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Abstract
In the field of fluid flow within the human body, blood flow in the systemic circulation has been
the main focus since the recognition by William Harvey that blood was in fact in continuous
circulation and carried by a network of blood vessels. But beyond the systemic circulation, other
fluids and other fluid flow phenomena pervade the body so totally that it would be hard to imagine
a bodily function of any kind that does not involve fluids or fluid flow. In fact, the study of the
systemic circulation is limited to not only the type of fluid involved but also to the type of service
which the systemic circulation provides - the first being blood, of course, the second is transport -
the principal function of the systemic circulation is to provide a means of transporting blood
continuously from the heart to tissue cells and back again. Some of the most fascinating fluid flow
phenomena within the human body involve fluids other than blood and a service other than
transport- the lymphatic and pulmonary systems provide two striking examples. In this paper we
outline the special fluid mechanics of these two systems. While transport is still involved in both
cases, this is not the only service which they provide and blood is not the only fluid involved. In
both systems, filtration, extraction, enrichment, and in general some “treatment” of the fluid itself
is the primary function. In the pulmonary system, the liquid lining of the lungs plays a pivotal role,
and the mechanical interaction between tissue and liquid is of key importance to lung viability. In
disease states such as respiratory distress syndrome, the lining fluid can become dysfunctional,
leading to reduced gas exchange and damage to sensitive pulmonary tissues. The study of the
systemic circulation has also been conventionally limited to treating the system as if it were an
open-loop system in which the main hemodynamic variables such as pressure and flow are
governed by the laws of fluid mechanics independently from the physiological controls and
regulations that govern these same variables. This implies that any failure of the system can be
fully explained in terms of the laws of fluid mechanics, which of course is not the case. While a
system failure due to a physical obstruction in a blood vessel can be readily explained in terms of
the laws of fluid mechanics, a system failure due to arrhythmia cannot. In this paper we examine
the clinical implications of these issues and of the special biofluid mechanics issues that arise in
the lymphatic and pulmonary systems.
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Biofluid Mechanics of The Lymphatic System
Introduction

The lymphatic system performs many crucial functions in health and is involved in diverse
disease states. Lymphatics are responsible for fluid and protein balance, gathering
approximately 4 liters/day of interstitial fluid and returning it to the venous system. As this
fluid is filtered, undesirable elements such as tumor cells and foreign pathogens are
normally destroyed in lymph nodes. This system is also part of the primary transport
mechanism for the immune system. Lymphedema, a debilitating disease for which there is
no known cure, affects a large number of cancer patients who have undergone lymph node
dissection as well as trauma victims. The lymphatic system is also the major transport route
for metastases of the most deadly cancers.

Understanding and modeling the transport of lymph remains a challenge. Tissue pressure is
very low, and cannot account for even a small percentage of total lymph flow. Given its
return to the venous system in the upper torso, much of the body’s lymph must be pumped
“uphill.” There are extrinsic mechanisms such as muscle pumping that aid this task, but
much of the work comes from the contraction of lymphatic vessel smooth muscle, with
valves preventing backflow. Lymphatic vessels alter pumping characteristics in response to
changes in diameter and flow, with the degree of response to these signals being regionally
dependent. This implies that lymphatic endothelial cells respond to shear stress and
circumferential stretch with substances that trigger lymphatic smooth muscle cell action.
Unfortunately, little is known about lymphatic endothelial mechanotransduction,
communication with smooth muscle, and how this integrates into a functioning system
overall.

Importance of Lymphatic System in Health
The human lymphatic system plays several crucial roles in maintaining health, including
fluid and protein balance, immune cell transport, and nutrient uptake. In approximate terms,
out of 8000 liters of cardiac output per day, 20 liters of fluid flows out the capillaries, 16–18
liters of which is reabsorbed by the blood vessels. That leaves 2–4 liters to be returned via
the lymphatic system. Returning interstitial proteins to the blood circulation is also of crucial
importance, since we lose approximately 50% of circulating proteins through the capillaries
every day. This movement of fluid, cells and solutes from the blood to the interstitial spaces,
into the lymphatic compartment and back to the blood is essential to many crucial body
functions.

The act of pumping this fluid back into the venous system at a point near the heart presents
significant challenges. Interstitial tissue pressures hover around atmospheric. Thus,
lymphatic system flow cannot rely on pressure-driven flow as in blood vessels. Furthermore,
the location of the return point to the venous system in the upper torso means that the system
must pump “uphill.”

The lymphatic system begins with terminal lymphatics that collect fluid and constituents
from the interstitial space. There are approximately 40,000 terminal lymphatics per kg of
tissue [1]. These rather porous structures consist of endothelial cells, intercellular primary
valves, and a loosely organized substrate [2]. Their porosity is such that the concentration of
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proteins is practically identical in interstitial fluid and lymph, eliminating osmotic pressure
gradients that might hinder fluid movement. The pressure gradient from the interstitium to
the inside of terminal lymphatics is variable in magnitude and direction, but is typically less
than 1 mmHg [3]. Terminal lymphatics outflow to small collecting vessels with the aid of
valve structures in between endothelial cells that prevent backflow [4]. Valves are in fact
ubiquitous in the lymphatic system. The vessels between valves are referred to as
lymphangions. The lymphatic vessels eventually flow into lymph nodes. Lymph from
afferent vessels flows in and is slowed within the subcapsular sinus. This facilitates
interaction with the immune cells located in lymph node compartments, including the high-
endothelial venous sinuses [5]. Filtered lymph then flows out through efferent vessels,
eventually collecting in the thoracic duct that flow into the venous system. Movement of
fluid through the lymphatic system facilitates immune response. The delivery of foreign
bodies to the lymph nodes is enabled by lymph flow, as is the crucial trafficking of
monocytes, dendritic cells and lymphocytes [6]. Finally, mesenteric lymphatic vessels play
an important role in lipid uptake, which flow into the lymph and then into blood vessels.

Importance of Lymphatic System in Disease
Given the variety of challenges presented to the lymphatic system in health, it should not be
surprising that there are numerous complexities in disease conditions. Local tissue swelling,
or edema, occurs when the lymphatic system fails to remove fluid efficiently from the
interstitium. There is no known cure for this critical condition, which can eventually lead to
immune dysregulation and malnutrition. A functional definition of edema is a 50% increase
in interstitital volume [7]. Some have suggested that presence of positive tissue pressure
indicates edema, but some tissue pressures are positive in health. Edema affects 300 million
people worldwide, including approximately 10 million patients who contracted the condition
secondary to breast or pelvic cancer therapy, recurrent infections, trauma or vascular surgery
[8]. Congenital lymphedema affects one of every 6000 newborns, but may not appear until
puberty [9]. Acquired lymphedema caused by the filaria parasite (elephantiasis) affects 3–5
million people in Western countries, and is a common cause of disability in developing
countries [10]. In the US, the majority of cases appear due to malignancy or its therapy. The
onset of lymphedema in these cases can appear within days, or years later. It affects
approximately half of breast cancer survivors undergoing axillary lymph node dissection; in
some cases taking years to develop [11]. The risk following groin dissections is
approximately the same [12]. Lymphedema is almost always accompanied by immune
system disorders [10].

