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Alveolar Mechanics in the Acutely Injured Lung: Role of Alveolar
Instability in the Pathogenesis of Ventilator-Induced Lung Injury
Louis A Gatto PhD, Robert R Fluck Jr MSc RRT, and Gary F Nieman

With patients who have acute lung injury, respiratory function is routinely evaluated and the
treatment may entail choices from various ventilatory strategies. The ventilatory strategies that
have been used over the years are being replaced by newer protocols that represent improvements
in patient treatment. However, the rationales for the various ventilatory strategies are largely
empirical, because the physiology and mechanics of lung inflation are poorly understood. Researchers have proposed competing and contradictory mechanisms of lung inflation at the alveolar level,
based on assessments of lung function and discordant descriptions of histological changes during
ventilation. We have researched alveolar histophysiology with animal experiments that combined a
conventional histological approach with in vivo microscopy to assess alveolar dynamics during
normal and disease-state ventilation. Our video and computer analyses document real-time changes
of alveolar size and function, often in the same animal and in adjacent areas of the same lung. Our
research indicates that, instead of supporting one theory of alveolar mechanics or another, the
various behaviors reportedly exhibited by alveoli may be consistent and represent a continuum
between normal alveolar function and the alveolar mechanics of acute lung injury. Key words:
respiratory, pulmonary, alveoli, microscopy, ventilation, lung injury, respiratory distress syndrome.
[Respir Care 2004;49(9):1045–1055. © 2004 Daedalus Enterprises]

Introduction
Lung ventilation is marked by conspicuous volume
changes that amount to approximately 10% of the total
lung capacity during tidal ventilation and as much as 50%
during exercise. Studies have failed to elucidate the internal rearrangement of the lung during lung expansion and
contraction, and it is not known how much airways and
alveoli expand and contract during ventilation. It is also
not clear how airway pathology or alveolar function pathology relate to lung injury. It is known that improper use
of mechanical ventilation can cause ventilator-induced lung
injury (VILI). A great deal of research is underway re-
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garding the mechanism of VILI. However, without knowledge of normal and pathologic alveolar mechanics, it is
very difficult to establish the mechanism. This review describes current knowledge of and theories about alveolar
mechanics, understanding of which will help clinicians to
prevent VILI.
Volume Changes in the Lung
The mechanism by which the lung inflates and deflates
at the alveolar level has not been thoroughly elucidated.
Early studies of alveolar function focused on the role of
pulmonary surfactant.1,2 The basic model for surfactant’s
function has been of a soap bubble at the end of a capillary
tube and kept from collapsing by steady pressure. The
soap bubble represents the alveolus, thought to be maintained in a physiologically stable condition (at least in
part) by pulmonary surfactant. Surfactant’s ability to prevent alveolar collapse was shown in theoretical assessments that used the Laplace law.1,2 A body of literature
based on that model tacitly supports the assumption that
alveoli behave like individual soap bubbles, isotropically
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Fig. 1. Isometric volume changes in a bubble (dashed lines) at the
tip of a probe (solid line). This is the traditional but anatomically
incorrect model of the alveolus.

expanding and contracting (ie, in a balloon-like manner)
with changes in airway pressure.
The concept of isotropic (balloon-like) alveolar expansion and contraction (Fig. 1) provides the most intuitive
explanation for the internal events that accommodate lung
volume changes. This simplistic (and incorrect) concept of
alveolar mechanics appears in textbooks3 as the accepted
explanation of alveolar ventilatory function, with dynamic
differences in alveolar size and shape being regarded as
proof that isotropic alveolar inflation is the fundamental
mechanism of ventilation.
The role of surfactant is more controversial. There is
consensus that pulmonary surfactant is a key factor in
alveolar mechanics, but the mechanism of surfactant function is subject to question. The debate over the role of
surfactant involves diverse notions such as:
1. Surfactant lowers alveolar surface tension and thus
prevents atelectasis.
2. Surfactant buttresses the alveoli with bubbles that
support alveolar structure, like an inner tube inside a tire.
3. Surfactant acts as a “biological wax” that prevents the
formation of a liquid layer over the alveolar surface.
Current theories on the physiologic role of surfactant
are discussed below.

