful from the extra fluid introduced (Phillips and Brierley, 2015). This poor, 

effectively random outcome is mainly from the interventions being made without information 

on SV. Without monitoring changes in patient-specific SV, the efficacy of hemodynamic 

support therapy cannot be correctly identified, particularly in highly dynamic and transient 

scenarios.  

Consequently, excessive fluid introduced to the patient may cause tissue oedema, and organ 

damage, and has been demonstrated to increase mortality during septic shock (Vincent et al., 

2006, Boyd et al., 2011). Although information on SV is important in making correct decisions, 

SV is difficult to measure even in the ICU and usually requires additionally invasive 

measurements (Gomez and Palazzo, 1998) and/or expensive specialised equipment (Mehta and 

Arora, 2014). 

This chapter analyses mathematical relationships between SV and PWV to investigate whether 

PWV could be used as an alternative index for capturing SV dynamics. Since PWV 

measurements are much easier to obtain than direct SV measurements, the relationship could 

provide minimally invasive and cost effective solutions for monitoring patient SV changes, and 

optimising hemodynamic treatment. In addition, the SV values obtained can be used to access 

key cardiovascular parameters through physiological models, providing further useful 

information that is not currently clinically accessible. 
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3.1.1 Background 

Moens and Korteweg first derived the equation relating the elastic properties of the artery to 

the velocity of pulse wave in 1878 (Tijsseling and Anderson, 2012). 

ρr
Eh

PWV
2

=  (3.1) 

Where E, h, r, and ρ are elastic modulus, thickness of arterial wall, radius of the artery, and 

blood density, respectively.  

Bramwell and Hill (Bramwell and Hill, 1922) reformulated Equation (3.1) to be more clinically 

applicable by relating PWV to “distensibility”, which is the rate of volume increase with 

pressure increase. This modification was achieved by introducing the relationship that small 

increases in pressure, P, will cause small increases in the radius of the artery, r, where, δr = 

δP r2/Eh, resulting in:   

D
PWV

ρ
1

=  (3.2) 

PV

V
D

δ
δ

=  (3.3) 

Where V is the blood volume within the section of artery at the end of diastole and D is the 

distensibility of the arterial wall.  

At present, the distensibility of the arterial wall is interpreted by assuming constant blood 

density and changes in the wave velocity result entirely from the elastic nature of the arterial 

wall. This latter assumption holds true only if the velocity of the blood carrying the pulse wave 
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does not vary with varying patient conditions, which it almost certainly does (SINGER et al., 

1991).  

Clinically measured PWV must be treated as the addition of a velocity of wave along the artery 

with no blood flow, and the velocity of the blood that carries the wave. Thus, a change in 

measured PWV does not necessarily come only from the elastic properties of the artery. For 

example, the magnitude of SV itself could influence the velocity of the blood without causing 

changes in the arterial distensibility. Thus, measured PWV is a function of distensibility and 

velocity effects: 

PWVmeasured = PWVdistensibility + PWVvelocity       (3.4) 

Although, it has been reported that PWV values can be different between individuals 

(Collaboration, 2010), it can be assumed that intra-subject variability of arterial wall 

distensibility is a lesser component of changes in PWV. If this assumption holds, the changes 

in PWV should reflect the changes in the flow condition inside the artery generated by SV. 

Thus, this chapter investigates strength of the relationship between SV and measured PWV in 

various hemodynamic conditions, to investigate its validity. 

3.2 Method 

3.2.1 Porcine Trials and Measurements 

This study uses data from experiments performed on pigs at the Centre Hospitalier 

Universitaire de Liege, Belgium. All experimental procedure, protocols and the use of data in 

this study were reviewed and approved by the Ethics Committee of the University of Liege 

Medical Faculty. 
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Experiments were performed on 8 healthy, pure pietrain pigs weighing between (20 – 29)kg. 

The pigs were premedicated with ketamine (20mg/kg) and diazepam (1mg/kg). Anesthesia was 

induced and maintained by a continuous infusion of sufentanil (0.5µg/kg/hour) and sodium 

pentobarbital (3mg/kg). The pigs were intubated via tracheotomy and ventilated using a 

Draeger Evita2 ventilator (Draeger, Lubeck, Germany). 

Left ventricular pressures and volumes were directly measured using 7F micromanometer-

tipped admittance catheters (Transonic Scisense Inc., Ontario, Canada) inserted into the 

ventricles through the right carotid artery. Pressure waveform measurements were captured at 

the aortic arch and abdominal aorta with 7F pressure catheters (Transonic Scisense Inc., 

Ontario, Canada). Catheters for pressure waveform measurement were inserted into the aortic 

arch through the left carotid artery and into the abdominal aorta through the femoral artery, 

respectively. In addition, aortic root flow was measured using an ultrasound flow probe 

(Transonic Scisense Inc., Ontario, Canada) for Pigs 7 and 8. All cardiovascular and respiratory 

data were sampled at 250 Hz. 

3.2.2 Hemodynamic Modification 

During the experiments, each pig underwent several step-wise positive end Expiratory pressure 

(PEEP) recruitment manoeuvres (RM). Increases in PEEP reduce systemic venous return to 

the right heart and increase pulmonary resistance. As a consequence, left ventricular preload 

decreases, causing a reduction in SV (Luecke and Pelosi, 2005). RM induced SV variations are 

similar to those made by volume expansion; as both of them modify SV as a result of changes 

in preload.  

Each RM involved increasing PEEP with 5 cmH2O steps to a maximum of (20-25) cmH2O 

then reducing PEEP back to the original level in a step-wise manner for Pigs 1-6, and sudden 
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drop from maximum PEEP to original PEEP for Pigs 7 and 8. An example of the relationship 

between SV and PEEP from one of the RM period are shown in Figure 3.1, where SV was 

measured directly by the left ventricle volume catheter. 

 

Figure 3.1 – Example of relationship between directly measured SV and PEEP from an 

experiment. Top Panel: Measured SV from left ventricular admittance signal. Bottom Panel: 

Measured airway pressure from mechanical ventilator. 

The experiment also included multiple administrations of fluid boluses throughout the 

experiment. However, SV changes made by fluid boluses were insignificant and did not 

produce preload changes desired, likely due to the pigs being otherwise healthy. On the other 

hand, the RMs produced significant changes in preload with noticeable effect on SV. For this 

reason, this analysis uses data from RM period only, covering a wider range of preload changes 

than those expected from volume expansion. 

The experiment also involved administering continuous dobutamine infusions to modulate 

contractility for Pigs 1 to 6. Dobutamine increases contractility of the heart and acts as a 

vasodilator (Ruffolo Jr, 1987), providing additional data for this study in modified 

hemodynamic conditions. Dobutamine was administered at a rate of (2.5, 5 or 10) µg/kg/min.  
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For Pigs 7 and 8, a single infusion of endotoxin (lipopolysaccharide from E. Coli, 0.5 mg/kg 

injected over 30 minutes) was administered to induce septic shock. Endotoxin causes capillary 

leak and significantly reduces the systemic resistance and afterload condition of the heart 

(Werdan, 2001). The effect provides further data to assess the relationship between PWV and 

SV in different hemodynamic conditions. 

In summary, the data set for this analysis includes two RM periods: 1) baseline period where 

pigs received no intervention (dobutamine/Endotoxin); and 2) a period where the pig’s 

condition was changed using dobutamine (Pigs 1-6) or endotoxin induced sepsis (Pigs 7-8). 

There was no baseline period for Pig 1 as dobutamine was administered at the beginning of the 

experiment due to a change in experimental protocol after the first experiment. 

3.2.3 Pulse Wave Velocity Measurements 

Pulse wave velocity can be measured by identifying the time taken for a pressure wave to travel 

a known distance within the artery, defined:  

t

x
PWV

∆
∆

=                            (3.5) 

Where ∆x is the distance travelled by the pressure wave and ∆t is the time taken for pressure 

wave to travel the distance (transit time).  

In this analysis, the PWV was obtained using experimentally measured aortic arch pressure 

and abdominal aortic pressure waveforms. The distance between the two catheters were 

measured on the body’s surface by approximating the catheter locations. This method requiring 

estimation of distance may introduce small errors in the absolute value of PWV. However, as 

the catheters did not move within a given pig during the experiment, PWV trends were 
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estimated to be unaffected. The measured distance between catheter locations were 

approximately 40cm in all pigs and this value was used as ∆x.  

Transit time was determined by locating the ‘foot’ of the systolic rise on both aortic arch and 

descending aortic pressure waveform (Millasseau et al., 2005). In this analysis, the ‘foot’ of 

the pressure was identified as the intersection of the tangent line along the maximum systolic 

pressure gradient and the horizontal line along the minimum pressure, as shown in Figure 3.2. 

 

Figure 3.2 – Example of measured aortic arch pressure (solid black line) and abdominal aortic 

pressure (dashed red line) waveforms. Dotted thin lines represent maximum systolic gradient 

and minimum pressure line for aortic (dotted black) and descending aortic pressures (dotted 

red). Solid black dots represent identified ‘foot’ of the pressure waveforms at time t1 and t2 

respectively. 

3.2.4 Signal Processing 

The raw volumetric and flow signals recorded by the admittance and ultrasound flow probe 

were filtered to remove the measurement noise. These signals contained high frequency 

components that are physiologically unrealistic. An example of the raw volumetric/flow 

measurement and its corresponding frequency spectrum are shown in Figure 3.3. 
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Figure 3.3 – Top Panel: Raw volume signal recorded by admittance catheter. Second Panel: 

Frequency spectrum of the volume signal. Third Panel: Raw flow signal recorded by 

electromagnetic flow probe. Bottom Panel: Frequency spectrum of the flow signal. Noise can 

be seen in both of the signal as pointed out in second and third panel. 

Noise was removed by applying finite impulse response (FIR) filter. A 50th order low pass filter 

with cutoff frequency at 10 Hz, which is approximately 5 - 10 times the heart rate, were used 

based on the assumption that any changes in the signal beyond this frequency are 

unphysiological. Signals were filtered on MATLAB using the command ‘fir1’ (hamming 

window). The frequency response of the filter and filtered signals are shown in Figures 3.4 and 

3.5, respectively. 
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Figure 3.4 – Frequency response of the FIR filter used for admittance and ultrasound flow 

probe signals. 

 

Figure 3.5 – An example of FIR filtered signal (blue line). Top Panel: Filtered volume signal 

from admittance catheter. Bottom panel: Filtered flow signal from ultrasound aortic flow probe. 

Stroke volume calculated from the signals are shown in each signal. 

In the data pre-processing stage, measurements having obvious error due to equipment or 

catheter disturbance/failure were removed. Measured aortic arch pressure, abdominal aortic 

P
h
as

e 
(d

eg
re

es
)

M
ag

n
it

u
d
e 

(d
B

)
V

o
lu

m
e 

(m
l)

F
lo

w
 (

m
l/

s)



45 

 

pressure, and left ventricular volume waveform data were split into individual heart beats for 

the analysis of beat-to-beat changes in PWV and SV. For each beat, PWV was calculated using 

Equation (3.5) with aortic and abdominal aortic pressure waveforms. SV was calculated as the 

difference between maximum and minimum left ventricular volumes from admittance signals 

for Pigs 1 - 6. For Pig 7 and 8 the SV was measured using the integral of aortic flow rate per 

beat, as shown in Figure 3.5.  

3.3 Results 

3.3.1 Investigated Physiological Range 

Table 3.1 shows the range of aortic arch pressure (Paoa), abdominal aortic pressure (Pabao), heart 

rate (HR), SV, and PWV investigated in this study. It can be seen that wide ranges of induced 

hemodynamic changes are analysed, which should provide a robust estimate of the validity of 

any relation between SV and PWV. Dobutamine increased HR significantly in all pigs and had 

a different impact on SV depending on the subject, as expected. Aortic arch and abdominal 

aortic pressure varied as might be expected with dobutamine infusion and administration of 

endotoxin. Overall, a wide, clinically and physiologically relevant range was obtained. 

There was large inter-subject variability in all physiological variables, even at baseline RM 

period, where no interventions were made. The average aortic pressures in Pig 2 were 

approximately four times larger than Pig 6 and 8. The value of PWV for Pigs 3 and 5 was 

approximately two times larger Pig 6. 
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Table 3.1 - Investigated range of physiological parameters Paoa, Pabao, SV and PWV across 

Recruitment Manoeuvre (RM) period for each pig. Data are presented as the median [5 – 95th 

percentiles]. 

Baseline RM 

Subject Paoa (mmHg) Pabao (mmHg) HR (min-1) SV (ml) PWV (ms-1) 

Pig 1 - - - - - 

Pig 2 155 [145 – 161] 168 [151 – 180] 63 [61 – 65] 32.9 [30.9 – 34.6] 5.8 [5.4 – 6.1] 

Pig 3 119 [111 – 123] 118 [109 – 123] 80 [76 – 81] 18.3 [17.0 – 19.9] 7.0 [6.7 – 7.3] 

Pig 4 118 [69 – 154] 115 [67 – 150] 93 [80 – 99] 30.1 [27.3 – 34.5] 5.6 [5.0 – 6.3] 

Pig 5 116 [104 – 125] 120 [110 – 129] 77 [70 – 82] 31.2 [26.3 – 37.7] 8.9 [8.5 – 9.2] 

Pig 6 44 [38 – 49] 48 [42 – 52] 73 [71 – 74] 27.0 [22.4 – 33.3] 3.8 [3.5 – 4.0] 

Pig 7 62 [51 – 72] 73 [60 – 82]  77[76 – 79] 56.3 [47.0 – 67.6] 5.1 [4.8 – 5.4] 

Pig 8 47 [38 – 50] 43 [35 – 46]  74[72 – 75] 23.3 [18.6 – 28.0] 5.1 [4.6 – 5.3] 

Dobutamine RM 

Subject Paoa (mmHg) Pabao (mmHg) HR (min-1) SV (ml) PWV (ms-1) 

Pig 1 79 [72 – 105] 81 [73 – 106] 136 [120 – 143] 38.0 [33.5 – 46.9] 4.7 [4.3 – 5.3] 

Pig 2 153 [124 – 170] 166 [129 – 199] 104 [90 – 108] 28.3 [24.4 – 34.3] 6.2 [5.9 – 7.0] 

Pig 3 61 [44 – 91] 60 [45 – 89] 145 [136 – 146] 19.1 [13.6 – 26.4] 5.9 [5.1 – 6.6] 

Pig 4 66 [55 – 98] 67 [55 – 99] 193 [190 – 197] 17.4 [12.7 – 24.9] 5.3 [4.8 – 5.9] 

Pig 5 104 [90 – 91] 108 [94 – 119] 100 [90 – 110] 25.3 [23.1 – 27.5] 8.9 [8.5 – 9.3] 

Pig 6 68 [50 – 91] 70 [53 – 94] 144 [141 – 151] 24.0 [18.4 – 27.0] 5.4 [4.8 – 6.1] 

Endotoxin RM 

Pig 7 58 [49– 64] 67 [58 – 73] 71 [69 – 73] 59.2 [50.1 – 71.9] 4.8 [4.7 – 5.0] 

Pig 8 45 [44– 46] 42 [41 – 43] 66 [65 – 67] 26.9 [25.1 – 29.2] 4.8 [4.6 – 5.0] 

 

3.3.2 Correlation of Absolute Values 

Correlation plots between absolute values of measured SV and PWV for each pig are presented 

in Figure 3.6. The analysis involved approximately 600 to 2000 heartbeats per pig and a total 

of more than 9500 heartbeats. The calculated correlation coefficients in each RM period and 

for each pig are shown in Table 3.2. 

The correlation coefficient between SV and PWV showed higher values in the dobutamine RM 

period than the baseline RM period in most pigs. This might be due to the effect of increasing 

the inotropic state of the heart and preload responsiveness inducing higher SV changes from 

PEEP changes. This additional discrepancy in the data caused by the effect of dobutamine have 

allowed the increase in correlation coefficient. 
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Figure 3.6 – Correlation plots between absolute value of SV and PWV for each pig. Baseline 

RM period are shown with blue dots and dobutamine/sepsis RM period are shown with red 

dots. 
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Table 3.2 – Correlation coefficient (R) between PWV and SV in each RM period and in 

individual pig. 

SV-PWV (correlation coefficient) 

Subject Baseline RM Dobutamine/Endotoxin RM  Overall  

Pig 1 - 0.86 0.86 

Pig 2 0.24 0.63 0.23 

Pig 3 0.15 0.73 0.19 

Pig 4 0.70 0.43 0.58 

Pig 5 0.25 0.46 0.18 

Pig 6 0.67 0.70 -0.11 

Pig 7 0.87 0.69 0.47 

Pig 8 0.12 0.32 0.02 

 

3.3.3 Correlation of PEEP Dependent Trend Values 

It can be seen from Figure 3.6 and Table 3.2 that the overall relationships between absolute 

values of SV and PWV were poor across the hemodynamic modifications induced by 

administration of dobutamine/sepsis. However, relatively high correlation coefficient values 

were achieved between SV and PWV when SV varied only due to RM. 

The next analysis looks at the relationship between trend values of SV changes and trend values 

of PWV induced by PEEP.  To determine the trend relationships, data from each RM were 

separately analysed by subtracting the mean value of SV and PWV from the absolute SV and 

PWV values for the RM period, yielding ‘SV – mean (SV)’ and ‘PWV – mean (PWV)’. This 

calculation removes the hemodynamic effect from dobutamine/endotoxin, and allows analysis 

of the SV and PWV relationship for SV changes due only to PEEP variations (preload). The 

correlation plots for each individual pig and all pigs combined are presented in Figures 3.7 and 

Figure 3.8, respectively. Pearson correlation coefficients (R) for each individual pig and the 

gradient value of the regression line are shown in Table 3.3. 
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Figure 3.7 - Correlation plots between trend value ‘SV – mean SV’ and ‘PWV – mean PWV’ 

for each pig. Baseline RM period are shown with blue dots and dobutamine/sepsis RM period 

are shown with red dots. Regression line for each RM periods are also shown with 

corresponding colour. (Note: gradient of sepsis regression line for Pig 7 was same as baseline 

and very close to zero for Pig8, hence the line is not so visible). 
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Table 3.3 – Correlation coefficient (R) between PWV and SV for ‘SV – mean SV’ and ‘PWV 

– mean PWV’ in individual pig. Correlation coefficient represents data including both baseline 

and dobutamine/endotoxin RM. 

SV-PWV (trend relationship) 

Subject Baseline RM 

regression gradient 

Dobutamine/Endotoxin 

RM regression gradient 

 Correlation coefficient (R) 

Pig 1 - 13.85 0.86 

Pig 2 3.06 6.45 0.61 

Pig 3 1.40 6.82 0.66 

Pig 4 4.33 5.03 0.51 

Pig 5 4.87 3.46 0.31 

Pig 6 14.93 5.00 0.66 

Pig 7 32.84 33.03 0.77 

Pig 8 10.28 0.07 0.57 

All Pigs 6.08 6.59 0.56 
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Figure 3.8 – Correlation plots and regression line across all pigs for trend values ‘SV – mean 

SV’ and ‘PWV – mean PWV’. Baseline RM and dobutamine/endotoxin RM are shown with 

blue and red colour respectively. 
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3.4 Discussion 

3.4.1 Relationship between PWV and SV 

The results from Figure 3.6 shows the effect of changes in PWV from dobutamine and 

endotoxin. Dobutamine increases the contractility of the heart, HR, and reduces the arterial 

stiffness (Ruffolo Jr, 1987). Endotoxin significantly reduces the systemic resistance via 

capillary leak and vasodilation (Merx and Weber, 2007). Figure 3.6 displays these effects as 

the relationship between the absolute value of SV and PWV are altered with the intervention, 

seen in the difference between the blue dots and the red dots. Both dobutamine and endotoxin 

modify both distensibility and flow velocity, affecting PWV through changes in the arterial 

wall properties and systemic resistance. More specifically, with changes in distensibility 

independent of changes in flow conditions due to dobutamine and endotoxin, sum of these two 

factors could give constant measured PWV even when SV is changed or vice versa. Under 

these significant influences on hemodynamic conditions, the relationships between the absolute 

value of SV and PWV were weaker than expected.     

Figure 3.7 analyses the relationship between ‘SV-mean SV’ and ‘PWV – mean PWV’ to assess  

normalized changes in SV and PWV, where SV were predominantly varied by alteration of 

preload conditions from PEEP variation (Pinsky, 1984) in the RM.  Mean values of SV and 

PWV were subtracted from the absolute value of SV and PWV in each RM period to remove 

the effect of dobutamine/endotoxin. The figure shows a clear positive relationship between SV 

and PWV, not evident in Figure 3.6.  

Table 3.3 shows good agreement between ‘SV – mean SV’ and ‘PWV – mean PWV’ with 

correlation coefficients above R=0.5 for all pigs, except for Pig 5. With only the variation in 

preload, changes in PWV from flow velocity and distensibility are thought to be both in the 
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same direction. Reduction in SV from increased PEEP decreased flow velocity, and with the 

reduction in amount of volume entering the artery, distensibility is also decreased. In such 

condition, where changes in flow condition is the main cause of changes in distensibility, and 

thus PWV, PWV correlated well with the changes in SV.  

Figure 3.8 shows correlation plots for ‘SV – mean SV’ and ‘PWV – mean PWV’ for all pigs 

combined, and the correlation coefficient was R = 0.56. Although significant variation exists 

about the regressed line, the relationship suggests that the PWV could be used to determine 

trends of SV if hemodynamic conditions were changed only due to preload, such as fluid 

replacement (Monnet and Teboul, 2013). The wide variation of slopes in Table 3.3 and Figure 

3.7 show why the variability in Figure 3.8 can be large. While relationships are stronger for 

each individual pig, it is clear that the relationship can be very different between pigs. This 

result provides the possibility of reducing the need for additionally invasive measures or 

expensive devices to help optimise fluid administration rates.  