The lymphatic system plays a tremendously important role in the development and spread of
cancer. The formation of new lymphatic vessels (lymphangiogenesis) in tumors is quite
aggressive [13], and is an avenue for many cancers [14]. Furthermore, when cancerous
tumors metastasize, offending cells travel through the lymphatic system. While it is a normal
function of macrophages and lymphocytes to eliminate cancerous cells, this defense system
can become overwhelmed or subverted. A large portion of cancer deaths are attributable to
metastasis through the lymphatic system [13]. Pathologies may also develop in the presence
of injuries due to lymphatic system dysfunction. In serious injuries involving open wounds,
the lymphatic system is crucial in preventing infections through immune response. An
important distinction between lymphatics and blood vessels is that the latter quickly shut
down through vascular smooth muscle contraction, whereas lymph vessels remain open to
aid in wound drainage.

Lymphatic System Pumping Characteristics
As discussed above, the lymphatic system is presented with the challenge of pumping
several liters per day of fluid, proteins, cells, and foreign bodies from various interstitial
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spaces back to the venous system. It performs this function often against both an
unfavorable pressure gradient and against gravity. While there are a few key mechanisms for
overcoming this challenge, the degree to which each of these mechanisms functions varies
tremendously around the body.

Lymphatic pumping in the neighborhood of skeletal muscle benefits from extrinsic pumping
mechanisms, similar to those that aid venous return of blood from the lower limbs. External
compression of lymphatic vessels due to muscle contraction or other means results in
propulsion of lymph forward, with backward flow prevented by competent valves. Another
possible extrinsic aid to pumping is positive tissue pressure. This pressure varies among
different tissues. However, the estimated flow rate due to this pressure is a small percentage
of overall lymph flow.

Much of the work associated with lymphatic pumping is performed via intrinsic
mechanisms, i.e., those associated with direct action of the lymph vessels. The lymph
vessels are exquisitely designed for this purpose. The intramural smooth muscle cells of
lymphatic vessels possess far more mitochondria than smooth muscle of any other type [7].
Additionally, lymphatic vessels have proportionally large numbers of blood vessels feeding
their walls, compared to the vasa vasora of comparably sized blood vessels [15]. Some of
this extra vasculature may be due to lack of internal blood supply. Regardless, it is clear that
lymphatic vessel walls contain significant contractile machinery.

There is tremendous regional variability in pumping capability. In general, peripheral
vessels contract more, presumably to overcome the significant downstream resistance to
flow [16]. It has been shown that mesenteric lymphatics pump rather strongly, compared to
cervical and femoral lymphatics, as well as the thoracic duct [17,18]. There appear to be two
primary intrinsic regulators of lymphatic smooth muscle. The first is a response to stretch,
which has been shown to increase the frequency of the pacemaker activity [18]. Presumably,
filling and thus stretching a lymphatic vessel is an indication to propel fluid forward to avoid
edema. The second regulator is flow-related, and appears to be due to shear stress sensitivity
of lymphatic endothelium. Increasing flow causes increases in both diastolic and systolic
diameter (borrowing terminology from the heart), and decreases ejection fraction as well as
contraction frequency [19]. Once again, it is important to note the regional variability in
sensitivity to these regulating mechanisms. The thoracic duct is more sensitive to flow-
induced smooth muscle relaxation than the mesenteric lymphatics [19]. If extrinsic
mechanisms were successful at propelling flow, then smooth muscle cell contraction would
actually increase flow resistance as well as being metabolically costly. One possible regional
exception to this was noted in a study of rat iliac lymphatics [20], with an inhibition of the
intrinsic pump at high inlet pressures. Removal of the endothelium blocked any response to
changing inlet pressure. Similar endothelium-dependent contractile inhibition was noted by
von der Weid et al. [21], who denuded the endothelium in guinea pig mesenteric lymphatic
vessels, and inhibited the response to acetylcholine. Thus, lymphatic endothelium-expressed
nitric oxide (NO) is likely a key factor in contractile control, as is endothelin-1 (ET-1) [22].
The production of both substances by blood vessel endothelium is known to be shear stress
dependent.

Shear stress estimations, or indeed flow measurements of any kind, are difficult to perform
in lymphatic vessels because the relatively low flow rates and delicate nature of these small
vessels renders traditional blood flow measuring techniques useless. Based on high-speed
(500 frames/s) in situ microscopic imaging of rat mesenteric lymphatic vessels, we have
developed automated vessel and lymphocyte tracking algorithms to estimate lymph flow rate
and wall shear stress, and then correlated those with the phasic pumping activity [23,24,25].
Average flow rates and wall shear stresses through individual vessels were 13.95 mliter/hour
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and 0.64 dyne/cm2, respectively, with peak wall shear stresses ranging 4–12 dyne/cm2.
Diameter changes in these nominally 100 mm diameter vessels were typically 40% or
greater over the contractile cycle. We have observed some vessels contracting down to
nearly zero diameter in other experiments.

Lymphatic endothelial cells share some characteristics with blood vessel endothelial cells,
such as alignment and elongation with the direction of flow. Crucial differences, however,
include the expression of VEGFR-3 and Prox-1, both lymphangiogenic factors [26]. Prox-1
knockout mice do not develop lymphatic vessels [27]. Application of shear stress to cells
resulted in inhibition of pan-cadherins only with lymphatic endothelial cells, and was noted
at shear stresses as low as 2 dynes/cm2 [26]. There are no reports of molecular-level changes
in lymphatic endothelial behavior related to mechanical stimuli.

The lymphatic system is equipped with several extrinsic and intrinsic pumping mechanisms.
When extrinsic mechanisms fail to produce sufficient flow, endothelial-based regulatory
mechanisms kick in. However, the relative importance of the different pumping mechanisms
varies throughout the body. Because of this regional variability, lymph pumping occurs in
the absence of synchronized activity. While it appears that the intrinsic pumping is
coordinated over short distances [28], there is no guarantee that the unsteady propulsion of
lymph from one region occurs in phase with, or even at the same frequency as, that from
adjacent tissue.