ACUTELY INJURED LUNG
liquid interface on the alveolar surface. Surface forces
exert a molding effect on alveolar tissue, such that changes
in surface tension alter lung recoil pressure and thus change
tissue tension.4 Bachofen and Schürch offered a model of
lung parenchyma structure that includes both connective
tissue and surface forces.4 Wilson and Bachofen5 compared the alveolar morphometrics of lungs with zero surface tension (saline-filled lungs), normal surface tension
(air-filled lungs), and very high surface tension (detergentrinsed, air-filled lungs) and found that alveolar septa with
zero surface tension were not homogeneously expanded,
the alveolar ducts were very narrow, and capillaries bulged
into the alveolar lumen, which indicates a structural redundancy. Normal surface tension reduced capillary bulging, resulting in a smooth alveolar wall surface as alveolar
ducts widen.5 High surface tension results in substantial
septal “pleating” and widened alveolar ducts. Thus, with
low surface tension the alveolar ducts are narrow and the
alveoli form deep “cups,” whereas with high surface tension the ducts are wider and the alveoli form shallower
“cups” (Fig. 2). Thus, increasing the surface tension decreases the alveolar surface area, “indicating that the dimension of the alveolar surface is governed by the equilibrium between surface and tissue forces.”4
Scarpelli developed a different model of lung parenchyma structure, in which surfactant bubbles constitute a
“foam” that imparts structural stability by filling the alveolar lumen.6 Scarpelli hypothesized that the alveolar surface network consists of gas bubbles that amount to a foam
that mechanically supports the alveolar infrastructure, in
the respiratory bronchioles and the alveolar sacs (Fig. 3).
In Scarpelli’s model each aerated alveolus is supported by
a single bubble, and the alveolar duct is supported by a
larger bubble. The central notion is that the alveolus derives structural support from the inflated bubble within its
lumen. In Scarpelli’s model, “the unit bubble is the essential infrastructure of the alveolus and the alveolar duct. . .
[and] if [the foam bubble is] removed the parent unit [al-

Surface Tension Support of the Lung
The architecture of lung tissue is physically supported
by a connective tissue framework. It is believed that pulmonary surfactant adds to the anatomical support of pulmonary structure by lowering surface tension at the air-
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Fig. 2. Left: Low surface tension in saline-filled lung. Alveolar entrance rings (dark) make up the wall of the alveolar duct (arrow).
Right: High surface tension in air-filled lung, showing expansion of
entrance rings and alveolar duct. (From Reference 5, with permission.)
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Fig. 3. Scarpelli’s model of surfactant’s function in the alveoli and
alveolar ducts. Each aerated alveolus is supported by a surfactant
bubble. The alveolar duct is supported by larger bubbles. (From
Reference 6, with permission.)

veolus] becomes airless unless an adjoining bubble moves
into the space.”6
Hills et al7–9 disagreed with the foam bubble hypothesis
and instead propose that surfactant coats the alveolar epithelium as a “biological wax” (Fig. 4) that prevents the
formation of a hypophase (continuous liquid layer). This is
not consistent with the classic description of surfactant
function, which depicts a liquid hypophase lining the entire inside of the alveolus and surfactant molecules coating
the hypophase layer. The surface tension of the hypophase
without surfactant is approximately 72 dyn/cm and does
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not change as the alveolus decreases in size during exhalation. The surfactant molecules lower the surface tension
to approximately 40 dyn/cm when the alveolus is fully
inflated; more importantly, the surfactant substantially reduces surface tension, to as low as zero dyn/cm as the
alveolus decreases in size during exhalation. Surfactant’s
ability to change surface tension is believed to play a
critical role in maintaining alveolar stability and preventing atelectasis.
In Hills’s theory, surfactant’s function is not to lower
the surface tension of the hypophase but to prevent the
hypophase from forming.7–9 Without an air-liquid interface, surface tension forces disappear, as would the tendency for the alveolus to collapse due to surface tension.
Instead, surfactant acts as a biological wax directly attached to the alveolar epithelium. The surfactant causes
liquid in the alveolus to bead up, thus preventing the formation of a hypophase. Thus, in Hills’s model, the structural support of the lungs is derived solely from the tensile
forces of the connective tissue framework.
In summary, the physiologic function of pulmonary surfactant remains in question, and there are currently 3 mutually exclusive theories:
1. The classic theory holds that surfactant reduces surface tension at the air-liquid interface.
2. Scarpelli’s theory holds that surfactant foam bubbles
act as “inner tubes” within the alveoli and alveolar ducts,
and the bubbles are the major structural support of the
pulmonary parenchyma.
3. Hills’s hypothesis is that surfactant is attached to the
alveolar epithelium and prevents the formation of a continuous hypophase, thus eliminating the role of surface
tension.
Regardless of which theory prevails, it is widely accepted that surfactant is critical to normal alveolar function. Without surfactant the lung becomes noncompliant
and atelectatic. Because we do not fully understand surfactant’s function or the exact 3-dimensional structure of
the alveolus and alveolar ducts, we remain somewhat uncertain in assessing alveolar mechanics.
Connective Tissue Support of the Lung