3.4.2 The Relationship in Assessment of Preload Responsiveness 

It is common in cases of cardiovascular failure to assess patient preload responsiveness 

(Michard and Teboul, 2002). Clinical studies show that only 50% of patients with 

cardiovascular failure are fluid responsive and will benefit from volume expansion (Marik et 

al., 2009). In the case where a patient is not fluid responsive and volume expansion does not 

increase SV, the continuation of fluid therapy may result in worsening patient’s condition 

(Roch et al., 2011). Thus, an improvement to the method for estimating preload responsiveness 

would provide significant benefits to care and patient outcome. 

The assessment of preload responsiveness involves changing preload while monitoring SV 

(Mohsenin, 2015). The former can be achieved relatively easily by performing a fluid challenge, 
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passive leg raising, or changing airway pressure (Marik et al., 2010). However, evaluating the 

impact on SV from altered preload condition is very difficult due to lack of available 

information on SV. Currently, there are several methods available for monitoring SV, varying 

from non-invasive procedures such as echocardiography to highly invasive methods such as 

thermodilution (Alhashemi et al., 2011). However, all these methods require additionally 

invasive measurements and/or expensive equipment (Lavdaniti, 2008). Thus, the positive 

relationship and trend correlations found from this analysis can be used to identify SV trends 

from PWV, improving the accuracy of fluid responsiveness assessment in a minimally invasive 

and cost effective manner.      

3.4.3 Limitations  

3.4.3.1 Identifying Absolute Values of SV from the Relationship 

The inter-subject variability of arterial wall properties and varying impact on vascular 

properties from dobutamine and endotoxin prevents use of the relationship between SV and 

PWV to estimate the exact impact on SV. Figure 3.7 and Table 3.3 show consistent positive 

relationships between SV and PWV. However, the slope of the relationship between each 

subject before and after the interventions can be very different. This difference in the slope 

prevents estimation of the degree of impact on SV, specifically the amount of change in ml, if 

there are significant hemodynamic modifications. 

In addition, in the dobutamine/endotoxin modified RM period for Pig 6 and Pig 7, the 

relationships are shown to be nonlinear, making identification of the absolute value of SV from 

PWV even more difficult. This nonlinearity might be due to nonlinearity of the arterial wall 

property producing smaller or larger distensibility changes from the volumetric input into the 

artery from aorta (Langewouters et al., 1984). Another explanation is the nonlinearity of the 

Frank-Starling mechanism (Fukuda et al., 2009) producing different contractility level for a 
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given amount of SV. Different contractility would change the velocity of the blood as well as 

changing SV, and thus, producing nonlinear changes in the PWV. 

3.4.3.2 Analysed Data and Equipment 

A limitation of this study is that experiments were done on healthy pigs and pigs did not have 

valve regurgitation, aneurysm, and/or any arterial defect. Blood flow conditions in such cases 

are more complex than those examined in this study and may not follow the positive SV and 

PWV relationships identified in this analysis. Further validation and analysis must be done 

covering a wider range of cardiovascular systems and hemodynamic conditions to ensure the 

accuracy, strength and applicability of SV-PWV relationships found in this chapter.  

Another limitation of this study is that signals from the admittance catheter can be sensitive 

depending on the location within the ventricle (Wei et al., 2014). This sensitivity could produce 

errors in the measurement of absolute value of SV and may provide slightly higher or lower 

SV values from the true SV. However, for a single pig, the admittance catheter locations were 

fixed and the SV trend values were accurately captured, except for Pig 4 where the admittance 

catheter was recalibrated, relocated, and replaced during the experiment. However, the overall 

SV-PWV trend relationship identified in this chapter is still valid. In addition, SV for Pigs 7 

and 8 were measured from aortic flow probes and the relationships showed similar results 

providing additional validation of the admittance data from Pigs 1-6, and thus for the 

relationships found. 

3.5 Summary 

The relationship between SV and PWV can be drawn only when PWV increase or decrease 

reflect the changes in flow condition inside the artery generated by SV.  Inter-subject variability 
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of arterial properties will produce different PWV values for the same amount of SV, and thus, 

the value of PWV alone is unreliable for capturing the absolute value of SV. In addition, the 

changes in afterload condition induced by dobutamine/endotoxin administration produces 

PWV changes from the arterial wall, as well as flow components. Hence, when both effects are 

present, the relationship between the values of SV and PWV are weaker, and thus less useful. 

Despite its limitations, the relationships found can be used to estimate the overall trend of SV 

from measured PWV, when SV changes mainly due to changes in preload. The relationship 

could be used to support clinical decisions such as fluid replacement, where the main 

hemodynamic changes arise from preload changes. The value of PWV can be obtained from 

pressure measurements, and thus has the potential, in these titrations, to provide a non-

additionally invasive and cost effective solution for monitoring patient SV. The relationship 

identified in this chapter thus has the ability to improve current cardiac and circulatory 

treatment, especially in fluid responsiveness assessment. In addition, the relationship could be 

integrated to existing physiological/cardiovascular models to improve the accuracy of the SV 

estimation method. 
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Chapter 4: Stroke Volume Estimation 

using Aortic Pressure Waveform 

This chapter presents a method for continuously estimating SV from the aortic pressure 

measurements using a three element Windkessel model combined with the reservoir-excess 

hypothesis proposed by Wang et al. (2003). Continuous Beat-to-beat SV is estimated using 

patient-specific Windkessel model parameters calibrated from initial measurement of SV. The 

accuracy of the method is analysed and benefits/limitations of this approach are discussed. 

4.1 Introduction 

Methods for estimating flow from arterial properties have been extensively studied to assist 

clinical diagnosis and treatment (Shi et al., 2011). More realistic and complex models 

consisting of many physiological parameters (Steinman, 2002) can simulate precise flow 

conditions within the artery. However, identification of the model parameters for these 

complex models is much more difficult, and is usually not practical with the common 

measurements available in the ICU.  

In contrast, simpler models require less information to identify model parameters. However, 

they can produce inaccurate results due to the assumptions being made and fewer number of 

model parameters available to capture the dynamics in the measured data (Westerhof et al., 

2009). For a model to be useful and practical in the ICU, the complexity of the model must be 
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adjusted according to the available clinical measurements, as well as able to capture the 

clinically relevant observed dynamics   

Aortic pressure measurements are clinically available in the ICU and converting aortic pressure 

to aortic flow allows absolute values of SV to be determined. The continuous waveform signal 

of the pressure measurements enables beat-to-beat estimation of SV, and thus, offers an 

advantage over conventional, discrete estimates of CO from indicator-dilution methods 

(Cousins and O'Donnell, 2004) or echocardiography (Slifka and Whitton, 2000). Identifying 

SV continuously provides more detailed SV dynamics, particularly in transient cases showing 

the effect of evolving patient condition and/or response to clinical interventions. 

One of the most frequently used models in relating arterial pressure to flow is the three element 

Windkessel model introduced by Westerhof et al. (2000). The model consists of characteristic 

impedance, systemic resistance, and compliance of the artery. In many current applications, 

the model parameters are calibrated using discrete estimates of CO combined with area under 

the systolic pressure curve (Rivers et al., 2001) or from physical/demographic information 

(Marik, 2013). These methods calculate characteristic impedance, which is then used to 

continuously estimate the total amount of flow within the artery.  

Despite the model having three elements, commercial devices often use characteristic 

impedance as the calibration parameter (Butlin, 2008, Metafratzi et al., 2002), and systemic 

resistance and compliance are then the model output. This approach is used because all three 

elements contribute to the shape and magnitude of the systolic pressure curve (Parker et al., 

2012), and unless the magnitude of the pressure components corresponding to each parameter 

are known, the model parameters cannot be calibrated correctly. With the analogy of three 

element Windkessel model alone, separating the pressure due to each model parameter 
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component requires extra information on vascular properties in addition to pressure, and as a 

result, the method becomes less practical in the ICU. 

The aortic model combining a three element Windkessel model and the reservoir-excess 

hypothesis proposed by Wang et al. (2003) provides the ability to decompose the aortic 

pressure waveform into two components: 1) reservoir pressure representing the energy 

stored/released by the compliance; and 2) excess pressure representing the excess amount of 

work provided by the ventricle to accelerate blood. This decomposition is done using the 

information obtained from the diastolic pressure decay curve, and does not require extra 

information in addition to the measured pressure waveform. Thus, the combined model is 

suitable for clinical use and allows parameters, such as resistance and compliance, to be 

calibrated for the beat-to-beat estimation of SV.    

This chapter analyses this combined aortic model to estimate SV from the aortic pressure 

waveform by calibrating and fixing different Windkessel parameters. First, the aortic model 

and the method involved in separating the aortic pressure waveform into reservoir and excess 

pressure are presented. Second, the equations relating SV, the reservoir/excess pressure 

component, and the Windkessel model parameters are described. Finally, the accuracy of SV 

estimated using different calibration parameters is investigated and compared to the traditional 

characteristic impedance method. Bland-Altman plots are presented for each case to assess 

accuracy, error, and bias, and the results are discussed.  
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4.2 Method 

4.2.1 Aortic Model 

The reservoir-excess pressure theory was used to analyse measured aortic pressure. The theory 

interprets the measured pressure as the sum of two pressure components, reservoir pressure, 

Pres, and excess pressure, Pex, as shown in Equation 4.1. 

Pao(t) = Pres(t) + Pex(t) (4.1) 

Reservoir pressure represents the pressure components generated from compliance of the artery, 

and by this definition, the time dependent reservoir pressure, Pres(t), can be expressed as a 

function of volumetric compliance, Cv (= dV/dPres), and changes in aortic compartment volume, 

(dV/dt), yielding: 

�����(�)�� = 	�����(�)�� ���� = 1�� 	��� (�) −	�"#$(�)%																																																																			(4.2) 
Where Qin(t) and Qout(t) are flow entering the aortic compartment from the left ventricle and 

flow leaving the aortic compartment, respectively.  

Wang et al also validated proportionality between each pressure component, flow dynamics in 

the aorta, and Windkessel model parameters (Tyberg et al., 2014, Wang et al., 2003):  

����(�) −	�'() = ��"#$(�)         (4.3) 

��*(�) = +,"�� (�)                      (4.4) 

Where R, Zao and Pcvp are systemic resistance, aortic characteristic impedance and central 

venous pressure, respectively.  
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In this analysis, Pcvp was assumed 8mmHg for all pigs representing a typical population value 

(Westerhof et al., 2015b). In addition, central venous pressures were measured in pigs 

administered endotoxin to induce sepsis and the average measured pressure were 

approximately 8mmHg. Substituting these relationships into Equation (4.2), the differential 

equation relating Pres, Pex, and the three element Windkessel model parameters, R, Zao, Cv, can 

be written:  

�����(�)�� = 	��*(�)+,"�� 	− 	����(�) −	�'()��� 																																																																																											(4.5)	 
Applying the initial condition Pres(0)= Pao(0) at the beginning of a heartbeat, Equation (4.5) 

can be solved for Pres(t) over one cardiac cycle (Kamoi et al., 2014): 

����(�) = 	 ./(012)$ 34.(012)$5$
6

�7�,"(�8) 9 :�'()%��8 9	�,"(0)<																																				(4.6) 

Where α=1/ ZaoCv and β=1/RCv.  

The electrical circuit analogy of the aortic model used in this study is shown in Figure 4.1.  

 

Qin 

Pao Pres 
Pcvp 

Qout   Zao 

R 

C

Figure 4.1 – Electrical analogy of the aortic model used in this study. The currents represents 

the blood flow through the artery (Qin and Qout). The node voltage represents different pressure 

components (Pao, Pres, and Pcvp). The electrical components represents the Windkessel elements 

(R, Zao, and Cv). In this case, the ground/reference voltage represents atmospheric pressure. 
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4.2.2 Reservoir-Excess Separation 

The separation method involves analysing the pressure decay in the diastolic period of the 

aortic pressure waveform. In diastole, the pressure decay is assumed to result only from the 

release of energy stored by aortic compliance during systole. Thus, the measured aortic 

pressure waveform in diastole represents the reservoir pressure. This condition is defined: 

Pres(td<t<tf) = Pao(td<t<tf) (4.7) 

Where td and tf are the aortic valve closure time and total time for one cardiac cycle, respectively. 

Applying this diastolic condition to Equation (4.5) and solving the ODE for diastole, a 

simplified equation for Pres in diastole can be written: 

cvp
RCv

tt

cvpdaofdres PePtPtttP
d

+−=≤≤
−

−
)(

))(()(  (4.8) 

In this form, the only unknown parameter in the equation is 1/RCv, which is β in Equation (4.6). 

Performing regression between the measured aortic pressure decay and pressure decay 

calculated using Equation (4.8), the parameter value for 1/RCv can be identified. Once the 

parameter value 1/RCv (or β) has been identified for a given heartbeat, this value is substituted 

into Equation (4.6) to solve Pres for the entire heartbeat.  

For the identification of 1/ZaoCv, another physiological condition was applied. At end systole 

(td), ventricular hydraulic force equals aortic reservoir force pushing against the ventricle. This 

equilibrium of force initiates aortic valve closure. Hence, maximum reservoir pressure will not 

exceed measured pressure at td. This condition is defined: 

Max(Pres) ≤ Pao(td) (4.9) 
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Using constraints in Equation (4.8) and (4.9) with the identified parameter, 1/RCv, the 

parameter value 1/ZaoCv can be identified by regression between Equation (4.6) and measured 

diastolic decay. An example of the resulting separated pressures, Pres and Pex, obtained from a 

measured aortic pressure waveform using this method is shown in Figure 4.2. 

 

Figure 4.2 – Example of separated aortic pressure waveform. Calculated reservoir pressure 

Pres (red line), excess pressure Pex (shaded grey area), and measured Pao (black line). End 

systolic point, or duration systole, td, is indicated by blue plus mark. 

 

4.2.3 Detection of End Systolic Point 

Identification of the end systolic point (ESP) illustrated in Figure 4.2, is required for reservoir-

excess separation. In this analysis, the ESP was identified as the maximum negative gradient 

point on the aortic pressure waveform (Abel, 1981). However, this condition alone was not 

enough to reliably detect ESP for typically measured aortic pressure waveforms, which can 

have multiple inflection points, and thus, multiple minima in the dP/dt waveform. An example 

is shown in Figure 4.3, which has two possible ESPs that can be found with the typical approach. 
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Figure 4.3 – Detected minimum gradient point (blue +) and detected end systolic point using 

the modified function (red x) on a single beat pressure waveform. Top Panel: measured 

pressure waveform having multiple descending inflection points. Second Panel: pressure 

gradient dPmeasured / dt and detected global minimum, shown as blue cross. Third Panel: Weight 

function WF(t) applied to dPmeasured / dt. Bottom Panel: Modified function showing product of 

dPmeasured / dt and WF(t), where the red cross shows the identified location of the end systolic 

point. 
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Figure 4.3 shows local and global minimum gradient points. In this specific case, the correct 

location of the ESP would be the second maximum negative gradient point in the pressure 

curve, and not the global minimum of dP/dt point. To avoid false detection of the ESP, a generic 

weight function (WF) was applied to the gradient of the pressure curve, as shown in the third 

panel of Figure 4.3, and defined: 

>?(�) = @0.5	 − A0.5 −	B� ∗ �60 ADE 																																																																																												(4.10) 

FG� = 	HIJ @��K�,�#��L�� >?(�)D																																																																																														(4.11) 
Where HR is the heart rate, and t is time in seconds.  

This WF applies a greater weighting to points near the midpoint of the cardiac cycle and thus, 

enhances minima in the expected ESP location. This procedure is illustrated in lower two 

panels of Figure 4.3. The identified ESP using the method as illustrated in Figure 4.3 is used 

for parameter identification of 1/RCv and 1/ZaoCv. 

4.2.4 Stroke Volume Estimation 

To estimate aortic flow from the separated pressure components, Pres and Pex, one of the 

Windkessel model parameter must be calibrated or fixed using a discrete measurement of SV 

or estimated from physical characteristics. In this analysis, the first 10 beats of experimentally 

measured left-ventricular SV values for each pig were used to calculate a pig-specific value of 

R, Cv, and Zao. The calculated parameter values for each beat were then averaged. The 

calculation of these parameter values for each of the Windkessel model elements are defined: 
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�',M 	= 	3N 1G�� 4(����(�) − �'())��
$O
$P

Q6
�RQ < 10S 																																																																										(4.12) 

 �(,',M 	= 	U∑ W�X	YZX[\]^XOX\[� (_̀ \a($)/_bcd)L$^O^P
Q6�RQ e 10f 																																																																																					(4.13) 

+,",',M 	= 	3N 1G�� 4 ��*(�)��
$O
$P

Q6
�RQ < 10S 																																																																																							(4.14) 

The subscript cal refers to calibrated parameter. Equations (4.12) and (4.14) can be obtained 

by rearranging Equation (4.3) and (4.4), respectively, and taking the integral of the flow, which 

is SV. Equation (4.13) can be obtained by combining Equation (4.12) with the identified 

parameter 1/RCv from Equation (4.8).  

Using these calibrated parameters, three different estimations of SV can be calculated per 

heartbeat, each representing estimated SV using one of the calibration parameters above. The 

equations for each SV are calculated: 
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The analysis examines the accuracy of each of SV estimates, and thus investigates if some of 

the calibration parameters perform better than the others depending on the cardiovascular 

conditions and/or clinical interventions. More specifically, is there a better or best choice of 

which of the three calibration parameters of equations (4.12) – (4.14) to use in general for given 

clinical scenarios. 

4.2.5 Traditional Characteristic Impedance Method 

The traditional method calibrates characteristic impedance using the entire (unseparated) area 

under the pressure curve (Butlin, 2008). The equation for parameter calibration with this 

method: 

+,"($�,L),',M 	= 	3N 1G�� 4 �,"(�)��
$O
$P

Q6
�RQ < 10S 																																																																													(4.18) 

In this traditional method, the entire pressure component is assumed to represent the ventricular 

flow instead of only the excess component.  The difference in interpretation of the systolic 

aortic pressure is still inconclusive (Murgo et al., 1980, Hughes et al., 2012). However, the 

theory of Wang et al allows estimation of changes in pressure components from aortic 

compliance, and provides the possibility of improving the estimation of SV. In this study, Wang 

et al work is assumed to be correct and compares the accuracy to the SV estimation with entire 

systolic pressure as a flow component. 

Given the calculated pig-specific impedance value using Equation (4.18), the traditional 

method estimates SV: 

∫=
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calao(trad),

                                                                                              (4.19) 
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4.2.6 Data Analysis 

In this analysis, porcine experimental data from Chapter 3 were used, as detailed in Section 

3.2.1 and 3.2.2. However, Pig 1 and Pig 4 were excluded from the analysis because Pig 1 did 

not have baseline measurements and Pig 4 had multiple catheter disturbances/failures during 

the experiment. For all other pigs, continuous experimental data was used to estimate SV, and 

analyse its accuracy to the admittance catheter direct measurements. 

For the dobutamine pigs, the experiment involved administration of five rapid saline boluses 

of 180ml up to a total of 900ml, except for Pig 6 where a total of 720ml of saline solution was 

given. After fluid admistration, the pigs received a continuous infusion of dobutamine at a rate 

of either 2.5 or 5µg/kg/min. In Pigs 5 and 6, further administration of a 180ml rapid bolus was 

given while continuing the dobutamine infusion. 

For the induced sepsis pigs, the experiment involved slow infusion of 400ml saline solution, 

then a single infusion of endotoxin (lipopolysaccharide from E. Coli, 0.5 mg/kg) injected over 

30 minutes. For Pig 7, a further administration of 400ml saline solution were given and for Pig 

8, 400ml saline solution was given twice to total 800ml. 

For all of pigs, RM were performed between each intervention. The summary of interventions 

made for each pig is given in Table 4.1. The overall experiment ensures a wide range of 

hemodynamic conditions, and thus a wide range of SVs might be expected.  

As described in Section 3.2.1, two aortic pressure measurements were made in the porcine 

experiments, which are aortic arch and abdominal aortic pressure waveforms. In this analysis, 

a measured continuous abdominal aortic pressure waveforms, Pabao, was used for reservoir-

excess separation. The continuous waveforms were first split into individual heart beats for the 
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beat-to-beat pressure contour analysis. For each beat, a reservoir-wave separation was applied 

and each pressure components were identified. Calibration parameters were then calculated 

using Equations (4.12) – (4.14) for the aortic model and Equation (4.18) for the traditional 

method. Finally, the resulting four estimations of SV per beat are made using Equations (4.15) 

– (4.17), and (4.19). 

Table 4.1 - Summary of interventions made for each pig in the experiment. 

Pig 

No 

Volume Expansion  Dobutamine 

(µg/kg/min) 

Endotoxin 

(mg/kg) 

Dobutamine/Endotoxin 

+ 

Volume Expansion 

Dobutamine Pigs 

 180ml 360ml 540ml 720ml 900ml 2.5 5 180ml 

2 � � � � � × � × 

3 � � � � � × � × 

5 � � � � × � × � 

6 � � � � � × � � 

Sepsis Pigs 

 400ml 0.5 400ml 800ml 

7 � � � × 

8 � � � � 

4.3 Results 

4.3.1 Identified Parameters and Investigated Range of Windkessel 

Parameters  

The identified parameters RCv and ZaoCv from Equation (4.6), and the number of heart beats 

analysed for each pig are presented in Table 4.2. Table 4.3 shows the range of Windkessel 

model parameters obtained for each pig by forward simulating Equations (4.15) – (4.17) and 

(4.19), and using the measured left ventricular SV value. It can be seen that vasodilatory effect 

of dobutamine decreased systemic resistance, R, in all pigs and increased aortic compliance, 

Cv, in 3 of the pigs. The characteristic impedance, Zao, derived by the traditional method and 
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by using the excess pressure approach had the same trend of decreased values for dobutamine 

and increased value for the endotoxin cases. 