Reddy [29] developed a lymphatic flow network model that captured some of the essential
flow characteristics (briefly published as Reddy et al., [30]). His network consisted of at
most seven generations of branches; still far away from representing terminal lymphatics
and the small lymphangions that perform the important pumping work. Vessel contraction
was assumed to occur in response to wall strain at a single frequency and phase, regardless
of tissue location. This model was constructed well before much of the basics of lymphatic
function were revealed, however, such as the effects of flow on smooth muscle contraction
inhibition.

Summary
Despite the importance of the lymphatic system in health and disease, comparatively little is
known about its function, certainly relative to arterial and venous circuits [31]. The fact that
the lymphatic system performs its pumping functions against pressure gradients and gravity
makes it an interesting topic for engineering analysis. Clearly, the integration of the system
components from the cellular to the systemic level is crucial in this function. Our future
modeling efforts will focus on capturing physiologic features of clinically important disease
states (edema, cancer, etc.), and predicting the likelihood of success of various interventions.
Currently, there is no cure for edema, and prognoses of metastasized cancers remain grim.
Further engineering analysis of the lymphatic system would serve a crucial role in
expanding our understanding of, and ability to treat, these diseases.

Biofluid Mechanics of The Pulmonary System
Physiological significance

The delicate structure of the lung epithelium makes it susceptible to surface tension induced
injury. In cases of sepsis leading to multi-organ failure, large regions of the lung can fill
with fluid (become atelectic), eliminating gas-exchange to a significant fraction of the lung.
In addition, liquid fills the lungs of all neonates at the time of birth. Those born prior to 25
weeks gestation are likely to have an immature surfactant system, resulting in elevated
interfacial surface tension. As a result, large regions of the lung may remain atelectic or
close due to interfacial instabilities. This disease is referred to as respiratory distress
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syndrome (RDS). Subsequent lung collapse after inflation can occur in surfactant deficient
neonates as well as adults with “wet” lungs.

The deformation response of biological cells exposed to different flow conditions is a
problem with important clinical implications. For example, patients suffering from acute
lung injury (ALI) cannot breathe on their own due to the collapse and fluid occlusion of
small pulmonary airways. These patients must be placed on a mechanical ventilator in order
to survive. However, the microbubble flows generated during ventilation can exacerbate the
existing lung injury and the mortality rate for ALI is very high (30–40%). Even for those
patients who survive ALI, the tissues of the lung may be damaged due to the mechanical
environment, which exposes the sensitive epithelium to abnormal physical forces that can
initiate or exacerbate lung injury. This may occur with mechanical ventilation, leading to
ventilator-induced lung injury (VILI).

Clearly the damage to the lung related to VILI and ALI is associated with liquid obstructions
that accompany atelectasis. In order to understand this relationship, models of air-liquid
interfacial flows and fluid-structure interactions in single airway and a network of airways
that represent the bifurcating structure of the lung should be investigated. The liquid film
consists of a mucus layer on top of a periciliary fluid layer [32]. Mucus is a non-Newtonian
fluid possessing viscoelastic characteristics [33–37]. Surface tension on an air-liquid
interface induces liquid flows, which may cause the lung’s airways to close due to the
formation of a liquid plug as a result of drainage of the liquid lining coating the airways if
the liquid film is sufficiently thick [36,37]. The stability of the liquid layer is also influenced
by the air core flow [38] as well as the rheological properties of the liquid. Once occluded,
either by a short plug or an extended collapsed region, the airway must be reopened to
maintain ventilation to distal regions of the lung.

It is hypothesized that these events that may damage the lung – experimental and theoretical
fluid mechanics models are essential to provide insight towards this hypothesis and may lead
to clinical protocols that could reduce the morbidity and mortality of those suffering from
ALI or RDS. In the sections that follow, we present predictions and observations related to
interfacial flow-induced damage to the lung, and propose future studies that may enhance
our understanding of these multi-scale problems.

Predictions of fluid mechanical events related to atlectrauma
Closure of airways can occur by a Rayleigh instability of the liquid lining, or an instability
of the elastic support for the airway as the surface tension of the air – liquid interface pulls
the tube shut, or both [39]. Airway closure may occur in normal lungs at low lung volumes
resulting in liquid plugging [40]. The thickness of liquid film is 2–4% of the airway
diameter under normal conditions [41,42], but may be as large as 20% in disease [43].

The effect of viscoelasticity of lung mucus on airway closure is still ongoing research. While
to date most investigations use Newtonian models, the simplest viscoelastic model is that of
a Maxwell fluid, where there are both viscous and elastic elements. When this viscoelastic
system is oscillated, the dynamic response is frequency dependent and force vs displacement
has both in-phase (elastic) and out-of-phase (viscous) components. Compared with a
Newtonian fluid of the same base viscosity, the viscoelastic fluid layer grows faster and
closure times are shorter because of a smaller effective viscosity. Due to the same
mechanism as that shown by Halpern and Grotberg (2003)[38], oscillatory core flows can
saturate the instability. Since the effective viscosity of the viscoelastic fluid depends on the
frequency of the force applied, there may exist a series of optimum frequencies of the
oscillatory flow [44], that would increase the longitudinal displacement of the liquid bulge
and hence maintain airway patency.
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Since the film flow is induced by the pressure gradient due to the surface tension forces,
surfactant can retard the closure process. Several studies have investigated the effect of
surfactant on airway closure [45–49].

The process of opening collapsed atelectic region involves complex fluid-structure
interactions that depend on airway geometry, fluid properties and surfactant biophysical
processes. Theoretical and computational models have been developed [50–55]. These
models predict that a ‘two-branch’ response can exist with distinctly different low-velocity
and high-velocity behavior. Recent studies show that the low-velocity branch is unstable
[51] and this unstable solution is unfeasible under the transverse gravitational force [53].
These investigations also provide insight into mechanical stresses that can damage the lung.
However, in general these are estimates based upon steady, fully-developed flow.
Investigations of unsteady and transient flows in more complex geometries would improve
our understanding of regions of the lung that might be highly sensitive to interfacial flows.

Predictions of micro-mechanical stresses that may damage the lung
Airway epithelial cells experience significant mechanical stresses during the reopening
event. In extended regions of airway closure, computational analyses have predicted the
existence of spatial/temporal gradients in shear and normal stress that may cause a local
“pinching” effect on airway epithelial cells [50]. Alternatively, short regions of closure can
occur wherein a liquid plug obstructs the airway. This liquid plug propagation results in a
significant change in mechanical stress in the vicinity of the front meniscus surface [56–59].
In both situations, the behavior of these stresses and the system at macro-scale is modulated
by surfactant behavior at the molecular scale, which demonstrates the importance of multi-
scale interactions in this system [58,60,61].