Fig. 4. Two models of the alveolus. A: Classic theory, in which
surfactant is separated from the alveolar wall by a concave liquid
hypophase that would pull fluids into the alveolar lumen (white
arrows). B: “Hydrophobic” model, in which surfactant is adsorbed
to the alveolar wall so fluids must bulge into the lumen and thus be
subject to surface forces that would pull them toward the interstitium (white arrows). (From Reference 7, with permission.)
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Alveoli should not be depicted as individual balloons,
since they have shared walls through which connective
tissue binds adjacent alveoli together. Based on that anatomical fact, Mead et al10 found that the structure of the
pulmonary parenchyma involves functional interdependence among neighboring alveoli, which is important in
stabilizing the alveolus and preventing alveolar collapse at
low lung volumes. Mead et al suggested that if alveoli
were independent, like single, non-interconnected balloons,
they would nearly collapse at pressures lower than atmospheric, whereas mechanically interdependent alveoli (ie,
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Fig. 5. Pig alveoli stained for reticulin. Fibers (arrows) support the
shared (interdependent) walls of the alveoli. The black bar at the
lower right represents 50 m.

anatomically accurate alveoli with shared walls and connecting tissue) would maintain more than half of their
initial volume under those conditions. Furthermore, when
airway pressure was increased to atmospheric, independent alveoli would remain collapsed whereas interdependent alveoli would expand substantially. Thus, the interdependence of alveoli affects their distensibility, reducing
their tendency to collapse or hyperexpand. Further research
on those original concepts led to the development of sophisticated geometric models of the structure of alveoli
and alveolar ducts.11 Morphometric analysis of the lung
parenchyma connective tissue has demonstrated that elas-

ACUTELY INJURED LUNG
tin and collagen are present and in the locations necessary
to support the proposed geometric structure of the parenchyma.12
An alveolus can be envisioned as a deployed parachute:
the elastin and collagen fibers are analogous to the tensed
cords, and the alveolar walls are analogous to the delicate
and flaccid parachute cloth (Fig. 5).11 The lung must maintain the integrity of this “cord-and-cloth” internal structure
during ventilation (Fig. 6). It is believed that this is accomplished by a sustained state of tension involving the
connective tissue framework and surfactant-modification
of alveolar surface tension. Various structures are believed
to contribute to the tensile support of the lung. It has been
estimated that about 2 percent of total lung recoil comes
from the axial tension from the airways and vasculature14
and 20% from the visceral pleura.15 That suggests that the
alveolar parenchyma must account for about 80% of the
lung’s tensile forces.16
The alveolar mouths are the main structural framework
of the alveolar duct.11 However, throughout the lung there
is also a very complex network of collagen, which gives
stiffness, and elastin, which gives extensibility.16,17 Butler
et al12 undertook a stereological and topological study of
alveolar mechanics (Fig. 7). They defined alveolar septa
according to the septal borders and septal junctions. The
principal borders and junctions were defined as (1) a border along which 1 septum joins 2 other septa (J for septal
junction), (2) the border along which 1 septum joins 1
other septum at a distinct angle (B for septal bend), and (3)

Fig. 6. Elastic tissue in the lung lobule, showing a continuum of elastic fibers between alveoli and airways. AD ⫽ alveolar duct. ALV ⫽ alveoli.
IS ⫽ interlobular septum. PA ⫽ pulmonary artery. PV ⫽ pulmonary vein. RB ⫽ respiratory bronchiole. TB ⫽ terminal bronchiole. (From
Reference 13, with permission.)
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Fig. 8. Fung’s model of the alveolus. Each alveolus is in the shape
of a tetrakaidecahedron, which is a 14-sided polyhedron (left). In a
group of adjacent alveoli (right) the tetrakaidecahedron in the center is left void (dark) and serves as the alveolar duct, without affecting structural stability. (From Reference 11, with permission.)

Fig. 7. Alveolar walls (septa) described in terms of the septal edges,
junctions, and borders. E ⫽ free edge. J ⫽ septal junction. B ⫽
septal border. (From Reference 12, with permission.)

places where a septum joins no other structure (E for free
edge). They noted that only JJJJ and EEEJ junctions would
be found if the parenchyma were constructed only from
freestanding entrance rings and septal junctions. However,
the discovery of numerous other junction types, such as
EBJ, EBE, and BBJJ, underscores the complexity of alveolar parenchymal mechanics. Indeed, alveoli can have wide
or narrow mouths, can be very deep or very shallow, and
can appear bulb-like or tapered.18,19 Even with the diversity of alveolar shapes and septal junctions, Oldmixon et
al16 found that the interseptal angles were almost always
120°, thus equalizing the local tension.

ment of these structures has remained poorly understood.
This is a timely concern, since understanding the 3-dimensional interactions is essential to understanding normal
alveolar mechanics and to the assessment of morphological alterations that may lead to VILI. Elucidating the 3-dimensional anatomy and mechanics of the air sac is critical
to understanding the pathogenesis of VILI.
Fung11 developed a mathematical model of the 3-dimensional structure of alveoli, based on 3 assumptions:
1. All alveoli are equal and space-filling before they
are ventilated. 2. Alveoli are ventilated by ducts as
uniformly as possible. 3. The alveoli are reinforced
at the edges of the ventilation holes (mouths) for
structural integrity and distorted by lung weight and
inflation according to the theory of elasticity.11