Table 4.2 – Summary of identified parameters RCv, ZaoCv, and number of heart beats analysed 

for each pig. Data are presented as the median [5th – 95th percentiles]. 

Pre-dobutamine/Sepsis period 

Pig No RCv (s) ZaoCv (s) No Heart Beats 

Pig 2 2.75 [2.30 – 3.32] 0.16 [0.13 – 0.21] 1944 

Pig 3 1.22 [0.99 – 1.46] 0.10 [0.09 – 0.12] 3920 

Pig 5 1.77 [1.39 – 2.29] 0.11 [0.09 – 0.17] 2427 

Pig 6 1.11 [0.58 – 1.34] 0.21 [0.08 – 0.24] 1723 

Pig 7 1.65 [1.25 – 2.06] 0.22 [0.15 – 0.25] 762 

Pig 8 0.96 [0.82 – 1.30] 0.21 [0.18 – 0.25] 762 

Dobutamine RM 

Pig 2 2.30 [1.69 – 3.30] 0.13 [0.10 – 0.17] 1012 

Pig 3 0.89 [0.74 – 1.04] 0.12 [0.10 – 0.14] 1025 

Pig 5 1.82 [1.45 – 2.21] 0.12 [0.10 – 0.14] 630 

Pig 6 0.57 [0.40 – 0.75] 0.11 [0.06 – 0.15] 728 

Endotoxin RM 

Pig 7 1.22 [1.03 – 1.63] 0.24 [0.18 – 0.28] 663 

Pig 8 1.20 [0.95 – 1.94] 0.21 [0.15 – 0.34] 808 

 

Table 4.3 – Investigated range of Windkessel parameters R, Cv, Zao, and Zao(trad) for each pig. 

Data are presented as the median [5th – 95th percentiles]. 

Pre-dobutamine/Sepsis period 

Pig No R (mmHg.s/ml) Cv (ml/mmHg) Zao (mmHg.s/ml) Zao(trad) (mmHg.s/ml) 

Pig 2 3.87 [3.27 – 5.08] 0.70 [0.54 – 0.89] 0.24 [0.15 – 0.36] 2.08 [1.54 – 2.83] 

Pig 3 3.77 [2.70 – 5.15] 0.31 [0.24 – 0.46] 0.31 [0.22 – 0.47] 2.41 [1.53 – 3.49] 

Pig 5 2.44 [1.95 – 2.95] 0.73 [0.59 – 0.90] 0.16 [0.12 – 0.21] 2.06 [1.47 – 2.82] 

Pig 6 1.25 [1.02 – 1.51] 0.95 [0.76 – 1.17] 0.23 [0.19 – 0.28] 0.95 [0.80 – 1.15] 

Pig 7 0.67 [0.55 – 0.78] 2.39 [1.90 – 2.83] 0.09 [0.07 – 0.10] 0.43 [0.38 – 0.49] 

Pig 8 0.89 [0.79 – 1.27] 1.11 [0.93 – 1.34] 0.19 [0.17 – 0.24] 0.74 [0.68 – 1.08] 

Dobutamine RM 

Pig 2 3.03 [2.56 – 4.63] 0.72 [0.48 – 1.06] 0.16 [0.13 – 0.34] 1.52 [1.24 – 2.83] 

Pig 3 1.25 [1.53 – 3.49] 0.72 [0.48 – 0.97] 0.17 [0.12 – 0.22] 0.86 [0.70 – 1.26] 

Pig 5 2.06 [1.47 – 2.82] 0.87 [0.52 – 1.34] 0.13 [0.09 – 0.21] 1.15 [0.74 – 1.71] 

Pig 6 0.95 [0.79 – 1.25] 0.62 [0.47 – 0.78] 0.18 [0.10 – 0.26] 0.95 [0.70 – 1.42] 

Endotoxin RM 

Pig 7 0.64 [0.56 – 0.74] 1.82 [1.63 – 2.20] 0.13 [0.11 – 0.15] 0.52 [0.47 – 0.58] 

Pig 8 1.34 [1.16 – 1.60] 0.88 [0.73 – 1.03] 0.23 [0.16 – 0.26] 1.13 [1.01 – 1.36] 

 



70 

 

4.3.2 Calibrated Parameter Values 

Table 4.4 shows the pig-specific calibrated parameters calculated from Equations (4.12) – 

(4.14) and (4.18), using the first 10 measured SV values. It can be seen that calibrated 

parameters varied widely between subjects, for all of the parameters. This inter-subject 

variability suggests that using a generic population and/or demographic value could produce 

large errors in the estimation of SV for any specific subject, although relative trends might be 

unaffected. 

Table 4.4 – Calibrated parameters R, Cv, Zao, and Zao(trad) used for the estimation of SV in each 

pig. 

Pig No R (mmHg.s/ml) Cv (ml/mmHg) Zao (mmHg.s/ml) Zao(trad) (mmHg.s/ml) 

Pig 2 3.32 0.67 0.28 2.02 

Pig 3 2.82 0.31 0.30 1.99 

Pig 5 1.66 0.78 0.17 1.06 

Pig 6 1.02 1.01 0.21 0.85 

Pig 7 0.55 2.39 0.08 0.38 

Pig 8 0.89 1.00 0.20 0.74 

 

4.3.3 Bland-Altman Results  

The accuracy of SV estimated from Equations (4.15) – (4.17) and (4.19) using each of the 

calibrated parameters in Table 4.4 were analysed with Bland-Altman plots. Figure 4.4 displays 

four Bland-Altman plots for each pig showing the accuracy of each calibration method. 

Summary results showing the bias, and the 95% interval, as well as the average 95% range for 

all pigs are presented in Table 4.5. It is clear that there are significant differences in error for 

each calibration method, and that the error distributions shown are not necessarily normally 

distributed.
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        Pig 7            Pig 8 

 

Figure 4.4 – Bland Altman plots showing agreement between measured and estimated SV for different calibration parameter. Pre-

dobutamine/sepsis periods are shown with blue dots, and Post-dobutamine/endotoxin are shown with red dots. black dashed line showing the bias 

and 2.5th – 97.5th percentile and right panel showing the error distribution between measured and estimated SV values 
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Table 4.5 – Summary of Bland-Altman analysis showing bias, 95% interval, and average 95% 

range for each parameter. Data are presented as the bias [2.5-97.5th percentiles]. The calibration 

parameter having the best 95% range accuracy is shown in red. 

 Calibration Parameter (ml) 

Pig No R (mmHg.s/ml) Cv (ml/mmHg) Zao (mmHg.s/ml) Zao(trad) (mmHg.s/ml) 

Pig 2 -4.8[-16.2 – 5.7] -1.3[-13.2 – 10.6] 6.6[-9.6 – 16.5] 2.0[-11.5 – 11.0] 

Pig 3 -5.5[-13.1 – 13.1] 0.5[-5.5 – 13.4] 1.0[-8.7 – 11.4] -1.8[-11.1 – 13.9] 

Pig 5 -13.5[-22.9 – 0.9] -1.8[-11.2 – 10.2] 1.6[-10.5 – 10.7] -6.8[-19.3 – 6.0] 

Pig 6 -5.9[-14.5 – 1.4] -14.7[-37.7 – 0.6] -0.3[-8.0 – 11.2] 0.0[-8.5 – 6.5] 

Pig 7 -14.6[-26.4 – 3.3] -14.8[-35.0 – 11.8] -14.7[-46.9 – 10.4] -15.9[-30.9 – 0.0] 

Pig 8 -7.3[-12.1 – 0.5] -1.6[-8.7 – 5.9] -0.1[-6.0 – 3.5] -4.6[-10.7 – 1.9] 

 Average 95% range (ml) 

 20.60 27.31 25.55 21.89 

 

4.3.4 Effect of Dobutamine and Sepsis on Aortic Pressure  

The Bland-Altman analysis showed different accuracy for each of the calibration parameters. 

However, the optimal calibration parameter needs to be selected from clinically available 

surrogates.  To analyse the relationship between the optimal parameter and observable data, 

changes in identified parameters RCv, ZaoCv, and lower abdominal pressure, Pabao, from 

dobutamine/sepsis are shown in Table 4.6. The relative changes were calculated by mean (pre-

dobutamine/endotoxin) minus mean (post-dobutamine/endotoxin) divided by mean (pre-

dobutamine/endotoxin). 

Table 4.6 – Effect of dobutamine and sepsis on clinical measurements. Relative change in Pabao, 

RCv, and ZaoCv are shown. 

Pig No ∆Pabao (mmHg) ∆RCv (s) ∆ZaoCv (s) 

Pig 2 -0.01  -0.16 -0.18 

Pig 3 -0.49 -0.26 0.19 

Pig 5 -0.10 0.02 0.06 

Pig 6  0.46 -0.48 -0.48 

Pig 7 -0.08 -0.26 0.10 

Pig 8 -0.02 0.25 0.03 
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4.4 Discussion 

4.4.1 Accuracy of Different Calibration Parameter 

Table 4.5 and Figure 4.4 show optimal calibration parameters for estimating SV can be 

different for each pig. Pigs 2 and 7 had the best accuracy with R, Pig 3 was with Cv, Pigs 5 and 

8 were Zao, and Pig 6 was best with the traditional method. This variability is due to dobutamine 

and endotoxin having different effects for each pig, even while the overall effect was broadly 

the same. Such inter-subject variability in response to care and/or dysfunction is typical. 

As can be seen in Table 4.2, the degree of changes in Windkessel parameters depends on the 

individual response to intervention. The calibration parameter having the least changes 

produced greater accuracy for SV estimation. Overall, calibrating R with reservoir pressure 

showed the best overall 95% range accuracy, as R was the most stable parameter compared to 

other Windkessel parameters within these data. 

Table 4.6 shows the impact on the abdominal pressure waveform and its characteristics, Pabao, 

RCv, and ZaoCv, from dobutamine and endotoxin. The changes in Windkessel parameter values 

cannot be identified without SV, and thus, optimal calibration parameters must be selected 

from observable data. Pigs having relatively low changes in Pabao before and after 

dobutamine/endotoxin had better accuracy calibrating with R or Zao. Within the pigs having 

low Pabao changes, calibrating R had higher accuracy when Pabao and RCv had the same trend, 

and Zao when relative changes in ZaoCv was low. Pigs 3 and 6 having large variations in Pabao 

showed better results with compliance and traditional method, respectively.  

There were potential relationships between measurable parameters Pabao, RCv, ZaoCv, and 

optimal calibration parameters. However, data from six pigs was not enough to identify strong 

patterns, and the physiological reasons behind these relations cannot be revealed until the 
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tendency shown in Tables 4.5 and 4.6 can be confirmed with larger sets of data. Further 

investigation is thus required to identify the relationships between different aortic pressure 

contours and stability of Windkessel parameters. 

4.4.2 Comparison with the Traditional Method 

Bland-Altman analysis in Figure 4.4 showed SV estimation from aortic pressure waveform can 

be improved using the method described in this chapter. Five out of six pigs had higher 

accuracy than the traditional method. However, when sub-optimal parameters were chosen, 

accuracy can be significantly worse as it can be seen in Pig 6 using Cv and Pig 7 using Zao and 

Cv. 

The traditional method of analysing the entire systolic pressure may work better under normal 

homeostasis. All three Windkessel model parameters contribute to the shape of systolic 

pressure curve, and baroreceptor regulation changes these parameters to maintain mean arterial 

pressure (Kougias et al., 2010). In such cases, SV stays relatively constant with the combination 

of parameter changes, and fixing one of the Windkessel parameter worsens the accuracy of SV 

estimation. On the other hand, errors are minimised when using one variable to represent the 

entire systolic pressure. 

In the ICU, patients suffer from a diverse range of cardiovascular dysfunctions (Goldhaber and 

Elliott, 2003a, Goldhaber and Elliott, 2003b, Gowda et al., 2008, Landgarten et al., 2000), and 

abnormal homeostasis (Thames et al., 1993, La Rovere et al., 2008), all of which can vary 

significantly over time. Patient-specific arterial properties are constantly fluctuating from these 

conditions, and by providing a method that can be adjusted according to the given conditions, 

the approach presented can adopt and provide better results. The method can also be improved 

by combining known mechanisms of action of drugs used (Overgaard and Dzavik, 2008, 
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Scholz, 1984) via a pharmacokinetics/dynamics model, and/or the known impact on vascular 

properties from various dysfunctions (Bonate and Steimer, 2006).  

The SV estimation method described in this chapter requires further analysis detailing the 

identification method for optimal calibration. Although the R calibration showed the best 

overall accuracy, the result may change with more data and thus conclusions cannot be drawn 

with the current data. However, the method shows the possibility and means of improving the 

accuracy of SV estimation and enhances the current understanding of arterial mechanics. 

4.4.3 Limitations 

The clinical applicability of the presented method is limited to patients having aortic pressure 

measurements. In most cases, radial arterial catheters are used for ICU patients requiring 

continuous blood pressure monitoring and aortic catheters are rarely used. However, arterial 

catheterization sites are determined by the perceived risk-to-benefit ratio. Thus, increasing the 

benefit from using aortic pressure waveforms may reverse this trend, turning potential risk into 

benefits (Cousins and O'Donnell, 2004). Additionally, models for estimating aortic pressure 

from radial arterial pressure may be developed in future, which would enhance the clinical 

applicability of this approach.  

Another limitation is the inability of the method to capture Windkessel model parameter 

dynamics. Information on systemic resistance, compliance, and impedance are clinically 

important for diagnosis and treatment. Alterations in these parameters help clinicians unmask 

hidden dynamics and interactions in evolving patient condition (Dart and Kingwell, 2001). 

Despite its usefulness, the aortic model is structurally non-identifiable without the value of SV, 

and consequently, all of the model parameters cannot be uniquely identified using information 

from single pressure waveform alone, which led to the fixed calibration parameter approach 
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presented. To overcome this limitation, an extended aortic model is conceptualized and 

validated in Chapter 5.   

4.5 Summary 

The aortic model and reservoir-excess pressure separation method presented in this chapter 

allowed systemic resistance R and compliance Cv in the three element Windkessel to be 

calibrated for the estimation of SV using aortic pressure waveform. The method showed higher 

SV estimation accuracy can be achieved compared to the traditional method when optimal 

calibration parameters can be used. In addition, information from clinical data could potentially 

be used to identify the optimal calibration parameter for a specific condition, but with the 

limited number of pigs analysed, the strength of the relation could not be assessed in this study.  

The presented method needs to be improved with more clinical data, covering various 

cardiovascular conditions. With larger data sets, a robust identification method can be formed 

for optimizing calibration. Thus, the model has the potential for improving SV monitoring 

system and diagnosis/treatment of cardiovascular dysfunctions in the ICU.
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Chapter 5: Stroke Volume Estimation 

using Aortic Pressure Waveform and Pulse 

Wave Velocity 

This chapter extends the aortic model presented in Chapter 4 by incorporating PWV 

measurement to improve continuous SV estimation. The subject-specific aortic dimension is 

calibrated instead of initially calibrating and fixing one of the Windkessel model parameters. 

This approach enables changes in systemic resistance, aortic compliance, and impedance to be 

determined. The water-hammer equation, with a physiological relationship identified between 

ventricular ejection time and aortic area, is used to calculate beat-to-beat characteristic 

impedance. Continuous SV is then estimated using the identified value of characteristic 

impedance with the excess component of the aortic pressure waveform. The accuracy of 

identified physiological parameters and estimated SV values are analysed, in comparison to 

directly measured values. 

5.1 Introduction 

The aortic model presented in Chapter 4 calibrates and fixes one of three specific Windkessel 

model parameter values to estimate SV. This approach prevents changes in one of systemic 

resistance, aortic compliance, and impedance from being captured. However, as seen in 

Chapter 4, all three parameters are clinically important and equally necessary to minimize the 
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SV estimation error. In particular, in the ICU, changes in the hemodynamic state are expected 

and assuming constant hemodynamic parameters may not be suitable for patients undergoing 

significant physiological changes (Bein et al., 2007, Bendjelid, 2009). Inaccurate surrogate 

measures of SV and/or its trends in response to care and condition could lead to misdiagnosis, 

incorrect clinical treatment/decisions, and/or misinterpretation of patient response to therapy. 

Therefore, there is a need for accurate and robust methods of estimating SV that are reliable, 

even when hemodynamic properties are evolving rapidly. 

This chapter presents a method for estimating dynamic Windkessel parameter values using 

measurements of aortic pressure and PWV, thus eliminating the limitation of requiring a 

constant Windkessel model parameter in Chapter 4. The value of PWV and calibrated aortic 

dimension are used to identify beat-to-beat aortic characteristic impedance with the water-

hammer equation. The identified time-varying impedance value is then used to estimate SV 

with the excess pressure component. The distinct difference between this approach and the 

method used in many commercial SV monitors (Gödje et al., 2002, Porhomayon et al., 2012b) 

is that PWV measurements are used to improve the capacity of pressure contour analysis. 

Pressure contour analysis has traditionally been purely based on the geometry of the pressure 

waveform alone (Esper and Pinsky, 2014). Consequently, the weaknesses associated with 

monitoring SV were always found during hemodynamic instability (Camporota and Beale, 

2010). However, it is hemodynamic instability that is the exact point where monitoring SV 

becomes essential to patients.  

To overcome the limited information available solely from pressure measurements, the method 

presented in this chapter couples pressure and PWV measurements to improve the analysis of 

the circulatory system. To investigate the accuracy of the method, Bland-Altman analyses are 
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performed between measured and estimated SV. In addition, correlation coefficients between 

identified Windkessel model parameter values and calculated parameter values using measured 

SV values are analysed to assess trend accuracy. 

5.2 Method 

Porcine experimental data from Chapter 4 was used for this analysis. A measured continuous 

abdominal pressure waveform, Pabao, was used as aortic pressure, and first split into individual 

heart beats for beat-to-beat pressure contour analysis. For each beat, a reservoir-excess 

separation was applied with the new parameter identification method utilising the PWV 

measurement. Aortic characteristic impedance was then calculated by solving the water-

hammer equation. Finally, the excess component of the pressure is used with this calculated 

value of aortic characteristic impedance to estimate beat-to-beat SV. 

5.2.1 Extended Aortic Model   

With the additional information from PWV measurements, the ODE described in Chapter 4 

(Equation 4.5) can be rearranged to include aortic compartment length. The ODE for the 

combined reservoir-excess and three element aortic model is defined: 

�����(�)�� = 	��*(�)+,"�� 	− 	����(�) −	�'()��� 																																																																																											(5.1)	 
Equation (5.1) can be modified using Equation (3.2), derived by Bramwell-Hill, and the water-

hammer equation by relating PWV and ZaoCv (Hughes and Parker, 2009). Aortic volumetric 

compliance, Cv, can be written in the form, Cv=CALao, and thus distensibility is written, D = 

CA/Aao, where CA, Lao, and Aao are compliance per unit length of aorta, aortic length, and aortic 
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cross-sectional area, respectively. The Bramwell-Hill and water-hammer equations can then be 

combined to give: 

g�hHi.jj − BIjj:			�>�E = 	 l,"m�n 																																																																																																(5.2) 
 	

ih�.� − ℎhHH.�:		�>� =	+,"l,"m 																																																																																											 (5.3) 
�>�	," =	 1+,"�� 																																																																																																																																			(5.4) 
Both the Bramwell-Hill and the water hammer equations are derived from conservation of 

momentum for flow within an elastic tube (Butlin, 2008). The equations are derived by 

assuming insignificant change in cross-sectional area and without any reflection of the 

propagating wave. These assumptions may not be true for aorta as cross-sectional area can be 

changed to accommodate approximately 50% of SV (Metafratzi et al., 2002), and aortic 

impedance can vary as the wave propagate away from the ventricle with aorta gradually 

stiffening (Westerhof et al., 2015b). However, obtaining continuous information on changes in 

aortic cross-sectional area and the reflected wave are clinically difficult. Thus, given the 

limitations on clinically available metrics, the relationships given by the Bramwell-Hill and the 

water hammer equations are assumed to be valid for aorta in this work. The relationship given 

in Equation (5.4) can be substituted into Equation (5.1) where the ODE can now be rewritten 

as: 

�����(�)�� = 	�>�	," ��*(�) 	− 	����(�) −	�'()��� 																																																																													(5.5)	 
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The differential equation now includes the value of PWV which can be used to identify the 

subject-specific aortic characteristic length instead of, ZaoCv. This allows a more accurate 

estimation of relative changes in reservoir pressure as aortic length is a constant physical 

parameter. Solving Equation (5.4) with the initial condition of, Pres(0)= Pao(0), at the beginning 

of a heartbeat yields: 

����(�) = 	 ./(012)$ 34.(012)$5$
6

�7�,"(�8) 9 :�'()%��8 9	�,"(0)<																																				(5.6) 

Where, α = PWV/Lao, and β = 1/RCv, respectively. 

5.2.2 Parameter Identification 

Parameter values, Lao and β, were identified from the measured pressure waveform, Pao. The 

diastolic condition given in Equation (4.7) with the value of PWV were used to identify both 

parameters. By performing a grid search for, Lao and β, the discrepancy between Equation (5.6) 

and measured diastolic pressure decay was minimized. An example of the error surface 

produced from a grid search for a single beat is shown in Figure 5.1. 