Observations of damage due to fluid mechanical events
Previous computational studies indicate that microbubble or liquid plug flow imparts a
complex combination of normal and shear stress to the epithelial cells on airway walls.
Experiments in in vitro systems clearly demonstrate that these flows can impart injurious
mechanical stresses on airway and alveolar epithelial cells [62–64]. It should be noted that
the calculations of applied stresses are based upon simplifications of a flat cell monolayer,
fully developed flow and a Newtonian lining fluid. In reality the surface geometry of the
monolayer is complex and topological effects can greatly amplify the magnitudes of the
hydrodynamic stresses [65]. These hydrodynamic stresses may result in cell deformation,
membrane rupture and/or cell detachment. Recent study shows that sub-confluent cells
experience more damages and cell detachment than confluent cells [66]. Hydrodynamic
stresses may also be transduced into injurious biological responses including the up-
regulation of inflammatory pathways and altered surfactant secretion [67–70].

Physico-chemical interactions
Pulmonary mucus possesses viscoelastic and shear thinning characteristics with a yield
stress. It is still unclear which property of the mucus is most important in the context of
atelectrauma. Experimental evidence [71] shows that the Maxwell fluid is inadequate to
model the viscoelasticity of the mucus. In fact, the lining fluid properties vary substantially
from region to region within the lung [34,35]. Therefore, a reliable rheological model of
lung liquid is required to make progress in estimations of the importance of viscoelasticity in
normal and pathophysiological conditions.

Surfactant physicochemical effects have been investigated under ideal conditions [58,60,61].
However, surfactant biophysical properties are extraordinarily complex [72,73]. For
example, the surfactant on air-liquid interface is prone to buckle and collapse when its
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concentration exceeds the maximum dynamic concentration [72,74]. Multilayer models of
pulmonary surfactant are essential for enhancing our understanding of surfactant
physicochemical hydrodynamics. Finally, surfactant is released in the lung in lamellar
bodies and can create multi-molecular micelles. Accurate models of micelle transport,
rheological characteristics [75] and micelle dynamics at the air-liquid interface will
substantially improve our understanding of these complex interactions. These models may
be useful in developing strategies for pulmonary ventilation that could expand upon the
“surfinacatant” work [76] that could lead to scenarios that could enhance surfactant uptake.

Cell models
Under hydrodynamic stresses applied, cellular deformation and its injury may be a function
of various biophysical parameters including cytoskeletal structure, micro-mechanical
properties, cell morphologies and cell-cell contact mechanics. Dynamic response of cells to
a rapid change in surface force and the response of cells on a flexible membrane are
necessary to study experimentally. New computational models of this system may be
necessary to be developed in order to accurately evaluate experimental conditions.
Pharmacological intervention may lead to protective strategies for VILI through
modification of cell stiffness.

Airway interactions
While most models to date have relied on single or small networks of airways, in reality
pulmonary airways are surrounded by parenchyma that consists of numerous alveoli, all of
which are connected to distal airways. Therefore, the dynamics of each airway and alveolus
is interdependent. As such, the behavior of one component may affect all others through
parenchymal tethering. For this reason, the collapse and reopening process of an airway may
affect other reopening processes. To understand these mechanical interactions, total lung
lobe models need to be developed. Since the pressure in liquid-coated airways and alveoli
are functions of their geometry and surface tension, this will naturally lead to multi-scale
modeling. This modeling will allow us to identify differences in inflation/deflation
mechanisms of atelectic regions of the lung, and may yield improved technologies for
reducing the morbidity and mortality associated with RDS, ARDS and VILI.

Future work
Though simplified models of airway closure and reopening phenomena in single airways
have led to advances in our understanding of atelectrauma, future investigations should
explore the importance of physicochemical interactions, cell mechanics, and airway
interactions.

SYSTEM DYNAMICS VERSUS HEMODYNAMICS IN THE CONTROL OF
BLOOD FLOW

From a historical perspective, work on the systemic circulation has gone through a number
of distinct eras: from the ancient era where blood was thought to be manufactured in the
heart and then dispatched to the rest of the body, to the next era where it was recognized that
blood is actually in continuous circulation through the body, then the era of steady Poiseuille
flow where the focus was on the details of flow within the blood vessels, to the era of
pulsatile flow, first in a rigid tube, then in an elastic tube, which led to the era of wave
propagation and wave reflections and, finally, to the modern era where computer power
coupled with the Navier-Stokes equations has made it possible to simulate blood flow in
every possible configuration. It is interesting that every era was marked by an unwavering
commitment to the subject of the day, all else being regarded as secondary, just as the
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pulsatile nature of blood flow was regarded as secondary in the era of Poiseuille flow, or as
wave reflections were regarded as secondary in the early days of pulsatile flow. Secondary
issues were actually seen as “aberrations” in the design of the cardiovascular system, even
with some negative connotation. Indeed, to this day we continue to think of wave reflections
in this negative way, as an added “cost” to the system, or an “afterthought” in the design of
the system. Wave reflections have yet to be embraced in our minds as an intrinsic part of the
system, not secondary or negative in any way, but simply an integral part of the system,
essential as any other in the efficient working of the system, and as such they may actually
be used by the system to some advantage [77].

In the modern era our commitment is to the Navier-Stokes equations and to our computer
power to solve them under every conceivable condition, thereby making it possible to
simulate most of the blood flow phenomena which we observe within the human body [78].
As in previous eras we feel that we have the subject essentially in hand, though, again, with
the exception perhaps of some “secondary” issues. In what follows we consider one such
issue, namely that of control and regulation of fluid flow within the human body, more
specifically the control and regulation of blood flow [79,80].

While blood flow is certainly governed by the Navier-Stokes equations, it is at no time
governed by the Navier-Stokes equations alone. Blood flow is part of a closed-loop control
system, or more precisely it is under a hierarchy of local and global control loops in which
the primary object is control of pressure and flow rate [81]. While the Navier-Stokes
equations govern the relation between pressure and flow, it is an open-loop relation which
they govern. In that relation, a change in pressure produces a change in flow and there the
matter ends. There is no provision for any feedback from the change in flow back to the
change in pressure, yet in the physiological system feedback loops are ever present [82].

Feedback loops in the cardiovascular system are mediated by a number of neural and
humoral control mechanisms [79,83,84]. As in a man-made control system, each of these
loops is associated with a controlled variable, a sensor, and a controller that is able to affect
the value of the controlled variable. While a great deal has been learned about certain
elements of these control systems, much is still unknown. Typically, a controlled variable
such as blood pressure or heart rate is identified and some of the sensors associated with it
are located, but the control system loop governing that variable can rarely be sketched out or
isolated in complete form. This is not only because some of the sensors or pathways are
unknown but because in most if not all cases the loops involved, rather than being distinct
closed loops, may typically be interlaced with each other. The control systems for heart rate
and stroke volume, for example, may have both local and central loops and these loops may
interlace with each other as well as with others associated perhaps with the control of blood
pressure and pCO2 [79].