Current medical textbooks depict alveoli as individual
balloon-like structures bunched together like a cluster of
grapes.3 That model is not supported by the anatomical
evidence, which shows that alveoli are not physically independent structures but instead are interconnected by
shared walls that contain elastin and collagen fibers. Although it is clear that alveoli are interdependent, that fact
is commonly ignored in the current literature.
Histological studies have contributed substantially to
our understanding of alveolar ducts and alveoli, but their
focus is 2-dimensional and thus the 3-dimensional arrange-

Three-dimensional polyhedra that might represent the
shape of an alveolus include the tetrahedron, the cube, and
the regular octahedron. However, Fung noted histologic
evidence that alveoli are not predominantly triangular,
square, hexagonal, or rectangular. Fung suggests that an
alveolus is in the shape of a tetrakaidecahedron (Fig. 8),
which is a 14-sided polyhedron (3-dimensional, fulfilling
Fung’s first assumption). Fung posits that one tetrakaidecahedron is surrounded by 14 other tetrakaidecahedrons.
The tetrakaidecahedron in the center of the cluster is referred to as the “Order-1” unit and the cluster of 14 tetrakaidecahedron is the “Order-2” unit. The spatial arrangement of the Order-2 unit allows uniform ventilation to all
alveolar units, which fulfills Fung’s second assumption.
Each side of the tetrakaidecahedron in the center of the
Order-2 cluster is attached to one of the 14 sides of the
surrounding tetrakaidecahedrons. The tetrakaidecahedron
in the center of the cluster serves as the alveolar duct, and
the surrounding 14 tetrakaidecahedrons are alveoli. That
arrangement places each of the 14 alveoli in direct contact
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A growing body of morphological evidence and theoretical models suggests that alveoli and alveolar ducts are
supported and structurally stabilized by tensile forces from
connective tissue and surface tension, and that such support may set the boundaries for dynamic change in alveolar size and shape during ventilation. General questions
regarding this structural framework include (1) how do
tensile forces change in response to lung inflation and
deflation? and (2) which structures (eg, alveoli, alveolar
ducts, and/or respiratory bronchioles) change size during
changes in lung volume? More specific questions concern
the alveolus and its potential for isotropic volume changes,