 

Figure 5.1 – Error surface showing the discrepancy between diastolic Pabao(td<t<tf) and 

calculated Pres with Equation (5.5) using different values of Lao and β. The red line represents 

optimal parameter Lao for a given β. 
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It can be seen in Figure 5.1 that the surface is convex so an optimal value of Lao could be 

identified for each value of β. To identify the most suitable set of parameters, Lao and β, from 

the sets of optimal parameters identified by grid search, further weights were added to the ESP 

to improve practical identifiability (Pironet et al., 2016). The constraints given in Equation 

(4.9) were modified to suit parameter identification for Equation (5.6). At ESP and the aortic 

valve closure time, the blood flow entering the aorta from the ventricle is zero, and 

consequently, the excess pressure at this point must be zero. Implementing this condition, the 

discrepancy between calculated end systolic pressure using the identified optimal sets of 

parameters, and measured end systolic pressure were minimized to select an optimal set of 

parameters, Lao and β, for a given pressure waveform. An example error curve for this 

optimization process is shown in Figure 5.2 

 

Figure 5.2 – The error curve showing the discrepancy between Pabao at ESP and calculated Pres 

at ESP using optimal sets of Lao and β identified by grid search. The red circle shows the 

identified optimal parameter Lao for a given pressure waveform. 

The parameter identification process described above was used for the first 10 beats of the 

experiment for each pig. Once 10 values of Lao were identified for each pig, the values were 

averaged to give a representative Lao for each pig over the rest of the experiment. Lao was held 

constant because this anatomical length is not expected to change with condition.  
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Using this fixed, subject-specific representative value of Lao, β was optimized using the 

condition defined in Equation (4.7) for each heart beat and pressure waveform. The calculated 

Pres for each pressure waveform were then used to determine Pex and, subsequently, used to 

calculate aortic flow and SV. 

5.2.3 Aortic Characteristic Impedance Estimation 

5.2.3.1 Calibration of Aortic Area 

For this analysis, the first 10 beats of measured left ventricular SV values from the admittance 

catheter were used to calibrate Aao for each pig. Identified Pex and measured, SV = � �� $[6 , 

were substituted into Equation (4.4) to calculate Zao. Using these Zao values, Aao were 

determined from Equation (5.4) using a measured value of PWV. In this analysis the density 

of blood was assumed constant at 1050 kg/m3 (Trudnowski and Rico, 1974). The average value 

of Aao for the first 10 beats was used as a subject-specific representative value and to estimate 

aortic characteristic impedance, Zao, for the rest of the experiment. 

5.2.3.2 Relationship between Model derived Aortic Area and Ejection Time 

A previous study identified a relationship between ejection time and PWV (Salvi et al., 2013). 

It showed PWV, influenced by variation in ejection time, may provide inaccurate 

representation of aortic distensibility. Consequently, the changes in aortic characteristic 

impedance, Zao, calculated using PWV and Aao from Equation (5.3) can be effected by this 

factor. To minimize the error in PWV from changes in ejection time, the relationship between 

model derived aortic area, Aao, and ejection time were examined. 

To capture the effect of ejection time on PWV over the course of an experiment, the 

relationship between Aao calculated from Equation (5.3) using the measured SV and ventricular 

ejection time identified from the pressure waveform were analysed. The duration of systole is 
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used as the ejection time in this analysis. Figure 5.3 shows the regression line minimizing the 

geometric mean deviation between relative changes in Aao and the inverse of ejection time for 

all pigs as a percentage change in relation to initial part of the experiment. Regression using 

geometric mean deviation was applied as both parameters were expected to have measurement 

error (Brace, 1977). 

 

Figure 5.3 – Correlation plot showing relationship between relative change in aortic area, Aao, 
and inverse of ejection time. 

The relationship revealed a positive linear correlation between model derived aortic area, Aao, 

and the inverse of ejection time. Assuming Aao is a relatively constant physiological parameter, 

the effect of inverse of ejection time on aortic area, Aao, showed a nearly 1:1 ratio. This 

relationship was applied to calibrate Aao to identify more accurate values of Zao, yielding. 

l,"l,",6 = 	Fp.��IqJ	rIH.6Fp.��IqJ	rIH. 																																																																																																														(5.7) 

+," =	m�>�l,",6 	Fp.��IqJ	rIH.Fp.��IqJ	rIH.6 																																																																																																				(5.8) 
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Where the subscript zero refers to the calibrated value. The calculated aortic characteristic 

impedance, Zao, from Equation (5.8) and Pex from Equations (4.1) and (5.6) were then used to 

estimate SV. 

5.2.3 Stroke Volume and Windkessel Parameter Estimation 

The identified value of Zao from Equation (5.4) and Pex from the measured pressure waveform 

can now be used to estimate beat-to-beat SV for the entire experiment.  

G���$�K,$� = 	 1+,"4 ��*(�)��
$t
6

																																																																																																									(5.9) 

The benefit of the method described in this chapter is that changes in aortic model parameters 

can also be tracked. The identified parameters RCv and ZaoCv for each heart beat combined with 

the estimated values of aortic characteristic impedance from Equation (5.4) allow all model 

parameters to be determined on a beat-to-beat basis. Aortic compliance was identified by, 

Cv=ZaoCv/Zao, and resistance was identified by, R= RCv/Cv.  

The aortic model can now reveal main cardiovascular dynamics responsible for changes seen 

in aortic blood pressure measurements. This ability is very important for correct diagnosis and 

optimizing treatment. Monitoring of the model outputs allow precise titration of fluid, inotropes, 

and vasoactive drugs by providing ‘direct’ physiological response. 

The estimated SV is compared against directly measured SV from the admittance catheter using 

Bland-Altman plots. In addition, the estimated parameter values were compared against 

calculated values from Equations (4.12) – (4.14) using the measured SV. A schematic of 

processes involved for estimating SV with the aortic model is outlined in Figure 5.4.
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5.3 Results 

The identified values of Lao and Aao,0 for each pig are shown in Table 5.1. Table 5.2 summarizes 

the correlation coefficients (R) between estimated Windkessel model parameters and those 

directly calculated using the measured SV value, analysing trend accuracy. Bland-Altman plots 

comparing SV estimated using Equation (5.9) and SV measured from the admittance catheter 

are presented in Figure 5.4. The summary of bias, the 95% interval, and precision accuracy 

calculated as 95% range divided by mean SV for each pig are shown in Table 5.3. In addition, 

time series showing measured and estimated SV in the last RM period, the most distant point 

from calibration and thus a potential worst case, for each pig, are shown in Figure 5.5.  

 

Table 5.1 – Summary of identified parameters, Lao and Aao,0, for all pigs. 

 Pig 2 Pig 3 Pig 5 Pig 6 Pig 7 Pig 8 

Lao (m) 0.88 0.41 0.89 0.91 0.73 0.68 

Aao,0 (mm^2) 201 269 473 163 436 207 

 

Table 5.2 – Summary correlation coefficients (R) between estimated and directly calculated 

Windkessel model parameters. 

Pig No R (mmHg.s/ml) Cv (ml/mmHg) Zao (mmHg.s/ml) 

Pig 2 0.54 0.74 0.62 

Pig 3 0.95 0.93 0.91 

Pig 5 0.76 0.81 0.70 

Pig 6 0.76 0.65 0.51 

Pig 7 0.17 0.58 0.58 

Pig 8 0.87 0.68 0.65 

 

 



90 

 

 

 

S
V

m
e
a
su

re
d
 -

 S
V

e
st

im
a
te

d
 (

m
l)

S
V

m
e
a
su

re
d
 -

 S
V

e
st

im
a
te

d
 (

m
l)

S
V

m
e
a
su

re
d
 -

 S
V

e
st

im
a
te

d
 (

m
l)

S
V

m
e
a
su

re
d
 -

 S
V

e
st

im
a
te

d
 (

m
l)



91 

 

 

 

Table 5.3 – Summary of Bland-Altman analysis for each pig. Data are presented as bias [95th percent interval]. 

Pig No Bland-Altman results (ml) Precision (%) 

Pig 2 -6.8 [-17.7 – 2.2] +27, -34 

Pig 3 1.7 [-1.3 – 4.9] +21, -18 

Pig 5 -3.3 [-9.2 – 2.2]  +22, -23 

Pig 6 -2.7 [-11.4 – 3.9] +22, -31 

Pig 7 -8.5 [-22.4 – 13.2] +33, -21 

Pig 8 -0.0 [-2.7 – 6.7] +33, -14 

Figure 5.5 - Bland Altman plots showing agreements between measured and estimated SV for each pig. Pre-dobutamine/sepsis periods are shown 

with blue dots, and post-dobutamine/endotoxin are shown with red dots. Black dashed line showing the bias, 95th percent interval and right panel 

showing the error distribution between measured and estimated SV values. 
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Figure 5.6 – Time series plot 

showing measured and estimated 

SV in the last RM period of the 

experiment for each pig. Top 

Panel: Measured SV from 

admittance catheter (black line) 

and estimated SV using equation 

(13) (red line). Bottom Panel: 

simultaneously measured airway 

pressure showing PEEP changes 

during recruitment manoeuvers 

RM (blue line). 
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5.4 Discussion 

5.4.1 Accuracy of Windkessel Parameters and SV estimation 

The correlation coefficients shown in Table 5.2 represent the similarity of estimated and 

calculated Windkessel parameter trends using direct SV measurement. The results showed all 

Windkessel parameters can be captured accurately with correlation coefficients above R=0.5 

for all pigs except for systemic resistance, R, in Pig 7. The ability of the method to capture 

aortic characteristic impedance, systemic resistance, and compliance provides great potential 

for not only monitoring SV, but capturing the underlying physiological change that caused 

modification in SV, and thus, improving treatment decisions in critical care. 

The Bland-Altman results in Figure 5.5 and Table 5.3 demonstrate the capability of the method 

to capture the absolute value of SV. Despite all the significant hemodynamic changes made by 

dobutamine and endotoxin, the 95% range was within approximately ±30% for all pigs. Thus, 

these results demonstrate that this method is capable of estimating clinically acceptable 

absolute SV values according to criteria from Critchely and Critchely (1999). 

Trends in response to care and condition may be more important, clinically. The ability of the 

method to capture SV trends is shown in Figure 5.6. The figure shows the last RM period of 

the experiment where one would expect to find the largest difference in the hemodynamic 

conditions as it is furthest in time and condition from any calibration.  It can be seen that PEEP 

induced SV trends were correctly captured in most cases. The method was able to capture both 

‘affected’ and ‘unaffected’ (Pig 3) cases, which has clinical importance in preload assessment 

(Monnet and Teboul, 2013). In addition, SV variability induced from individual breath 

(Shekerdemian and Bohn, 1999) was correctly captured. 
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It can be noted that the method over-estimated the trend for Pig 6, had a large off-set for Pig 7, 

and made incorrect estimation for Pig 2 during PEEP reduction. Pig 6 had an extremely low 

blood pressure, of approximately 45 mmHg at the beginning of the experiment, where the 

method was calibrated and had the biggest change, almost a twofold increase, in the mean 

pressure during the experiment, which can be seen in Table 3.1. In such a case, the method was 

not able to capture the dramatic change in aortic dimension, and thus, deviated from true SV 

value. In Pig 7, the changes in SV from PEEP were accurately captured. However, the 

significant increases in aortic characteristic impedance from endotoxin were incorrectly 

captured. In this case, SV was reduced with the introduction of endotoxin with little 

modification to PWV or ejection time. This effect produced little to no change in model derived 

aortic characteristic impedance, and consequently, created the SV off-set seen in Figure 5.6. 

The error seen in Pig 2 during PEEP reduction was not able to be resolved as the value of 

measured SV remained at a reduced value, while all physiological parameters returned to pre-

RM values. A possible reason for this could be that the SV reduction cause by PEEP changes 

shifted the location of admittance catheter within the ventricle, resulting in measurement error 

of SV. Despite these errors and offsets, the overall SV trends were captured in most of the RM 

period. 

The method described in this chapter still requires improvement in accurately estimating the 

aortic characteristic impedance to minimise some of the errors in these results. Further 

investigations are necessary to determine the sources of error, and thus, appropriate corrections 

can be made to the model. Despite these limitations, the model presented in this chapter showed 

significant improvement compared to the Bland-Altman result shown in Figure 4.4, especially 

in Pigs 3, 5, and 8. In addition, the method overcame the inability to capture time-varying 

Windkessel model parameters, which are clinically essential for correct diagnosis and optimal 

treatment. 
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5.4.2 Pressure Contour Analysis 

There are several methods currently available for estimating continuous SV by pressure 

contour analysis (Montenij et al., 2011). In general, Windkessel models are used and 

parameters involved in the model are identified from the single pressure waveform and/or 

patients’ demographic/physical characteristics (Thiele and Durieux, 2011). The significant 

improvement of the method presented over conventional methods is that PWV measurements 

are integrated into pressure contour analysis to accurately capture the dynamics of time-varying 

model parameters, which are needed to obtain SV more reliably. 

PWV measurements are related to arterial distensibility (Bramwell and Hill, 1922) and relative 

changes within a subject provide additional information on the cause of changes in the 

characteristics of the pressure waveform. A combination of changes in the value of PWV and 

changes in the shape of diastolic pressure decay for a given aortic dimension gives a better 

approximation of the time-varying arterial reservoir function. The reservoir pressure waveform 

estimates the minimum pressure that ventricle must provide to induce flow in to the artery 

(Parker et al., 2012) and is closely related to arterial impedance (Milnor, 1975). By assigning 

the correct components of the pressure waveform to each of the Windkessel parameters, and 

with added data inputs, the method is capable of capturing accurate physiological conditions 

and their changes. 

5.4.3 Estimation of Aortic Dimension 

In this work, the aortic dimension was estimated by assuming the aorta behaved as a simple 

cylindrical tube having uniform properties and pressure along it. In reality, the properties are 

non-uniform and each segment of aorta has different pressure contours. However, to obtain 

such a large amount of information in a clinical setting is impractical, if not impossible. These 

assumptions thus produce error in the estimation of SV, but are necessary in developing a 
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method based on clinically accessible and reasonable measurements.  In the ICU, measurement 

of aortic area could be obtained using echocardiography (Robson et al., 1988) without 

additionally invasive procedures, and its value could be used to calibrate the model without SV 

measurements.  

The identified values of Lao and calibrated values of Aao,0 for each pig are shown in Table 5.1. 

These values represent an estimate of aortic dimensions for a given value of pressure contour 

and PWV. It is largely affected by the absolute value of PWV and SV values used to calibrate 

the method. Since even the reference values are expected to have error of approximately ±20% 

(Peyton and Chong, 2010), the identified values of aortic dimension may not be entirely 

realistic. However, given the large errors of reference values, the resulting values are of use, as 

are the resulting SV values. 

The important part of this calibration is to give an estimate of the dimension under given 

conditions and to use the relative changes in the measurements to track the trends of 

hemodynamic parameters. In a clinical environment, the absolute value of SV is often not of 

great importance. However, the relative changes in SV for different patient conditions and in 

response to therapy is of major clinical significance (Marik, 2013). From this point of view, 

the method has shown the ability to sufficiently track the trends of SV (Fig 5.6) under the 

assumptions made. 

5.4.4 Relationship between Model Derived Aortic Area and Ejection Time 

The identified relationship shown in Figure 5.3 uses Aao derived from Equation (5.2) with aortic 

characteristic impedance calculated using the measured value of SV. In the experiment, true 

aortic diameter was not measured and consequently, the exact rationale behind the relationship 

between aortic area and systolic period was not able to be determined. This limitation is due to 
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the possibility that the relationship may represent correlation between systolic periods with 

other physiological variables. 

Previous studies have identified the relationship between heart rate/ejection time and aortic 

PWV (Lantelme et al., 2002). The relationship can be explained by stiffening of the aortic wall 

due to viscoelastic properties (Salvi et al., 2013). The water hammer equation does not have 

terms to describe the energy loss due to hysteresis of the aorta, and thus could produce incorrect 

values of Zao, in turn affecting estimated SV. 

To identify the exact source of the relationship presented in Figure 5.3, accurate measurements 

of time-varying aortic area are required. Such measurements will produce a stress-strain 

relationship explaining the time-dependent mechanisms associated with arterial 

distensibility/stiffness. However, whether the relationship is due to the viscoelastic properties 

or not, the relationship was still useful in providing an accurate estimation of SV with the 

hemodynamic conditions changed by dobutamine/endotoxin, and thus, it was used for the 

method presented until better data are available in subsequent experiments. 

5.4.5 Limitations 

The experimental data used here involved highly invasive methods to obtain PWV, requiring 

two pressure measurements along the aorta, which is currently uncommon in the critical care 

environment. However, the results from this analysis demonstrates the possibilities for more 

accurate estimation of SV if PWV can be estimated by this approach or a different one. In 

addition, a specially designed double-lumen catheter having two pressure sensor (Harley et al., 

1969) could be used obtain accurate aortic PWV in a non-additionally invasive fashion, 

rendering it more clinically feasible. The aortic arch pressure measurement was used only for 

the purpose of identifying the transit time and the information from its contour was not used. 
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Therefore, this measurement can be replaced with less invasive measurements such as ECG to 

detect another pulse location (Loukogeorgakis et al., 2002). Previous studies show evidence 

for a strong relationship between invasive and non-invasive PWV measurements (Horvath et 

al., 2010), and thus the method is expected to have negligible influence from use of alternative 

PWV measurements. Chapter 8 further discusses and investigates the accuracy of estimating 

PWV using ECG measurements, improving the clinical applicability of the method. 

5.5 Summary 

The method presented in this chapter accurately estimates and tracks SV trends even when 

hemodynamic properties are significantly altered. PWV measurements, which are usually 

available in ICU or can easily be obtained in a non-additionally invasive way, were integrated 

into pressure contour analysis to overcome weaknesses associated with conventional methods 

for estimating SV. The additional information gained by PWV allowed precise estimation of 

Windkessel parameters and thus, accurate estimation of SV. The Bland-Altman plots showed 

SV error of within approximately ±30% between estimated SV and the reference SV across all 

pigs, demonstrating the clinical applicability of the method. In addition, the method requires 

only one calibration per subject offering less workload for beside clinicians and nurses. The 

method presented can track accurate and clinically important changes in patients’ 

haemodynamic state providing essential information for correct diagnosis and optimal care. 
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Chapter 6: Comparison of SV Accuracy 

with PiCCO and Wesseling Models  

This chapter compares the accuracy of SV estimation between the aortic model presented in 

Chapter 5, a nonlinear three-element model developed by Wesseling et al (Wesseling et al., 

1993), and the PiCCO system from PULSION (Oren-Grinberg, 2010). Parameters involved in 

the nonlinear three-element model were identified by minimizing squared error between SV 

values from the admittance catheter/flow probe and the nonlinear model output. SV 

measurements from the PiCCO device were obtained every 12 seconds. In addition, PiCCO 

device was calibrated with thermodilution measurements in between clinical interventions. 

Accuracy of the three techniques is compared using Bland-Altman analysis and estimated SV 

trends from each techniques is discussed. 

6.1 Introduction 

There are many commercial devices available for continuously estimating SV using the 

pressure contour method (Porhomayon et al., 2012a). The most commonly used commercial 

devices are the: PiCCO system (Pulsion, Munich, Germany) (Oren-Grinberg, 2010); LiDCO 

system (LiDCO, Cambridge, UK) (Sundar and Panzica, 2010, Rhodes and Sunderland, 2005); 

and FloTrac system (Edwards Lifesciences, Irvine, CA) (Mayer et al., 2009). PiCCO and 

LiDCO both use indicator dilution measurements to calibrate the model for pressure contour 

analysis. FloTrac on the other hand uses demographic and physical characteristics of a patient 
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to identify values for the model. In general, indicator dilution calibrated systems have greater 

SV accuracy than non-calibrated systems (Hadian et al., 2010). A calibrated system has the 

advantage of correcting the model when estimated SV deviates from indicator dilution 

measurements due to hemodynamic instability or use of inotrope/vasoactive drugs, both of 

which are common in the ICU for patients with poor circulatory function.  

The accuracy of continuously estimating SV with commercial devices has been validated 

against gold standard SV measurements (Bein et al., 2004). However, previous studies show 

contradicting results, varying from good accuracy achieved (Button et al., 2007, Della Rocca 

et al., 2003) to low accuracy when hemodynamic instability is present (Camporota and Beale, 

2010, Bendjelid, 2009). For the calibrated systems, the necessity of frequent calibration during 

(unpredictable) instability suggests clinical impracticality and inaccuracy in continuously 

estimating SV from the arterial pressure waveform (Gruenewald et al., 2011). 

Another widely known pressure contour method is the nonlinear three-element model 

developed by Wesseling et al (Wesseling et al., 1993). The accuracy of the model has been 

assessed in number of papers (Jansen et al., 1990, Jansen et al., 2001, Jellema et al., 1999, 

HARMS et al., 1999) and compared against different methods (De Wilde et al., 2007). Unlike 

the PiCCO and FloTrac systems, the underlying algorithms involved in the pressure contour 

method are fully described in the paper.  

The PiCCO SV measurements were made in Pigs 5 and 6 from the dobutamine experiments 

and Pigs 7 and 8 from the endotoxin experiments. These data allow comparison of accuracy of 

SV estimation using different pressure contour methods. This chapter analyses the accuracy of 

three pressure contour methods, the: 1) PiCCO system; 2) Wesseling model; and 3) aortic 

pressure model developed in Chapter 5. They are compared to the admittance catheter/flow 
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probe direct measurements. Bland-Altman analysis between SV values estimated from three 

methods and measured SV assesses accuracy. Time-series plots demonstrate the trend accuracy 

of each method. 

6.2 Method 

6.2.1 PiCCO Measurement 

Abdominal aortic pressure measurements for the PiCCO device were made by inserting a 

catheter from the femoral artery. The catheter location for the PiCCO was adjusted so that the 

pressure value was similar to that being measured with the other catheter in the abdominal 

aortic pressure. Central venous pressure measurement for the PiCCO system was made by 

inserting a pressure catheter from the jugular vein into the superior vena cava. Saline solution 

for thermodilution calibration measurements were also injected from the central venous 

catheter. 