To deal with blood flow in its full breadth, therefore, it is necessary to integrate
hemodynamics with the full dynamics of the system because the integrity of blood flow in
any organ or system depends not only on hemodynamics within the blood vessels of that
organ or system but also on the full dynamics of the system as a whole [85,86]. The first of
these is governed by the Navier-Stokes equations, the second by the control loops and
mechanisms associated with blood flow in that particular organ. Put another way, while
satisfying the Navier-Stokes equations is a necessary condition for an accurate description of
blood flow within the vascular bed of an organ, it is not a sufficient condition for a
description of the overall dynamics of that flow in the context of control and regulation, or
in the context of what is the ultimate objective of blood flow in that organ, namely cell
perfusion.
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Arrhythmia, in all its forms, is a familiar example of this dichotomy [87,88]. It affects the
harmony between the pumping rhythm of the heart and the compliance of the aorta, thereby
affecting cardiac output and the dynamics of the systemic circulation. In the heart, similarly,
a disruption in the harmony between the pulsatile rhythm of the input pressure driving the
flow into the coronary circulation, the pulsatile rhythm of the contracting cardiac muscle and
its effect on coronary vessels imbedded within it, and the combination of wave propagation
and wave reflections within the coronary vascular tree, will lead to a failure of the dynamics
of the coronary circulation while the flow within individual vessels is continuing to satisfy
the Navier-Stokes equations. A much simplified version of this scenario is shown in Fig. 1
where the dynamics of the flow in a vascular tree is disturbed by vasodilatation or
vasoconstriction at the peripheral levels of the tree. The result is a change in the distribution
of admittance along the tree and therefore a change in the dynamics of blood flow through
the tree. The flow in individual vessel segments remains orderly in the sense that it
continues to satisfy the Navier-Stokes equations. Thus, while the overall dynamics of the
flow have been affected, hemodynamics within the tree have not.

In sudden cardiac death there is a precipitous fall in cardiac output to levels that can no
longer sustain cerebral or cardiac function [89]. By definition, the timing of this failure
cannot be attributed to any prevailing coronary artery disease, so the disease if present is
seen only as a participant in but not the immediate cause of the event. According to currently
held view, coronary artery disease is seen as a precursor to conditions of myocardial
ischemia and infarction, leading to a disruption in heart rhythm, fall in cardiac output, fall in
coronary blood supply and finally heart failure, as illustrated in Fig. 2. A difficulty with this
course of events is that it proposes that a fall in cardiac output is followed by a fall in
coronary blood flow. The mechanism for this sequence is not clear if indeed possible,
because if the fall in cardiac output leads to a drop in aortic pressure, it is well known that
autoregulation of coronary blood flow ensures that this does not lead immediately to a fall in
coronary blood flow [90,91]. Because of autoregulation, a fall in cardiac output is more
likely to be the consequence rather than the cause of a fall in coronary blood flow, the latter
being precipitated by a disruption in the dynamics of the coronary circulation produced by
coronary artery disease, cardiac damage, or a disruption in neural activity. This alternative
course of events is illustrated in Fig. 3.

Thus, the integrity of blood flow in its widest sense depends in the first place on
hemodynamics within the vascular bed but ultimately on the dynamics of the system as a
whole, and in the same way that the first of these may be disrupted by a vascular pathology,
the second may be disrupted by what may be termed a “dynamic pathology” [92].
Arrhythmia is a clear example of a dynamic pathology while sudden cardiac death is,
ultimately, the result of a dynamic pathology.

A dynamic pathology is not unlike a structural or functional pathology in a tissue or organ,
but it deals specifically with dynamics. Furthermore, it deals with the dynamics of an
integrated system as a whole, such as the dynamics of the systemic or of the coronary
circulation, including all the feedback loops involved in the control and regulation of the
system in each case. Thus, an atherosclerotic lesion in a coronary artery is a vascular
pathology [93], but the ultimate significance of this lesion lies only in the dynamic
pathology which it produces, more specifically in the way the lesion affects the dynamics of
the coronary circulation as a whole, and in particular in the way it affects the ability of the
coronary circulation to provide the heart with sufficient blood supply. If the occlusive
progression of the lesion is sufficiently slow so that the occlusion is compensated for by
vascular restructuring, for example, the dynamic pathology may be minimal or nonexistent.
Thus, the presence of vascular pathology does not necessarily imply the presence of
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dynamic pathology, but the reverse is not necessarily true, namely the absence of vascular
pathology does not necessarily imply the absence of dynamic pathology.

Perhaps the most celebrated example of a dynamic pathology is the phenomenon of a
“broken heart” which has recently made the transition from the realm of folklore to that of
medicine where it is now accepted as a legitimate clinical syndrome. Following a multi-
patient clinical study, Wittstein et al [94] reported that “Emotional stress can precipitate
severe, reversible left ventricular dysfunction in patients without coronary disease.
Exaggerated sympathetic stimulation is probably central to the cause of this syndrome.”
Because of the absence of coronary artery disease in these patient, the precipitating
pathology in this case is again a dynamic pathology as in the case of sudden cardiac death,
namely a disruption in the dynamics of the coronary circulation followed by a fall in
coronary blood supply and a fall in cardiac output.

One of the most important aspects of dynamic pathologies is that unlike structural
pathologies they do not leave a footprint after they have resolved or produced their damage.
Following sudden cardiac death, indeed following any death attributed to heart disease, only
structural pathologies can usually be found and they become the focus of attention. Any
dynamic pathologies involved are not in evidence because they are no longer at play. This is
the reason for which the broken heart syndrome has taken so long to be accepted by the
medical community. The concept of a dynamic pathology, which is a failure in the overall
dynamics of a dynamic system, is well familiar in science and engineering but is rather
foreign in the clinical setting where the focus is on the more tangible hemodynamics. The
broken heart syndrome, with the distinction of being transient and reversible, offers the
opportunity to make the dynamic pathology more tangible, that is it makes it possible to
detect the dynamic pathology while it is at play and in pure form, because the syndrome is
not associated with coronary artery disease.

References
1. Nisimaru Y. Summary of our studies concerning the structure and function of lymphatic system.

Hiroshima J Med Sci 1982;31:145–160. [PubMed: 7174350]
2. Schmid-Schonbein GW. Microlymphatics and lymph flow. Physiol Rev 1990;70:987–1028.