alveolar recruitment/derecruitment, pleating of alveolar
corners, and paper-bag-like crumpling. Investigators have
developed various techniques to assess alveolar mechanics
during lung-volume changes.
Alveolar mechanics during positive-pressure ventilation
have been studied, but the events related to changes in
alveolar volume remain elusive. Elegant morphometric
studies28,30,31 suggested that lung-volume change is complex and involves alveolar recruitment/derecruitment, and
isotropic and anisotropic (unequal expansion or contraction in one or more directions) alveolar size and shape
change. The literature further suggests that the 2 predominant mechanisms are isotropic alveolar volume change
and recruitment/derecruitment, but the relative contribution of those 2 mechanisms at various levels of inflation
remains undetermined.
Early reports indicated that uniform, isotropic alveolar
expansion and contraction are responsible for the majority
of lung-volume change.20 –27 Studies of rapid freezing of
fresh lung tissue at various levels of inflation and deflation20,24 –27 indicated that alveolar shape remains relatively
unchanged with changes in lung volume, which suggests
that alveoli expand and contract isotropically. Further support for that interpretation came from Dunnill’s comparison of the regression line of alveolar-surface-area/alveolar-volume to the regression line of alveolar-surface-area/
lung-volume, as it was noted that the lines were parallel
and straight as alveolar surface area changed to the 2/3
power of lung volume, mathematically confirming uniform, isotropic alveolar expansion.22 However, Forrest24
later found that alveoli expand directly with lung volume
and that recalculating Dunnill’s data could yield either
alveolar volume change directly with or to the 2/3 power
of alveolar surface area. Thus, Dunnill’s observations do
not allow definite determination of whether the most important event in lung inflation is recruitment/derecruitment
or isotropic alveolar volume change. Nonetheless, other
investigators visualized subpleural alveoli directly and had
results consistent with the morphometric evidence, which
seemed to establish isotropic expansion as the primary
mechanism of lung inflation.21,23
In 1950 Macklin demonstrated histologically that there
was little change in alveolar size with lung volume change,
which suggested that alveolar ducts and sacs may be the
structures that enlarge.32 The notion of constant alveolar
size during ventilation was initially supported by Radford,
who by directly visualizing subpleural alveoli, found that
alveolar diameter either increased minimally or decreased
with lung inflation, and decreased only slightly with deflation.33 Unlike Macklin, Radford observed subpleural
alveoli without fixation and concluded that lung volume
change results from recruitment/derecruitment. Research
by Nieman et al29,34,41– 45 support Radford’s conclusions:
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with the alveolar duct, ensuring uniform ventilation. On
each Order-2 tetrakaidecahedron the side facing the central tetrakaidecahedron forms the alveolar mouth that connects the alveolus to the alveolar duct, and peripheral wall
is removed to connect it with other Order-2 polyhedra or
a bronchiole. To stabilize the model, the alveolar mouths
(conceptualized as the side of the tetrakaidecahedron that
has its wall removed) have to be curved and reinforced,
which is consistent with histologic evidence that the alveolar mouths are indeed reinforced with connective tissue,
thus satisfying Fung’s final assumption.
Fung’s model fulfills the necessary assumptions and is
thus consistent with normal lung function. Its complexity
elevates our understanding of alveolar function beyond the
soap-bubble model, to a level where morphological observations can be interpreted as the structural basis of ventilatory function and pathology.
The Mechanics of Lung Volume Changes
Understanding alveolar mechanics required unveiling
the 3-dimensional anatomical structure of the alveoli and
alveolar ducts and determining the role of surface tension
and connective tissue in maintaining alveolar structural
integrity. However, since the lung is a dynamic organ that
changes shape with each breath, we must understand how
its internal components adjust their size to accommodate
changing lung volumes.
Various experimental approaches based on different techniques have been followed in the study of alveolar mechanics; accordingly, convincing results have been elusive
and there is no consensus as to how the lung changes
volume at the alveolar level.20 – 44 Proposed models include
(1) isotropic expansion and contraction of alveoli, (2) expansion and contraction of the alveolar ducts with little
change in alveolar volume, (3) successive alveolar recruitment/derecruitment, (4) alveolar crumpling and uncrumpling (like a paper bag), and (5) pleating and unpleating of
alveolar corners.
Alveolar Dynamics During Ventilation
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they found little change in alveolar volume during tidal
ventilation.
Inconsistencies among the reports of early investigations may be explained by differences in experimental
preparations and the relative insensitivity of morphometric
techniques.24 Lung tissue was fixed for morphometric study
by vascular perfusion,27,30,31 formalin vapor,22 rapid freezing,25,26,35 or by instillation of fixative.37 However, tissue
fixation allows analysis at only one lung volume per animal, which makes large animal studies difficult and expensive. Fixation is also associated with artifacts caused
by tissue shrinkage and distortion.37,38 Another problem
with morphometric assessment is the possibility of operator-related variability, particularly in challenging tasks
such as discerning alveolar ducts from alveolar sacs. Direct visualization is free from such difficulties but it is
limited to observing only peripheral alveoli.
To avoid the problems associated with fixation and the
limitation to only subpleural alveoli, Smaldone et al39 injected a monodispersed aerosol into excised dog lung and
observed the aerosol’s gravitational deposition at zero airflow during fixed breath-hold. The fraction of deposited
aerosol reflects the cross-sectional geometry of the air
spaces. With that technique, particle deposition in the absence of flow is inversely proportional to the mean linear
intercept. Repeat measurements of the mean linear intercept indicated that the lung inflates by progressive recruitment of alveoli and deflates by alveolar derecruitment. To
avoid the difficulty in distinguishing alveolar ducts from
alveoli, Lum et al40 used cord length-frequency distribution analysis of freeze-dried lung sections. Their findings
also support the notion that lung inflation is the result of
alveolar recruitment.
We use in vivo microscopy to investigate alveolar mechanics in normal and acutely injured lung.29,34,41– 47 In
vivo microscopy is the only technique that allows breathto-breath analysis of alveolar mechanics in the living animal. We have found that normal subpleural alveoli change
in size minimally during ventilation, even at high airway
pressure, whereas alveoli with altered surfactant function
develop a continuum of abnormal, unstable alveolar mechanics, which we have termed repetitive alveolar collapse and expansion (RACE).41– 43,45 Our results support
the hypothesis that normal lung-volume change is not from
simple isotropic expansion and contraction of alveoli. The
following 2 sections review our in vivo microscopy techniques, findings, and the pathology ramifications of altered alveolar mechanics.

ACUTELY INJURED LUNG

Fig. 9. In vivo views of subpleural alveoli in rat lung. The photographs on the left show alveoli at peak inspiration. The photographs on the right show the same alveoli at end-expiration. A:
Normal alveoli exhibit no obvious size-change with ventilation. B
and C: Alveoli subjected to injurious mechanical ventilation. Type
II alveoli (B) change in size but do not totally collapse. Type III
alveoli (C) cycle between open and total collapse. The black bar at
the lower right represents 150 m.