The PiCCO system was initially calibrated at the start of each experiment after all catheters 

had been placed. Re-calibrations of the PiCCO system were made between each of the clinical 

interventions shown in Table 4.1, ensuring optimal SV accuracy made by the PiCCO for each 

intervention. Each calibration involved administering 15ml of refrigerated saline into the 

central venous catheter and repeating the same process three times. The recorded temperature 

gradient at the abdominal aortic catheter site was used to estimate SV, thus calibrating the 

PiCCO system. 

Continuous SV data from the PiCCO system was exported in MS excel format at the end of 

each experiment. The excel array was converted for analysis using MATLAB. Time on the 
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PiCCO device and Notocord were matched at the beginning of the experiment, so that 

estimated SV from all methods can be analysed on the same time line.  

6.2.2 Nonlinear Three-Element Model by Wesseling 

6.2.2.1 Wesseling Model 

The electrical analogy of the three-element model for the Wesseling model is identical to 

Figure 4.1 without applying the reservoir-excess pressure hypothesis from Wang et al (Wang 

et al., 2003). The Wesseling model uses total systolic pressure minus end diastolic pressure 

level as a systolic area for computing aortic flow. This systolic area is defined: 

�� = 	4(�,"(�) − ��L)
$[
6

��																																																																																																																(6.1) 

Where Pw represents the systolic pressure component used for the Wesseling model, td is the 

end systolic time, Ped is the end diastolic pressure, and Pao(t) is the measured abdominal aortic 

pressure waveform.  

The main difference between the Wesseling pressure contour method and the aortic model 

presented in Chapter 5 is in the method for determining beat-to-beat characteristic impedance. 

The value of aortic area used in the Wesseling model is identified by employing the nonlinear 

pressure dependent aortic area relationship developed by (Langewouters et al., 1984). The 

relationship is also known as the arctangent aortic model, defined: 

l�(�) = lK,* �0.5 9 1
 arctan @� − �6�Q D�																																																																																		(6.2) 
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Where Aw(P) is the pressure dependent aortic area used in the Wesseling model, P is the 

pressure, and the parameters, Amax, P0 and P1 define the characteristics of the aortic area 

function, which is the shape of arctangent function. Amax is the maximum aortic cross-sectional 

area at very high pressure, P0 defines the position of the inflection point on the pressure axis, 

and P1 defines the width between the points at one-half and three-quarter amplitude. The 

parameters Amax, P0, and P1 are defined using patient age and gender. The values and linear 

equations for these relationships are summarized in Table 6.1. 

Table 6.1 – Summary of linear equations used for Amax, P0, and P1 in arctangent aortic model 

(Wesseling et al., 1993). 

Parameter F M 

Amax, cm2 4.12 5.62 

P0, mmHG 72 – 0.89.Age 76-0.89.Age 

P1, mmHG 57 – 0.44.Age 57 – 0.44.Age 

The compliance per unit length of aorta can be identified by differentiating Equation (6.2) with 

respect to pressure, (C = dA/dP). The equation for aortic compliance derived from Equation 

(6.2) is written:  

��(�) = 	 lK,* 
�Q⁄
1 9 �� − �6�Q �E 																																																																																																																		(6.3) 

Where Cw(P) is the Wesseling model aortic compliance. The identified compliance and aortic 

area from Equation (6.2) and (6.3) can be used to calculate aortic characteristic impedance:  

+�(�) = �m (l(�). �(�))⁄ 																																																																																																													(6.4) 
Where Zw(P) is the pressure dependent aortic characteristic impedance used in Wesseling 

model. In this analysis, mean systolic pressure value were used in Equations (6.2) and (6.3) to 
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calculate aortic characteristic impedance for the beat. The calculated aortic characteristic 

impedance is then used to estimate beat-to-beat SV using systolic area defined in Equation 

(6.1), yielding.  

G�� = ��+�(�K�, )																																																																																																																															(6.5) 
Where SVw is the stroke volume estimated from Wesseling model.   

6.2.2.2 Parameter Identification for the Wesseling Model 

The information required for estimating SV using the Wesseling model are the arterial pressure 

measurements, gender, and age. However, the pressure dependent area relationships described 

in Table 6.1 were obtained using human aorta data (Langewouters et al., 1984), and thus, the 

relationship may not be suitable for use in pig data. There are similarities between human and 

porcine cardiovascular systems (Li et al., 2008), but the age and gender related cardiovascular 

changes are expected to be different. 

To overcome this unidentifiable condition for the Wesseling model when using pig data, Amax 

and age were optimized by minimizing squared error between ‘true’ aortic characteristic 

impedance calculated using measured SV and Zw, giving the best possible accuracy for the 

model in this work. The equation for P0 was modified to, P0=74-0.89*Age, taking the middle 

value of male and female. This optimization is described: 

�lK,*, h�.� = h��HIJ�n�{�,,���3 N (+$�#�,� −	��\{^a
�RQ +�,�)E<																																													(6.6) 
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Where Tbeat is the total number of heart beats analysed in an experiment, and Ztrue is the 

calculated aortic characteristic impedance using SV from the admittance catheter/flow probe.  

Grid searches were applied by varying Amax and age from 2cm2 to 8cm2 with 1mm2 resolution, 

and 1year to 125years with 1year resolution, respectively. The range for the grid search covers 

all of the physiological values observed in (Langewouters et al., 1984). The error surface 

obtained from grid searches are shown in Figure 6.1. The results are zoomed in to capture the 

surface around the minimum region.  

 

Figure 6.1 – Error surface produced from Amax and age grid search for each pig. Vertical axis 

on the plots represents sum of squared error between Ztrue and Zw for the entire experiment. 

The error surface for each pig showed multiple combinations of Amax and age could be chosen 

to provide similar total error in aortic characteristic impedance, as shown by blue area in Figure 

6.1. The calculated SV accuracy from any combinations of Amax and age within the blue area 

would be very similar. However, to give the best possible accuracy for the Wesseling model, 
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the Amax and age values giving the minimum error were chosen. Table 6.2 summarises the 

identified values of Amax and age for each pig. 

Table 6.2 – Identified values of Amax and age for each pig from grid search. 

Parameter Pig 5 Pig 6 Pig 7 Pig 8 

Amax,mm2 260 796 315 244 

Age,year 50 121 1 1 

The identified values in Table 6.2 were substituted in Equation (6.2) – (6.4) for beat-to-beat 

aortic characteristic impedance calculation. Using the identified aortic characteristic 

impedance with the systolic pressure area, SV was estimated from the Wesseling model using 

Equation (6.5). The estimated SV were then used for SV comparison. 

6.2.3 Data Analysis 

The estimated SV from the PiCCO system were only obtained every 12 seconds. Thus, SV 

estimated from the Wesseling model and from the aortic model of Chapter 5 were decimated 

to the same sampling frequency. For the decimation, the MATLAB function ‘decimate(fir)’ 

were used, which applies a 30th order Hamming window filter to the original waveform and 

reduces the sampling rate by a chosen factor. The decimated SV waveform from each method 

was then used to compare SV accuracy. 

6.3 Results 

The Bland-Altman plots comparing measured SV and estimated SV using the three methods 

are presented in Figure 6.2. The summary of bias, 95% interval, and the 95% range for each 

pig are shown in Table 6.3. In addition, time series showing decimated SV measurements from 

admittance catheter/flow probe and decimated SV estimated from the three different methods 

are shown in Figure 6.3. 
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Figure 6.2 – Bland-Altman plots comparing agreement between SV from admittance 

catheter/flow probe and SV estimated from three pressure contour methods; 1) PiCCO (red 

cross), 2) Wesseling (green circle), and 3) the aortic model (blue triangle). The bias and 95th

percentile for each comparison are shown with dashed line and error distribution are shown on 

the right panel. 



109 

 

Table 6.3 – Summary of Bland-Altman analysis for each pig and each pressure contour method. 

Data are presented as bias and 95% interval, and precision are presented as 95% range divided 

by mean SV in percentage. 

The Aortic Model 

Pig No Bland-Altman results (ml) Precision (%) 

Pig 5 -5.0 [-11.9 – 1.0] +21, -25 

Pig 6 -2.4 [-11.3 – 1.5] +14, -31 

Pig 7 -8.1 [-23.1 – 11.4] +29, -22 

Pig 8 0.0 [-2.1 – 6.1] +30, -10 

PiCCO 

Pig No Bland-Altman results (ml) Precision (%) 

Pig 5 -0.5 [6.6 – 11.3] +17, -25 

Pig 6 1.8 [-1.5 – 10.8] +31, -11 

Pig 7 23.3 [10.5 – 44.4] +31, -19 

Pig 8 -1.3 [-4.5 – 2.3] +18, -16 

Wesseling Model 

Pig No Bland-Altman results (ml) Precision (%) 

Pig 5 0.2 [-6.8  – 8.7] +30, -25 

Pig 6 2.0 [-2.3 – 9.4] +26, -15 

Pig 7 1.3 [-20.7 – 17.0] +23, -32 

Pig 8 -0.3 [-4.8 – 4.5] +24, -22 
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6.4 Discussion 

6.4.1 Accuracy of Each Method 

The Bland-Altman results from the three different pressure contour methods showed similar 

accuracy across all pigs, as shown in Figure 6.2 and Table 6.3. The accuracy calculated as the 

95% range divided by mean SV were all within ±31%, demonstrating clinically acceptable 

estimates of SV by each method (Critchley and Critchley, 1999). All of the methods were 

capable of capturing SV changes induced by the RMs. However, in some of the RM periods, 

accuracy was reduced, especially in the post-dobutamine periods. The time-series plots in 

Figure 6.3 display the details of possible errors introduced. 
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Figure 6.3 - Time series plots showing SV from admittance catheter/flow probe (measured) 

and estimated SV from three pressure contour methods 1)PiCCO (red line), 2)Wesseling (green 

line), and 3)the aortic model (blue line). Top panel shows decimated SV waveforms in RM 

period after each clinical interventions. Bottom panel shows airway pressure measured by the 

ventilator. PiCCO thermodilution calibration were made in between each clinical interventions 

(vertical black line). 
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SV estimated from the PiCCO and Wesseling model during the dobutamine RM period in Pig 

5 showed decreases in SV estimated with increasing PEEP, while the aortic model and 

admittance SV had minimal change induced by, increasing PEEP in this case, despite 

expectations. The PiCCO and Wesseling model estimate of SV suggest Pig 5 is preload 

responsive as SV variation is achieved with preload changes induced by the RM (Hofer et al., 

2008). On the other hand, SV estimated by the aortic model suggests a non/less-preload 

responsive case compared to pre-dobutamine period. This lack of response was also seen in the 

measured SV from the reference admittance catheter. In clinical situations, this error seen in 

the PiCCO and Wessling model could lead to overloading the patient with extra fluid when the 

patient is no longer fluid responsive (Monnet and Teboul, 2013). Hence, the ability to track the 

measured SV changes is important. 

SV estimated from the three pressure contour methods were different from each other during 

the dobutamine RM period in Pig 6. The PiCCO was able to capture the absolute SV trend 

induced from RM, but was offset by approximately -10ml. The error seen in the PiCCO outputs 

could be due to inaccurate thermodilution calibration made at the start of dobutamine 

administration. It can be seen that this error was removed at the start of the ‘dobutamine+180ml’ 

RM period as another thermodilution calibration was made between the two dobutamine RM.  

The Wesseling model and aortic model both overestimated the SV trends induced by the RM. 

In addition, SV estimated from the aortic model was overestimated by approximately +10ml at 

the beginning and the end of the RM. The overestimation in SV by the Wesseling model and 

the aortic model are due to fixed model parameters. Pig 6 had the most significant increase in 

measured aortic pressure, and consequently, the arctangent model in the Wesseling model and 

a fixed value of the aortic area in the aortic model were not able to capture the dramatic change 

in aortic dimension induced, in this period.  
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The PiCCO estimated SV in Pig 7 was significantly lower than the SV directly measured by 

the aortic flow probe. Thermodilution calibrations for PiCCO were made several times during 

the experiment, and the SV value obtained from the calibrations were consistently 20-30ml 

lower than the SV obtained from the integral of the aortic flow directly measured by the flow 

probe, unlike the case seen in Pig 6 where the thermodilution value deviated only once. With 

both flow probe and thermodilution SV measurements being equivalent to the research and 

clinical gold standard (Smartt, 2005, Yang et al., 2013), the justification of the ‘true’ SV value 

in such cases is very difficult. However, the SV trends measured by the flow probe are still 

useful as it captures decreases or increases in SV. The Wesseling model method captured the 

SV trends accurately, while the aortic model and PiCCO were less accurate in the endotoxin 

RM, for this pig. 

In Pig 8, all three methods displayed similar results with little to no bias compared with SV 

measurement from the flow probe, and all methods captured SV changes from the RM 

accurately throughout the entire experiment. There were minor underestimations made by the 

aortic model in the ‘Filling400’ section, but SV accuracy in the endotoxin periods was very 

high. In addition, the Wesseling model and PiCCO SV were overestimated in the last two RMs.  

Overall, the accuracy of SV estimated by each method was very similar. The only difference 

between each method was in the way the pressure contour was calibrated. The Wesseling 

method was calibrated using the entire SV waveform giving the optimal result. The PiCCO 

device was calibrated each time an intervention was made. The aortic model was calibrated 

only once at the beginning of the experiment and thus had the least amount of information 

available, and is thus potentially the most clinically realistic. The results showed 

models/algorithms used to estimate SV for each method computes acceptable SV with 

sufficient calibration frequency.  
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6.4.2 PiCCO 

The accuracy of the PiCCO device has been investigated in a number of studies (Bajorat et al., 

2006, Rödig et al., 1999, Østergaard et al., 2006). However, some studies indicate inaccuracies 

for continuously estimating SV with this system under hemodynamic instability or during 

inotrope/vasoactive drug use (Halvorsen et al., 2006, Yamashita et al., 2008, Yamashita et al., 

2007), which is exactly when it is most clinically useful and necessary. In addition, due to these 

inaccuracies, re-calibration of the PiCCO system is recommended whenever cardiovascular 

properties are expected to change (Rödig et al., 1999, Bendjelid, 2009), which is a difficult 

proposition to predict and to act upon when it occurs.  

There are two main potential causes for the error produced in SV estimated by the PiCCO: 1) 

inability to correctly capture hemodynamic properties; and 2) error introduced from inaccurate 

thermodilution calibration measurement. The physiological model and algorithms used to 

estimate SV for the PiCCO are unknown. However, based on several studies done on the 

accuracy of PiCCO during hemodynamic instability (Boyle et al., 2007, Halvorsen et al., 2006, 

Rödig et al., 1999), it is clear that the model parameters used for pressure to flow conversion 

deviate from the true hemodynamic values as vascular properties change from the calibrated 

points. These results demonstrate the limited ability of obtaining changes in vascular properties, 

such as aortic characteristic impedance, compliance, and systemic resistance from pressure 

measurements alone.   

The second error introduced in PiCCO is from the reference/calibration measurement. This 

error is due to thermodilution measurements having an approximately ±20% error in estimating 

SV, even with an accurate method using a Pulmonary Artery Catheter (PAC) (Yang et al., 

2013). The PiCCO device uses transpulmonary thermodilution methods, and thus, could 

produce incorrect SV trends when the device is re-calibrated. This effect can be seen in the first 
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dobutmine RM period in Pig 6, where the PiCCO system showed significantly decreased SV, 

while the SV from the admittance catheter stayed constant. With the large error in the reference 

measurements, frequent model calibration could lead to incorrect SV trends.  

Calibration error is reduced in PiCCO as it uses three thermodilution measurements per 

calibration (Gondos et al., 2009). As a result, there were only one obvious error seen from 17 

calibrations performed across all pigs, as shown in Figure 6.3. With the PiCCO system 

calibration measurements being very close to the admittance/flow probe SV value, the PiCCO 

SV estimates obtained are considered to be at its optimum accuracy, and clinically such 

frequent calibration would not be expected, leading to reduced accuracy.   

6.4.3 Wesseling Model 

The Wessling model is used as the basis for several commercially available uncalibrated pulse 

contour devices (Truijen et al., 2012), and is a well-known model in the cardiovascular field. 

Wesseling et al introduced a method for identifying characteristic impedance by defining the 

pressure-area relationship in Equation (6.4). This relationship provides a method to compute 

aortic flow from pressure, thus making SV estimation possible. Moreover, the equation links 

aortic characteristic impedance and compliance, revealing interactions between changes in 

hemodynamics and vascular properties.  

The arctangent model developed by (Langewouters et al., 1984), were combined in a Wesseling 

model to develop a SV estimation method requiring no SV calibration. The arctangent model 

uses population derived aortic wall properties for describing the pressure-area relationship. The 

model requires the patient’s age and maximum cross-sectional area, Amax, as input parameters 

to determine subject-specific relationship. The relationship is used to calculate aortic 
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compliance and area, which is then used to identify aortic characteristic impedance using 

Equation (6.4). 

In this analysis, age and Amax were optimised for the pig experiments to give the best SV 

estimate. The identified pressure-area relationship from optimization provides the best subject-

specific representation of the aorta for the given SV data. In reality, such optimization is not 

possible, and the arctangent model would introduce larger errors, as a result, depending on the 

strength of population derived relationships used in the model for any given subject.  

The optimized Wesseling model correctly captured SV trends induced from PEEP changes, 

dobutamine, and endotoxin. The result demonstrates the ability of the nonlinear three-element 

Windkessel model combined with aortic characteristic impedance determined from the 

arctangent model and Equation (6.4). However, if age and Amax were changed from the optimal 

value, the model error could increase rapidly, as can be seen in Figure 6.1. 

6.4.4 Aortic Model 

The aortic model presented in Chapter 5 resulted in similar SV accuracy compared against the 

clinically accepted PiCCO system with multiple calibrations during the experiment, and the 

Wesseling model optimised for the SV data. The results show ability of the aortic model for 

continuous accurate estimation of Windkessel model parameters, and thus accurate estimation 

of SV in all conditions tested. The model requires only a single calibration, and minimises the 

possible error introduced from re-calibration with the reference measurement. 

The aortic characteristic impedance calculation using Equation (5.3) for the aortic model is 

similar to Equation (6.4) for the Wesseling model. However, the aortic model uses PWV 

measurement instead of the arctangent model for describing aortic pressure-area relationship. 
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The PWV captures aortic distensibility (Bramwell-Hill equation), and given a calibrated aortic 

area, pressure-area relationship is obtained. The use of PWV measurement removes the 

potential error associated with population derived relationships. Thus, the aortic model 

accurately estimates SV, even when vascular system is significantly altered/modified as 

vascular properties are continuously monitored through PWV measurement.  

6.5 Summary 

The accuracy of three pressure contour methods: 1) PiCCO; 2) Wesseling; and 3) the aortic 

model presented in Chapter 5 are compared in this chapter. The result showed all methods are 

capable of accurate continuous SV estimation, provided model parameters are adequately 

calibrated. The PiCCO device was calibrated multiple times during the experiment and 

Wesseling method was optimised to the SV data. In contrast, the aortic model required only a 

single calibration, demonstrating its ability to capture changes in cardiovascular parameters, 

and thus provide accurate continuous SV without the need for frequent re-calibration. 

The aortic model requires less calibration as information from both PWV and pressure 

measurements are used. The PWV measurement provides continuous information on aortic 

wall properties and removes the need for population approximation. The changing property of 

the aortic wall is measured instead of fixed or estimated, thus the aortic model is capable of 

accurate SV estimation even during significant hemodynamic modification induced by 

dobutamine, and endotoxin. 

The additional PWV measurement required by the aortic model can be seen as a disadvantage, 

as the PiCCO and Wesseling methods need only pressure waveform. However, reduced 

probability of misdiagnosis and incorrect treatment from accurate SV monitoring could 

outweigh the model disadvantage. In addition, the frequent calibration and/or subject-specific 
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optimisation required by the other methods is clinically impractical. The primary source of 

error during hemodynamic instability is the main time when SV estimation is most clinically 

necessary. Further investigation of the model using post-hoc human data would reveal the 

clinical applicability and usefulness in the critical care environment.
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Chapter 7: Estimation of Changes in 

Contractility and Mechanical Efficiency 

for Monitoring Inotrope Therapy  

Contractility and mechanical efficiency of the heart are essential for optimizing/titrating 

treatment involving inotropes. However, current methods of identifying these parameters 

involve highly invasive procedures and are not clinically feasible. Thus, this chapter 

investigates the relationship between contractility, mechanical efficiency and output 

parameters from the extended aortic pressure model presented in Chapter 5. The goal is to 

minimise invasive measurements, while enabling more optimal inotrope therapy. The strengths 

of these relationships for contractility, Ees - PWV, ventricular arterial coupling (1/EesCV) - 

aortic characteristic impedance, Zao, and mechanical efficiency - ratio of aortic compliance to 

impedance, (CV/Zao), are analysed using the data from the dobutamine experiments. 

7.1 Introduction 

Inotropes are used in the ICU for management of heart failure and administered if 

hemodynamic properties cannot be improved with “standard care”, such as fluid resuscitation 

(Felker and O’Connor, 2001). In such cases, the decompensating heart requires stimulation of 

adrenergic receptors to improve cardiovascular performance and oxygen delivery to restore 

adequate organ perfusion (Overgaard and Dzavik, 2008). Adrenergic agonists/blockers in the 
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inotrope stimulate/block adrenergic receptors, modifying cardiac function and/or vascular tone 

to change CO, blood pressure, and systemic resistance (Metra et al., 2011). 

The effects of inotropes can be broken down into three main physiologic changes: 1) 

chronotropic (rate); 2) Inotropic (strength); and 3) vasoconstriction/dilation. A given inotrope 

binds/blocks each of the alpha, α, and beta, β, adrenergic receptors (α1, α2, β1, β2, and β3) to a 

different degree, and thus, the overall effect varies depending on the specific drug (Francis et 

al., 2014). Selection of suitable drug type is often made with knowledge of the drug from past 

studies and/or types of agonists/blockers within the drug (Garg et al., 2012). However, 

pharmacokinetics and pharmacodynamics of the drug can be significantly different between 

individuals (Lehtonen et al., 2004), and thus, desirable outcomes may not be achieved unless 

the quantifiable patient-specific effects of inotropes can be monitored appropriately.  

To capture the patient-specific effects of inotropes, changes in Heart Rate (HR), myocardium 

contractility, and arterial compliance need to be monitored (chronotropy, inotropy, and 

vascular tone). HR is measured relatively easily from electrocardiography or 

photoplethysmography, and changes in arterial compliance can be measured from central 

pressure measurement combined with the aortic model described in Chapter 5. However, a 

method for measuring contractility requires information from the pressure-volume (PV) 

relationship within the ventricle at various levels of preload (Sagawa, 1978), and is highly 

invasive.  

For this reason, assessments of contractility are very rare in ICU despite their importance for 

capturing patient-specific inotrope response. In addition, many clinical trials of inotrope 

therapies do not include this parameter for the analysis due to the difficulty in obtaining the 
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parameter value (Lobo et al., 2006, Modine et al., 2005).  Hence, there is a clinical need for a 

non-additionally invasive assessment. 

Another important parameter to be monitored for inotrope therapy is the mechanical efficiency 

(ME) of the heart (Knaapen et al., 2007). ME is calculated as stroke work (SW) divided by 

pressure volume area (PVA) which is defined by the sum of total area under the end systolic 

pressure volume relationship (AESPVR) and SW.  

�F = G>��l																																																																																																																																										(7.1) 
��l = G> 9	l�W_�Y																																																																																																																							(7.2) 
PVA represents the total mechanical energy generated by the heart per beat and the efficiency, 

ME, shows the amount of energy received by the arterial system per total energy produced by 

the heart (Westerhof, 2000).  

Inotropes increase contractility of the heart. However, if ME is altered with changes in 

ventricular-arterial (VA) coupling, which is the ratio of arterial elastance to contractility 

(Pittarello et al., 2004), it could have adverse effects in the failing heart as the added energy 

expenditure of the heart can be insufficiently transferred to the vascular system. Therefore, ME 

needs to be monitored along with the key metrics to properly capture and assess effectiveness 

of these drugs.  

In this chapter, clinically measurable metrics such as PWV and Windkessel model parameters 

of the vascular system are investigated to see whether changes in contractility and ME of the 

heart can be captured during inotrope therapy. Relationships between invasively measured 

contractility and ME from the admittance catheters with clinically measurable metrics from 
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aortic pressure measurements are analysed to assess the accuracy of these surrogates against 

highly invasive direct measurement. Identified relationships between these parameters would 

provide a basis for a less invasive method to capture drug response and efficacy, and could 

improve current inotrope therapy by offering better metrics with which to titrate inotropes to a 

more optimal level.      

7.2 Method 

7.2.1 Measurement of Contractility    

Contractility of the heart can be defined at any given time in systole as it is defined by the ratio 

of ventricular pressure to volume (Suga and Sagawa, 1972) or time-varying elastance, Event(t) 

of cardiac muscle; 

Event(t) = Pvent(t)/(Vvent(t) – Vd)                                      (7.3) 

Where Event, Pvent and Vvent are ventricular elastance, pressure, and volume, respectively, and Vd 

is the ventricular volume at zero pressure (Sagawa, 1981).  

The pressure within the ventricle during isovolumetric relaxation does not represent pressure 

resulting from the ventricular contraction. Consequently contractility calculated from Equation 

(7.3) can only be valid during systole. An example of a typical time-varying elastance profile 

for a single heartbeat is shown in Figure 7.1. 
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Figure 7.1 - Left Panel: Ventricular PV loop showing various ratios of pressure and volume 

during one cardiac cycle and the slopes represents the contractility Event(t). Right Panel: Time-

varying elastance curve shown in the time domain. Ventricular elastance calculated using 

Equation 7.1 are shown, however, elastance from t2 to t3 does not represent the true value. 

Figure from (Stevenson, 2013). 

In this analysis, the maximum value of Event(t) during a cardiac cycle was chosen to represent 

contractility for a given heartbeat as maximum contractility is the value most commonly used 

for assessment of contractility in clinical settings (Kass, 1992). The maximum contractility of 

the heart is reached at end-systole, and is located at point t4 in Figure 7.1. Equation (7.3) can 

now be modified to give beat-to-beat end systolic contractility, defined: 

max(Event(t)) = Ees = Pvent(tes)/(Vvent(tes) – Vd)    (7.4) 

Where tes is the time at end-systole. To determine Pvent(tes), and Vvent(tes), end-systolic time, tes, 

was identified as the time when product of maximum Vvent(t) minus Vvent(t), and Pvent(t) reaches 

maximum, representing t4 in Figure 7.1. 

tes = t @ max((max(Vvent)-Vvent(t)) . Pvent(t))     (7.5) 
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Using the identified end-systolic point on the PV loop, Vd in Equation (7.3) was identified using 

the data from the first RM of the experiment. RMs provide sufficient preload variation to 

identify a linear relationship, Pvent(tes) = mVvent(tes) + b, and using this linear equation, Vd was 

determined for each pig. The example of multiple PV loops obtained from a RM and the 

identified linear relationship is shown in Figure 7.2. 

 

Figure 7.2 – End-systolic pressure volume relationship obtained from RM. Beat-to-beat 

identified end-systolic points are shown with blue dots. PV-loop obtained at PEEP 5, 10, 15, 

and 20 are shown with red line (thick to thin, respectively). Regression line representing 

ESPVR is shown with black line with corresponding linear equation at top left corner. 

As can be seen in Figure 7.2, Vd is a negative value and does not represent ‘true’ ventricular 

volume when pressure is zero. This outcome is due to ESPVR curve being nonlinear in the 

nonphysiologic range at low ventricular volume (Oommen et al., 2003). In reality, “dead space 

volume” or volume that exists within the ventricle at zero pressure is a positive value. However, 

it is assumed for this analysis that the ESPVR line can be treated as linear within the 

physiological range (Senzaki et al., 1996).  Negative values of Vd are non-physiological, but 

are a necessary assumption in obtaining beat-to-beat contractility within the physiological 

range (Senzaki et al., 1996). Once theoretical Vd is identified for each pig, beat-to-beat 
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contractility can be calculated using Equation (7.3) with Pvent(tes) and Vvent(tes) identified from 

Equation (7.5) for each beat.  

7.2.2 Measurement of Mechanical Efficiency 

Total mechanical energy produced by the heart from contraction can be defined as the energy 

received by the arterial system plus the remaining elastic potential energy of the heart when 

the aortic valve closes. This elastic potential energy can be determined from the area under the 

ESPVR line on a PV plot, similar to determining potential energy stored in a spring on a force-

displacement plot. Figure 7.3 shows the two energy components on a ventricular PV diagram.  

 

Figure 7.3 – The total mechanical energy produced by the heart from contraction. Light grey 

area shows the energy received by the arterial system (external work) and dark grey area shows 

the remaining elastic potential energy of the heart at end systole. Figure from (Stevenson, 2013). 

 

 

The total energy produced by the heart, also known as PVA has been linearly correlated with 

oxygen consumption under various preload and afterload conditions (Suga et al., 1981). Thus, 

ME of the heart, which is the ratio of external work to PVA, also represents how well the heart 
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is utilizing oxygen to provide energy for the vascular system. To estimate the area of potential 

energy and external work done in Figure 7.3, these areas were simplified as a rectangle and a 

triangle.  

SW = (Pvent(tes) - Pvent(ted)).( Vvent(ted) - Vvent(tes))                  (7.6) 

PVA = (Pvent(tes) - Pvent(ted)).( Vvent(tes) - Vd)/2 + SW                  (7.7) 

ted = t @ min((max(Vvent)- Vvent(t)) . Pvent(t))                                                                        (7.8) 

where ted=t1 and ted=t4 in Figure 7.1 

For the calculation of PVA, “dead space volume”, Vd, was assumed to be zero, unlike the case 

for estimating contractility in Equation (7.3). This assumption is due to potential energy being 

the integral of the ESPVR curve, and thus, the true value of Vd, which is approximately zero, 

should be used. Using the obtained PVA, beat-to-beat ME was calculated using Equation (7.1). 

7.2.3 Alternative Indices  

7.2.3.1 Contractility 

Contractility of the heart alters the blood flow within aorta, as more forceful contraction has 

greater capacity to produce higher flow (de Wildt and Sangster, 1983). However, flow rate 

through aorta is not directly proportional to contractility, as there are two other factors that 

could influence its rate: 1) ability of the aorta to absorb contractile force; and 2) initial potential 

energy of the aorta. If the aorta is very stiff, and thus, difficult to absorb energy from the heart 

(Chirinos, 2013), low flow is expected even with higher contractility. The same phenomenon 

is expected if the initial potential energy of the aorta is high yielding a lower energy difference 
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between the ventricle and aorta. To approximate the contractility from aortic flow, these two 

influences must be considered. 

The output parameters of the aortic model presented in Chapter 5 can be used to measure these 

effects. Identified compliance, Cv, could assess the energy absorption potential/capacity of the 

aorta and the amount of excess pressure can reveal how easily the heart was able to overcome 

the potential energy of the aorta. Therefore, a parameter showing flow rate per unit compliance 

per unit of excess pressure can be hypothesised to provide an estimate of changes in 

contractility. PWV, as described by the water hammer relation in Equation (5.3), can be 

rearranged by substituting in Equation (4.4) to yield such a parameter.   

PWV = Qin/PexCA   (7.7) 

7.2.3.3 Mechanical Efficiency 

The mechanical efficiency of a single heartbeat captures the ratio of energy received by the 

aorta or external work done by the heart to that of the entire energy produced by contractility 

of the heart. For a given contractility and a given magnitude of aortic pressure, the energy 

received by aorta is determined by the values of aortic characteristic impedance and compliance. 

Higher compliance for a given reservoir pressure increases energy stored by the aorta during 

systole, and reduced impedance for a given excess pressure increases SV during systole. Thus, 

the values of these two parameters influence the external work and ME of a heartbeat. 

External work done can be explained by the sum of four energies within the aorta: 1) potential 

energy before ventricular ejection, PEao; 2) energy stored by aortic compliance during systole, 

Estored; which is also the energy released during diastole by the aorta, 3) energy expended by 

aortic compliance during systole, Eexpende; and 4) excess energy introduced by the ventricle to 
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accelerate flow, Eex. Potential energy of the aorta is the energy that the heart must first 

overcome to start ejecting blood from the ventricle to aorta, through increase in contractility of 

the heart during systole. Once contractility is increased above potential energy of the aorta, 

energy is transferred into aortic compartment, where this energy is divided into three energies 

Estored, Eexpend, and Eex. Figure 7.4 shows these energies of the aorta on PV loop of the left 

ventricle. 

 

 

 

 

 

 

 

 

 

 

 

 

 

Figure 7.4 – Diagram showing four energies in the aortic compartment during systole on 

ventricular PV loop. Top panel shows increase in time varying contractility during systole (red 

lines). At aortic valve opening time, ventricular energy exceeds aortic potential energy to start 

transferring energy in to aorta. Blue rectangle shows the total energy transferred from the 

ventricle to aorta. Bottom panel shows three energy components within the total energy 

transferred, which are Estored, Eexpend, and Eex 
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Relationships between impedance, compliance, SV, and each of these energy components are 

defined:  

�F," 	= 	��L 	G�	 (7.8) 

F�$"��L 	= ����	E�� −	��������L 	 (7.9) 

F�*)� L 	= ����� −	��L%G� −	F,��"�� (7.10) 

F�*'��� 	= _\���a~{|  (7.11) 

Where Ts is systolic time interval and the overbar represents the mean value for systole.  

These equations were derived from the definition of reservoir-excess pressure outlined by 

Wang et al. (2003), combined with aortic flow generated from each pressure component. The 

value of aortic characteristic impedance is determined from the water hammer relation in 

Equation (5.3), where changes in aortic compliance modify the value of PWV and impedance 

value. With increased aortic compliance, PWV is reduced and, consequently, aortic 

characteristic impedance is reduced. Equation (7.11) shows the increase in Eexcess with reduced 

aortic characteristic impedance as more flow would be expected from the excess pressure. 

From an increased amount of total aortic flow, the rest of the external work done, as shown in 

Equations (7.8) - (7.10), is also increased. Thus, ME of the heart increases with increased 

compliance and reduced impedance by producing higher external work done for a given 

pressure and contractility. Figure 7.5 shows how each energy components relates to aortic 

characteristic impedance and compliance on a PV diagram. 
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Figure 7.5  – Pressure-Volume diagram showing different components of external work done 

and its relations to impedance and compliance. Looking at the external work done enclosed by 

the black lines, rectangular section below Ped shows the initial potential energy of aorta PEao. 

Middle rectangles in between Ped and ���� shows the sum of Eabsorb and Eexpend separated by 

volume absorbed by the aorta ∆V. Top rectangle section between ���� and ���  shows the 

amount of Eex. Slopes inside Eabsorb and Eex as shown in the figure relates to the value of 

impedance and compliance. The dashed blue line represents increased external work from 

reduced slopes. 

Assuming that contractility is a function of aortic characteristic impedance and compliance 

multiplied together, so Ees = f(ZaoCV), or Ees α PWV, as can be derived from the relation 

described in Section 7.2.3.1, and that the values of each parameter, Zao and CV, determines the 

size of external work done, the ratio of compliance and impedance, CV/Zao, could potentially 

track the ME of the heart. For a given contractility, ZaoCV, a set of solutions that results in a 

higher value of CV/Zao indicates larger external work done. This result is similar to the 

definition of ME, which is a measure of the ability of aorta to absorb energy produced by 

contractility of the heart. 
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7.2.4 Data Analysis 

Data from the four dobutamine experiments described in Chapter 4 (Pigs 2, 3, 5, and 6) were 

used to analyse the relationship between contractility, ME, and output parameters of the aortic 

model in Chapter 5. Measured continuous ventricular volume and pressure waveforms were 

first split into individual heart beats for the beat-to-beat PV loop analysis. The start of a beat 

was identified as the location of maximum ventricular volume. Theoretical dead space volume, 

Vd, in Equation (7.3) was estimated using the first RM for each pig and beat-to-beat contractility 

of the heart was calculated for whole duration of the experiment with fixed Vd. ME of the heart 

was determined using measured SW and PVA from PV-loop using Equation (7.6) and (7.7), 

respectively.  

The values of PWV were obtained using the method described in Section 3.2.3. Windkessel 

model parameters of the aorta were identified using the aortic model in Chapter 5 with 

measured values of SV. Measured values of SV were used in this investigation to reveal the 

relationships between ‘true’ vascular properties and cardiac parameters. Moreover, it is 

important to provide correct evidence for clinical feasibility of the relationships, in the case 

where accurate Windkessel parameters could be identified using other methods and techniques 

(Cappello et al., 1995). To assess the accuracy of PWV and CV/Zao for capturing changes in 

contractility and ME, respectively, correlation coefficients and regression coefficients using 

least-squares were analysed for each data set. 

7.3 Results 

7.3.1 Hemodynamic Changes from Dobutamine 

To investigate the effectiveness of dobutamine for each pig, hemodynamic parameters for 10 

heartbeats before and after dobutamine administration (steady-state) were analysed. Table 7.1 



132 

 

summarises the changes in maximum elastance, Ees, end-diastolic/systolic ventricular volume, 

Ved and Ves, ventricular-arterial coupling (VAC), PVA, SW, ME, PWV, Zao, and CV resulting 

from the administration of dobutamine. The value of VAC is determined as aortic elastance, 

(1/CV), divided by contractility, Ees. The mean value of 10 heartbeats analysed are shown in 

Table 7.1, which eliminates any effect of beat-to-beat variability due to breathing cycle or other 

factors, so a direct change can be assessed due to dobutamine. 

Table 7.1 – Summary of hemodynamic changes made by dobutamine. Data are presented as 

the mean of 10 heartbeat analysed. 

10 Heartbeats Before Dobutamine 

Pig Ees  Ved  Ves VAC  PVA SW ME PWV Zao CV 

No (mmHg/ml) (ml) (ml)     (mmHg.ml)  (m/s) (mmHg.s/ml) (ml/mmHg) 

Pig 2 1.40 99 73 1.41 9318 3893 0.42 5.5 0.32 0.50 

Pig 3 0.76 58 43 5.8 3578 1519 0.42 6.4 0.28 0.23 

Pig 5 0.80 71 37 2.0 5700 3676 0.65 8.4 0.17 0.62 

Pig 6 1.44 73 46 0.78 2516 1349 0.53 3.9 0.25 0.91 

10 Heartbeats After Dobutamine 

Pig Ees  Ved  Ves VAC  PVA SW ME PWV Zao CV 

No (mmHg/ml) (ml) (ml)      (mmHg.ml)  (m/s) (mmHg.s/ml) (ml/mmHg) 

Pig 2 1.85 78 44 0.79 8791 5315 0.6 6.4 0.20 0.70 

Pig 3 0.83 51 29 3.2 3729 2209 0.59 6.8 0.16 0.37 

Pig 5 0.80 43 19 2.0 3524 2546 0.72 8.4 0.17 0.63 

Pig 6 1.86 66 41 0.61 2789 1552 0.55 4.5 0.22 0.87 

 

7.3.1 Correlation between Contractility and PWV 

Correlation plots between measured contractility and PWV for each pig are presented in Figure 

7.6. Correlation coefficient, linear regression line, and corresponding linear equation for 

individual pig are also shown in the plots. The correlation plots shows that contractility and 

PWV were more varied in the dobutamine RM period than the pre-dobutamine RM due to 

higher preload responsiveness achieved by higher inotropy of the heart. The variability around 

the regression line shows the level of intra-subject variability in each pig and each condition. 
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They also show that the regression line varies significantly for each pig, indicating significant 

inter-subject variability. 

 

7.3.2 Correlation between Ventricular-Arterial Coupling and Impedance 

As seen in Figure 7.6, contractility can adequately be expressed as a linear function of PWV. 

Using this linear relationship combined with compliance derived from the aortic model, 

impedance can be related to VA coupling. VA coupling is the ratio of aortic elastance and 

contractility, 1/EesC. Therefore, inverse of PWV divided by compliance, which is simply the 

impedance of aorta should also be correlated with VA coupling. In addition, past studies and 

results indicate the possibility of a relationship between these parameters (Bauernschmitt et al., 

1999, Eaton et al., 1993). To investigate the relationship between impedance and VA coupling, 
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Figure 7.6 – Correlation plots showing relationship between contractility, Ees, and PWV. 

Correlation coefficient and linear equation are shown at top left corner. Pre-dobutamine RM 

period are shown with blue dots and post-dobutamine RM period are shown with red dots. 
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correlation plots relating these two parameters are shown Figure 7.7, which again show 

significant inter-subject variability, but much less intra-subject variation. 

 

 

7.3.3 Correlation between Mechanical Efficiency and Ratio of Compliance 

and Impedance 

Correlation plots between ME and the ratio, CV/Zao, are presented in Figure 7.8. The analysis 

shows that the relationship between these parameters can be poor, for example in Pig 6. The 

relationship also showed that ME could plateau at certain level while there is still an increase 

in the ratio CV/Zao. 
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Figure 7.7 – Correlation plots showing relationship between VA coupling and aortic 

characteristic impedance, Zao. Correlation coefficient and linear equation are shown at top left 

corner. Pre-dobutamine RM period are shown with blue dots and post-dobutamine RM period 

are shown with red dots. 
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7.4 Discussion 

7.4.1 Effect of Dobutamine 

Dobutamine is a sympathomimetic drug with three main effects on the sympathetic nervous 

system. It is primarily a β1 agonist, with β2, and α1 effects. Stimulation of the β1 receptors 

increases contractility and heart rate, β2 increases arterial compliance by relaxing vascular 

muscle, and α1 has a vasoconstrictive effect (Garg et al., 2012). Patient response to each of 

these effect varies, , but dobutamine is a drug generally viewed as predominantly β1, weak β2, 

and minor α1 stimulation (Ruffolo Jr, 1987). From this information, the benefit of inotrope 

therapy by dobutamine can be summarised: 

• Increased SV by increasing contractility of the heart 
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Figure 7.8 – Correlation plots showing relationship between mechanical efficiency and ratio 

of compliance and impedance, CV/Zao. Correlation coefficient and linear equation are shown at 

top left corner. Pre-dobutamine RM period are shown with blue dots and post-dobutamine RM 

period are shown with red dots. 



136 

 

• Increased compliance of the blood vessels to minimise systemic hemodynamic 

changes due to increased contractility  

• Improved mechanical efficiency of the heart by modulating VA coupling  

The expected hemodynamic improvements from dobutamine are relatively simple. However, 

complex and patient-specific differences in pharmacokinetics and pharmacodynamics of the 

drug could produce sub-optimal and sometimes undesired outcomes.  As seen in Table 7.1, two 

out of four pigs (Pig 3 and 5) had minimal change in contractility and there was no change in 

compliance for Pig 5. The only change induced by dobutamine in Pig 5 was a reduction in SV, 

Ved, and Ves caused by a significant increase in HR (Weissler et al., 1961). This increased HR 

can be seen as an undesired effect with decreased SW, delivering less energy to the vascular 

system per beat, and increased HR is related to increase cardiovascular risks (Hori and 

Okamoto, 2012). For these reasons, it is important to monitor the effectiveness of inotrope 

therapy, as continuing dobutamine administration for a patient who responds in a similar 

manner to Pig 5 could only result in higher chance of mortality without any benefit.  

7.4.2 Relationships 

7.4.2.1 Contractility and PWV 

The results from Figure 7.6 demonstrate the ability of PWV for tracking changes made to 

contractility by dobutamine. Correlation coefficients between PWV and Ees were very high for 

all pigs, with the lowest coefficient value of R = 0.76 for Pig 5. The regression coefficients for 

each pig were different, showing estimation of changes in absolute value of Ees from PWV 

measurement alone is difficult, due to significant inter-subject variability. 

The difference in gradient of the relationship for each pig could be due to inaccurate 

measurements of PWV. As seen in Figure 7.6, the relationships had higher gradient when PWV 
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was in the lower range and had lower gradient when PWV was in a higher range. PWV was 

calculated using the approximate distance between the catheters (40cm as described in Section 

3.2.3), and the absolute value of PWV could be incorrect by a constant factor for each pig. If 

the approximated catheter distance were longer than the actual distance, calculated PWV values 

are higher with higher variability. In contrast, if the approximated catheter distance were 

shorter than the actual distance, the opposite would occur, potentially shifting the results to the 

left with a higher gradient on the correlation plots. Taking these inaccuracies into account, a 

population correlation between PWV and Ees may result in a similar gradient. To reveal the 

true population relationship between PWV and Ees, further investigations are necessary where 

exact catheter distance is known or can be measured accurately. 

Individual differences in the relationship prevents capturing the absolute changes in 

contractility from PWV. However, it can be seen from Pig 5 in Table 7.1 that both PWV and 

contractility were constant before and after dobutamine administration, showing the clinical 

feasibility of the relationship in an unaffected case. The identified relationship, combined with 

the value of compliance from the aortic model, has the potential to improve dobutamine therapy 

in the clinical settings.  

7.4.2.2 VA Coupling and Impedance 

The results from Figure 7.7 shows VA coupling and Zao are highly correlated, with a lowest 

correlation coefficient R = 0.83 for Pig 6. Zao were highly accurate in capturing the increase 

and decrease of VA coupling. However, the difference in regression coefficients between each 

pig shown in Figure 7.7 prevents use of this relationship to capture changes in absolute value 

of VA coupling from Zao. 
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The reservoir-excess aortic model separates systolic aortic pressure waveform into excess 

pressure. Excess pressure represents the force producing ejection of blood out of the ventricle 

into the aorta, and reservoir pressure, which represents force pushing against the aortic valve 

(Hametner et al., 2014). Thus, the excess pressure results from the interaction between the 

ventricle and aorta. Converting this force into measures of elastance by dividing it by volume 

would yield a parameter representing VA coupling. The aortic characteristic impedance 

derived from the reservoir-excess aortic model captures this interaction, and was highly 

correlated with VA coupling.  

The assessment of VA coupling is important for clinical diagnosis, selecting correct treatment, 

and optimizing cardiac energetics (Ky et al., 2013, Guarracino et al., 2013, Guarracino et al., 

2014). In acute heart failure, reductions in contractility of the heart decreases the vascular 

compliance as a result of the normal response of the autonomic nervous system from reduced 

SV. The outcome is significantly decreased VA coupling with an inefficient cardiovascular 

system (Chantler and Lakatta, 2012, Asanoi et al., 1989).  

For these conditions, inotrope therapy is necessary (Stevenson, 2003), and appropriate 

monitoring is required as inotropes may overcompensate and/or have adverse effects. Optimal 

VA coupling is achieved when 1/EesCV = 1 (Sunagawa et al., 1985), and the relationship 

between Zao and VA coupling could thus be used to guide inotrope therapy. The results of this 

study show that it is difficult to capture the absolute value of VA coupling from Zao alone. 

However, if the relationship can be calibrated using a PWV-Ees relationship and/or using 

intermittent echocardiographic measurements (Chen et al., 2001), monitoring continuous VA 

coupling becomes much easier in clinical settings, and can be used to guide/monitor therapy.  
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7.4.2.3 Mechanical Efficiency and Ratios CV /Zao 

The results from Figure 7.8 show linear relationships between ME and the ratio CV /Zao. 

However, in Pigs 3 and 5, there were regions where ME was unchanged while there were 

variations in CV /Zao. This plateauing of ME might be due to reaching the maximum absolute 

mechanical efficiency of the heart for a specific pig. Theoretically, an increase in the ratio, CV 

/Zao, increases the ME of the heart, as shown in Figure 7.5. However, such conditions can only 

be achieved if there is no limit for the end-diastolic volume, Ved. In reality, this volume 

restriction of the heart limits the increase in ME even when the ratio, CV /Zao, continues to 

increase. For this reason, the relationship between these parameters is only valid up to certain 

level of ME. 

The correlation coefficients for Pig 6 were very low, showing no relationship between ME and 

CV /Zao. The calculation of ME involves assuming Vd=0, as explained in Section 7.2.2. This 

assumption can alter the absolute value of ME, especially when Ves is close to Vd. If the real 

value of Vd for Pig 6 was higher than the other pigs, it can be seen that Pig 6 could have already 

reached the maximum ME of the heart. In addition, Pig 6 had an extremely low blood pressure 

with a normal level of contractility, as can be seen in Table 3.1 and Table 7.1, which would 

suggest that Pig 6 had a high ME to begin with. With maximum ME throughout the experiment, 

the linear part of the relationship between ME and CV/Zao was thus not observed in Pig 6. 

The gradient for Pigs 2, 3, and 5 were relatively close to each other suggesting a general ability 

to estimate an increase in ME from CV /Zao across the population. To confirm the validity of 

this result, further investigation is necessary, including larger sample size. It can be 

approximated that for a unit increase in CV /Zao, 2 ~ 5% increase in ME is expected, as shown 

in Figure 7.8.  
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7.4.4 Limitations 

One limitation of this analysis is similar to those described in Section 3.4.3.2, that measurement 

error/noise involved in PWV estimation and PV-loop data could alter the relationships 

identified in this chapter. However, high correlation coefficients identified from each 

relationship suggest that only regression coefficients would be affected from minor 

measurement inaccuracy. Thus, the identified linear relationship between PWV-Ees, VAC-Zao, 

and ME- CV / Zao in this chapter is still valid. 

Another limitation of this analysis is that all experiments were performed on otherwise healthy 

pigs and the hemodynamic response from dobutamine in heart failure may involve additional 

physiological influences/responses that were not considered in this analysis. The relationship 

identified and its accuracy described in this chapter requires further validation covering lager 

number of subjects with wider range of physiological conditions. 

7.5 Summary 

The relationships analysed in this chapter showed promising results for identifying the changes 

in contractility, VA coupling, and ME from the parameters that can be determined from central 

pressure measurements. PWV and Zao were highly correlated with contractility and VA 

coupling, respectively, demonstrating clinical capability for monitoring effectiveness of 

inotropic treatment. The relationship between the ratio, CV /Zao, and ME showed a linear 

relationship can only be drawn before reaching maximum ME of the heart, but these two 

parameters were highly correlated before reaching maximum ME. In the linear region, the 

relationship showed 2 ~ 5% increase in ME from a unit increase in CV /Zao.  
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The regression coefficients of the relationships for contractility and VA coupling showed 

different absolute effects are expected from changes in PWV and Zao, respectively. However, 

PWV and Zao were reliable in detecting the trends of contractility and VA coupling, showing 

its ability to separate affected/unaffected case for hemodynamic modification made from 

inotrope. The relationships identified in this chapter have great potential for estimating 

contractility, VA coupling, and ME in a minimally invasive fashion, and thus, could improve 

management of heart failure by guiding/titrating inotropic therapy to optimal level. 
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Chapter 8: Estimation of Pulse Wave 

Velocity using Single Aortic Pressure and 

Electrocardiogram Measurements 

This chapter investigates the clinical applicability of estimating PWV using ECG and a single 

aortic pressure measurement to reduce the need for specialised devices and/or additional 

invasive pressure measurements for estimating PWV. Beat-to-beat transit time is calculated 

using the time from the ECG R-peak to the foot of abdominal aortic pressure waveform. A 

method of estimating distance between the heart and the aortic pressure catheter site is also 

presented. The accuracy of SV estimation in Chapter 5 and relationship between contractility 

and PWV identified in Chapter 7 are re-analysed using PWV estimated from ECG and aortic 

pressure measurements to assess clinical and practical implications. Limitations and possible 

errors introduced using this approach are discussed.  

8.1 Introduction 

The clinical application of PWV measurement was expanded in Chapter 5 by improving the 

pressure contour method for estimating SV and in Chapter 7 by relating PWV to contractility. 

Despite its usefulness, the method of estimating PWV in these analyses uses pressure 

measurements at two separate locations within the aorta, which is not currently common in the 

ICU, but can be achieved with a dual-lumen catheter. For this reason, the clinical applicability 
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of the aortic pressure model in Chapter 5 and relationships identified in Chapter 7 are limited 

by the availability of PWV measurements, where their quality will also impact these estimates. 

PWV can be estimated non-invasively using specialised devices (Rajzer et al., 2008). However, 

PWV measurements from non-invasive methods produce regional average PWV values 

including stiffer peripheral arteries, and may not accurately reflect the changes in aortic PWV 

(Pereira et al., 2015). Another limitation of estimating PWV is that the estimated distance 

between two measurement sites can be inaccurate due to curvature of the vasculature (van der 

Meer et al., 2007). The straight-line distance between two points differ from the distance 

travelled by the pressure wave. Thus, these errors need to be minimized for accurate monitoring. 

ECG measurements are non-invasive and commonly available in the ICU for patients suffering 

from cardiovascular disease and its waveform could potentially be used to limit the 

invasiveness required for PWV measurement. The ECG signal shows the electrical activity due 

to depolarization/repolarization of the heart. The signal from a single heartbeat can be separated 

into three main characteristic waveforms, P-wave, QRS complex, and T-wave as shown in 

Figure 8.1.  

The P-wave represents atrial depolarization, the QRS complex represents ventricular 

depolarization, and the T wave represents repolarization of ventricular muscle (Becker, 2006). 

Within the QRS complex, the R-wave reflects depolarization of the main mass of the ventricle 

and indicates the starting time of heart contraction (Ashley and Niebauer, 2004). The timing of 

heart contraction can be used to approximate starting time of the travelling pressure wave, and 

thus, the ECG R-wave can be used instead of the foot of the pressure measurement closer to 

the heart. This approach would remove the necessity of additional pressure measurements 
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within the aorta, and nearby vasculature, and provides a method of estimating transit time using 

commonly available measurements in the ICU.  

The limitation of estimating distance between the heart and the pressure catheter site can be 

overcome using an accurate value of PWV. This accurate value of PWV can be obtained by 

moving the pressure catheter a known distance within the aorta and recording transit time using 

foot of the pressure waveform at two locations. Using this PWV value combined with transit 

time estimated from ECG to the pressure catheter site, the distance between the heart and the 

catheter site can be estimated. With this estimated distance, beat-to-beat PWV can be calculated 

from the measured transit time. 

This chapter investigates the accuracy and clinical applicability of PWV measurements using 

the ECG waveform and a single pressure measurement instead of the two pressure 

measurements in the method described in Chapter 3 Section 3.2.3. The value of PWV estimated 

Single Heartbeat 

Figure 8.1 – Typical ECG waveform for a single heart beat consisting P-wave, QRS complex, 

and T-wave. 
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from the ECG R-wave and the two pressure method are compared. In addition, the accuracy of 

estimating SV, and the relationship between PWV and contractility are re-analysed using the 

PWV estimated from the ECG measurement, to assess its practical and clinical impact.  

8.2 Method 

ECG measurements were not taken in the endotoxin pig experiments as these were conducted 

with open chest to facilitate aortic flow measurement, and consequently, only the dobutamine 

experimental data are analysed for the estimation of PWV using the ECG measurement. A 

method of detecting ECG R-wave and estimation of transit time are described. Beat-to-beat 

PWV are then calculated from ECG and abdominal pressure waveforms without using the 

information from the aortic arch pressure waveform. 

The distance calibration procedure of moving the pressure catheter a known distance within 

aorta was only performed in Pig 7, and thus is presented here as another possible method that 

could be combined and implemented to estimate PWV using ECG measurement. Consequently, 

the distances used to calculate PWV for the dobutamine pigs were calibrated by matching the 

mean PWV values for the first 10 heartbeat of the experiment. This calibration method results 

in an optimal case for identifying absolute value of PWV. However, the error involved in using 

the ECG measurement could still be investigated as relative change in transit time may still 

differ from the two pressure measurements method. In normal clinical settings, distance 

calibration can be performed at any time, but, for a retrospective analysis using limited data, 

the distance calibration method was applied using different pigs in this chapter.  
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8.2.1 Transit Time Estimation from ECG and Single Pressure Waveforms 

To determine transit time using ECG and abdominal pressure measurements, the ECG R-wave 

and foot of the abdominal pressure waveform need to be identified. The foot of the abdominal 

pressure waveform was identified using the method described in Section 3.2.3. For detecting 

the R-wave, the minimum magnitude of the ECG signal was used to identify its position. The 

minimum magnitude of ECG signal per heartbeat was identified using the Matlab function 

‘findpeaks’. From the identified minimum location, seven previous sampled data were selected, 

and the maximum value within the selected region was identified as the ECG R-wave. The 

equations for R-wave detection are defined: 

v = [υn-7 υn-6  υn-5  υn-4  υn-3  υn-2  υn-1  υn] 

R wave = max(v)                     (8.1) 

Where υn = detected location of minimum magnitude within single beat. An example of a 

detected R-wave on a single beat ECG waveform is shown in Figure 8.2. 
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Figure 8.2 – Example of detected R wave on a measured single beat ECG waveform. P wave, 

QRS complex, and T wave are shown on the ECG measurement (blue line). Detected location 

of minimum magnitude within a single beat ECG waveform is shown with red cross. The 

region selected for identifying the R wave are shown by black vertical lines, and detected R 

wave within the region are shown with red circle. 
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The uniqueness of peaks within QRS complex varies depending on the location of ECG leads. 

Patterns, signs and shapes of the ECG signal can be different if positions of the ECG leads are 

changed (Biel et al., 2001). Thus, the algorithms for detecting R-waves may need to be adjusted 

accordingly. In this analysis, the algorithm presented in Equation (8.1) was applied as the most 

unique points seen on the overall ECG measurements were the minimum magnitude or the S 

wave. The identified ECG R-wave was then used to determine transit time. Figure 8.3 shows 

an example of estimated transit time using the time between the foot of the abdominal pressure 

waveform and ECG R-wave identified. 

 

8.2.2 Distance Calibration 

The distance travelled by the pressure wave between the heart and the abdominal pressure 

measurement site can be determined if the value of PWV is known. Using the value of PWV 

with the value of transit time from ECG R-wave to the abdominal pressure catheter, Equation 
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Figure 8.3 – Typical ECG (orange line) and abdominal pressure (blue line) measurements for 

a single heartbeat. Identified R wave and foot of abdominal pressure waveform are shown by 

black vertical lines. Transit time estimated from these two points are indicated by the width of 

black lines and represents the time pressure wave took to travel from the heart to the catheter 

site. 



148 

 

3.5 can be rearranged to calculate the distance. To determine the value of PWV, the abdominal 

pressure catheter can be moved a known distance to obtain accurate information of both the 

transit time and the distance.  

During an endotoxin experiment (Pig 7), the abdominal pressure catheter was shifted towards 

the heart in increments of 7, 12, 17, and 22cm. The distance inserted was measured using a 

ruler on catheter cord. Transit times between aortic arch and abdominal pressure measurements 

were captured at each increment. In this analysis, aortic arch pressure was used for the value 

of transit time as ECG measurements were not recorded. However, the calibration process 

would be identical using the transit time determined using ECG R-wave. Approximately 5-10 

heartbeats worth of data were obtained at each catheter position within the aorta. Figure 8.4 

shows the mean value of recorded transit time at each location and calculated PWV on a 

distance-time diagram. 
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Figure 8.4 – Scatter plot showing recorded mean transit time (black cross) at inserted length 

of 0, 7, 12, 17, and 22 cm. The regression line represents negative inverse value of PWV in 

centimetres per second. Estimated distance between the heart and the pressure catheter site is 

shown as x-interception of the regression line. 
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As seen in Figure 8.4, the distance-time relationship can be obtained from the difference in 

transit time recorded between locations. The gradient of regression line represents negative 

inverse value of PWV along aorta, and the distance between two measurement points can be 

calculated using the identified linear coefficients. PWV is assumed to be constant during the 

calibration period (20-30 heartbeats), and thus, required to be performed when patient 

circulatory conditions are relatively stable. Once calibrated, this distance can be used to 

estimate beat-to-beat PWV for the entire duration of ICU stay. In addition, if the catheter is 

replaced or moved from the original position, the calibration method can be repeated without 

requiring additional devices.  

8.2.3 Data Analysis 

The data from dobutamine Pigs 2, 3, 5, and 6 were used to estimate transit time between the 

ECG R-wave and foot of abdominal pressure catheter. As the distance calibration method was 

developed after these experiments were conducted, the distance between the heart and the 

pressure catheter site were calculated using initial 10 beats of measured PWV from two 

pressure measurements method (Chapter 3 Section 3.2.3). The PWV calibration process using 

ECG data is defined: 

vIw�hJ�.��,�$/',$��$�� = 40�H	. ���� ,¡]¡^¡{¢	£P	�\{^a¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤��d`\aa¥`\,¡]¡^¡{¢	£P	�\{^a¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤¤       (8.2) 

�>��Z¦ =	§��$, '�¨\{`^©b{^¨\^\`����          (8.3) 

Where TT is transit time and subscript ECG and pressure represents transit time estimated 

using the ECG R-wave and aortic arch pressure measurement, respectively. The 40cm in 

Equation (8.2) is the approximate distance used to calculate PWV with the two pressure 

measurements method (Chapter 3 Section 3.2.3).  
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To test its effectiveness, the beat-to-beat PWVECG using Equation (8.3) is used to re-analyse the 

accuracy of SV estimation described in Chapter 5 and the relationship identified between 

contractility and PWV in Chapter 7. Measured abdominal pressure waveforms with PWVECG 

were used to estimate beat-to-beat SV. Reservoir-excess pressure separation was performed 

using Equation (5.2) with the value of PWV replaced with PWVECG. The values of aortic length 

and area used are the same as those in Table 5.1, as the first 10 PWVECG values were calibrated 

to match PWVpressure. After the pressure separation, aortic characteristic impedance was 

calculated using Equation (5.5) with PWVECG, and SV was calculated using Equation (5.6). For 

the relationship between contractility and PWVECG, correlation and regression coefficients are 

analysed. 

8.3 Results 

8.3.1 Comparison of PWV Estimated from ECG and Two Pressure 

Measurements 

The correlation plots between PWV estimated from Equation (8.3), PWVECG, and two pressure 

method, PWVpressure, for each pig are presented in Figure 8.5. It is evident that identified 

PWVECG and PWVpressure were dissimilar except in Pig 6. In Pig 2, PWVECG and PWVpressure were 

linearly related, but the gradient was steeper than 1. Pig 3 showed underestimation of PWVECG 

in the pre-dobutamine period and overestimation in the post-dobutamine section. For Pig 5, 

PWVECG values were underestimated for duration of the experiment. 
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8.3.2 Accuracy of SV Estimation using PWVECG 

Figure 8.6 shows Bland-Altman plots between estimated SV from PWVECG and measured SV 

from the admittance catheter. The summary of bias, 95% interval, and precision accuracy 

calculated as the 95% range divided by mean SV for each pig are shown in Table 8.1. To 

compare the accuracy of estimated SV between PWVECG and PWVpressure, Table 8.1 also 

includes Bland-Altman results for estimated SV using PWVpressure. 
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Figure 8.5 – Correlation plots comparing PWV estimated from ECG measurement, PWVECG, 

and two pressure measurements, PWVpressure. The identity line is also drawn on the plot to show 

any deviation in PWVECG from PWVpressure. Pre-dobutamine period is shown with blue dots and 

post-dobutamine period are shown with red dots. Correlation coefficients are shown on the top 

left corner in each plot. 
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Figure 8.6 - Bland Altman plots showing agreements between measured and estimated SV for 

each pig. Pre-dobutamine periods are shown with black dots, and post-dobutamine periods are 

shown with blue dots. The red dashed line shows the bias and 95% interval. Right panel shows 

the error distribution between measured and estimated SV values. 
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Table 8.1 – Summary of Bland-Altman analysis for SV estimated using PWVECG and 

PWVpressure. Data are presented as bias [2.5th – 97.5th percentiles] and precision as 95% range 

divided by mean SV value. 

 PWVECG PWVpressure 

Pig No Bland-Altman 

results (ml) 

Precision (%) Bland-Altman 

results (ml) 

Precision (%) 

Pig 2 -7.2 [-28.7 – 1.7] +28, -66 -6.8 [-17.7 – 2.2] +27, -34 

Pig 3 0.0 [-4.3 – 6.1] +30, -23 1.7 [-1.3 – 4.9] +21, -18 

Pig 5 -9.8 [-16.8 – -1.8] +27, -23 -3.3 [-9.2 – 2.2]  +22, -23 

Pig 6 -3.7 [-13.7 – 4.3] +28, -35 -2.7 [-11.4 – 3.9] +22, -31 

 

8.3.3 Correlation between Contractility and PWVECG 

The relationships identified in Section 7.3.2 are re-analysed using PWVECG. Figure 8.7 shows 

correlation plots between beat-to-beat contractility estimated using the ventricular pressure-

volume loop and PWVECG. The correlation and regression coefficients calculated for each pig 

are summarised in Table 8.2. 
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Figure 8.7 – Correlation plots showing relationship between contractility and PWVECG. Pre-

dobutamine period are shown with blue dots and post-dobutamine period are shown with red 

dots. 
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Table 8.2 – Summary of correlation and regression coefficients for the relationships identified 

between PWVECG, PWVpressure, and contractility estimated from ventricular PV-loop. 

Regression coefficients are presented as m and c, where Contractility = mPWV+c. 

 PWVECG PWVpressure 

Pig No. Correlation 

Coefficient (r) 

Regression 

Coefficients (m, c) 

Correlation 

Coefficient (r) 

Regression 

Coefficients (m, c) 

Pig 2 0.84 0.16, 0.61 0.84 0.32, -0.32 

Pig 3 0.17 0.27, 0.58 0.94 0.27, -0.97 

Pig 5 0.37 0.13, 0.79 0.76 0.13, -0.35 

Pig 6 0.87 0.62, -0.34 0.93 0.62, -1.09 

8.4 Discussion 

8.4.1 Clinical feasibility of PWVECG 

The correlation plots in Figure 8.5 show PWV estimated using the transit time from the ECG 

R-wave to the foot of the abdominal pressure waveform can be different from PWV estimated 

using the two pressure measurements method. The relationship between PWVECG and 

PWVpressure in Pig 6 were on the identity line showing PWVECG can be used to accurately capture 

PWVpressure. However, the relationship diverged from the identity line for Pigs 2, 3, and 5 

revealing the error associated using the ECG measurements and the inter-subject variability in 

applying this method. There were positive linear relationships in all pigs suggesting that 

relative/trend changes in PWVpressure are captured by PWVECG, but with low linear correlation 

coefficients in Pig 3 and Pig 5, particularly the overall accuracy is decreased.   

The correlation coefficients between PWVECG and contractility showed lower values than the 

relationship between PWVpressure and contractility. Despite lower coefficient values, Pig 2 and 

Pig 6 showed good linear correlation, indicating the potential clinical usefulness of the 

relationship. The result in Pig 3 shows dobutamine producing large errors in estimated PWV 

from ECG measurement. There were small increase in the measured PWVpressure from 

dobutamine administration (Table 7.1), but PWVECG were significantly increased during this 
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period as it can be seen in Figure 8.5. This error in PWVECG produced low correlation 

coefficients for Pig 3 seen in Figure 8.7 and Table 8.2. There are evidence that PWVECG could 

predict change in contractility, however, the potential error associated with use of inotrope 

needs to be further investigated. 

Table 8.1 shows the accuracy of SV estimated using PWVECG resulted in similar precision to 

SV estimated using PWVpressure, except for Pig 2. In Pigs 3 and 5, PWVpressure variation was 

small compared with PWVpressure variation in Pig 2 by approximately half as seen in Figure 8.5. 

Therefore, the SV error produced using PWVECG in these pigs were not as significant as for Pig 

2. In addition, variation of PWVECG for Pig 3 in the post-dobutamine period followed the 

identity line closely producing minimal difference in the estimated SV. Overall, the accuracy 

of estimating SV using PWVECG was within approximately ±30% for 3 out of 4 pigs, 

demonstrating good initial outcomes for clinical feasibility of PWVECG. However, taking into 

account the potential error which can be seen in Pig2, the accuracy of PWVECG for estimating 

aortic PWV needs to be improved. 

8.4.2 Transit Time Estimated from ECG R-wave  

8.4.2.1 Phases of Systole 

The time interval between the ECG R-wave and the dicrotic notch on the aortic pressure 

waveform is known as the total mechanical systolic interval (Lewis et al., 1977). The total 

mechanical systolic interval consists of two phases of ventricular contraction which are: 1) 

Isovolumetric Contraction Time (ICT); and 2) Ventricular Ejection Time (VET) (Weissler et 

al., 1968). The VET can be further divided into two sections on the pressure waveform: 1) 

transit time from aortic valve to pressure catheter site; and 2) the time from the foot of the 

pressure waveform to the dicrotic notch.  
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The transit time recorded using two pressure measurements contains only the time taken for 

the pressure wave to travel between two points, and thus, the ‘true’ value of aortic PWV can 

be estimated. In contrast, the transit time recorded using ECG measurement contains the ICT, 

which introduces error in calculating aortic PWV. Disagreement between PWVECG and 

PWVpressure seen in Figure 8.5 can be explained by variability of ICT due to changes in 

cardiovascular parameters (Payne et al., 2006). The accuracy of PWVECG would be improved 

if the ICT could be subtracted from the transit time measured from ECG R wave to foot of 

abdominal pressure waveform. 

8.4.2.1 Factors Affecting ICT 

ICT can be influenced by contractility (Harris et al., 1967). Contractility of the heart is related 

to the velocity of myocardium fibre shortening (Glick et al., 1965), and ICT will be reduced if 

contractility is increased and vice versa (Talley et al., 1971). This effect can likely be seen in 

Pig 2 from Figure 8.5. The relationship between PWVECG and PWVpressure produced a higher 

gradient than the identity line indicating a shortening of ICT at higher contractility or higher 

PWVpressure. Another example of this phenomena can likely be seen in Pig 3, as there were 

significant increase in PWVECG due to reduced ICT in the post-dobutamine period. 

Other factors determining the duration of ICT are preload and afterload. Preload changes 

contractility of the heart by the Frank-Starling mechanism, and thus, increased preload 

decreases ICT and vice versa. Afterload changes the ICT by changing the load on the aortic 

valve resisting opening (Wallace et al., 1963). Increased afterload prolongs ICT as longer time 

would be taken for ventricular pressure to rise above increased aortic pressure. However, some 

studies suggest that ICT variability due to change in afterload are minimal or insignificant 

(Obrist et al., 1979, Cousineau et al., 1978).  
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In Pig 6, contractility was increased by dobutamine (Table 7.1), while ICT remained relatively 

constant. A combination of changes in cardiovascular parameters could have produced this 

outcome. Further investigations are required to quantify the effect of each of the cardiovascular 

parameters with the time of ICT. In addition, if a model could be developed for identifying 

ICT, it could be combined to give an accurate value of aortic PWV from ECG and a single 

pressure measurement. 

8.4.3 Potential Error Related to Detecting R-Wave 

The ECG waveform recorded during the experiment showed clear R-waves within the QRS 

complex for approximately 90 percent of the data. The rest of the data showed clear S-waves 

without a uniquely located R-wave and/or T-wave amplitude higher than R-wave. This type of 

ECG waveform was often recorded in the post-dobutamine period. The adrenergic stimulation 

from dobutamine may have introduced changes in the characteristics of the ECG waveforms 

(Yates and F Manini, 2012). An example of such an ECG waveform is shown in Figure 8.8. 

 

Figure 8.8 – Example of ECG waveform having non-distinctive R wave. Location of R wave 

detected using algorithm in section 8.2.1 are shown with red circle. Estimated regions of P 

wave, QRS complex, and T wave are also shown on the plot. 
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Figure 8.8 shows that the width of QRS complex can be uncertain, as there were no distinctive 

Q-wave and R-wave in the ECG waveform. The algorithm in Section 8.2.1 estimated the 

location of the R-wave peaks, while the ‘true’ location of R wave could have been closer to the 

P-wave with the R-wave hidden/covered by the Q-wave. The calculated PWVECG includes 

errors due to R-wave detection. However, unique R-waves were present in approximately 90 

percent of the data, and thus, the result from this chapter is still valid. 

The problem of identifying the R-wave peak could be solved in the ICU environment, if ECG 

leads could be relocated to a position where a clear R-wave can be seen within the QRS 

complex. If patients have 6 or 12 leads ECG measurement, signal with the greatest R-wave 

magnitude could be used to ensure accurate detection. With a clear R-wave present on the ECG 

signal, the error associated with incorrect estimation of transit time can thus be minimised. 

8.4.4 Distance Calibration limitation 

The distance calibration method presented in section 8.2.2 assumes constant PWV through the 

aorta. In reality, PWV in the lower abdominal region will be higher than PWV near the aortic 

valve (Westerhof et al., 2015a). This space variation of PWV through the aorta produces a 

small error in the calculated distance. The accuracy of distance calibration can be improved 

with increased catheter movement distance. However, this approach may increase the risk of 

catheter related problems (Scheer et al., 2002). Further investigation are required to identify 

optimal catheter movement distance and related error produced from this method.  

8.5 Summary 

Estimation of PWV using transit time between the ECG R-wave and a single aortic pressure 

measurement were investigated in this chapter to improve clinical applicability of the aortic 
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model presented in Chapter 5 and the relationship identified in Chapter 7. Transit time 

estimated using ECG R-wave consists duration of ICT, and thus, did not accurately reflect 

values of aortic PWV when contractility, preload, and afterload are significantly altered. 

Dobutamine induced changes in these cardiovascular parameters showed the potential error 

associated with this approach. 

The accuracy of estimating SV using PWVECG was within the clinically acceptable range 

(±30%) if changes in aortic PWV were relatively small, however, when aortic PWV was 

significantly changed, SV estimation using PWVECG was unreliable as it was seen in Pig 2. The 

relationship between PWVECG and contractility had lower correlation coefficients than those 

identified in Chapter 7. It was observed that when changes in ICT are positively proportional 

to changes in aortic PWV, PWVECG is still clinically useful in predicting the changes in 

contractility. 

The use of the ECG R-wave for determining transit time can be improved if variability in ICT 

can be identified from changes in factors affecting ICT. Subtracting the value of ICT from 

transit time between ECG R-wave to a pressure measurement within aorta would provide an 

accurate value of aortic transit time. This method combined with the distance calibration 

technique presented would remove the necessity of additional pressure measurements or 

specialised devices for measuring aortic PWV. The methods presented have the potential to 

enhance efficiency of available data in the ICU, and increase clinical practicality of the aortic 

model presented in Chapter 5 and the relationship between PWV and contractility.
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Chapter 9: Conclusions 

Diagnosis and treatment of patients suffering from cardiovascular dysfunctions is very difficult 

due to regularly changing physiological state and complex interactions between the 

physiological responses to both dysfunction and treatment. These patients require 

hemodynamic monitoring that provides a full and clear picture of their cardiovascular state, 

where current approaches do not allow clear differentiation of dysfunction and thus make 

proper treatment selection difficult. This approach would enable optimal and patient-specific 

treatment, leading to better patient outcomes. 

The key hemodynamic parameters to monitor are SV and the circulatory factors influencing 

SV, such as vascular resistance and compliance. This information allows clinicians to 

differentiate dysfunction types, which in turn can guide them to correct diagnosis of evolving 

patient condition. Moreover, cardiovascular treatment involves modification of these 

parameters, and thus, providing quantifiable ‘direct’ response enables patient-specific titration 

of fluid and drug therapies in a way not currently possible. 

Currently, several methods are available for estimating SV. However, these methods are either 

accurate, but highly invasive, or less invasive, but only provide intermittent SV and/or are less 

accurate during hemodynamic instability, which is the point at which they are most needed. 

Because hemodynamic monitors are typically used for patients suffering from dysfunctions 

and requiring modification of hemodynamic parameters via treatment, hemodynamic 

instability in this cohort is inevitable. The more accurate, highly invasive methods may not be 

clinically or ethically feasible considering benefit-to-risk ratio.   
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Thus, the main aim of this research was to investigate, develop, and validate methods for 

continuous, accurate beat-to-beat estimation of SV using non-additionally invasive and/or 

typical ICU measurements. This goal was achieved by incorporating PWV measurements, 

traditionally used as a measure of vascular stiffness, into pressure contour analysis using a 

reservoir-excess pressure method. The developed method was validated using 

dobutamine/endotoxin porcine experimental data, and showed good accuracy compared with 

the direct, invasive measurements of SV.  

9.1 Novel SV Estimation Method 

In Chapter 3, the relationship between PWV and SV was investigated. The analysis revealed a 

linear relationship between these two parameters, but only when preload is the dominant 

influence for changes in SV. The relationship was much weaker when effects from dobutamine 

and endotoxin were involved. This new knowledge can be useful for monitoring fluid treatment, 

where the main hemodynamic changes arise from preload changes. However, continuous SV 

estimation from PWV measurements alone are unreliable, as both preload and afterload 

changes are not only expected from patients with cardiovascular dysfunction, but can define 

and differentiate these dysfunctions. 

Chapter 4 investigated a pressure contour method combining the three element Windkessel 

model and reservoir-excess method proposed by Wang et al. (2003). The aortic model 

developed utilizing these two methods provided relationships between the shapes of the aortic 

pressure waveform, Windkessel model parameters, and aortic blood flow. However, the model 

was structurally non-identifiable with the information from pressure measurements alone. 

Consequently, the model had to be calibrated with reference SV measurement, and assuming 

constant Windkessel model parameter for continuous estimation of SV. This choice was clearly 
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not ideal as hemodynamic instability indicates changes in Windkessel model parameters. The 

result showed larger errors in the estimated SV due to modification in Windkessel model 

parameters made by dobutamine and endotoxin. 

In Chapter 5, the aortic model developed in Chapter 4 was extended by combining the 

information from PWV and aortic pressure waveform, to overcome the limitations of fixing 

Windkessel model parameters for continuous SV estimation. This goal was achieved utilizing 

the water-hammer equation to identify aortic characteristic impedance from excess pressure 

and PWV, both of which were measured beat-to-beat. Thus, all the Windkessel model 

parameters were dynamically captured, enabling accurate SV estimation during significant 

hemodynamic changes. The result from the extended model showed significant improvement 

in estimated SV over previous methods. In particular, the estimation error caused by 

dobutamine/endotoxin changes was significantly reduced. Estimated SV accuracy from the 

extended model compared to direct measurement of SV was within approximately ±30%, 

demonstrating clinically acceptable accuracy according to clinical criteria from Critchely and 

Critchely (1999).  

Chapter 6 compared the accuracy of the novel SV estimation method developed in Chapter 5 

with the PiCCO system from PULSION and a nonlinear three-element model developed by 

Wesseling et al. (1993), both of which are widely known, but very different, pressure contour 

methods. The PiCCO system was calibrated before and after the administration of dobutamine 

and endotoxin to minimize error from hemodynamic changes, representing a best case scenario. 

The Wesseling model was optimized to the direct SV measurement, retrospectively. These 

calibrations and optimizations gave the best possible accuracy for these two methods. However, 

a method requiring multiple calibrations, particularly to minimizing error in unpredictable 

instability, suggests that patient SV trends between the calibration times could be unreliable, 
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thus minimizing the clinical utility. In addition, optimization of a model using SV data is thus 

clinically impossible. However, these issues do not affect the proposed method, highlighting 

its clinical advantages. 

The comparison between the aortic model, the PiCCO system, and the Wesseling model 

showed similar SV accuracy. This result demonstrates the ability of the proposed aortic model 

to capture relative changes in SV without calibration. Thus, estimated SV trends are reliable 

and patient progression from treatment can be correctly assessed, again, without requiring 

calibration or foreknowledge of when instability might occur.  

In summary, combined information from PWV and pressure contours enabled improved SV 

estimation from pressure measurements, even when significant homonymic instabilities are 

present. Furthermore, continuous arterial pressure measurements are often available in the ICU. 

Thus, the developed method is continuous, accurate, and potentially non-additionally invasive. 

9.2 Extending Clinical Functionality  

In Chapter 7, the relationship between contractility of the heart, ME, VAC, and outputs of the 

aortic model in Chapter 5 were investigated. Specifically, the strength of relationships between 

contractility and PWV, VAC and aortic characteristic impedance, and ME and the ratio of 

aortic compliance to impedance (CV/Zao) were analysed. This analysis was performed as 

knowledge of ME and contractility of the heart in addition to SV provides greater insight into 

the mechanics of the heart, as well as delineating the effects from the inotropes dosing to 

enhance contractility. Relationships identified can be used in a non-additionally invasive 

fashion, as required measurements are already obtained for estimation of SV.  
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The analysis revealed strong linear correlation between contractility and PWV, VAC and aortic 

characteristic impedance. These results add to the value of obtaining PWV and aortic 

characteristic impedance, as contractility and VAC trends can be monitored utilizing the 

identified relationships. However, inter-subject variability in the identified linearity limited 

identification of absolute changes. The relationship between ME and the ratio CV/Zao was 

weaker, but showed less inter-subject variability with 2 ~ 5% expected increase in ME from a 

unit increase to CV/Zao in s-1.  

In Chapter 8, accuracy of estimating aortic PWV using ECG R-wave and a single pressure 

measurement was investigated. Currently, two spatially separated pressure measurements 

within the aorta is uncommon in the ICU, thus the accuracy of PWV values obtained utilizing 

ECG signal was analysed as a way to obtain PWV with no additional equipment. The result 

revealed potential errors associated with this approach as transit time estimated includes 

isovolumetric contraction time and did not represent true wave transit time. It was found that 

variability of ICT must be identified to accurately capture PWV using the ECG R-wave. 

9.3 Overall Outcome 

A final major conclusion of this work is that a model-based approach can elucidate existing 

clinical data, turning them into physiologically relevant metrics. The output values from 

physiological models can then be used to assess patient-specific “direct” response from 

treatments. Such an approach is essential for developing effective patient-specific treatment 

protocols without adding new devices, sensors, or cost. The overall results thus provides an 

avenue to improve the quality and productivity of care, which is under significant economic 

pressure. 
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Specifically and more broadly, patient condition in cardiac or circulatory failure may appear 

essentially the same despite having different underlying physiological conditions. In such cases, 

a “standard” management is sub-optimal and can potentially be harmful. The model developed 

in this work allow clinicians to identify the exact cause of modulation in the blood pressure 

measurement, which is crucial for patient-specific diagnosis and treatment, and has not 

previously been possible. A treatment protocol based on unambiguous clinical measurement 

will significantly improve quality of patient care in the ICU. 
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Chapter 10: Future Work 

This chapter outlines the possible future avenues to expand, improve, and further validate the 

models/concepts presented in this thesis.   

10.1 Relationship between Ejection Time and Aortic Area  

The aortic model developed in Chapter 5 uses linear relationship identified between ejection 

time and aortic area calculated using direct SV measurement, as shown in Figure 5.3. The 

population relationship obtained between these two variables were employed to minimize the 

error in the estimation of aortic characteristic impedance using water-hammer equation. 

However, true aortic area was not measured in the porcine experiment, and thus, further 

investigation is required to confirm the validity of this relationship. 

Parameters identified based on population data could introduce additional error in the estimated 

SV, depending on the strength of the relationship. The identified relationship between ejection 

time and aortic area presented may weaken as future data including wider cardiovascular states 

are added. Therefore, the exact rationale behind this relationship needs to be clarified with 

measured aortic area. 

A possible explanation of this relationship could be the viscoelastic behaviour of aorta. The 

energy loss due to hysteresis of the aorta may change according to the speed of expansion, 

which is related to ejection time. The water-hammer equation does not take these variabilities 

into account, and when the amount of energy absorbed by the aorta is altered, calculated aortic 
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characteristic impedance deviates from the true value, where this effect is corrected by 

‘dynamic aortic area’ in this study. In such cases, changes in aortic area can be assumed 

negligible and relationship between energy loss and ejection time must be investigated. 

Continuous measurement of aortic cross sectional area is possible using sonomicrometry or 

using echo devices. With measured cross sectional area and aortic pressure value, beat-to-beat 

stress-strain loops can be produced revealing the time-dependent mechanisms of the aortic wall. 

Such data would clarify the relationship identified in Figure 5.3, potentially making the model 

entirely data-driven and the accuracy can be further improved. 

10.2 Validation with Human Data  

The aortic model presented in Chapter 5 has only been validated using porcine experimental 

data. Although human and porcine cardiovascular systems are very similar, human SV is 

approximately 3-4 times larger than pig and the total circulatory length is much longer. These 

physiological/anatomical differences may introduce new errors and limitations, which are not 

seen with the porcine data. In addition, the dobutamine experiment was performed on healthy 

pigs without any cardiovascular dysfunction. In reality, more complex cardiovascular 

interactions from various diseases and treatments are expected. Thus, further analysis and 

validation must be done with human data covering wider range of dysfunction states and 

inotropes/vasoactive drugs to confirm the clinical utility of these results. 

At the Christchurch Hospital ICU, PAC is used to monitor SV and pulmonary circulation, after 

mitral valve replacement or repair surgery. The data set for these patients would include 

intermittent SV from thermodilution, ECG, and continuous pulmonary arterial pressure 

waveform. These measurements would enable right ventricular SV to be estimated using the 
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model in Chapter 5. Furthermore, estimated SV can be validated against intermittent SV 

obtained from the PAC. 

The reservoir-excess separation can be performed on the pulmonary arterial pressure waveform 

as the pressure contour is similar to aortic pressure waveform. PWV can be estimated using the 

method presented in Chapter 8. The error introduced from ICT is thought to be reduced in the 

pulmonary circulation as PWV is much slower, taking up more time of the transit time 

estimated from the ECG R-peak to the foot of pulmonary arterial pressure. Using the 

determined excess pulmonary arterial pressure with PWV, pulmonary arterial impedance can 

be calculated. The continuous right ventricular SV can then be estimated from the excess 

pressure and the arterial impedance. 

All of the hemodynamic measurements required are taken as part of normal care for patients 

recovering from post mitral valve surgery. Hence, no additional interventions/measurements 

are required for this analysis, and thus, they provide the perfect starting point for human 

validation. In addition, past patient data can be retrospectively collected from the ICU data 

base, making larger data set.    

10.3 Integrating Aortic Model with Treatment Protocols 

Hemodynamic monitoring can only provide benefit to the patient when coupled with a defined 

and effective treatment protocol. For the aortic model developed in Chapter 5 to be clinically 

useful, the estimated hemodynamic parameters must influence treatment decisions, forming a 

feedback loop between the cause and the effect. Thus, allowing patient-specific titration of 

fluid/dosage in an attempt to achieve desired outcomes.  
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The aortic model is capable of continuously estimating SV as well as aortic characteristic 

impedance, aortic compliance, and systemic resistance. Utilizing these physiological 

parameters, an example of a treatment protocol in sepsis can be: administer/increase 

vasopressors until systemic resistance reaches a desired level, and once reached, titrate 

vasopressors, so that systemic resistance is maintained within a certain band. Similar approach 

can be applied for SV with fluid and inotropes. In addition, aortic characteristic impedance and 

compliance could be used for level of maldistribution, which are often present with hyper-

dynamic state of septic shock. 
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