[PubMed: 2217560]
3. Grimaldi A, Moriondo A, Sciacca L, Guidali ML, Tettamanti G, Negrini D. Functional arrangement

of rat diaphragmatic initial lymphatic network. Am J Physiol Heart Circ Physiol 2006;291:H876–
885. [PubMed: 16489104]

4. Trzewik J, Mallipattu SK, Artmann GM, Delano FA, Schmid-Schonbein GW. Evidence for a
second valve system in lymphatics: Endothelial microvalves. Faseb J 2001;15:1711–1717.
[PubMed: 11481218]

5. Hossler FE, Monson FC. Structure and blood supply of intrinsic lymph nodes in the wall of the
rabbit urinary bladder--studies with light microscopy, electron microscopy, and vascular corrosion
casting. Anat Rec 1998;252:477–484. [PubMed: 9811226]

6. Angeli V, Randolph GJ. Inflammation, lymphatic function, and dendritic cell migration. Lymphat
Res Biol 2006;4:217–228. [PubMed: 17394405]

7. Granger, HJ.; Laine, GA.; Barnes, GE.; Lewis, RE. Dynamics and control of transmicrovascular
fluid exchange. In: Taylor, editor. Staub. Edema; New York, Raven: 1984.

8. Szuba A, Shin WS, Strauss HW, Rockson S. The third circulation: Radionuclide
lymphoscintigraphy in the evaluation of lymphedema. J Nucl Med 2003;44:43–57. [PubMed:
12515876]

9. Ferrell RE. Research perspectives in inherited lymphatic disease. Ann N Y Acad Sci 2002;979:39–
51. discussion 76–39. [PubMed: 12543715]

10. Oliver G, Alitalo K. The lymphatic vasculature: Recent progress and paradigms. Annu Rev Cell
Dev Biol 2005;21:457–483. [PubMed: 16212503]

Zamir et al. Page 11

Ann Biomed Eng. Author manuscript; available in PMC 2011 March 1.

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript



11. Armer JM. The problem of post-breast cancer lymphedema: Impact and measurement issues.
Cancer Invest 2005;23:76–83. [PubMed: 15779870]

12. de Vries M, Vonkeman WG, van Ginkel RJ, Hoekstra HJ. Morbidity after inguinal sentinel lymph
node biopsy and completion lymph node dissection in patients with cutaneous melanoma. Eur J
Surg Oncol 2006;32:785–789. [PubMed: 16806794]

13. Karpanen T, Alitalo K. Molecular biology and pathology of lymphangiogenesis. Annu Rev Pathol.
2007

14. Roberts N, Kloos B, Cassella M, Podgrabinska S, Persaud K, Wu Y, Pytowski B, Skobe M.
Inhibition of vegfr-3 activation with the antagonistic antibody more potently suppresses lymph
node and distant metastases than inactivation of vegfr-2. Cancer Res 2006;66:2650–2657.
[PubMed: 16510584]

15. Gnepp, DR. Lymphatics. In: Staub, Taylor, editor. Edema. New York: Raven; 1984.
16. Gashev AA. Physiologic aspects of lymphatic contractile function: Current perspectives. Ann N Y

Acad Sci 2002a;979:178–187. discussion 188–196. [PubMed: 12543727]
17. Gashev AA, Zawieja DC. Physiology of human lymphatic contractility: A historical perspective.

Lymphology 2001;34:124–134. [PubMed: 11549124]
18. Gashev AA, Davis MJ, Delp MD, Zawieja DC. Regional variations of contractile activity in

isolated rat lymphatics. Microcirculation 2004;11:477–492. [PubMed: 15371129]
19. Gashev AA, Davis MJ, Zawieja DC. Inhibition of the active lymph pump by flow in rat mesenteric

lymphatics and thoracic duct. J Physiol 2002b;540:1023–1037. [PubMed: 11986387]
20. Koller A, Mizuno R, Kaley G. Flow reduces the amplitude and increases the frequency of

lymphatic vasomotion: Role of endothelial prostanoids. Am J Physiol 1999;277:R1683–1689.
[PubMed: 10600914]

21. von der Weid PY, Crowe MJ, Van Helden DF. Endothelium-dependent modulation of pacemaking
in lymphatic vessels of the guinea-pig mesentery. J Physiol 1996;493 (Pt 2):563–575. [PubMed:
8782117]

22. Fortes ZB, Scivoletto R, Garcia-Leme J. Endothelin-1 induces potent constriction of lymphatic
vessels in situ. Eur J Pharmacol 1989;170:69–73. [PubMed: 2693120]

23. Dixon JB, Zawieja DC, Gashev AA, Cote GL. Measuring microlymphatic flow using fast video
microscopy. J Biomed Opt 2005;10:064016. [PubMed: 16409081]

24. Dixon JB, Greiner ST, Gashev AA, Cote GL, Moore JE, Zawieja DC. Lymph flow, shear stress,
and lymphocyte velocity in rat mesenteric prenodal lymphatics. Microcirculation 2006;13:597–
610. [PubMed: 16990218]

25. Dixon JB, Gashev AA, Zawieja DC, Moore JE Jr, Cote GL. Image correlation algorithm for
measuring lymphocyte velocity and diameter changes in contracting microlymphatics. Ann
Biomed Eng 2007;35:387–396. [PubMed: 17151922]

26. Ng CP, Helm CL, Swartz MA. Interstitial flow differentially stimulates blood and lymphatic
endothelial cell morphogenesis in vitro. Microvasc Res 2004;68:258–264. [PubMed: 15501245]

27. Wigle JT, Harvey N, Detmar M, Lagutina I, Grosveld G, Gunn MD, Jackson DG, Oliver G. An
essential role for prox1 in the induction of the lymphatic endothelial cell phenotype. Embo J
2002;21:1505–1513. [PubMed: 11927535]

28. Zawieja DC, Davis KL, Schuster R, Hinds WM, Granger HJ. Distribution, propagation, and
coordination of contractile activity in lymphatics. Am J Physiol 1993;264:H1283–1291. [PubMed:
8476104]

29. Reddy, NP. A discrete model of the lymphatic system: Bioengineering. College Station: Texas
A&M University; 1974. p. 66

30. Reddy NP, Krouskop TA, Newell PH Jr. A computer model of the lymphatic system. Comput Biol
Med 1977;7:181–197. [PubMed: 891141]

31. Pries AR, Secomb TW. Control of blood vessel structure: Insights from theoretical models. Am J
Physiol Heart Circ Physiol 2005;288:H1010–1015. [PubMed: 15706037]

32. Widdicombe J. Airway and alveolar permeability and surface liquid thickness: Theory. Journal of
Applied Physiology 1997;82(1):3–12. [PubMed: 9029192]

Zamir et al. Page 12

Ann Biomed Eng. Author manuscript; available in PMC 2011 March 1.