Acute respiratory distress syndrome involves high-permeability edema, leading to alveolar flooding and surfactant deactivation, which necessitates mechanical ventila-

tion. It is believed that loss of surfactant function may alter
alveolar mechanics and cause RACE. It is hypothesized
that alveolar shear stress, secondary to RACE, is a major
mechanism of VILI.48 –51 However, the evidence supporting that hypothesis is inferential and based on indirect
measurements such as whole-lung pressure-volume tracings and tomograms.48 –51 Direct observations of alveolar
recruitment/derecruitment had not been reported prior to
our research. Using in vivo video microscopy we directly
observed and quantified the dynamic changes in alveolar
size during tidal ventilation in both the normal and the
acutely injured lung. Those studies demonstrated that normal alveoli, once recruited, do not change volume appreciably during tidal ventilation.21 However, following surfactant deactivation, which is a hallmark of acute respiratory
distress syndrome, we observed markedly abnormal alveolar mechanics, which we described as RACE.41
RACE is an alveolar pathology that is distinct from and
more complex than simple recruitment/derecruitment (Fig.
9). Over the course of several studies41– 43 we found that
alveolar behavior during RACE exhibits many of the characteristics proposed or described in previous reports. These
behaviors may be concurrent; they include (1) seemingly
normal alveoli that do not undergo perceptible volume
changes during ventilation (we call these “Type I” alveoli), (2) alveoli that undergo substantial volume-change
during ventilation but do not collapse at end-expiration
(“Type II” alveoli), and (3) alveoli that collapse completely and subsequently re-inflate with each breath (“Type
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III” alveoli) (see Fig. 9). Our findings show consistent
evidence that acute insult to the lung results in a continuum of abnormal alveolar mechanics that cause shear stress
within the lung parenchyma and thus play a key role in the
development of VILI.
Pathophysiology of Abnormal Alveolar Mechanics
If abnormal alveolar mechanics are indeed pathogenic,
the mechanism of injury must be determined. There is no
doubt that abnormal alveolar mechanics negatively impact
oxygenation, but it is less clear whether the altered alveolar inflation patterns injure the alveolus and the surrounding microvasculature. Abnormal alveolar mechanics could
cause direct mechanical injury to the alveolus, or indirectly trigger a secondary inflammatory injury, or both.
Our first approach to the study of abnormal alveolar mechanics was to quantify the decrease in alveolar stability,
as evidenced by RACE, and the change in alveolar size at
peak inspiration.
Although much research remains to be done, we believe
that in order to thoroughly understand the dynamics of
altered alveolar mechanics, we must answer the following
questions:
1. Do abnormal alveoli inflate and deflate in a linear
fashion throughout tidal ventilation, or is there a rapid
change in size at a specific airway pressure, which would
be indicative of a critical opening-and-closing pressure?
2. At what point on the whole-lung inflation-deflation
curve does change in alveolar size take place?
3. Of the total population of alveoli, what is the fraction
of each alveolar type and how does this proportion change
with the severity of lung injury?
4. Is the change in alveolar size during ventilation uniform in all directions?
5. Do abnormal alveolar mechanics change with the
severity or mode of lung injury (eg, tween, endotoxin,
oleic acid)?
6. Are abnormal alveolar mechanics observed in dependent lung regions, and does alveolar flooding of dependent
alveoli influence those mechanics?
The mechanics of altered alveolar function remain largely
unknown. Qualitative observations made in our laboratory
suggest that there is a critical opening-and-closing pressure at which the injured alveolus “pops” open or closed.
RACE describes all abnormal alveolar mechanics, regardless of whether the alveoli substantially change size during
ventilation without collapsing at end-expiration (Type II),
or collapse totally at end-expiration (Type III). The components of RACE mechanics in the injured alveolus seem
to include (1) a large change in alveolar size between
inspiration and expiration and (2) a rapid change in alveolar size over a small portion of the total inspiratory or
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expiratory cycle.29 We recently demonstrated that RACE
causes VILI.52
Anatomically, alveoli are not independent units, but
rather they are interconnected, with shared alveolar walls
that attach in a cluster around a terminal bronchiole, forming a functional unit called an acinus. Collectively, the air
sac benefits from mutual structural support from this anatomical arrangement, similar to the structural integrity of
a honeycomb.10 Such mutual structural support, often
termed interdependence, combines with surfactant’s surface-tension-lowering properties to provide physical stability to the alveoli, in an arrangement that results in little
change in alveolar volume during ventilation.5,10 It must
be noted, however, that the air sac is structurally sound
only while all its alveoli are patent, since collapse of just
one alveolus within the acinus causes shear stress not only
on the walls of the collapsing alveolus, but also on the
walls of all the adjacent alveoli (Fig. 10).10 Shear forces
developed during surfactant deactivation are generated as
the individual alveolus collapses and reopens, and Mead et
al calculated that the shear stress can be ⬎ 140 cm H2O.10
Thus, following surfactant deactivation the structural interdependence of the air sac is destroyed, and alveoli subsequently behave as individual “balloons” subject to substantial volume changes during tidal ventilation.29,41 We
hypothesize that such dramatic alteration in alveolar mechanics inflicts severe shear stress on the alveolar wall and
this results in lung injury.
In Vivo Observations of Alveolar Mechanics
The focus of our experimental research has been the
study of alveolar mechanics in normal and acutely injured
animal lung, using in vivo video microscopy under epiillumination (see Fig. 10). The direct study of alveolar

Fig. 10. Model of alveolar interdependence. A: Adjoining alveoli
equally inflated. B: Alveolus in center collapses and distorts adjacent alveoli. C: Alveolus in center expands and distorts adjacent
alveoli. D. Alveolus in center dramatically expands and greatly
distorts adjacent alveoli. (From Reference 10, with permission.)
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mechanics as such has received little attention, compared
to parallel research by others on pulmonary microcirculation. Wagner was the first to undertake morphometric analysis of in vivo alveoli.53 McNary et al used a metallurgy
microscope with an epi-objective lens under dark-field illumination to make an in vivo video recording of alveoli
and alveolar sacs during ventilation.54 They noted that
alveoli and alveolar sacs could be easily observed throughout the respiratory cycle, whereas capillaries could be distinguished only by the flow of blood through their lumens.
They also noted that the addition of positive end-expiratory pressure (PEEP) rendered alveoli and alveolar sacs
“more patent” and decreased alveolar wall motion. Daly et
al also used in vivo microscopy to study the effect of
PEEP on alveolar mechanics; they found that alveolar sac
volume at peak-inspiration, alveolar sac volume at endexpiration, and alveolar sac tidal volume increase linearly
with PEEP but plateau at PEEP of 10 –15 cm H2O.55 In a
subsequent report, Daly et al demonstrated that the elastic
tissue within the alveolar wall, and forces due to interdependence from adjacent alveoli, are important determinants of alveolar wall motion and mechanics.21
Our research has consistently demonstrated little change
in alveolar diameter in the normal lung, regardless of peak
inspiratory pressure or PEEP.29,34,41– 44,46,47 Those data lead
to the conclusion that the lung does not change volume
primarily by isotropic expansion and contraction of alveoli. The exact mechanism of lung volume change at the
alveolar level is unknown but seems to be a combination
of normal alveolar recruitment/derecruitment, pleating and
unpleating of the alveolar septa, simultaneous expansion
of the alveolar duct and shortening of the alveolar wall
connected to the duct, and isotropic expansion and contraction.4,28,30,31 Regardless of the mechanism of lung-volume change at the alveolar level, it is clear that the mechanics of the normal alveolus during ventilation reflect
physical stability. We have demonstrated that alveoli remain stable and do not change size appreciably with ventilation, even with peak airway pressures as high as 50 cm
H2O and tidal volumes as large as 30 mL/kg.45 The alveolus appears to be designed to resist change in diameter,
which suggests that conditions associated with alveolardiameter changes cause alveolar injury. Thus, alveoli that
become unstable secondary to surfactant deactivation and
develop RACE are very likely to suffer mechanical stressinduced injury.

ACUTELY INJURED LUNG

Numerous studies have used surrogate markers of alveolar function such as computed tomography,49,50 wholelung pressure-volume (P-V) curves,50,51,56 and arterial blood
gases49,50 to infer the effects of mechanical ventilation on
alveolar mechanics. Amato et al56 inferred from whole-

lung P-V curves that the lower inflection point represents
alveolar recruitment and that the upper inflection point
represents alveolar overdistention. Using only P-V curve
inflection points, without direct evidence as to what those
inflection points actually represent at the alveolar level,
Amato et al56 designed a ventilator protocol to reduce
VILI in patients with acute respiratory distress syndrome,
and they found that a lower driving pressure was independently associated with lower mortality. In direct opposition to Amato’s interpretation of the P-V curve, Hickling
found by way of mathematical analysis that the lower
inflection point does not necessarily represent alveolar recruitment, nor does the upper inflection point represent
alveolar overdistention.57 Indeed, the animal studies discussed above49 –51 relied on alveolar recruitment/derecruitment to explain the changes in the variables they measured, without direct confirmation of recruitment/
derecruitment. Without direct observation of normal and
pathologic alveolar mechanics and knowledge of how various ventilator modes affect alveolar mechanics, lung-protective ventilator strategies remain empirical.
Though in vivo microscopy suffers limitations in the
study of the whole lung, it is the only technique available
to directly visualize and measure individual alveoli throughout tidal ventilation. The 2 major disadvantages of in vivo
microscopy are that (1) observations are restricted to subpleural alveoli and (2) volume quantifications are limited
to 2-dimensional measurements of alveolar profile. Although alveoli are morphologically distinct from the visceral
pleura, there is a concern that subpleural alveoli may be subject to secondary pleural influence and that their mechanics
may differ from those of more proximal alveoli.
We found that over a wide range of lung volumes there
is a large change in pleural surface area with minimal
change in alveolar size.44 If subpleural alveoli were tethered to the pleura, alveolar size change would be exaggerated with lung inflation, but that is not the case. Moreover,
alveoli demonstrate RACE mechanics following surfactant deactivation, with alveoli inflating and deflating at
various rates and at different time points on the P-V curve,
which suggests that alveoli are structurally independent of
the visceral pleura rather than tethered to it.29
Subpleural alveoli are structurally dissimilar to interior
alveoli, because they are not completely surrounded by
adjacent alveoli, as one wall of the subpleural alveolus is
adjacent to the pleura rather than shared with another alveolus. That structural arrangement may reduce mechanical support from alveolar interdependence, causing subpleural alveoli to collapse before their counterparts in the
lung interior. However, in Mead’s classic report10 that
described the importance of alveolar interdependence in
alveolar mechanics, his model consisted of “alveoli” in a
single plane, which is analogous to the condition of subpleural alveoli in vivo. Mead demonstrated that, even in a
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single plane, loss of alveolar interdependence would yield
shear stress in excess of 140 cm H2O.10 We therefore
believe that alveolar interdependence is an important structural feature in both subpleural and centrally located alveoli (see Fig. 10).
Our technique allows only 2-dimensional measurement
of alveolar size during ventilation, in the form of profile
surface areas. Alveolar changes along the third dimension
cannot be measured accurately because of depth-of-field
limitations inherent to the microscopy system. Nevertheless, we have shown that alveolar mechanics are dramatically altered in 2 dimensions following surfactant deactivation. Although there may also be concurrent changes in
depth that we miss with our technique, our 2-dimensional
observations have been consistent and the image analysis
is precise, which we believe assures that we have reliably
defined and accurately quantified normal and abnormal
alveolar function during ventilation.
We have developed a good working knowledge of this
in vivo microscopic technique for analyzing alveolar mechanics,29,34,41– 46 having shown in preliminary studies that
the subpleural structures we observe are indeed alveoli,
and that a modest suction applied to the pleural surface to
stabilize the lung during microscopy does not significantly
alter the observed alveolar function.29,34,41– 46 A great deal
of additional research is necessary to accurately define all
of the complexities inherent in abnormal alveolar mechanics. Future studies will investigate alveolar opening and
closing pressures, the rate at which alveoli change size, the
percentages of the 3 alveolar types in injured lung, and
whether abnormal alveolar mechanics change with the severity of lung injury.
Summary
The current understanding of lung ventilation in health
and disease is beset by unknowns that fuel controversy in
clinically important issues such as the role of surfactant
and judgment calls regarding ventilatory strategy. A great
deal remains to be learned about ventilatory function, particularly about volume change at the alveolar level. Complex issues such as the 3-dimensional structure of the air
sac, the arrangement of connective tissue, and the function
of pulmonary surfactant must all be addressed. The structure and function of the pulmonary parenchyma must be
studied together in a dynamic fashion as the air sac changes
size and shape during ventilation. Understanding the dynamic change in the air sac during ventilation is essential
to understanding the mechanism of VILI. The unveiling of
normal alveolar mechanics will lead to knowledge about
abnormal alveolar mechanics, which will help the practitioner to adjust mechanical ventilation to convert abnormal mechanics in the acutely injured lung into normal
mechanics and thus reduce VILI.
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Our preliminary research with the in vivo microscope
has demonstrated that normal alveoli do not significantly
change diameter during ventilation, even with very high
tidal volumes. Volume change in normal subpleural alveoli could be explained, instead, by a combination of mechanisms, including changes in the size of the alveolar duct,
alveolar shape changing from a deep cup to a shallow cup
without a change in diameter, normal recruitment/derecruitment, and alveolar crumpling and uncrumpling. Regardless of how the normal lung changes volume at the
alveolar level, it is clear that normal alveoli do not change
in diameter, and that acutely injured alveoli collapse and
expand like balloons with each breath. Our research has
also demonstrated that that abnormal isotropic alveolar
expansion and contraction injures the pulmonary parenchyma, whereas converting the balloon-like mechanics to
normal, stable alveolar mechanics with PEEP reduces alveolar injury.
It will probably take a multidisciplinary approach to
fully elucidate alveolar mechanics so that we can eliminate
the theoretical and practical controversies regarding alveolar function, in both the normal and acutely injured lung.
In the meantime, increased awareness of basic alveolar
mechanics may help the practitioner to choose mechanical
ventilation settings that will help prevent VILI.
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