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript



33. Basser PJ, McMahon TA, Griffith P. The mechanism of mucus clearance in cough. J Biomech Eng
1989;111:288–297. [PubMed: 2486367]

34. Quraishi MS, Jones NS, Mason J. The rheology of nasal mucus: a review. Clinical Otolaryngology
1998;23(5):403–413. [PubMed: 9800075]

35. Yeates, DB. Mucus rheology. In: Crystal, RG.; West, JB., editors. The Lung: Scientific
Foundations. Raven Press, Ltd; New York: 1990. p. 197-203.

36. Halpern D, Grotberg JB. Fluid-elastic instabilities of liquid-lined flexible tubes. Journal of Fluid
Mechanics 1992;244:615–632.

37. Hughes JMB, Rosenzweig DY, Kivitz PB. Site of airway closure in excised dog lungs: histologic
demonstration. Journal of Applied Physiology 1970;29:340–344. [PubMed: 5451310]

38. Halpern D, Grotberg JB. Nonlinear saturation of the Rayleigh instability in a liquid-lined tube due
to oscillatory flow. J Fluid Mech 2003;492:251 – 270.

39. Heil M, Hazel AL, Smith JA. The mechanics of airway closure. Respiratory Physiology &
Neurobiology 2008;163(1–3):214–221. [PubMed: 18595784]

40. Kamm RD, Schroter RC. Is airway closure caused by a thin liquid instability? Respiration
Physiology 1989;75:141–156. [PubMed: 2711049]

41. Codd SL, et al. Tensile stiffness of ovine tracheal wall. Journal of Applied Physiology 1994;76(6):
2627–2635. [PubMed: 7928893]

42. Yager D, et al. Airway surface liquid thickness as a function of lung volume in small airways of
the guinea pig. Journal of Applied Physiology 1994;77(5):2333–40. [PubMed: 7868452]

43. Sackner MA, Kim CS. Phasic flow mechanisms of mucus clearance. European Journal of
Respiratory Diseases - Supplement 1987;153:159–164. [PubMed: 3480812]

44. Yin YB, Zhu KQ. Oscillating flow of a viscoelastic fluid in a pipe with the fractional Maxwell
model. Applied Mathematics and Computation 2006;173(1):231–242.

45. Wei HH, Halpern D, Grotberg JB. Linear stability of a surfactant-laden annular film in a time-
periodic pressure-driven flow through a capillary. Journal of Colloid and Interface Science
2005;285(2):769–780. [PubMed: 15837496]

46. Otis DR, et al. ROLE OF PULMONARY SURFACTANT IN AIRWAY-CLOSURE - A
COMPUTATIONAL STUDY. Journal of Applied Physiology 1993;75(3):1323–1333. [PubMed:
8226547]

47. Halpern D, Grotberg JB. SURFACTANT EFFECTS ON FLUID-ELASTIC INSTABILITIES OF
LIQUID-LINED FLEXIBLE TUBES - A MODEL OF AIRWAY-CLOSURE. Journal of
Biomechanical Engineering-Transactions of the ASME 1993;115(3):271–277.

48. Cassidy KJ, et al. Surfactant effects in model airway closure experiments. Journal of Applied
Physiology 1999;87(1):415–427. [PubMed: 10409603]

49. Campana D, Salta FA. Surfactant effects on the Rayleigh instability in capillary tubes - non-ideal
systems. International Journal of Multiphase Flow 2007;33(11):1153–1171.

50. Gaver DP, et al. The steady motion of a semi-infinite bubble through a flexible-walled channel.
Journal of Fluid Mechanics 1996;319:25–65.

51. Halpern D, et al. Unsteady bubble propagation in a flexible channel: predictions of a viscous stick-
slip instability. Journal of Fluid Mechanics 2005;528:53–86.

52. Hazel AL, Heil M. Three-dimensional airway reopening: the steady propagation of a semi-infinite
bubble into a buckled elastic tube. Journal of Fluid Mechanics 2003;478:47–70.

53. Hazel AL, Heil M. The influence of gravity on the steady propagation of a semi-infinite bubble
into a flexible channel. Physics of Fluids 2008;20(9)

54. Heil M. Finite Reynolds number effects in the propagation of an air finger into a liquid-filled
flexible-walled channel. Journal of Fluid Mechanics 2000;424:21–44.

55. Jensen OE, et al. The steady propagation of a bubble in a flexible-walled channel: Asymptotic and
computational models. Physics of Fluids 2002;14(2):443–457.

56. Fujioka H, Takayama S, Grotberg JB. Unsteady propagation of a liquid plug in a liquid-lined
straight tube. Physics of Fluids 2008;20(6)

57. Fujioka H, Grotberg JB. Steady propagation of a liquid plug in a two-dimensional channel. J
Biomech Eng 2004;126(5):567–577. [PubMed: 15648809]

Zamir et al. Page 13

Ann Biomed Eng. Author manuscript; available in PMC 2011 March 1.

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript



58. Fujioka H, Grotberg JB. The steady propagation of a surfactant-laden liquid plug in a two
dimensional channel. Physics of Fluids 2005;17:Art. 082102.

59. Halpern D, et al. Liquid and surfactant delivery into pulmonary airways. Respiratory Physiology &
Neurobiology 2008;163(1–3):222–231. [PubMed: 18585985]

60. Ghadiali SN, Gaver DP. The influence of non-equilibrium surfactant dynamics on the flow of a
semi-infinite bubble in a rigid cylindrical capillary tube. Journal of Fluid Mechanics
2003;478:165–196.

61. Yap DYK, Gaver DP. The influence of surfactant on two-phase flow in a flexible- walled channel
under bulk equilibrium conditions. Physics of Fluids 1998;10(8):1846–1863.

62. Bilek AM, Dee KC, Gaver DP. Mechanisms of surface-tension-induced epithelial cell damage in a
model of pulmonary airway reopening. Journal of Applied Physiology 2003;94(2):770–783.
[PubMed: 12433851]

63. Kay SS, et al. Pressure gradient, not exposure duration, determines the extent of epithelial cell
damage in a model of pulmonary airway reopening. Journal of Applied Physiology 2004;97(1):
269–276. [PubMed: 15004001]

64. Huh D, et al. Acoustically detectable cellular-level lung injury induced by fluid mechanical
stresses in microfluidic airway systems. Proceedings of the National Academy of Sciences
2007;104(48):18886–18891.10.1073/pnas.0610868104

65. Jacob AM, Gaver DP. An investigation of the influence of cell topography on epithelial
mechanical stresses during pulmonary airway reopening. Physics of Fluids 2005;17(3)

66. Yalcin HC, Perry SF, Ghadiali SN. Influence of airway diameter and cell confluence on epithelial
cell injury in an in vitro model of airway reopening. Journal of Applied Physiology 2007;103(5):
1796–1807. [PubMed: 17673567]

67. Tschumperlin DJ, et al. Mechanotransduction in the lung - Bronchial epithelial compression
regulates MAP kinase signaling and HB-EGF-like growth factor expression. AMERICAN
JOURNAL OF PHYSIOLOGY-LUNG CELLULAR AND MOLECULAR PHYSIOLOGY
2002;282(5):L904–L911. [PubMed: 11943653]

68. Tschumperlin DJ, et al. Mechanical stress triggers selective release of fibrotic mediators from
bronchial epithelium. American Journal of Respiratory Cell and Molecular Biology 2003;28(2):
142–149. [PubMed: 12540481]

69. Chu EK, et al. Bronchial epithelial compression regulates epidermal growth factor receptor family
ligand expression in an autocrine manner. American Journal of Respiratory Cell and Molecular
Biology 2005;32(5):373–380. [PubMed: 15705969]

70. Chu EK, et al. Induction of the plasminogen activator system by mechanical stimulation of human
bronchial epithelial cells. American Journal of Respiratory Cell and Molecular Biology
2006;35(6):628–638. [PubMed: 16794260]

71. King M, Macklem PT. Rheological properties of microliter quantities of normal mucus. Journal of
Applied Physiology 1977;42:797–802. [PubMed: 142075]

72. Lipp MM, et al. Coexistence of buckled and flat monolayers. Physical Review Letters 1998;81(8):
1650–1653.

73. Zasadzinski JA, et al. The physics and physiology of lung surfactants. Current Opinion in Colloid
& Interface Science 2001;6(5–6):506–513.

74. Krueger MA, Gaver DP. A theoretical model of pulmonary surfactant multilayer collapse under
oscillating area conditions. Journal of Colloid and Interface Science 2000;229:353–364. [PubMed:
10985814]

75. Antonova N, Todorov R, Exerowa D. Rheological behavior and parameters of the in vitro model of
lung surfactant systems: The role of the main phospholipid component. Biorheology 2003;40(5):
531–543. [PubMed: 12897419]

76. Zimmer ME, Williams HAR, Gaver DP. The pulsatile motion of a semi-infinite bubble in a
channel: flow fields, and transport of an inactive surface-associated contaminant. Journal of Fluid
Mechanics 2005;537:1–33.

77. Zamir M. Mechanics of blood supply to the heart:Wave reflection effects in a right coronary artery.
Proceedings of the Royal Society of London B 1998;265:439–444.

Zamir et al. Page 14

Ann Biomed Eng. Author manuscript; available in PMC 2011 March 1.

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript



78. Taylor CA, Draney MT, KU JP, Parker D, Steele BN, Wang K, Zarins CK. Predictive medicine:
Computational techniques in theraputic decision-making. Computer Aided Surgery 1999;4:231–
247. [PubMed: 10581521]

79. Guyton, AC. Medical Physiology. Saunders; Philadelphia: 1971.
80. Ludbrook, J. Regulation of arterial blood flow, pressure and resistance in the systemic circulation.

In: Schwartz, CJ.; Werthessen, NT.; Wolf, S., editors. Structure and Function of the circulation.
Vol. 1. Plenum, NY: 1980.

81. Randall, WC. Nervous control of cardiovascular function. Oxford University Press; NY: 1984.
82. Milhorn, HT. The application of control theory to physiological systems. In: Mohrman, DE.;

Heller, LJ., editors. 1997 Cardiovascular Physiology. Saunders; philadelphia: McGraw-Hill; 1966.
83. Mohrman, DE.; Heller, LJ. Cardiovascular Physiology. McGraw-Hill; 1997.
84. Purves, D.; Augustine, GJ.; Fitzpatrick, D.; Hall, WC.; LaMantia, AS.; McNamara, JO.; White,

LE. Neurosciences. Sinauer Associates; Sunderland MA: 2008.
85. Rushmere, RF. Cardiovascular dynamics. Saunders; Philadelphia: 1970.
86. Oberg B. Overall cardiovascular regulation. Annual Reviews of Physiology 1976;38:537–570.
87. Bellet, S. Clinical disorders of the heart beat. Lea & Febiger; Philadelphia: 1963.
88. Tsagaris TJ, Sutton RB, Kuida H. Hemodynamic effects of varying pacemaker sites. American

Journal of Physiology 1970;218:246–250. [PubMed: 5409883]
89. Osborn, MJ. Sudden cardiac death: A. Mechanism, incidence, and prevention of sudden cardiac

death. In: Giuliani, ER.; Gersh, BJ.; McGoon, MD.; Hayes, DL.; Schaff, HV., editors. Mayo
Clinic Practice of Cardiology. Mosby; St. Luis: 1996.

90. Gregg, DE. Coronary circulation in health and disease. Lea & Febiger; Philadelphia: 1950.
91. Marcus, ML. The coronary circulation in health and disease. McGraw-Hill; New York: 1983.
92. Zamir, M. The Physics of Coronary Blood flow. Springer; New York: 2005.
93. Silver, MD. Cardiovascular Pathology. University Park Press; Baltimore: 1983.
94. Wittstein IS, Thiemann DR, Lima JAC, Baughman KL, Schulman SP, Gerstenblith G, Wu KC,

Rade JJ, Bivalacqua TJ, Champion HC. Neurohumoral features of myocardial stunning due to
sudden emotional stress. N Engl J Med 2005;352:539–548. [PubMed: 15703419]

Zamir et al. Page 15

Ann Biomed Eng. Author manuscript; available in PMC 2011 March 1.

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript



Figure 1.
Admittance distribution in an 11-level tree model (top) and how it is affected by
vasodilatation or vasoconstriction in the peripheral vessels (bottom) [92].
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Figure 2.
Current view of the course of events leading to sudden cardiac death in which a fall in
cardiac output is followed by a fall in coronary blood supply [92].
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Figure 3.
A more likely course of events leading to sudden cardiac death in which the fall in cardiac
output is the consequence rather than the cause of a fall in coronary blood supply, and the
primary trigger is a disruption in the dynamics of the coronary circulation [92].

Zamir et al. Page 18

Ann Biomed Eng. Author manuscript; available in PMC 2011 March 1.

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript


