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Bronchial Asthma
EARLS B . WETS

, MD .

Director, Department of Respiratory Diseases
The St. Vincent Hospital of Worcester ;
Associate Professor of Medicine
University of Massachusetts Medical School ;
Worcester, Massachusetts

Bronchial asthma, which affects an estimated 6 to g million Americans, 15 a clinical
5tate of heightened reactivity of the
tracheobronchial tree to numerous stimuli .
Characteristically, episodes of dyspnea and
wheezing which are symptomatic of airway
obstruction are features of the disorder . In

same patients, cough, with or without the
production of tenacious sputum, may occur .
These symptoms are the result of bronchospasm, branchial wall edema, and hypersecretion by raucous glands . The asthmatic
episodes may be continuous or paroxysmal,
and may result in an impairment of respiratory function ranging from a modest degree
of disability to life-threatening asphyxiation
status asthmaticus . However, asthma is
reversible, either spontaneously or through
treatment . With a proper therapeutic program, most patients can be helped .

Principal Forma of
Bronchial Asthma
Clinically, patients with bronchial asthma
have one of several forms of the disease . The
most frequently used classification is based
largely on known etiologic factors but also
considers clinical variations . Although such
a combined etiologic-clinical classification is
not entirely satisfactory, it has the advantage
of aiding the clinician in selecting appropriate
therapy far the management of patients .
VOLUME 27, NUMBERS 1 and

Extrinsic bronchial asthma, also called
allergic asthma, usually affects children and
young adults . It is characterized by paroxysms
of bronchospasm with wheezing, dyspnea,
and other symptoms of respiratory distress
following exposure to causative allergens
(Plate 1) . These episodes are of sudden onset
and brief duration . During the periods
between such acute attacks the patient may
be relatively symptom free . Patients with
allergic bronchial asthma may have a history
of other allergic manifestations such as hay
fever or eczema (atopy) and usually also have
a family history of such atopy . The allergic
features of this type of asthma will be discussed in detail subsequently (page 0) . At
this point, it is sufficient to emphasize that
the acute attacks of allergic asthma are often
related to exposure to specific allergens and
that dermal reactivity to such allergens is
frequently significant . Immunoglobulin E
(IgE) plays a role (page 24) .
The medical therapy of allergic bronchial
asthma generally produces a favorable
response and the long-term prognosis is
good . However, recurrences in adult life may
be observed in a number of patients .
Intrinsic asthma usually develops in adults
after the age of 35 . Because allergic factors do
not play an apparent role in etiology, and
because infection is a causative factor in many
patients, this heterogeneous form of branchial
3

Plate 1

Extrinsic Allergic Asthma : Clinical Features

Young patient: child or teenager
History of
eczema in childhood

Family
history
usually
positive

"'Allergic shiner"
may be present

Favorable
response to
hyposensitization

Attacks
related to
specific
antigens

IgE associated
Pollens

Skin tests
are usually
positive

Foods

Drugs

Danders
Attacks are acute but usually self-limiting ;
prognosis favorable, condition is often
outgrown but may become chronic ;
death rare

Features common to
Respiratory distress
Dyspnea, wheezing
Flushing, cyanosis
Cough
Flaring of Mae
Use of accessory
respiratory muscles
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asthma is also called idiopathic or infective
asthma (Plate
, Occasionally, however,
there is a history o atopy i .e., carious allergic
manifestations) .
Generally . the episodes of intrinsic asthma
are indistinguishable from those of allergic
asthma, although sputum production and
cough may be more severe in patients with
infective asthma . In other words, unless a
complete and accurate history is available,
the clinician usually will not be able to differentiate between infective and allergic asthma
if the patient is first seen during an acute
episode . Obviously, factors such as the
patient's age and the simultaneous presence
of infection in the sinuses or bronchial tree
will suggest infective asthma but once the
acute episode has subsided, allergic asthma
must be excluded in all patients by history
and appropriate testing .
Therapy for intrinsic asthma is not always
curative, and the prognosis is generally
poorer than that for allergic asthma . Moreover, the condition has a greater tendency to
become chronic with the development of
cough and production of sputum in the intervals between acute attacks .
Mixed asthma refers to a combination of
allergic and infective asthma . In this type,
allergic factors are significant, but acute epi-.
codes of asthma ar€ frequently initiated by
viral or bacterial infections of the respiratory
tree . In some patients, the features of mixed
asthma may gradually change so that those
of the infective type predominate . Chronic
cough and sputum production then became
significant.
Status asthmaticus is a severe clinical state
of wheezing, dyspnea, and other respiratory
symptoms and signs that are refractory to the
usual therapy for acute asthmatic episodes .
It can be distinguished bath pathologically
and pharmacologically from chronic asthma
and the milder episodes of acute asthma .
Status asthmaticus is a medical emergency,
even in its early phases . If not treated adequately and promptly, the patient in status
asthmaticus may die because of respiratory
acidosis caused by pulmonary hypoventilation (severe hypoxemia and hypercapnia),
Other Forms of Asthma . Other clinical
variants of asthma exist but will be discussed
subsequently (page ) .
Diagnosis and rnar agerner t o f bronchial
asthma must be based on a thorough under6

standing o f the complex pathophysiology o f
this condition Such an nderstariding must

begin with an appreciation# o f the normal
structure o f the tracheobronchial tree and
lungs, as well as a knowledge o f the physiologic responses o the respiratory system to
externa! and internal stirr li . In addition,
because certain tissue responses which initiate the chain a events in asthma are largely
antigenically determined, a review o f immunology is also necessary

Anatomy
The tracheobronchial tree, serving as a
conduit far the passage of air to and from the
alveolar-capillary complexes, consists of the
trachea and the right and left main bronchi
. Each bronand their subdivisions (Plate
chus forms, by a series of up to 3 or 4
dichotomous divisions, the lobar, segr er tai,
s bsegr enh l, and smaller-order bronchi and,
ultimately, the bronchioles . The terminal subdivisions consist of respiratory bronchioles,
alveolar ducts, and a/veolar air sacs .
The described arborizing system of airways
is accompanied by a companion system of
vascular conduits . The airway and vascular
systems ultimately unite to faun alveolarcapillary complexes . The entire system of air
passages, blood vessels, alveolar-capillary
complexes, and supporting tissue forms the
lungs, whose primary function is to provide
an interface far gars exchanged
The Trachea . The outer or superficial
portion of the trachea consists of 1 to 0
crescent-shaped, highly elastic, cartilaginous1
partial rings These rings help farm the
anterolateral aspect of the trachea, ensure
patency, and provide rigidity . Posteriorly, the
ends of the crescent-shaped rings are joined
by an elastic, smooth muscle membrane called
the trachealis muscle . Active contraction of
this muscle, or forced expiration or cough,
causes a narrowing of the tracheal lumen .
Internal or deep to the cartilage and muscle
layers of the trachea is a connective tissue
meshwork containing nerves and mucussecreting glands . This connective tissue layer
is covered on the luminal aspect bar a mucous
membrane consisting of mucus-secreting
goblet cells and pseudostratified, ciliated,
columnar, epithelial cells . Both epithelial and
goblet cells rest on a basement membrane .
The Bronchi. The right and left main stem
bronchi are formed by a division of the
CLINICAL SYMPOSIA
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Plate 4
F

Section of Large Bronchus
Ciliated columnar epithelium
with many goblet cells
Bawl cell
Basement membrane
Smooth muscle
Mucous glands
Stroma with many elastic fibers
Artery
Nerve fiber
Perichondrium

Cartilage
Fibroelastic layer

Section of MediumSized Bronchus

Ciliated columnar
epithelium with
many goblet cells
Arterioles
Smooth muscle

,

Mucous glands
Nerve fiber
Stroma with elastic fibers
Alveolus
Cartilage

I'

B

Ciliated, cuboidal epithelium with a few goblet cells ;
smooth muscle ring with nerve fibers and blond vessels ;
stroma contains many elastic fibers . Cartilage plates
and glands absent
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trachea . They divide into second-generation
lobar bronchi (O7 cm average diameter)
which correspond to each of the lobes of the
lungs (Plate
. With the next division, the
segmental bro' Ii i 0 cm average diameter)
are formed, The fourth-generation and the
last bronchi to be named are the sabsag a taI
bronchi (medium sized or fourth order), from
which fifth- to ter th!order small bronchi arise
(decreasing in diameter from 0 4 to 0 .1 cm)1
A5 in the trachea, cartilage and smooth
muscle bands partially encircle the larger
bronchi In the larger airways, the horseshoeshaped cartilage helps maintain patency . As
the bronchi subdivide, however, the cartilage
is first in the form of irregular plates and
then, in the smaller airways, in the form of
minute rods t the level of the bronchioles,
cartilage is absent (Plate 4) .
Internal to the cartilaginous layer of each
bronchus is a network of elastic collagenous,
reticular, and smooth muscle fibers . Nutrient
capillaries, lymphatics, and nerves are interwoven throughout this connective tissue and
muscle layer which also contains mucous
glands, blood elements (including lymphocytes and polymorphonuclear leukocytes),
and many tissue rust cells with histamine
granules .
As in the trachea, the inner surface of the
bronchial tree is lined with an epithelium that
rests on a basement membrane . This epitheliurn is composed of ciliated columnar cells
and goblet cells . The goblet cells are more
numerous in the main bronchi than in the
trachea, but they decrease in number in the
smaller bronchi .
The bronchioles (eleventh order and
beyond ; 0.15 to O .. cm in diameter) have
walls composed, in part, of elastic tissue
running longitudinally and an overlying
layer of smooth muscle bundles (Plate 5) .
The lamer bronchiales bifurcate into terminal
bronchioles (0 .05 cm in diameter) which in
turn divide into respiratory bronchioles
cm in diameter) which give rise to
DM
a/veolar ducts . The terminal bronchiales are
the last of the conducting airways . Beyond
them the airways are membranous and are
also involved in gas exchange.
There is a progressive modification of
structure throughout the tracheobronchial
tree, not only of cartilage, which i entirely
absent in the bronchioles, but also of other
tissue elements . The epithelioma of the
VOLUME
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tracheobronchial tree gradually decreases in
height, until in the bronchioles it is cuboidal
(law simple columnar) . In the bronchi, the
epithelial cells are ciliated but became
nonciliated in the respiratory bronchiales .
Peripherally, goblet cells and raucous glands
become sparser, following the pattern of
thin continuous
distribution of cartilage .
film of mucus secreted b the goblet cells and
raucous glands lies on the surface of the
ciliated cells (page 17) .
Smooth muscle constitutes an important
structural component of the tracheobronchial
tree . In. the trachea and major bronchi, the
smooth muscle lies posteriorly between the
ends of the horseshoe-shaped rings of cartilage. In the small bronchi and bronchioles
(beyond the fifth order), it is arranged in a
double helical or spiral pattern and is
increased in mass relative to the size of the
lumen. The muscle forms an interlacing
network and extends to the respiratory branchioles as small spiral strands . Even in the
alveolar ducts, isolated muscle fibers may be
found (Plate 5)
The stroma of the bronchiales also contains an abundance of elastic fibers which are
continuous with those of the adjacent lung
alveoli . Because of this network of elastic
tissue, the bronchioles are largely supported
by the inflated, elastic alveoli in which they
are imbedded (Plate 5) .
The Alveolar Duci5 and Alveoli . The
alveolar ducts, which are the extensions of the
respiratory brorwhio1 , may have several
branches . In the thin walls of these ducts are
interlacing, helical bands of srrtooth muscle
(Plate ) .
The alveoli are arranged as clusters of
thin-walled outpocketin s from the alveolar
ducts. In addition, small autpacketings from
the thin-walled respiratory bronchioles also
occur ; these structures are also alveoli which
are identical to those arising from the alveolar
ducts . In man, approximately 300
iO
alveoli comprise between 55 and 0Db of
total lung volume . Each outpoc eting or
alveolus is sometimes called an air cell, and a
cluster of air cells may be known as an
alveo/ar sac .
The alveolar wall, or alveolar-capil/any
membrane, i the interface far transfer of
gases between the air and the blood. In the
adult, the estimated alveolar surface area is
80 m2 and the pulmonary capillary surface is
9

Plate 5
Structure of Terminal Air Spaces

Terminal bronchiole

Respiratory bronchioles

Alveoli (air cells)

Alveolar ducts

Atria

Alveolar sacs
of neighboring
primary lobule

10

CLINICAL SYMPOSIA

Plate 6

Intrapulmonary Blood Circulation

Bronchial arteries

Pulmonary vein

Capillary plexus

removed to reveal
alveolar sac

4. .6i

CIBA

Bronchial artery
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o similar size . Also, the surface of the
alveolar gall is a site for biosynthesis and
secretion of surfactant material (a phospholipid bound to protein) and is involved with
phagocytosis (page 19) .
The structure of the thin ( . to .
.
thickness) alveolar-capillary membrane
favors passive transfer of gas . The epithelial
lining of the alveolus and the endothelial
lining of the capillary are in close proximity,
with a thin interstitial matrix of supporting
elastic, reticular, and collagenous fibers
separating the two cell layers .
The fibers of the interstitial matrix permit
stretch, prevent overexpansion, and contribute to the elastic recoil properties of the lung .
Thus the alveolar diameter normally remains
between 200 and 300 , . Within the alveolar
walls, small interalveolar openings, the pons
o Ko u, are thought to permit air gift
between adjacent alveoli .
Pulmonary Labul LobulesWithin the lung there
are primary lobules or acini Each acinus
represents the unit of lung structure served
by a single terminal bronchiole, and each
terminal bronchiole usually gives rise to about
three orders of respiratory bronchioles before
the alveolar ducts are formed . Thus, in Plate
only a portion of a primary lobule is shown .
The secondary lobule (of Miller) is cornposed of between five and 10 acini and is 1 to
cm its diameter . Such a pyramidal structure
is surrounded by a thin fibrous septum . A
portion of this septum is shown in Plate ,
The Al reolar.. apillary Plexus . Accompanying the tracheobronchial tree are
branches of the pulmonary arteries which
carry deoxygenated blood from the right
ventricle of the heart . Ultimately, each branch
of the pulmonary artery that follows a respirator+ bronchiole gives rise to a number of
capillary plexuses . These plexuses surround
the alveolar sacs (Plate ), so that an effective interface between bled and air is
formed . The blood leaving these alveolar#
capillary plexuses is oxygenated and drains
into a system of pu/r ovary veins ; these veins
enter the left atrium of the heart,
Bronchial Blood Vessels . The lung is also
supplied bar a network of bronchial arteries
which contain oxygenated blood and which
accompany the tracheobronchial tree . These
are nutrient arteries to the airways as far as
the terminal bronchioles Blood draining from
the capillary beds formed b the bronchial
a

arteries may drain into the pulmonary system or into bronchial veins . (In Plate , the
bronchial veins are not shown .)

Pathologic Changes In Asthma
In asthma, the normal airway undergoes a
number of pathologic changes which are
responsible for the airway obstruction and
the resulting clinical picture of wheezing,
dyspnea, and respiratory distress characteristic of asthma (page 3) . These pathologic
charges seem to occur because of the heightened reactivity of the airways to numerous
stimuli . In general, the pathologic responses
apparently are the same regardless of the type
of stimulus . Therefore, the general kinds of
stimuli which can cause asthmatic episodes
will be described before the gross and micro5C0pie findings are presented .
Allergic Stimuli . In patients with allergic
asthma, the acute asthmatic episodes may be
precipitated by inhaled or ingested a//er ens .
Airborne allergens such as house dusts, feathers, animal danders, material used in furniture stUffit , fungal spores, and a variety of
plant pollens are the types of substances that
may be inhaled and may provoke an asthmatic episode . Foods likely to be allergenic
are cow's mi'k, fish eggs various nuts, choclate, shellfish, and tomatoes . However, as a
cause of allergy, foods are less culpable than
inhaled allergens . In same patients, an additive or even synergistic effect may exist
between various allergens . (The nature of the
allergic response will be discussed subsequently, page 0 .)
Toxic and 1'rritative Stimuli . Marcy substances in the inhaled air may evoke or aggra~
vote an asthmatic attack . Obvious examples
are air pollutants including automobile
exhaust, industrial fume 5, and volatile substances such as paint or gasoline . Aspirates
from regurgitated stomach contents in
patients with hiatal hernia and inhaled
anesthetic agents are less obvious examples
of toxic and irritative stimuli . Other inhalants such as tobacco smoke and house dusts
may act through a combined irritativeallergic mechanism .
Infection . Although infection (viral, bacterial, or fungal) is often the precipitating
stimulus in infective asthma, it can also be a
significant factor in allergic asthma . Thus, a
bacterial sinusitis or common cold may trig#
ger an asthmatic episode, or infection may
CLINICAL SYMPOSIA

Plate 7
Pathology of Status A thmalicus

Tenacious, viscid mucous plugs in airways
Gross

Foci of atelectasis

Regional or diffuse
hyporinflat on

PA *positive matrix
Polymorphonuclear
neutroph ils
Eosinophils
Charcot-Leyden
crystals
urschr ann`s
spirals
Cluster of
epithelial cells
(oreola body)
Bacteria
and/or viruses
Epithelial denudation
Hyalins thickening of
basement membrane
Hypertrophy of smooth
muscle, mucous glands,
and goblet cells
inflammatory exudate
with eosinophils and edema
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Plate 8
From hypothalamic
and higher centers

Innervation of the Tracheobronchial Tree

Vagus nerve (cholinergic,
motor fibers to smooth muscle
and glands ; afferent fibers from
aorta, tracheobronchial mucosa,
and alveoli)

Descending
tracts
in spinet

Afferent
nerves from
nose and
sinuses {via
trigeminal
and glossopharyngeal nn .

Larynx
Superior cervical
sympathetic ganglion

medulla
(cord)

Sympathetic nerves
(adrenergic)
A

Carotid sinus
T1
Carotid body
T2
Common~
carotid
artery

T3

14

Arch of
aorta e

T5

Thoracic
spinal medulla
(cord)

Sympathetic
trunk
! !'

4

Pulmonary plexus

.4' CIBA

Key
Parasympathetic {vagus} efferent fibers
Sympathetic efferent fibers
Afferent fibers
A : Adrenergic terminals
(norepinephrine and/or
epir eph rifle)
C : Chorir ergic terminals
(acetylcholine)

14

Irritant receptors
Stretch receptors (Hering-Breuer reflex)
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complicate an attack that began on a purely
allergic basis .
Medications . Drugs may initiate acute
asthma either by pharmacologic action (such
as /9-adrenergic blockade) or by evoking an
allergic response as with penicillin and vaccines . In patients with aspirin sensitivity,
symptom 5 may occur within o minutes after
ingestion, (A triad of clinical findings cornonly found consists of nasal polypo5ts,
asthma, and aspirin rise .)
Contributing factors, Psychologic and
physical stress may contribute to the occurrence of an asthmatic episode in susceptible
individuals . Similarly, trigger mechanisms
such a breathing cold air, rapid changes in
temperature or humidity, physical exertion, or
even laughing may cause art acute episode of
bronchospasm and respiratory distress .
Gross and Microscopic Changes . The m,aa or
pathologic features of bronchial asthma are
limited largely to those observed in acute,
severe asthmatic episodes (status asth atic rs){ However, it may be inferred that lesser
degrees of the characteristic findings occur
during milder attacks.
In status asthmaticus (Plate 7), the bronchi
and bronchioles exhibit mucosal and submucosal edema, thickening of the basement
membrane, a profuse leukocyte infiltration
(particularly of eosinophils), intraluminal
raucous plugs, and 5mootl muscle contraction
(bronchospasm) . Grossly, the lungs are overdistended, often with regional parenchymal
zones of hyperinflation alternating with areas
of atelectasis caused by thick, tenacious,
intraluminal raucous plugs in bronchi and
bronchioles .
Especially if dehydration is clinically evident the mucous plugs are viscous and adhere
to the bronchial wall, narrowing the lumen .
Also, the reduction in luminal diameter is
compounded by infolding of the epithelial
surface of the bronchiole because of contraction of the hypertrophied smooth muscle .
Thus, resistances to airflow are increased
(Plate 17 ori page
).
The mucous plugs contain a PA -positiv
matrix, polymorphonuclear neutrophils,
eosinophils, and Charcot-Leyden crystals,
which are degenerative crystalloids of eosinophils . Also characteristic are tiny whorls
arising as casts within the smaller airways, the
so-called urschmann's spirals . Large areas
of the epithelial surface may be denuded .
VOLUME 7, NUMBERS 1 and

These detached fragments may be seen in the
lumen or sputum as clusters of ciliated cells
reola bodies) .
Mucous gland and goblet cell hypertrophy
may be present, but is not as severe as that
seen in patients with chromic bronchitis . The
basement membrane is frequently thick and
hyalinized . Partial atrophy of cartilage can
occur. Tissue mast cells are sparse, but their
histologic detection may be hindered by
degranulation .
It should be emphasized that the alveolar
destructive changes found in patients with
pulmonary emphysema are generally absent .
Furthermore, an asthmatic attack generally
does not cause permanent pathologic changes .
The described, severe, pathologic charges
of status asthmaticus and the lesser degrees
of these changes which occur during acute
asthmatic episodes of either allergic or infective asthma raise two important questions
concerning the management of patients who
have asthma The first question is, lbr do
these changes occur? And the second is, What
effects do these changes have or respiratory
function and blood gas ph siof ogt ? Fortunately, the second question, which is directly
related to the management of the acute
episode of asthma, can be answered with a
high degree of certainty and will be discussed
under the topic of pathophysiology (page
.
The first question concerns the etiology and
pathogenesis of asthma and relates to both .
Prevention and long-term management . The
pathogenesis of asthma is complex and several
hypotheses are attractive .
Before considering the various theories of
the pathogenesis of asthma, it is necessary,
f 1r5t, to review the innervation of the tracheo .
bronchial tree (because nerve reflexes appear
to play a role in the occurrence of the acute
asthmatic episode) and, secondly, t consider
the normal responses of the tracheobronchial
tree to inhaled allergens, pollutants, and
irritants .
Innervation of the
Tracheobronchial Tree
The tracheobronchial tree and lungs are
innervated by the autonomic nervous system .
Three types of pathways are involved :
autonomic a ff erent,paras t pat retic afferent,
and sympathetic efferent . Each of then three
types of fibers will be discussed in detail . In
this discussion, however, the neurochemical
15

control of respiration will not be considered .
Autonomic Afferent Fibers . Afferent fibers
from stretch receptors in the alveoli as well as
fibers from irritant receptors in the bronchides and bronchi travel via the pulmonary
plexus to the vagus nerve (Plate 8) . Similarly,
fibers from other irritant receptors in the
trachea and from cough receptors in the
larynx reach the central nervous system via

Chemoreceptors in the carotbodies and pressor receptors in

the vagus nerve .
id and aortic

the carotid sinus and aortic arch also give rise

to afferent autonomic fibers . The fibers from
the carotid sinus and carotid body travel via
the glossopharyngeal nerve, whereas those
from the aortic body and the aortic arch
travel via the vagus nerve . Other receptors in

the nose and sinuses give rise to afferent fibers
which form parts of the trigeminal and glossopharyngeal nerves .

Parasympathetic Efferent Fibers . All parasympathetic efferent fibers to the tracheobronchial tree are contained in the vagus nerve
and pulmonary plexuses . These fibers carry
motor impulses to the smooth muscle and
glands of the tracheobronchial tree . The
impulses are cholinergically mediated and
produce bronchial smooth muscle contraction,
glandular secretion, and vasodilatation
(Plates S and ) .
Sympathetic Efferent Fibers . Postganglionic sympathetic fibers from the sympathetic
trunk enter the thorax by passing directly
from the thoracic ganglia . All these fibers are
adrenergic and reach the lungs by the pulmonary plexuses (Plate 8) . Sympathetic
stimulation relaxes the bronchial smooth
muscle, inhibits glandular secretion, and
causes vasoconstriction (Plate ) .
As will be discussed in detail later (page 26),
adrenergic receptor responses can be differentiated pharmacologically into a and f
types .

Normal Responses of the
Tracheobronchial Tree
The asthmatic individual and the nonasthmatic bath breathe air of the same composition and quality . So-called clean air may
contain as many as 3 million particles of
foreign matter per cubic foot . As a result,
pollens, dusts, animal danders, bacteria,
viruses, fungi, and various pollutants are
substances to which all people are exposed .
A number of anatomic and physiologic
16

responses defend against this continual
barrage of foreign particles ; in the nonasthmatic individual these responses usually
do not impair pulmonary function but do
ensure that the air which reaches the alveoli
is warm, moist, and free of foreign matter .
Particle Size, Foreign particles in the air
may be deposited at various sites throughout
the air passages . The distribution and site of
deposition is determined by a number of
factors such as the size of the inhaled particle,
the relative density of the particle, the
volume and velocity of each breath, and the
turbulences created in the airflow because
of either branching of the passages or
obstruction+ In turn, the physiologic responses
of the respiratory tract are influenced by the
site of deposition .
The deposition of particles may take place
in one of two ways . If particles collide
against the wall of the airway, usually at the
bifurcations of the upper or first 12 generations of bronchi, they may impact by inertia
(inertial impaction) . On the other hand, in the
lower or peripheral airways, particles tend to
settle out by gravity (gravitational sediniertation) . In the presence of airway obstruction,
particles are more likely to be deposited in the
upper (central) airways (page 34) .
Particles greater than 10 ji, such as pollens
or dust, are impacted in the nasal mucosa or
upper pharynx ; those between 0 .3 and 2 µ
reach the alveoli and may be expired or may
impact there . Particles between 2 and 10 p
will be deposited at various sites in the bronchi
or bronchioles . Water droplets in the inspired
air, including therapeutic aerosols, and
particulate matter contained within water
droplets may similarly be deposited .
Protective Function of the Nose . The nose
and nasopharynx function to protect the
tracheobronchial tree and alveoli by mechanically filtering out larger particles and by
adjusting the temperature and humidity of
the inspired air . Because of the large mucosal
surface area of the nose, pharynx, and upper
trachea and the rich blood supply to these
mucosal surfaces, temperature and humidity
are adjusted to physiologic levels even under
extreme environmental conditions .
The mouth and pharynx can also perform
the described air-conditioning functions .
However, the tracheobronchial tree, whose
blood supply is relatively much less than that
of the mouth, nose, and pharynx, is unable
OLIIVM AL SYMPOSIA

+ upnlu
_lou' p l!oD

srL sfDrluu

1iq

DLI

Jo SIL)

utsule jJjn : sIi ds!4I' utg3n0J qp ai d
x sn rtt .u aq aJa4 WOJ
aDIds Dt44Oj gf's
y 04 4! 1 d°Jd pu g J ~ej sr ornw agi ;x ddns
t.i oq pue sr~ nw o Ja ej tos Jadaap a
o ut
ij void usn!lai.I4Ida ieuwnjo qi jo ti a
-sasi pa 1°ss!p UAapU
P!1 d sdPa4 Ia [I1

u~jto)

Jo
~s°DS!r X41 uY S DUDJa}4TQ 'as gd jos j
pue 4jes Jo
e u! 1si ca u!a s gp pug a
s1unoui
JpT ping o : aiq aye sieti ieu1 utas
' aso n j pue u~ w 'sox iq o no
-oIdo Cj i n
-lU! 1° Il l dpiJ! Dil is 30 SU!PMD apli ga s
- iod pail
pug JOD ura old
srg u~ r ui
L1i3flW
4!M JjfljOW 11..j
jo s d i 1 ~a s su~le uo) s n
'p 9tlej'
g 04 uiuui
q snf air aaJ j1etg uo qo p'.
aq}
sfDnW aLU
O sat1 .iadod
d j1e is qd
pue uot4isodruoJ 1eDiuID D1e a
q

1 j !D! dns a q1 ''-IU t°s/jai papa i - °' 4 e
s Ispu;1 t?sO :rwgns aqi q pue "it'
tens
q p 11D5
g1 ;o sjp z: iaigo
LIS iM1 'srlDrlUu 30 a iut q
r1a ?1 fO)nu1 '
u!44 e uT padde~ aui° aq tr1gJuoiq
Zei
age UI44i 4 lie palidsut tu°J j aj ias
-O
•a
l it M sal .)t4Jed u t
O
a-'i uoiq
ursut j
-Oar eIl X41 JO WSiu
a
',a I4 je t. uc.igoa let qi ;o sornw
at 4 j° ui p pug euuep uaAa d 04 ua
o
° ~' s!°
'W .I1e
a to as pJno s p ~s d

c Jd i'
Wsiu1etp U1q
jo uoiidt+sap ao j) • a egdol euu pug sa l
S

-°
JJL])

le t nuo idiowiod se t.pns s i U c1
pue $(upJ o4jei 'uo11J1 ui 'urpiidoid

n i

-(q a
Os

ui zas i ' . '3) s Du sgrts J pPrl1t 10
i e1 O! .a req '(su!Jngoj ounuau) satpogtqur
's wzua ii4o old ui jo ui u !Jv j!xo
of q papule s~ J f i mono age ;o not un
'5

j

u iugd puce 'if}noui asou a ~
Pi4

uiuado uoIso

e 4 flOJ44

3°

qn

n° 1 ~14
eJ1°j u ue
UEJ1Jiu is ie)tui~J 'j )t

u p.p e xq siu 'e I
1d sig a)ua
ip
iiUO~eu? sigj, '1 TipIwnt RU
In 1 cKU 4
°1 sI i uI4snipe ~OU~
u1 aJoW a PW 01
f

SnOUa6O a J° SnOUa6OPUJ

(loueJeioados' `au!Jydeulde)
SeulWeIOy3e4

IBlOwnw

r

UOi D!J SUO OSSA

pua

aj1a!nw s

Is!yDUOaq ° UO! XBIa1
ejowoJd 'uO!IOJ S 1 Inpuel
!cI!gUI
(!6Jeueip's) +egli 3I OL dWA

'9Jf B1ftOSrlw

UOI4!1eilposeA
esne pine 4ein gain nw Iiu uoJq JO
uo! 3ealuo3 pua u0!4a}3 s Jelnp+ I6 a alnw
(O!6aeu!Io 10) Siegle (O~4eg4eduuiseIed) I1 BA

IOSS

B

I Id

Pug

'SPu

I

#l3JnlCIrl3Srr

I

!y3UOJ9 JO IOJ ;UO

I J0u flLIOJ fl

Plate 10

Postulated Mechanisms of Airway Hyperreactivity Causing Asthma
A. Immunologic
response

B . fl-adrenergic
blockade
caused by

C . Cholinergic
dominance

D . $ -adrenergic
amine
deficiency

E . Intrinsic
smooth
muscle
defect

Infection
Metabolites
Adenyl cyclase
deficiency
Drugs

Antigenantibody
reaction
Block

Nonantigenic
stimuli or
antigenically
modulated
stimuli

Release of
pharmacologic
mediators
(histamine,
SRS-A, etc .)

Direct action
ori end-organs
(glands, smooth
muscle, blood
vessels)

F. Multiple factors
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Many factors influence the production and
characteristics of mucus . For instance, the
activity of the mucous glands is stimulated by
cholinergic action, as well as by pharmacologic
mediators such as histamine . Thus, an
increase in secretions may be caused by vagal
stimulation as well as by chemical and
mechanical irritants . Mucus will become more
viscid if water is lost through evaporation,
such as when air of tow humidity is breathed .
Also, if there is inflammation, transudation of
fluid from the serum will influence the cornposition and action of mucus .
Cleansing of the Alveoli . Despite the
mechanisms which remove most of the f oreignmatter from the inhaled air, some foreign
particles, including bacteria, reach the respiratory bronchioles, alveolar ducts, and alveoli .
As noted previously, particles between o,
and
p in diameter caro be deposited in the
alveoli .
Particles deposited in the alveoli and nonciliated airways are cleared by macrophage
phagocytosis and lymphatic drainage . Large
mononuclear macrophages containing lyso~
zymes and other enzymes surround and
engulf the inhaled particles . These alveolar
macrophages, displaying ameboid action,
migrate to the terminal bronchioles and
become imbedded in the mucous layer . They
are there propelled by the cilia out of the
tracheobronchial tree . Obviously, this process
is slower than the ciliary mechanism of the
upper airways .
Other defense mechanisms exist within the
alveoli Covering the alveolar cells is a thin
layer of fluid that moves toward the bronchioles and the protective mucous blanket, possibly by surface tension . This layer helps
cleanse the alveoli of particles . Some particles
will remain within the alveoli and penetrate
the alveolar walls to lodge in the interstitial
tissue spaces . Here phagocytosis by tissue
histiocytes may take place . However, other
particles are never removed and may invoke
either an inflammatory reaction such as poly
monary fibrosis or an allergic reaction such
as allergic alveolitis .

Pathogenesis f Asthma
Various reasons have been postulated for
the heightened airway reactivity which is
characteristic of asthma . These theories generally consider the hyperreactivity to be an
exaggeration of the normal defenses of the
VOLUME
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respiratory tract, or to result from abnormal
tissue reactions in the bronchioles (which
may be immunologically induced), or to represent an imbalance of the normally balanced
responses.
Because of the diversity of stimuli known
to produce asthma, no single current theory
satisfactorily explains all types and cases. In
all probability, the clinical picture of bronchospasm, dyspnea, wheezing, and respiratory
distress, currently known as asthma, may be,
in terms of etiology, several diseases . In
Plate 10 several possible mechanisms of airway hyperreactivity are summarized . However, it i s important to realize that the various
mechanisms are interrelated even though in
individual patients orae mechanism may be
dominant.

Action of the Bronchial Smooth
Muscle
Normally . the physiologic torte of the
smooth muscle of the bronchial airway is
balanced by vagal (cholinergic) and s mpathetic ,1-adrenergic} influences . Vagal stirnulation causes smooth muscle contraction and
airway constriction, whereas sympathetic
nerve stimulation or circulating catecholamines produce the opposite effects . In man,
the rale of a-adrenergic receptor stimulation
in influencing bronchial smooth muscle tone
currently remains unresolved .
Bronchial smooth muscle plays a primary
role in the narrowing of the airways which
is a normal reaction to foreign stimuli . (It
should be noted, though, that airway diameter is also influenced by intra- and peribronchial pressures .) Because of the narrowing of
the airway, the volume of air inspired and
expired with each respiratory cycle (the tidal
volume, page 29) is decreased . At the same
time, the total surface area of the mucous
membrane has not changed . As a result, the
ratio of surface area of mucous membrane to
volume of air inspired is probably increased .
Thus, this normal reflex bronchial constriction is apparently a mechanism designed to
protect the alveoli from harmful stimuli. In
the asthmatic individual, however, the bronchial constriction is abnormally severe and
produces impairment of respiratory function .
In the central larger airways, the rigid cartilaginous rings act to moderate the constrictive forces of the smooth muscle ; in small
bronchi and bronchioles, the cartilage has
19

been replaced by membranous tissues, and the
smooth muscle is arranged as double helical or
spiral bundles (Plate 5 and page 9) . Contraction of the smooth muscle causes narrowing
and shortening of the airway, particularly in
the small bronchi and bronchioles . Even the
small, spiral strands of muscle in the respiratory bronchioles and the isolated fibers in the
alveolar ducts appear to react to various stimuli . The site of the asthmatic reaction can
therefore vary depending upon the anatomic
location of the airway smooth muscle which
is stimulated .
Bronchial constriction is partly an autonomic reflex . The a fierent fibers of the arc
arise from receptors in the tracheobronchial
tree and travel to the central nervous system
via the vagus nerves at times, afferent fibers
from the nose and sinuses may also be
involved . The efferent motor fibers of the
reflex arc return to the lung, also via the
vagus nerve, to terminate on the bronchial
smooth muscle .
Initiation of the reflex may begin with
stimulation of irritant receptors by foreign
particles, gases (such as sulphur dioxide,
ether, and phosgene), pollens, or the chemical
mediators of hypersensitivity reactions (page
24), Similarly, bronchial airway narrowing
may be reflexly produced by strenuous exercise, paroxysms of cough, or inhalation of
cold air. Airway caliber can also be altered by
regional factors such as changes in oxygen or
carbon dioxide tension which may occur with
pulmonary embolus or asthma . In addition,
it is probable that central nervous system
activity, including stimuli arising in higher
centers, can contribute to bronchomotor tone
and may actually cause bronchial constriction .
Recently, the role of vagally mediated cholinergic influences in the causation of asthma
has received renewed emphasis . According
to the theory of cholinergic dominance
(Plate 70), in the asthmatic patient responses
to various stimuli are exaggerated in comparison to normal . In other words, the asthmatic
patient reacts more severely to lesser degrees
of exposure to both antigenic and nonantigenic stimuli . In addition, cholinergically
mediated reflexes may be interrelated with
the release of mediators (page 29), or may be
incited by, and thus aggravate, the tissue
responses to antigen-antibody reactions
(Plate 11 and page 24) .
Pharmacologically, bronchial constriction
20

produced by autonomic reflex pathways can

be blocked by atropine . Other substances
which influence bronchial smooth muscle tone
include acetylcholine, epinephrine, histamine, prostaglandins, and slow reacting substances of anaphylaxis (5R5-A) . The role of
these chemical compounds in causation and
treatment of the obstructive processes in
asthma will be discussed on pages 24 and 25 .

Immunology
The many stimuli which provoke asthmatic
episodes may do so by eliciting immune
sequences, by being directly toxic or irritative, or by a combination of mechanisms .
Contributing factors, such as physical or psychologic stress, rapid changes in environmental temperature, or infection of the ears or
sinuses may be operative as well In addition,
bronchial infection may also complicate
immunologically induced asthma .
Despite the potentially vast number of
substances in the environment capable of
inciting an asthmatic reaction, those which
are antigenic are more significant because
they evoke the immune response . However,
before discussing this immune response, it is
necessary to define several concepts .
An antigen is any substance foreign to the
host that is capable of activating an immune
response by stimulating the development of a
specific antibody . Most antigens are naturally
occurring vegetable or animal materials . They
are usually proteins of medium molecular
weight-3000 to 40,000 . However, carbohydrates, lipids, cells, or particulate matter may
also be antigenic .
Any protein molecule, because of its particular chemical-spatial configuration, may
exert multiple, distinct antigenicity . Factors
such as size, shape, chemical composition,
ionization, and reactive sites influence such
antigenicity and determine if it is also specific .
The ragweed pollen responsible for seasonal ragweed hay fever is a prototype
antigen . This pollen, which is 20 to 60 p in
diameter, consists of an inner core of soluble
proteins and an outer lipid-polysaccharide
coating . If ragweed pollen is deposited on the
respiratory mucosa, lysozymes from the
mucosa digest the outer coating, releasing
water-soluble proteins . These proteins or
pollen fragments are thought to be antigenic
with specific sensitizing properties . Additionally, other antigens may be small enough to
CLINICAL SYMPOSIA

reach the lover airways where they would
exert specific antigenicity .
hapten i s specific, protein-free substance which can form a complex with a carrier protein, The hapten is not antigenic but
when coupled with the carrier protein it may
elicit the immune response . Penicillin is an
example of a hapten .
An allergen is an antigen which can elicit
allergic symptoms . Obviously, for any panic'
alar individual, every antigen is not necessary
ily an allergen . The reason whir an atopic
individual (one who has a hereditary predisposition to be allergic) reacts to one antigen
and not to another is unknown . Moreover{ th
reaction of an atopic individual to a particular
antigen may vary from time to time, depending on a number of factors . In other words,
for any individual patient, allergen sensitivity, like the clinical course of asthma, is
variable and unpredictable. Thus ! in the clinical evaluation of any patient, the interaction
of immunologic factors, infection, nonsensi~
tizing irritants, and physical and emotional
stress must be considered .
Nonspecific and Specific Defense
echanisms. The immunologic mechanisms which
result in an asthmatic episode are triggered
when a patient is exposed to foreign substances . The body attempts to protect or rid
itself of these offending materials by a numi
ber o f mechanisms including cellular and

humoral defenses. Several of these defense
mechanism 5 are irnrriUnolo ically nonspecific
and have been described previously (page 16) .
For convenience, they are summarized here :
I . Physical barriers : nasal turbinates and
mucous membrane, the mucociliary blanket
of the tracheobronchial tree, and the sneeze
and cough mechanisms ;
2 . Phagocytic cels : leukocytes, histiocytes,
and alveolar macrophages ;
3 . Chemical substances : lysozymes, proteolytic enzymes, and lactoferrin .
In addition, general factors such as satisfactory nutritional state and adequate degree
of hydration assist the defense mechanisms
of the body . Extremes of age, however, are
often associated with lowered resistance of
the body to foreign substances .
Complementing thie immunologically nonspecific mechanisms are specific mechanisms
involving muco sally secreted immunoglobu(IgA) is
lins . Secretory immunoglobulin
produced by the plasma cells of the bronchial
submucosa . glycoprotein (transport piece),
produced in the bronchial epithelial ce11s,
transports the IgA from the submucosa to the
mucosal surface . Here IgA acts as the major
antibody to foreign antigens trapped in the
secretions of the tracheobronchial tree .
The Basic Immune Sequence . Generally,
these defense activities of the tracheobron .
chial tree are successful . Occasionally though,

Table I
IMMUNE REACTIONS
Primarily Pulmonary)
Type of
Immune Reaction
I Immediate

Time of

Examples

Reaction

of Antigen

15 to 0 minutes

hypersensitivity

Cell membrane,
basement membrane

response
6 #o 6 hours

Moldy hay (thermo-

complexes (Arthus

philic actinomycetes),

phenomenon)

other organic dusts

Ilk Delayed hyper-

46 hours

sensitivity
(cell-mediated
hypersensitivity)
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Tuber u!nprotein,
poison ivy extract

Clinical
Examples

IgE

Extrinsic asthma,
anaphylaxis, hay fever

IgG, 1g M
(± complement)

Hemolytic anemia,
Goodpasture's syndrome

foods

II Cytotoxic

III Antigen-antibody

Pollens, danders,

Antibody
or Cell

lgG
Allergic alveolitis
(- complement) (farmer's lung)
Sensitized
lymphocytes,
rnoriocytes

Tuberculosis, contact
dermatitis

Table II
II III

Type of
Immunoglobulin
Ig

IgA

Normal Serum
Concentration
mg
(average)

L BI LIN

•

Molecular
Weight (x 1O)

Percent of
Total Globulins

1200

150

80

275

180

5 to 10

Role
Infections, Type III
hypersensitivity

Local or nnucosal reactions
and infections

IgD
1gM

Unknown

150
120

900

5 to 10

Possible ro'e +ri
agglutinating particulate

antigens
IgE

0 .03

200

depending ori either the host or the nature of
the antigen, the defense process may become
"inappropriate" and pathologic sequelae
develop .
In immune diseases, the initial encounter
of an antigen leads to secondary, specific
immune mecharxisms whose purpose is to
sequester or eliminate antigens . Specific
antibodies including imrnunoglobulins E, I1 ,
G , E , and A (I E,1gM, IgG, I U { and I A
are produced . Also, lyrrtphocytes become
sensitized for cell-mediated immunologic
responses .
Bar the processes of localization, phagocytosis, and destruction, the antigen is usually

eliminated . When this basic immune response
is successful, tt terminates with only minor
consequences to the host . However, if the
antigen persists because of its nature or
because of genetic defects in the patient
(atopy), a tertiary response occurs which produces disease . Four types of such imrnunologically induced diseases of man are recognized
and are classified as Types I, II, III, and 1
immune reactions (Table I) .
Antibody tructure1 The basic structure of
the antibody molecule consists of two heavy
(molecular weight about 50,000) and two light
(molecular weight O + oOo) polypeptide chains
which are linked in a '-shaped configuration
by covalent disulfide bonds (Plate 11) . For
each of the five immunoglobulin classes (IgG,
IgA, Iii, YgU, and IgE) the heavy chains are
distinctive .
22

Type I hypersensitivity

then the antibody is enzymatically
degraded, three fragments result : one E (crystallizable) unit and two Fen (antigen-binding)
units . In the intact antibody, the Fr fragment
binds the antibody to the surface of a cell,
such as the mast cell (Plate II) ; the FR,, fragment binds with antigen receptor sites .
The highest concentration of IgG is found
in serum . IgG binds to, and enhances the
phagocytosis of, bacteria+ it also neutrali2es
bacterial toxins and binds complement . B
transplacental transfer, IgG imparts humoral
immune protection in the first six months of
life IgA is present in both serum and external
secretions such as saliva and sputum ; it plays a
role in the defense mechanisms of the external
surfaces of the body, including the mucous

membranes . I I i is effective in both agglutinating and cytolytic reactions, whereas IgE
has an important function in allergic disorders, including asthma . The characteristics of
the various immunoglobulins are given in
Table II.
Immediate Hypersensitivity (Type I)
Immune Reaction . Allergic bronchial asthma
(extrinsic asthma) and other allergic diseases
such as hay fever and anaphylaxis are examples of immediate hypersensitivity (Type I)
immune reactions . etch allergic reactions
take place in respective target organs such as
the lungs, gastrointestinal tract, or skin .These
immune processes leading to a hypersensitivity reaction represent the disease state
referred to clinically as allergy.
CLINICAL SYMPOSIA
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Immediate hypersensitivity reactions can
result in a simple acute inflammatory response
(urticaria) or can cause complex reactions that
may be systemic (anaphylaxis) or predominantly bronchial smooth muscular (asthma) .
The immune sequence consists of the s nsitization phase followed by a challenge reaction, which produces the clinical syndrome of
allergy (Plate 11),
In the sensitization phase, a genetically
atopic patient is exposed to antigen (e.g .,
ragweed pollen)+ Lysozymes from the respiratory mucosa digest the outer lipid-polysaccharide coating of the pollen, releasing
water-soluble proteins (molecular weight
about 36,000). A5 these proteins are absorbed,
plasma cells within the lymphoid tissues o f
the upper or lower respiratory mucosa
respond by forming a specific cytotropic antibody of the lgE class (reagi .n , These IgE
molecules attach to the surfaces of the mast
cells or other ells such as basophils . (The
affinity of the IgE molecules for certain cells
is known as o oc totropisr [cytotropism I
and is species specific*
Following a latent interval of variable duration (da y s to months), a r ex pos u re o f the
patient to the specific antigen may result in a
challenge (allergic) reaction . In the presence
of certain cations such as calcium and magnesium, IgE-sensitized cells in contact with
the specific antigen secrete pharmacologically
active substances including histamine, slowreacting substance of anaphylaxis (5R5A),
~
various kinins, eosinophil chemotactic factor
(ECF), serotonin, and probably prostaglandins . Bronchial smooth muscle, blood vessels,
and mucous glands respond to these substances . Muscular contraction, vasoconstriction, and hypersecretion of mucus occur
together with an inflammatory response of
increased capillary permeability and cellular
infiltration .
The described immunologically induced,
specific reactions, together with the nonspecific defenses produce the clinical symptoms
of bronchial asthma . Also, because of the
inflammatory response, the cilia of the
mucosal ells fait to function normally (rhostasis) . Particle retention results and may
refiexly cause additional bronchoconstriction*
Cell necrosis also aggravates the picture and
may facilitate increased permeability of the
tissues to the inciting antigen . Continued
sensitization and reaction then occur.
4

Immunoglobulin E, the antibody mediator
of the immediate hypersensitivity (Type I
reaction, is a y-1-glycoprotein with a sediment coefficient of B and a molecular weight
of 200,000. This immunoglobulin is synthesized by plasma cells in the mucosa of the
nose, respiratory tract, and gastrointestinal
tract, and in lymphoid tissues . It is found in
various tissues, body fluids, and in nasal and
bronchial secretions of allergic individuals
The presence of IgE in respiratory tract secretions may be the result of local secretion or
may represent passive exudation from serum .
The serum concentrations of IgE are
normally low, between 100 and 700 nanograms mi (average, 300 nanograms mL or
o,o mg ) ; IgE has a half-life of about two
days, indicating active formation . Levels of
IgE are increased in patients with parasitic
infestations, allergic aspergillosis, seasonal
rhinitis, eczema, food sensitivities, and in
particular, during severe extrinsic bronchial
asthma . However, such increased serum concentration is not necessarily a specific indicator of the extent or the severity of allergy .
The unique property of human IgE is that
it possesses antigenic determinants which
lead to specific ti Ue binding, This property
is absent in other human immunoglobulins,
1-listorically, the demonstration of the amity

of IgE for skin by direct skin tests lead to the
term skin-sensitizing antibody . However,
lung tissue can also be actively sensitized .
Sera of allergic individuals which contain this
skin-sensitizing antibody are responsible for
the classic studies of passive transfer by
Prausnitz and ustner, s noted in Plate 1,
extrinsic bronchial asthma is characterized by
the presence of elevated levels of IgE .
Role of Mediators. As described previously,
the challenge reaction of the immune sequence
is characterized by the secretory release of
pharmacologic mediators either from mast
ells located in the respiratory mucosa or from
circulating basophils . Complement is probably not directly involved in this challenge
reaction, and cytolysis does not result . The
release of mediators from mast cells is influenced or controlled by the intracellular concentration of cyclic MP (page ), The level
of cyclic MP is, in turn, influenced bar a
number of factors, including catecholamines .
The most thoroughly studied mediator is
histamine, a vasoactive amine widely distributed in body tissues, particularly the lung .
CLINICAL SYMPOSIA

Histamine is concentrated as granules within
tissue mast cells and especially in those mast
cells located in proximity to capillary endothelial cells in the bronchial submucosa .
Histamine is also present in circulating basophils and neutrophils . The respiratory mucosa
and perivascular sites are particularly rich in
mast cells and thus have the propensity for
allergic reactions following challenge by airborne allergens .
The release of histamine causes increased
capillary permeability and vasodilatation
with resulting edema and infiltration by
inflammatory cells . Also, there is contraction of airway smooth muscle and increased
secretion from mucous glands . Parenthetically, aerosol administration of histamine to
asthmatic patients usually produces typical
bronchospasm, whereas in normal subjects
only minor effects occur .
In jtr, histamine release can be demonstrated following exposure of leukocytes or
lung tissue of allergic individuals to appropriate antigens . This experimental evidence
incriminates histamine action in the immune
response . hi ivo observations, however,
including onl rminor clinical response to antihistamine drugs, have raised questions about
the significance of histamine in human
asthma.
The slow-reacting substance o j anaphy-) is an acidic, thermostable (at
laxis
alkaline pH substance with definable solubility characteristics . R5- appears to be a
major mediator in producing bronchial muscle contraction . However, pharmacologically
significant features of the actions of 5R 5-A
are a delay in maximal effect on the bronchial
muscle and a more prolonged action than histamine . Moreover, its actions are uninfluenced
by antihistamine drugs .
In addition to histamine and SR 5'A, the
kinin system may be operative in producing
the inflammatory response and smooth muscle contraction of bronchial asthma . However,
the exact role of kinins is unclear . B rad ki ri
is considered to be the most important mcdiatcr of the kinin group . It is a potent nonapeptide that causes bronchoconstriction in
both animals and maze .
The roles of several other substances as
mediators in bronchial asthma require clarification, 4cet kholine is not a direct mediator
in the airways but, as a neurotransmitter, is
involved in the vagally mediated reflexes
VOLUME ?, NUMBER

1 and 2

which represent a significant component of
the asthmatic reaction (pages 0 and 4) .
Anaphylatoxin, a derivative of the complement system, appears to have no significant
role in bronchial asthma . substance known
as the eosi ophit c ernotactic factor o anap taxis (ECF-) may be produced in lungs
challenged with specific antigen . It has been
implicated in the attraction of ensi :nophils to
the site of the allergic reaction . Serotonin, or
droxy r pta i e (5i.rHT), increases
capillary permeability and constricts smooth

5- t

muscle . However, the local lung concentrations of serotonin are negligible and aerosol
challenges ineffective, (Prostaglandins will be
discussed on page 29 .)
The role of the sr pr r nal-pituitary axis in
bronchial asthma is difficult to assess during
acute attacks . Nevertheless, in individual
patients suprarenocortical function must be
considered, primarily because of the important actions of the suprarenocorticosteroids .
These actions include an antiinflammatory
effect, decreased mucus secretion, lysozyme
stabilization, inhibition of antibody formation, possible depletion of tissue histamine,
and potentiation of bronchodilator agents .
Most asthmatic patients have normal
suprarenal function even if they have taken
corticosteroid medication on a short-term
basis . As would be expected, continuous longterm therapy with corticosteroids may suppress the function of the suprarenal cortex .
Asthmatic patients who are on long-term
therapy are likely to have more severe asthmatic episodes including status asthmaticus,
apparently because of suppressed suprarenocortical function (pages
and 8) .
In some patients with severe asthma who
are not taking steroid medication there is a
limited response to ACTH . Similarly, the
anticipated increase in urinary excretion of
l-hydroxycorticosteroids in response to
stress does not occur . Tl eref ore, these patients
may be more vulnerable to stress and more
susceptible to allergen challenge .
fi?-Ad renergic System
Immunologic mechanisms and the f3adrenergic system appear to play major roles
in the defense processes of the body against
foreign substances (Plate 10 and page 19) . An
understanding of both immunologic factors
and dysfunction of the/3-adrenergic system is
thus necessary for an understanding of the
25
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etiology and the pathogenesis of asthma and
also provides the foundation for a rational
approach to drug therapy .
drcner is Receptors . Pharmacologic

studies indicate that there are two basic types
of adrenergic receptors, n and,? . The cr receptors are located primarily in smooth muscle
and exocrine glands .
receptors have been
differentiated pharmacologically into ,,
located in the heart, and - in the smooth
muscle throughout the body, including bronchial and vascular smooth muscle.
Generally, a stimulation is excitatory . {3
stimulation may be inhibitory (relaxation of
bronchial smooth muscle) or excitatory
(increase in both heart rate and force of contraction) . $ stimulation also tends to mobilize
energy by glycogenolysis and lipolysi Certain tissues contain both
a and receptor . The result of stimulation depends on the
nature of the stimulating catecholamine and
the relative proportion of the two types of
receptors . Far instance, in the lungs,
stimulation causes bronchodilatation and
possibly decreased secretion of mucus ;
yk

6

decreased
secretion

and increased
secretion

of mucus

of rnucus

a-adrenergic stimulation by pharmacologic
agents causes bronchoconstriction .
Catecholamines are substances with a
specific chemical configuration and sympathomimetic actions. The came is erLvedfrom
the chemical similarity to catechol . The pharmacologic effects of individual catecholamine
compounds depend in part, on the relative
degree of their stimulation of the r- and
a-receptor sites .
In humans, three principal catecholamines
are fanned : doparnine, norepinephrine, and
epinephrine . Although do amine has some
mild peripheral adrenergic effects it is chiefly
a neurotransmitter in the extrapyramidal
nervous system and need not be considered
further in this discussion . Norepinephrine, a
metabolic precursor of epinephrine, is the
principal neurotransmitter of the postgangaionic sympathetic fibers . Epinephrine is the
major hormone of the Suprarenal medulla .
number of synthetic catecholamines
have been developed, f these, isaprofereno!,
because of beneficial pharmacologic actions,
is most frequently used in the treatment of
CLINICAL
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stimuli would be inadequate and bronchoconstriction would occur . Alternatively, the
-adrenergic responses initially could be
adequate, but the ability of adenyl cyclase to
catalyze the production of cyclic AIBP may
become limited with time . In this circumstance, excessive or prolonged bronchoconstricti a stimulation (as described previously)
would eventually overcome the counterbalancing bronchorelaxing effects of -adrenergic stimulation . Another way in which
-adrenergic blockade may occur is through
the action of adrenergic blocking agents such
as propranolol+
Blockade in Tissue Bast Cells In recent
years mechanisms have been defined by
which chemical mediators are released from
tissue mast cells as the result of immunologic
activity . Cyclic MP has been found to
inhibit immunologically induced release of
histamine and other mediators . Thus, adequate concentrations of cyclic MP (as would
result from P-adrenergic stimulation in corn
junction with sufficient amounts of adenyl
cyclase) will inhibit mediator release ; inadequate concentrations of cyclic MP, as with
blockade or adenyl cyclase deficiency, will
enhance mediator release and lead to the clini~
cal symptoms of asthma .
Obviously. the dual effects o f /1-adrenergic blockade (bronchoconstriction and
enhancement of chemical mediator release)
are interrelated in the asthmatic reaction.
Therapeutic Implications . As noted, adenyl
cyclase is activated by the binding of catecholamines to the P-receptor site . This action of
catecholamines is apparently enhanced by
corticosteroids . Conversely, a -blocking
agent such as propranolol prevents the binding of catecholamines and may cause broncho+
spasm . This, for an asthmatic patient, the
therapeutic effect of the administration of a
catecholamine, such as epinephrine or isoproterenol, or of a corticosteroid is a bloc em al
increase in the smooth muscle cell and mast
cell concentrations of cyclic MP . As a result,
relaxation of the bronchial muscles and inhibition of chemical mediator release occur .
Cyclic MP is degraded to 5'-AMP by the
enzyme phosphodiesterase (Plate 13) . This
action is competitively inhibited by certain
drugs such as methyl anthine (aminophylline) . The administration of drugs of this
type to an asthmatic patient will thus raise
the smooth muscle cell concentration of cyclic
fl

asthma,The effects of various catecholamines
and of pure } stimujators are shown in
Plate 1 ,
fl -Adrenergic Blockade in Bronchial
Smooth Muscle . In the normal individual,
airway tone and patency represent a balance
between bronchorela cation induced by /3adrenergic stimuli and bronchoconstriction
caused b vagal impulses and possibly by
a-adrenergic stimuli . One theory of the
causation of asthma holds that partial blockade of the -adrenergic system results in
relatively unopposed, cholinergically induced
bronchoconstrietion .The effects of this blockade become obvious in an allergic reaction
when mediators, including histamine # are
released and stimulate bronchial muscle contraction . Bronchospasm and other features of
the asthmatic reaction result . Because the
/3-adrenergic abnormality can also involve
receptor sites throughout the body, this
theory provides are explanation for outer
atopic diseases such as eczema or allergic
rhinitis .
p blockade occurs because of a malfunction
or deficiency of the enzyme dent cyclase
within smooth muscle cells, glands, blood
Vessels of the lungs, and tissue mast cells . In
the cell plasma membrane of the muscle,
adenyl cyclase is located at the -receptor site,
or #his enzyme may be the actual receptor
{Plate 13) . In the presence of magnesium ions,
/3-adrenergic stimulation activates adenyl
cyclase which catalyzes the synthesis on the
membrane of cyclic adenosine monophosphate (cyclic 3',5'-AMP or cyclic MP) from
adenosine triphosphate (ATP)* Cyclic MP
then diffuses into the cell where it has a
number of functions . Its most important
function, insofar as the bronchial smooth
muscle cell is concerned, is the activation of
mechanisms which prevent contraction or
induce relaxation of the muscle
By its production of cyclic MP, the
enzyme adenyl cyclase regulates, at cellular
level, the interaction between circulating
hormones or drugs and intracellular events .
The circulating hormone has been called the
first messenger and cyclic AMP, the second
messenger .
deficiency of adenyl cyclase may be
acquired as the result of infection or by the
action of certain metabolites . The deficiency
may also be genetically inherited, s a result,
the normal -adrenergic responses to various
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MP and produce bronchorela cation . In
addition, corticosteroids may inhibit the
enzyme phosphodiesterase .

Additional Factors Influencing
Mediator Release
Enhancement of mediator release is known
to occur following experimental cholinergic
stimulation . Thus, it is postulated that pharmacologic agents with distinct dholiner is
actions probably can act by enhancing mediator release . This enhancement apparently
occurs without directly affecting cyclic AMP .
Instead, the cholinergic effect is believed to
be mediated through the action of cyclic
guanosine 3',5'-monophosphate (cyclic GIMP) .
Vagally mediated reflex stimulation, as
described on page o, may result from
impulses generated in irritant receptors by
various antigenic and nonantigenic stimuli .
Furthermore, the immune sequence that
occurs in response to inhaled antigens may
also be vagally mediated .
-adrenergic stimulation, as with norepinephrine or phenylephrine, reduces the
cellular level of cyclic AMID and enhances the
release of chemical mediators . This effect is
distinct from the effects of cholinergic stimulation and is not blocked by atropine . However, the role of a-adrenergic stimulation in
bronchial asthma is currently unresolved .
Inhibition of mediator release may result
from any action or stinnulus which increases
tissue concentration of cyclic MP . Thus, in
addition to the various -adrenergic agents,
including the newer, selective, a stimulators,
substances such as cholera toxin and prostalandin fractions may inhibit mediator
release . The prostaglandin fractions E and E~
(PGE1 and PGE2) released from the lung following antigen challenge, have a bronchodilator action . Conversely, prostaglandin fraction Flti (PCF) acts as a bronchoconstrictor

Pathophysiologic Effects f Astir a
s discussed on page i2, the severe patholo is changes which occur in status asthmaticus and the similar though less severe changes
in acute and chronic asthma must be considered within the context of pathophysiology
as well as patho enesis .The pathophysiologic
effects of airway obstruction on respiratory
function and hence on blood gases and pH
occur regardless of the specific mechanisms
producing the asthmatic episode . In status
OLUNfE
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asthmaticus these changes in respiratory
function, blood gases, and pH represent the
greatest immediate danger, and their reversal
must receive therapeutic priority .
In this section, the pathophysiologic effects
of airway obstruction are presented in general
terms .
detailed discussion of these concepts appears in the section dealing with the
management of status asthmaticus (page
).
Lung Volumes and Capacities . Normally,
during the active process of inspiration, thoracic volume increases through the actions of
the diaphragm and the other muscles of
inspiration . As the chest volume increases,
the intrapleural pressure, which is normally
negative relative to atmospheric pressure
- mm Hg), decreases sufficiently (to about
- rum H) to overcome the tension of the
elastic tissue in the lungs . As a result, the
lungs expand to fill the increased chest volume . The pressure in the airways and alveoli
thus becomes less than atmospheric pressure,
and this pressure difference causes air to flow
into the lungs . The movement of air through
the airways is enhanced by the normally low
airway resistance .
In contrast to inspiration expiration during quiet breathing is normally passive and
does not require the expenditure of muscular
energy . As the muscles of inspiration relax,
energy which has been stored because of the
stretching of the elastic tissue in the lungs is
released (elastic recoil) . This elastic recoil
property forces air out of the lungs and allows
the thorax to return to the normal resting
state .
The characteristics of the breathing capacities of the lungs may be measured by
spirometry . This simple method provides the
most objective measurements of the various
lung capacities and volumes (Plates 14 and
15) .
limitation of spirometry, however, is
that the residual volume (RV) and, therefore,
the functional residual capacity (ERC) and
the total lung capacity (TLC) cannot be measured directly . The residual volume must b
assessed by indirect methods such. as body
plethysmography and the helium-dilution or
the nitrogen-washout techniques . However,
in the assessment of the asthmatic patient,
particularly during the acute attack, these
more complex techniques are generally
impractical .
As measured by spirometry, many of the
lung capacities and volumes, including the
29
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Plate 15

Normal Lung Capacities and Volumes

Residual volume (RV) is

approximately 5
of
total lung capacity (TLC) ;
vital capacity (VC) is
of TLC ; resting
about 75
expiratory level (REL) is
just below midpoint of TLC

REL

Resting Expiratory Level is the end-point of expiration during conditions of rest

lung capacities

FRC

Functional Residual Capacity is

Lung volumes

TV

Tidal Volume is the volume of

air inspired during any respiratory cycle

the volume of air remaining in
the lungs at the Resting Expiratory Level (RLL)

IRV Inspiratory Reserve Volume is
the maximum additional volume
I

Inspiratory Capacity ie the maximum volume of air which carr

of air which may be inspired after the tidal volume has been

be inspired beginning at the
Resting Expiratory Level (REL)

inspired

ERV Expiratory Reserve Volume is

VC

the maximum additional volume

Vital Capacity is the maximum
amount of air which may be ex-

of air which may be expired after the tidal volume has been

pired after a maximum inspira-

expired

tion

R
TLC Total Lung Capacity is the sum
of all four Lung Volumes

slaw vital capacity, are not time-related obser~
\rations . However, because of the continuous
metabolic needs of the body, respiration and,
therefore, ventilation (the amount of air
inspired and expired) must be considered
within the context of time . In the asthmatic
patient, impaired airflow may cause impaired
ventilation so that time-related measurements
are of primary importance in the assessment
of the extent of airway obstruction (Plate 14) .
Such time-related measurements are the
VOLUME 27, NUMBERS 1 and 2

Residual Volume is the volume
of air remaining in the lungs af-

ter maximum expiration

forced expiratory vital capacity (determined
by forced rapid expiration) and its rnathematically calculated subdivisions : the forced
expiratory volume in the first second (FEV i .n,
expressed in liters) and the maximal midexpiratory flow rate (MI MEFI or

MF, expressed

in liters per minute) .
Ventilatory Function in Asthma+ In asthma,
the prime event from the clinical viewpoint
is obstruction to airflow which is most marked
in expiration . s discussed in the section on

Plate 16

Multifactorial Influences on Airway Caliber
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Smooth muscle tone :
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and/or directly in response to factors

Edema or inflammation
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tmucosal thickening)

gases, cold air, blood gas and pH
changes, allergens ; also increased b
pharmacologic mediators acting directly
or via vagus nerves (e .g ., histamine,
Dynamic airway collapse
SRS-A} or by $ - ad rerierg is blockade
during forced expiration
or cough

Mucus hypersecretion :
Also subject to many of

Lour lung volume

above-described influences

Smooth muscle tone ;
Decreased by sympathetic nerve
stimulation ; also decreased by

Tissue support and elastic

endogenous cats h&amines or exogenous

recoil of parenchyma are

therapeutic agents (sympathomimetics,

increased at larger lung volume

aminophylline)
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PI Me 17

Factors Decreasing Airflow
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inversely to the fourth power
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increases resistance sixteen#old
(Poiseuille's approximation)
Airflow resistance (8 )
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of airway smooth muscle with/without
edema and inflammatory swelling
of bronchial walls increase resistance

B, Intraluminal secretions (mucus
anWar pus} increase resistance

D . Turbulent airflow caused by
branching and irregu'arity of
branch iaL walls or high
velocity of airflow increases
resistance

a

DLow lung volume reduces airway
diameter causing increased resistance

r

E . Decreased elastic recoil of
parenchyma reduces driving
pressure

F . Airway collapse at EPP
(equal pressure point where
intraluminal pressure equals or is
less than extraluminal) increases
resistance ; greater expiratory effort
will not increase flow

C . Forced expiratory effort
increases alveolar driving pressure
and increases airflow to point of
airway collapse (EPP)+ in
asthma EPP occurs at lower
alveolar driv ng pressure

u
++

++

ft
:++++-~

I

+++

-(
++

++

EPP
Expiratory
airflow
EPP

Alveolar pressure

VOLUME 7, NUMBERS 1 and

++ EPP

++

k+ EPP
Normal
Asthma

High lung
volume

Normal \ Low lung
volume

4: 4:' CIBA

pathology, various combinations of bronchospasm, inflammation, edema, and mucus
hypersecretion cause narrowing and plugging
of the bronchial and bronchiolar Lumina+ In
addition, peribronchial factors such as low
lung volume and airway collapse during
forced expiration may compound the airway
obstruction (Plate 16) . Opposing these
obstructive processes are a number of factors

that help maintain patency of the airway
{Plate 1
The rigid cartilaginous rings of the larger
or central airways help maintain patency by
resisting the constrictive forces of the bronchial smooth muscle In the peripheral airways, however, there is little apposition to the
smooth muscle action because of the paucity
of cartilage . In addition, the patency of the
smaller airways is influenced by lung volume
because these airways are imbedded in and
partially supported by the lung parenchyma .

These rnorpho ogic differences between the
central and peripheral airways assume are
even neater significance when the differences
in total cross sectional area and resistances of
the airway are also considered .

The rate of airflow depends primarily on
the degree of resistance within the tracheobronchial tree and the driving farce moving
the air through the airways . Of the two, air'
way resistance is more important in the
asthmatic patient because even small
decreases in airway caliber produce major
changes in airway resistance . For example, if
all other factors remain constant, halving the
radius causes a sixteenfold increase in airflow
resistance Poiseuille s approximation, Plate
17) . If airway resistance increases, active
muscle contraction is required to force air
from the lungs during expiration within a
reasonably short period of time .
At the onset of the asthmatic attack the
amount of obstruction is variable, depending
upon the severity of the response to the precipitating stimuli . Also, the obstruction is
unequally distributed throughout the bronchial tree,
s the extent of the obstruction
progresses, direct airflow resistance increases
proportionately from a normal value of cm
EI 2
L/sec to values between
and 10 cm
20 L/sec, or ere, neater .
Because of the obstruction, the respiratory
muscles must produce a neater degree of
chest expansion in order to increase the
inspiratory driving force . More importantly,
4

the elastic recoil of the lungs is insufficient
for passive expiration . As a result, the respiratory muscles must now play an active role
in expiration. I f obstruction is severe, air
trapping will occur .
The airway obstruction also impairs both
the distribution of gases to alveoli (page
)
and ventilation (the volume of air breathed
in any unit of time, usually expressed in liters
per minute) . Impaired ventilation results in
tachypnea (increased respiratory rate) and
thus a shortened respiratory cycle even
though the inciting event (obstruction) tends
to cause a lengthened respiratory cycle . The
conflicting demands cannot be reconciled
while the asthmatic attack continues .
The severity of the obstruction can be
reflected in the spirometric measurements of
volume and airflow . (Even symptom-free
asthmatic patients exhibit minor abnormalities in pulmonary function) The vital capacity (VC), forced expiratory vital capacity
(FVC), inspiratory reserve volume (IR ), and
inspiratory capacity (I) are reduced during
the agate attack (Plate 19) .
Impairment of ventilation is indicated by
a reduction in FEV1 .0 expressed in liters or as
a percentage of predicted value . Similarly,
the ratio [FEV1o/FVCI
,
>< 100, which i s nor ;
molly approximately 60% or greater, is also

reduced, particularly if there is large or central airway obstruction . Paradoxically, this
ratio can be near normal if both FEV1 . and
FVC are reduced proportionately . Thus, the
absolute values also must be considered .

The peripheral airways have a proportionately lame total cross sectional area (Plate 15) .
For this reason, the resistance of the peripheral airways accounts for only 0% of the
total airway resistance. Thus a large amount
of obstruction in these smaller airways may
go undetected if the physician reties only on
clinical findings . Obstruction in these smaller
airways may be detected by calculating the
MMEI R (M F) . Alternatively, determination of closing capacity (i .e ., the lura volume
at which the dependent airways close) will
provide a more sensitive index of the patency
of smaller airways .
Other measures that reflect expiratory
obstruction are the peak expiratory flow rate
(PEFR) and integrated flow of the first liter
exhaled (MEFR) . Similar flow measurements
may be made to determine the degree of
inspiratory obstruction
CLINICAL SYMPOSIA
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Plate 1 9

Lung Capacities and Volumes in Asthma
A . Acute attack
!RV

Residual volume (RV)
increased ; trapped air
(TA) ; inspiratory reserve
volume IR) decreased ;
total Iung cap a .city (TLC)
increased ; expiratory
reserve volume (ERV)
decreased ; vital capacity
(VC) decreased both
relatively and absolutely

rv

TY

B* After bronchodilatory therapy
Trapped air (TA)
released ; residual volume (R) and total lung
capacity (TLC) decreased
(values close to preattaok
levels) ; inspiratory reserve volume (IRV) and
vital capacity (VC)
returned to near normal
values

The extent of reversibility of the obstruction can be estimated from the comparison
of these parameters of ventilatory function
before and after the administration of a
bronchodilator (Plate 19) .
15 to 0 ° o
increase in ventilatory function can be considered evidence of a broncl oreversible
process (Table III) .
limited response to
bronchodilators indicates either that Factors
other than bronchospasm are responsible for
the obstruction or that the bronchospasm is
refractory to bronchodilators . Similarly, serial
determinations of FVC, FEV 1, u, or MMEFR
help assess both the course of the asthmatic
attack and the response to therapy . These and
other spirometric measurements xray also
indicate whether the obstruction is central or
peripheral (page 4),
6

With progressive obstruction, expiration
becomes increasingly prolonged . Air becomes
trapped thus increasing the residual volume
(R) and FRC Because of increased R and
possibly as are inherent physiologic response,
the patient breathes at higher lung volumes .
The overall effect of this sequence of everts
is hyperinflation of alveoli which tends to
increase further the diameter of the airways
by exerting a greater lateral traction on the
bronchiolar walls (Plates 1 and 17) . Such
hyperintlation of alveoli may also help preserve gas exchange . However, hyperinflation
is disadvantageous because more energy is
required during inspiration to overcome the
tension of the already stretched elastic tissue
of the lungs . Also, the increase in IBV and
trapped air compromises both the inspiratory
LJNI AL SYMPOSIA

Table III
PULMONARY FUNCTIONS BEFORE AND AFTER
AEROSOL BRONCHODILATOR THERAPY
Before

After

FICC {lifers} (% predicted in parentheses)

2 .0 (50%)

FEV .

0.8

.5

(FE1,,a1F1) x 104 (%)

40

71

Peak expiratory flow rate (L/min)

$0

400

Maximum midexpiratcr flow rate (L/min)

0

340

NlaxRmum voluntary ventilation (L/min)

0

114

8.5

.1

.4
3.
6.0
40

1 .6
2 .6
5 .5
0

8

29

(liters)

Direct airway resistance

(cm H2

/Llsec)

(normal

Lung volumes
AV
FB

(predicted L)
1.
4
TL
.
[FIV/TLC] c 104 (normal
1)

Diffusing capacity

(rnllrninlmm Hg) (normal = 30)

reserve capacity and vital capacity (Plate 19) .
Moreover, because inspiration is now occurring at higher lung volumes, the effectiveness
of the cough is also reduced .
As the energy expended on breathing
increases, fatigue ensues, and, as the effective
mess of respiration decreases, alveolar venti .lation begins to fail . Progressive dyspnea,
cyanosis, and tachypnea indicate the underlying pathophysiology .
Clinically, hyperinflation may be estimated
by physical examination of the chest, by chest
X -ray or, if possible, by standard gas-dilution
techniques . Serial measurements of
o b j ectively assess the degree of pulmonary hyperinflation . Pulsus paradoxus, a useful clinical
index of pulmonary overdistention, is usually
present if the FE 1 .0 is less than 1 .25 L.
impair
as Exchanges s a result of the
uneven distribution of bronchial and bronchiolar obstruction in asthma, the distribution of
inspired air to the terminal respiratory units
is not uniform throughout the lungs . Alveoli
which are hypoventilated because they are
supplied by obstructed airways are interspersed with normal or hyperventilated
alveoli the severity of the asthma is directly
related to the ratio of poorly ventilated to
well-ventilated alveolar groups . Also, regional
foci of reduced lung compliance which may
VOLUME
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be associated with atelectasis or pneumonia
can interfere with alveolar ventilation .
Because pulmonary artery perfusion to the
hypoventilated areas is relatively well preserved in comparison to the decrease in ventilation, so-called ventilation/perfusion
(VA
disturbances occur (V = volume of
gas{
= volume of blood ; a dot above the
symbol indicates volume per unit of tine ;
A
alveolar gas, c - pulmonary capillary)
Mixed venous blood from the pulmonary
arteries flowing through the capillaries of the
poorly ventilated alveoli does not become
saturated with oxygen . This poorly oxygenated blood mixes with blood from normally
functioning alveolar-capillary units and
returns to the left side of the heart and thus
to the systemic circulation . Arterial hypoxemia (decrease in ?a 0 2) results P
pressure
of gas a = arterial blood) , this hypoxemia is
the primary defect in gas exchange which
occurs in asthma (Plate 0) .
The net effect of the ventilation perf union
disturbances on arterial oxygenation is determined b the number of poorly ventilated
alveolar units compared to well-ventilated
ones : s the population of alveolar units with
a low A Oc ratio increases, the degree of
arterial hypoxemia also increases {low A
ratio : ventilation reduced proportionately

Plate 20
Effect of Uneven
Ventilation When
Perfusion Is Uniform

Pulmonary veinBoth well-oxygenated
and poorly oxygenated
blood are mixed (pro-

Pulmonary artery
Mixed venous blood

portions of each depend
on number of poorly
ventilated alveoli)

Obstruction
Poorly oxygenated blood
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(Shunted blood)
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Poorly ventilated
alveolus
Va . 1 L/min, . 0

Well ventilated
alveolus
4 L/min
5 Ljmin

Normal gas exchange

f

5 L/min
Hypoxemia
4

2

Well-oxygenated blood

more than perfusion ; average normal V, /
ratio for an entire lung is OB) The VA /QC
disturbances are compounded if complete
obstruction of some airways occurs, In this
instance, actual right-to-left intrapulmonary
shunting takes lace in those terminal resiratory units J re there is a total absence
of rentllatton . V,.. r
Carbon dioxide elimination is usually not
impaired while the number of alveolar
capillary units which are well ventilated and
well perfused remains high relative to the
number of units with VA / C disturbances .
As the degree of airway obstruction becomes
more severe and more airways are involved,
the number of hypoventilated alveoli
increases, Simultaneously, appropriate
increases in respiratory rate and depth
(hyperventilation) occur, and, as a result,
both the mechanical load and metabolic load
of breathing are increased . This response
eventually becomes limited ; as the severity

p
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of obstruction increases, alveolar ventilation
falls . Carbon dioxide retention now occurs
together with increasing hypoxemia . This
state is ventilatory failure (page 5X) .
Because the delivery of oxygen to body
tissues is fundamental, the effect of the
ventilation/perfusion disturbances must be
viewed in context with the extent of o cyhemoglubin saturation, oxygen-hemoglobin
., red blood cell mass and hemoglobin
affinity
concentration, and the compensatory mechanises of cardiac output, systemic blood flow,
and thoracic work .
Lung scan studiesof perfusion in asthmatic
patients reveal transient regional hypoperfusion which morphologically parallels the
zones of hypoventilation . The hypoperfusion
occurs because of regional pulmonary vascular reactivity ; the hypoperfusion is migratory
and fully resolves during remission of the
asthmatic episode . However, blood flow
changes do not occur at the same precise time
CLINICAL SYMPOSIA

Table IV
CLINICAL CHARACTERISTICS OF
EXTRINSIC (ATOPIC) AND INTRINSIC (NONATOPIC) ASTHMA
Extrfnsl , Atopic
(Allergic)

lritrlrilo, N
atopic
(Infective! Idiopathle)

Onset of symptoms

Usually during
childhood

Usually in adults
over age 35

Family history of atopy

Positive

Usually negative

History of infantile eczema

Positive

Negative

Identifiable allerg r to inhaled and ingested substances

Positive

Negative

Passive transfer of IgE (skin-sensitizing) antibody

Positive

Negative

Reactions to skin test with inhalant allergens

Positive

Negative

Association with Type I, IgE reaction

Positive

Negative

Eosinophilia

Pcsrtive

Positive

In vitro release of histamine from washed leukocytes

Positive

Negative

Hyposensitization therapy

Favorable response

Equivocal

Typical attack

Acute and usually
self-limiting

Oflen fulminant
and severe

Relationship of acute attack to infection

lay be present

Qften present

Symptoms and physicar findings

Identical for both types of asthma (see text)

Aspirin sensitivity

Negative

Positive

Prognosis

Generally favorable

Less favorable

Death during acute attack

Rare

Alar occur

and are not of the same degree as the ventilatory changes. Also, pulmonary hypertension
in asthma is not very severe or sustained, and
chronic cor pulmonale, as seen with chronic
bronchitis and emphysema, is absent . It
should also be noted that diffusion limitations
do not play a major role in the defer is in gas
exchange which occur in bronchial asthma .
Clinical Characteristics f Asthma
Generally, the most frequently used classification of asthma considers two rnair forms,
extrinsic (allergic) and intrinsic (idiopathic or
infective) . Although these two forms were
discussed on page , for convenience, their
haracteristics are sumvarious clinical •c
marized in Table I (also see Plates 1 and ) .
These two principal forms of asthma have
essentially similar pathologic and physiologic
features . Patients with either form may have
relatively symptom-free periods interrupted
by paroxysms of acute airway obstruction
VOLUME 7, NUMBERS 1 and

which may progress to status asthmaticus
(page )
The clinical course of asthma is variable
so that patients often cannot be unequivocally
classified as having the extrinsic or intrinsic
type . For instance, mixed ast nia, previously
described on page , has
atures common
to both fours of the die se . In addition,
either type of asthma many become chronic, or
infective bronchitis and even emphysema may
coexist with the asthma and worsen the prognosis . Thus, a number of clinical subtypes of
asthma exist :
1. Chronic Asthmatic Bronchitis . In
patients with established chronic bronchitis #
an asthmatic pattern may coexist but allergic
factors are not necessarily definable . Primary
therapy of the bronchitis can be supplemented by bronchodilator medication .
Asthma, Aspirin er~sitiv ty, and Nisei
of posi In this subtype, symptoms of
asthma many occur within o minutes of
4
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agitated, or show neuromuscular abnormalities such as asterixis and papilledema.
Chest examination will reveal a hyperresonant percussion rote, a low-lying
diaphragm, and other evidence of hyperinfla. Breath sounds can be coarse and loud
tion
with vesicular features but are often quite
distant . Expiration is prolonged . Because of
secretions, musical coarse rhonchi may be
heard superimposed on this background of
generalized inspiratory and expiratory
wheezing . Focal areas of rales and evidence
of consolidation should suggest atelectasis or
pneuTnonia . The pitch of the wheezing tends
to rise with progressive obstruction . If there
is low-grade obstruction, wheezing may be
slight or even absent but can be accentuated
by rapid, deep breathing . However, if the
degree of obstruction is great and airflow is
severely reduced, the chest may become parRdo, hall silent ; This is are ominous finding .
Often a silent chest is inadvertently induced
b the administration of hypnotics, tranquilizers, or sedative drags which depress
respiration . At the point where airflow is so
decreased that the chest becomes silent,
cough becomes ineffective despite repetitive,
hacking maneuvers, and ventilatory failure
may be present (page 1) .
Complicating or coexisting diseases such
as pneumonitis, pleurisy, atelectasis, heart
failure, pulmonary emboli, or pneumothorax
can contribute characteristic physical findings
in addition to those produced by the asthma .
Unfortunately, cardiac auscultation is frequently limited by the adventitious noise
within the chest and by the increase in
residual air . However, tachycardia and accerttuated pulmonic second sound (52P) are often
discernible. Laryngeal stridor or obstruction
caused by tracheal masses (eg1, tumors)
generally should not be confused with diffuse
airway obstruction . In elderly patients. heart
failure should be easily diagnosed by the
findings of typical prominent neck veins,
rales at both lung bases cyanosis, cardiac
gallop rhythm, and peripheral edema . Clubbing of the fingers is unusual to asthmatic
patients and its presence should alert the
physician to the possible coexistence of
suppurative, neoplastic, or other hypoxemic
disease processes .
Physical examination may detect other
complicating diseases+ Careful examinafion of
the ears, nose, sinuses, skin, and abdomen is
VOLUME 27 . NUMBERS 1 and 2

essential and may disclose complicating or
precipitating diseases such as sinusitis, nasal
polyps, or hiatal hernia with aspiration .
iffer ntial Diagnosis

The erroneous concept that wheezing is
synonymous with asthma is still prevalent .
Accordingly, the cliche, "All that wheezes is
not asthma" serves as a reminder that wheezing (and/or dyspnea) is not pathognomonic
of bronchial asthma, l=or the patient who is
wheezing, a combination of history, physical
examination, and laboratory findings should
suffice to establish a diagnosis . Diseases that
must be considered in this differential evaluation are shown in Plate ill . Included in the
category of pulmonary diseases, in addition
to those conditions illustrated, are pneumoconiosis and periarteritis nodosa involving
the lungs . In addition, wheezing episodes
have been recently described following expo~
sure to cotton fibers or inhalation of toluene
diisocyanate in plastics manufacturing .
Another type of pneumoconiosis that may
follow an asthmatic pattern is baker's asthma
from wheat dour sensitivity . In these specific
cases, a history of the occupational exposure
and reaction following exposure to the antien will aid in diagnosis .

Laboratory Findings
Specific therapy of the acute asthmatic
episode is aided by the information obtained
from various laboratory and diagnostic tests .
The purpose of such diagnostic investigation
),
is to evaluate pulmonary function (page
to assess the relative roles of infection and
allergy, and to determine if complicating
conditions coexist . In the following discussion, blood gas and pH studies are not
included because they will be presented in the
section on the management of status asthmaticus (page
) . Similarly, allergic skin
testing will be discussed in conjunction with
long-term management (page ) .
Radiography*The primary value of radiography is to exclude other diseases from
consideration, as well as to determine if
pneumonia, atelectasis, pneumothorax, or
bronchiectasis exist . In a mild asthmatic
attack, the chest X-ray will show no specific
abnormal findings . If severe obstruction is
present, however, a characteristic reversible
hyperlucency of the king is evident with
widening of costal interspaces, depressed
41

Plate 21
Representative Differential Diagnosis of Bronchial Asthma

Bronchitis or
bronchiolitis
(acute or
chronic)

Congestive heart failure
(cardiac asthma)

Bronchiectasis or other
pulmonary disease
(infective, neoplastic,
or granulomatous)

Y

Aspiration
(food or
foreign body)

J

Farmer's lung
(allergic alveolitis
with dual
'-} asthmatic reaction)

Irritant inhalants
(industrial or home)
Congenital
constrictive
vascular rings

Medhastinal
masses
(tumors,
lymph nodes

Hiatal
hernia
with
reflux

Tracheobronchial
tumors
Aortic aneurysm

Laryngeal edema (croup)
42

Laryngeal tumor or cyst
(may be ball-valve type)

Anxiety hyperventilation
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diaphragm, and the presence of increased air
retrosternally .Incotras hnicobtrue
five pulmonary emphysema where the vascular branching is attenuated and distorted, the
vascular markings in asthma are generally
urLdisturbed as judged by the caliber and distribution of major vessels . Occasionally,
however, the main pulmonary artery segments are prominent. The heart size remains
normal or small relative to the thoracic size,
unless cardiac disease coexists .
Focal atelectasis, a complication of asthma,
is caused by impaction or inspissation of
mucus and may be seen ori chest X-ray . In
children, even a complete collapse of a pulmonary lobe may be observed . Atelectatic
shadows may be transient and sporadic as
mucus impaction shifts from one lung zone
to another, when sputum, is appropriately
liquefied and the asthmatic attack is brought
under control, these atelectatic patterns will
rfo longer be found .
This pattern of fleeting and recurrent areas
of atelectasis may also be observed in patients
who have bronchial hypersensitivity associated with Aspergillus fumigatus (page 40) .
The characteristic radiographic feature is the
occurrence of transient, ill-defined, pneumonic, or bandlike shadows which are located
centrally or in the upper lobes and which are
caused by inspissated mucous plugs Contain-p
ing the fungus . Patients with this type of
bronchial hypersensitivity have eosinophilia
and may show dermal reactivity or serum
precipitins to the fungus . Aspergillus
fumigatus may also be seer, in smears or cultures
of the sputum . The association of fleeting
opacities, eosinophilia, and Aspergillus fumigtus
ain the sputum should suggest the
diagnosis, although these opacities may also
be caused by other disorders such as parasitic disease .
Radiography is also useful in evaluating
coexisting disease of the paranasal sinuses,
adenoidal masses, or nasal polyps . Other
complications which may be documented by
radiography include pneumo thorax, pneumomediastinum, andrarely, pneumopericardium .
Chest fluoroscopy may be helpful in assessing dynamic air trapping during expiration .
An upper I . series is indicated in patients
thought to have hiatal hernia with recurrent
aspiration leading to asthma . However, these
procedures are generally deferred until the
acute episode has subsided. Lung scans or
VOLUME
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angiography may be required if pulmonary
emboli are suspected of mimicking are asthmatic pattern.
Sputum . Gross and microscopic examination of expectorated sputum is valuable as a
means of evaluating the pathology occurring
),
in the airways (Plate
In any given case of asthma, the sputum
may be mucoid, frankly purulent, or a mixture of both . I co sputum is an opalescent
or white gelatinous substance which is generated in purely allergic insults . It is quite
adhesive to contiguous structures, such as
the epithelial lining of the airways, and is
internally viscous because of the presence o f
mucopolysaccharide and mucoprotein fibers .
These physical properties also appear to relate
to water content i the more water that mucoid
sputum contains, the less viscous and less
adhesive it is . Recognition of such sputum is
based on its color, thickness, and adherence
to the patient's tongue or to the walls of the
sputum jar . Clinically these properties of
mucoid sputum promote stasis and impaction
of secretions within the bronchi and bronchioles, leading to critical obstruction and possible secondary infection . This type of sputum
is very difficult to expectorate .
f r tent sp t
may be yellow, gray, or
green . Like mucoid sputum, it is thick or
viscous but this property is the result of
desox ,ribonucleic acid Fibers arising from
necrotic debris of inflammatory cells, bacteria, or parenchymal cells . When infection
is present, large volumes of purulent sputum
may be produced, but the color of the sputum
is riot related to a specific bacterial pathogen .
The sputum should be examined microscopically ; it may be stained with aqueous
crystal violet or viewed as a wet preparation
under a cover slip . Thin spiral bronchiolar
casts, measuring several centimeters in length,
are strongly indicative of asthma . These are
called urschmann`s spirals and may often
be detected grossly . Ciliated columnar bronchial epithelial cells are frequently found in
sputum smears . This type of cell may be recognized by the presence of cilia and by the
ovoid, basally displaced nucleus, granular
cytoplasm, and tapered base or tail which
represents the attachment of the cell to the
basement ,membrane . Another cell that is
easily recognized by its granular cytoplasm
and, in wet preparations, its brownian movement, is the polymorphonuclear neutrophil
4

Plate 22
The Sputum in
Bronchial Asthma

Tenacious
mucoid
sputum

Purulent sputum
Unstained smear of
asthmatic sputum ;
schematic (low power)
Macrophage
Charcot-Leyden Crystals
Polymorphonuclear
neutrophil
Curschmann's spirals
Eosinophils
Cluster of bronchial
epithelial cells
Bronchial cast (gross)
Bacteria

!4

1~

F.

1

.~

faFy
y

•

•

T+1

Eosinophils and staphylococci in stained smear
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Charcot-Leyden crystals, eosinophils, and
an epithelial cell under high power
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leukocyte (PMN) . This cell measures 10 to
1
in diameter . In a purely infectious

exacerbation of bronchial asthma, the polymorphonuclear neutrophil leukocyte is the
predominant cell .
In allergic branchial asthma, a plethora of
eosinophils are stimulated and may comprise
from 10 to 0
of the cell population in the
sputum . Eosinophils are structurally similar
to polymorphonuclear neutrophils except that
the cytoplasmic granules are larger, more uniform, and highly ref ractile, This refractile
property can be detected by focusing up and
down with the microscope . Large numbers of
crystalloid degenerations o eosianopl-tils can
also be identified in the sputum smear . These
colorless fragments (20 to 40 in length),
called Charcot-Leyden crystals, are elongated
and octahedral in shape. reala bodies, seen
in wet preparations, are clumps of bronchial
epithelial cells with moving cilia . They are
very characteristic findings in the sputum of
patients with severe bronchial asthma .
Macrophages are large cells (10 to 40 ,~ in
diameter) and have numerous inclusion
bodies . Adequate numbers ( 10 to 15% of
the cell population) reflect appropriate cellular defenses .
Brown prigs or casts in the sputum may
be caused by allergic aspergillosis and should
prompt a search for fungi . Finally, a grant
stain is important because it can guide initial
antimicrobial therapy pending the results of
specific bacterial cultures and sensitivities .
The amount of sputum raised often indicates the effectiveness of secretion mobilization . Early in status asthmaticus the sputum
is often sparse and, as will be discussed later,
this sparsity indicates the need for mobilization of secretions . One significant finding
indicating lysis of an asthmatic attack is the
appearance of increased quantities of sputum .
Supportive measures are mandatory to assist
an ineffective cough, promote sputum clearance, and prevent exhaustion .
Nasal smears can be analyzed in the same
way as sputum . This examination may be
particularly helpful in diagnosing allergic
rhinitis if eosinophil counts of loo or greater
are found .
Blood Tests . Because of stress, dehydration,
or infection, leukocytosis may occur,
owever, an increase (>15000/mm
,
3 ) in the
polymorphonuclear neutrophil leukocytes,
including band forms, indicates superimposed
VOLUME 27, NUMBERS 1 and 2

infection . Basophilia is variable .
low blood
eosinophil count may be seen in the early
stages of the asthmatic episode or if infection
is present1 differential count of greater than
° usually suggests an allergic asthmatic
reaction . Total eosinophil counts are more
quantitative and are of greater clinical significance. They can be used serially to judge the
efficacy of treatment, particularly corticosteroid therapy . Values higher than the normal count of 50 mm (often in the range of
800 to .000 mm 3) provide a rou In indication of the severity of the allergic reaction .
However, eosinophil counts greater than
4O0O mm are more likely to be associated
with parasitic infection . Conversely, the
absence of eosinophils does not exclude asthma from the diagnosis . If during therapy with
corticosteroids the eosinophil count does not
drop, it may be indicative of steroid-resistant
bronchial asthma.
Usually, blood chemistries are normal
unless secondary complications develop . For
example, vomiting, diarrhea, or severe dehydration may cause electrolyte changes . Also,
in patients who are taking diuretics or stem
aids, blood electrolyte changes may occur ;
a complicating hypochloremic hypokalemic
alkalosis can contribute to ventilatory depres'sion . If pulmonary emboli, heart failure, or
collagen disorders are masquerading as bronchial asthma, appropriate blood tests may be
of diagnostic value . Also, a nonspecific
increase of hepatic transaminase enzymes
may be caused by hypoxia . If recurrent infections are believed to be the basis for the
asthmatic episodes, immunoglobulin concentrations should be determined .
Electrocardiogram
tachycardia greater
than 120/minute may indicate serious hypoxemia Pat 40 mm g) . Usually a sinus
tachycardia occurs during are asthmatic attack
and reverts to regular sinus rhythm with
remission . Occasionally, during a very severe
asthmatic episode, pulmonary hypertension
may cause reversible right ventricular strain
with axis shift, right bundle branch block,
and prominent right atrial I waves . Differentiation from pulmonary hypertension caused
by embolization can be difficult .
In elderly patients, the stress of the asthmatic episode can precipitate arrhythmias or
myocardial ischemia. Arrhythmias can also
be produced by the administration of cardiacstimulating drugs, such as epinephrine or
4

isoproterenol, particularly in the hypexem i c
individual with coexisting coronary artery
disease, valvular disorders, or various cardiomyopathies .

Principles of Management
Although prompt treatment of acute asth .
uratic episodes is imperative, prevention of
the symptoms and signs of asthma is fundamental to any program of therapy . The
patient must be thoroughly evaluated in an
effort to determine all possible causative and
contributing factors, because long-terrYt marYcgemrnt (page
) depends ori the elimination
or control of such inciting influences
The acute attack requires specific drug
therapy . host acute attacks respond to treat'
meat and hospitalization is not required .
However, am episode may progress to lifethreatening status asthmaticus . Thus, it is
better to treat an episode in its earlier stages
before more desperate, heroic measures are
required .

Treatment of the Acute Episode
The patient with an acute asthmatic paroxysm requires prompt therapy using specific
drugs . Aqueous epinephrine 1 :1000 is preferred for its rapid action . Formulations of
epinephrine that provide more prolonged

relief also have slower absorption, while
aerosol preparations are less effective .
Aqueous epinephrine, in doses of 0 .1 ml
for children and up to o . ml for adults,
should be given subcutaneously, and this
dose may be repeated at o- to 0-minute
intervals as needed if the response is adequate . In children, the dose may also be based
on body weight (0.01 ml/kg) ; in both children
and adults, doses are sometimes repeated as
often as every 1 minutes . Simultaneously,
oxygen should be administered if indicated by
the degree of respiratory distress (Plate
.
In the hypertensive, hyperthyroid, or cardiac patient, epinephrine must be used with
caution. Also, intravenous epinephrine is not
recommended for any patient .
The initial response to epinephrine administered subcutaneously may be inadequate or
the patient may become refractory to the drug
while the acute episode progresses . (This
refractoriness has been ascribed in part to
coexisting respiratory acidosis which is reversible by the intravenous administration of
bicarbonate, page
) . If the patient does
4

not respond to subcutaneous epinephrine,
repeated injections of this drug are of no value
and may be detrimental because of side
effects . In this event, aminophylline, which is
longer acting and which has an additive effect
with sympathomimetic drugs, can be administered intravenously in doses of 250 to oo
mg. This drug must be injected vert slo It
over a period of 10 to 1 minutes, because too
rapid administration can cause serious hypotension and evert death .
Although individual variations in response
must be considered, the bronchodilating effect
of aminophylline is generally related to its
serum concentration, with effective levels
ranging from 10 to o JAg ml . These serum
levels can usually be achieved with an initial
intravenous adult dose of 5 to mg/kg followed by a maintenance dose of O 9 mg/kg/hr .
Total daily dose should not exceed grants .
In children, the initial dose of aminophylline
is 7 mg/leg, injected intravenously over a
15-minute period. If maintenance therapy is
required in children, 4 mg/kg may be given
every hours bar intravenous infusion .
In both adults and children, the clinical

response or evidence of toxicity may dictate
a lower maximum dose . If nausea, vomiting,
nervousness, insomnia, or diarrhea supervene, the dosage should be reduced rather
than discontinued . Overdosing can be associated with convulsions, coma, cardiac irregularities, or fatalities .

Because of the side effects of epinephrine
which include hypertension, hypoxemia, palpitations, anxiety, tremors, tachycardia, and
even arrhythmias, aminophylline is preferred
for older patients . This preference for aminophylline is particularly important for patients
who have }cardiac asthma" or wheezing from
causes other than bronchial asthma . Aminophylline given orally or by rectal solution or
suppository is usually not effective for the
acute episode .
If the asthmatic attack does not respond to
the previously described therapy, corticosteroids may be given However, corticosteroid
peak action does not usually occur until several hogs after intravenous or intramuscular
administration . Prednisone or an equivalent
glucocorticosteroid (Table I on page
should be administered intravenously in an
initial adult dose of 40 to 50 mg . Between 200
and 400 mg of prednisone may be givers during the first day of therapy . Patient response
CLINICAL SYMPOSIA
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Table
SIGNS AND SYMPTOMS OF HYPOXIA AND RESPIRATORY ACIDOSIS
F#poxi~
rnsomnia, changes in judgment, euphoria

Hypercapniafor decree

d pH)

onfusron, somnolence, coma

Restlessness, confusion, anxiety

Headache, papilledema,, miosis

Coma

Muscle twitching, asterixis

Tachycardia, arrhythmias

Hypertension (later hyp f rasion)

Central cyanosis, diaphoresis

Diaphoresis

Hypertension or hypotension

Cardiac failure

Card iao or renal failure

may indicate larger or smaller doses. (Dosage
for children is given on page 57 .
Vitally important supportive measures in
the treatment of the acute episode include
initiating appropriate antimicrobial therapy
if infection is present, establishing adequate
hydration, and administering oxygen . In addition, expectorants, oral ephedrine, and isoproterenol by inhalation may also be given
providing the patient is carefully observed .
However, if the patient fails t respond to the
previously described therapy with epineph ..=
rive and aminophylline, hospitalization is
indicated .

Management of Status A .thmaticus
Status asthmaticus is err emergency situation with respiratory distress which is refractory to conventional therapy for the acute
attack, and which taxes the resources of both
patient and physician . Because of the intensive nursing care and continuous monitoring
that are required for patients in status asthmaticus, hospitalization in an intensive medical or respiratory care unit is recommended .
Frequently, multiple factors are responsible for the extreme degree of airway obstruction found in patients with severe asthma .
Because the obstruction carries the risk of
respiratory failure, even effort must be made
to identify and correct the underlying causes .
Changes in Blood Gases and pH. As a consequence of the advanced degree of airway
obstruction which leads to serious A
disturbances (page 37), certain changes in
arterial oxygen and carbon dioxide tensions
and pH occur . In fact, dangerous levels of
hypaxerrria may develop with alarming rapidity in patients with severe asthma and, at least
initially, without retention of carbon dioxide .
46

This phenomenon may lead to sudden death .
The changes in blood gases and pH cannot be quantitated b simple clinical observation but certain nonspecific signs and
symptoms may be suggestive (Table
.
Furthermore, a correlation between brad gas
profiles and FVC and FEV1 ,u does not necessarily occur . (Usually, though, i ~ tends to
fall as FVC and FE 1 . 1 decrease, and if the
1=
is less than 1 L, hypercapnia is frequently present* The considerable variation
in these nonquantitative correlations, plus the
need for precise documentation of the bicchemical state, mandates obtaining blood gas
and pH measurements . These determinations
must be made repeatedly in order to evaluate
serially the changes in gas exchange, and particularly the response to therapy .
The most convenient procedure for obtaining arteriae blood is the brachial or radial
artery puncture . The correct technique is
shown in Plate 4 . The illustrated precautions are necessary to prevent serious erronetus determinations of blood oxygen and
carbon dioxide . 5 a reference for the interpretation of the bled gas and pH results, the
concentration of oxygen being breathed
should be noted as the bled is withdrawn .
Based ori the arterial blood gas and pH data,
the clinical profile of the patient with asthma
may be eI a s i fled as follows :
' ase It
is normal (~ 5 mm Hg or
mildly reduced (75 to 4 mm Hg ; oxyhemoglobin saturation (
. k) is preserved (94%) ;
Pa CO 2 is normal (40 mm H) or mildly
reduced ; pH is normal (7 .40) r slightly alkalotic (>7+42) . These findings are typical far
the asymptomatic patient or during a very
minor attack . modest impairment of pulmonary function may also be noted with
CLINICAL SYMPOSIA

4

Plate
Brachial Artery Puncture
1, Sterilize skin area ; to anesthetize and stabilize
vessel, infiltrate 1
procaine an each side of
artery which is palpated just above
antecubital fossa

k. r+

2 . Insert Na . 18 or 0 needle into artery ;
needle is attached to syringe which is wetted

wFth sufficient heparin to Illi dead space
of needle, slight negative pressure on
syringe plunger is helpful

1' `QC

. If blood does not appear, slowly
withdraw needle, manipulating until
pulsatile blood is seen ; once blood
appears, hold syringe steady and
slowly withdraw enough blood
far examination ; avoid air bubbles

CIBA

4 . As needle is withdrawn from artery,
apply digital pressure for 5 minutes to
puncture site to prevent extravasation ;
cap and place syringe of blood on ice
and assay immediately

spirornetry, especially in expiratory flaw rates .
/w L! II . In the early stages hypo cer is
and hypocapnia (P4 CO <35 mm Hg) are
noted (Plate 25,
) ; respiratory alkalosis
which may he comper s tcd For to a variable
degree also exists . This profile may be found
in patients in a moderately severe chronic
state of asthma or dying a moderately severe
acute attack . Pulmonary function is also
impaired . OE ten this degree of obstruction
will respond to therapy with bronchodilator
With more severe obstruction, P O
decreases to a range of 5 to 70 mm Hg,
is between 5 and 0°, and P~ ; ., is ksc
VOLUME 7, NUMBERS I end

than 0 rr m H ; respiratory alkalosis pH
s.::..75O) is apparent . This profile is associated
with the acute, moderately severe episode or
early phases of status asthmaticus . pirometr r
shows significantly impaired flaw and
volume indices, and the response to bronchodilator drugs is variable .
P11r C Iif In this crossover phase (Plate 5,
B), hypoxemia is significant unless the patient
is receiving supplemental oxygen Pco is
paradoxically in the normal range, as is pH .
Spirometry is grossly abnormal (The significance of Phase III is discussed on page 51 .)
P1JaSL' IV . Hypoventilation is associated
with severe hypoxemia ( Po <55
Hg,
4
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•< ss%), hypercapnia (P 1 fO~ 45 mm
Hg), and respiratory acidosis (p11 <735)+

This profile is typically found during the
more advanced stages of status asthmaticus
(Plate 5, ) . Response to bronchodilator med~
ication during this phase is limited or absent .
In Fhase 1, the asymptomatic patient may
exhibit mild hypoxemia because of mirror gasdistribution abnormalities and
, l c ratio
disturbances. Patients with low-grade chronic
asthma also fit into this category, even
though arterial oxygen tension may be lower
(in the range of 0 to 0 mm H) than that
usually associated with Phase I . The patient
with an acute, self-limiting asthmatic par-i
oxysm, properly classified in Phase I, may
transiently develop more severe hypoxemia .
Although such attacks usually respond to
bronchodilator therapy, the administration of
oxygen during such periods is advisable.
In the initial phases of status asthmaticus,
a Phase II profile may be observed, with a
direct correlation existing between the severity of the airway obstructive process and the
degree of arterial hypoxemia . During this
stage of the attack, patients inevitably will
manifest alveolar hyperventilation, which is
distinct f rom,and should not be confused with,
an increased respiratory rate (tachypnea) in
fact, both hyperventilation and tachypnea
may be present .
4lveo/ar hyperventilation is considered to
exist when there is a reduction in the arterial
carbon dioxide level (hypocapnia) . Assuming
that the orate of carbon dioxide production
(
is constant, net alveolar ventilation
( A ) is roughly inversely proportional to
arterial carbon dioxide tension (PCO ) . Clinically, the net adequacy of alveolar ventilation
is therefore judged by P
If Pa
.~ is
40 mm Hg, alveolar ventilation is normal ;
Pa 2 40 m Hg reflects net alveolar hypoventilation ; and Pa
y 40 mm H reflects
net alveolar hyperventilation .
Hyperventilation may be induced by a
variety of stimuli such as reflexes initiated
by the intrapulmonary stretch receptors,
hypoxia, increased respiratory work and
rnetabohc demands, anxiety, and fear . This
increased alveolar ventilationmaylead to
hypocapnia and acute (or chronic) respiratory
alkalosis . Although such compensatory or
augmented ventilation will effectively elimii
rate carbon dioxide, From alveolar-capillary
units with normal VA/Q C ratios, it cannot
+c

.~
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contribute significantly to raising arterial
oxygen tension . Alveolar-capillary units with
normal ventilation (normal A
ratios) are
already operating maximally at the plateau of
the -shaped oxygen dissociation cure,
whereas units with unpaired ventilation (low
A
ratios) cannot effectively contribute
to increasing oxygen tension. The degree of
the resultant arterial hypoxemia is determined
by the ratio of poorly ventilated alveolarcapillary units to well-ventilated ones and is
thus directly proportional to the amount of
obstruction .
During the later stages of Phase II, arterial
carbon dioxide tension from 35 min Hg to a
to of 0 or even 15 m
is encountered,
with the lower levels often indicating a more
serious attack . At this phase, the patient in
severe status asthmaticus may have the following profile : P o of 0 mm Hg, Pa OOf
20 mm Hg, pH of 7.55, and a y of
to 80%
(Plate 25 , A) .
As the airway narrowing progresses,
impairing gas exchange in increasing numbers of alveolar-capillary units, respiratory
work is stressed beyond the patient's capacities . Both minute and effective alveolar ventilation fail, leading to alveolar hypoventilation (Plate 5,
. This is Phase IAT which is
characterized by advanced hypoxemia, hypercapnia (in contrast to the hypocapnia of the
later stages of Phase Ii), and acute respiratory
acidosis (in contrast to the respiratory alkat0sis of the later stages of Phase II) . These
ominous events can occur either slowly or
precipitously . If the p1-I changes occur rapidly, the buffering actions of the body are
usually limited .
Patients with severe asthma who exhibit a
Phase I profile generally require support of
respiration b artificial ventilation (page
),
because this serious clinical and biochemical
state is associated with a high mortality rate
Treatmen t must correct respiratory failure and
its functional consequences . Serial blood gas
and pH determinations are mandatory .
Progression from early, effective hyperventilation (Phase II to alveolar hypoventilation
(Phase I) includes a transitional or cross
over period when relatively normal arterial
carbon dioxide tension and pH are found
(Plate 5, B) . During this critical and dia nostilalty important period, oxygen tensions may
be reduced . However, if the patient is receiving supplemental oxygen, oxyhemogl bin
51

saturation paradoxically will be preserved . As
arterial carbon dioxide tension and pH shift
from hypocapnia and respiratory alkalosis to
hypercapnia and respiratory acidosis, the
transitional, crossover period of normal blood
gas and pH values crust be recognized b the
physician as indicating the possible onset of
Phase IV. Treatment must be appropriately
modified or intensified . Clearly, this admonition is net applicable for those patients who
have normal arterial carbon dioxide tension
and pH because they are improving clinically .
In many patients, progressive alveolar
hypoventilation is iatrogenically produced or
aggravated because of uncontrolled oxygen
administration or because sedative or tranquilizing drugs depress respiration (page 57) .
Because the primary reason for the arterial blood gas and pH changes in status asthmaticus i& bronchial and bronchiolar obstruction, establishing and maintaining a patent
airway is fundamental . As discussed previously, the principal causes of the obstruction
are bronchospasm, inflammation, and the
presence of 5 erosions.
Mobilizing Secretions and Clearing the
Airway. Bronchial and bronchiolar secretions
may be the result of a bacterial or viral irtfection or may be immunologically induced .
Infection can initiate status asthmaticus
through a direct inflammatory process or by
an allergic mechanism . In addition, secondary
infection may aggravate or perpetuate an
established attack . Because the exact causative organism is often not immediately identifiable, a yarn stairs of a representative
sputum specimen plus the information
obtained from the history can guide the initial selection of an antibiotic . Subsequent
therapy may be based on the results of sputurn cultures and bacterial sensitivity .
thorough search for ear and/or paranasal
sinus infection should also be made because
such extrapulmonary foci of infection may
have triggered the onset of status asthmaticus .
In conjunction with the control of allergy
and infection, rapid mobilization of secretions
and cellular debris will help terminate the
asthmatic episode. As shown in Plate 6,
multiple approaches must be used to clear
the airway.
1 . Adequate H dratiott . Patients in status
asthmaticus are often dehydrated because of
poor fluid intake, imperceptible water loss
(from fever and/or tachypneaandhyperpnea),
5

and, in children, posttussive vomiting . As a
result, secretions become inspissated and
thickened. Low humidity in the inspired air or
in therapeutic oxygen further aggravates the
drying process and favors stasis . iJehydration with h povolemia has been implicated as
a cause of death in status asthmaticus . Therefore, adequate amounts of fluids roust be given
orally or intravenously. For an average 70-kg
adult, to 4 liters/day is generally satisfac. Concurrently, the inspired air or oxytory
gen should b humidified using nebulizerhumidifier units which many be warmed to
increase the humidity . Ultrasonic nebulizers
are often poorly tolerated but may be used
intermittently .
2 . Expectorant and Mucolytic Drugs,
Although adequate hydration and humidiFication appear to be most effective for loosening secretions, expectorant drugs may also be
used . Orally administered potassium iodide
solution or intravenous sodium iodide are
probably of value, although allergic and
other adverse reactions, such as pruritic and
fever, may occur . Ammonium chloride or
glyceryl guaiacolate and other oral expectorants are often used, but firm evidence of their
efficacy is lacking .
Mucolytic drugs may be administered by
nebulization or endotracheal instillation . For
mucoid and purulent secretions, l -acetylcystetne is utilized ; for purulent secretions that
contain deco yribonucleic acid fibers (from
necrotic bacteria and inflammatory cells),
pancreatic dornase can be used for enzymatic
liquefaction . Administration of I -acetylcysteine frequently causes bronchospasm in
bronchoreactive patients . and must be used
ca txo sl . The dose, b nebulizer, is 3 to 5
ml of 5 to 10% l-acetylcysteine mixed with
0 5 ml of 1 :200 isoproterenol . This drug can
also be instilled and then suctioned during
bronchoscopy . Dornase therapy will occasionally produce bronchospasm . The dose of
dornase is 50,000 units in saline q,i .d, by
aerosol or by direct instillation .
3 er cvaf o Secretions . When secretins
are loosened, they must be removed by
coughing, suctioning, or bronchoscopy and
lavage. In patients who have ori effective and
productive cough, frequent changes in body
position, gentle percussion over the thorax,
and encouragement to cough will facilitate
raising the secretions . Cough suppression is
generally not recommended because it
CLINICAL SYMPOSIA

Plate

6

Mobilizing Secretions and Clearing Airway
4
L

A . Adequate hydration (orally,
intravenously, airway humidification)

C . Sputum culture
and sensitivity,
preliminary
antibiotics
pending
results
B . Expectorant and
mucolytic drugs
(orally, intravenously,
or dy aerosol)

Da Bronchodilator
(with/without
IPPB)
4, -

Suction and lavage

E . Careful suctioning
of sputum ; cough
encouragement

u

F, Bronchoscopy for
aspiration and lavage

hi
O . Endntra, heal intubation

Catheter introduced ; position
in pharynx checked with aid of
tongue depressor and light
VOLUME 27'r NUMBERS 1 and

Tongue pulled forward ; patient takes deep breath, and
tube quickly advanced no trachea ; balloon tip expanded ;
mechanical ventilation may then be applied
5

involves the risk of both depression of respiration and inspissation of secretions . How
ever, because coughing paroxysms may further aggravate bronchospasm, cough may be
cautiously suppressed on rare occasions .
Suctioning is necessary in any patient who
has an ineffective cough, who is obtunded, or
in whom an endotracheal tube has been
inserted. Secretions should be suctioned at
regularly timed intervals . Hypoxemia must
be avoided during the procedure by supply
ing the patient with supplemental oxygen and
by using appropriate suctioning techniques .
Traumatic movements which may damage
the airway mucosa must be avoided .
Bronchoscopy and lavage may be required
far patients who cannot raise their secretions
and in whom suctioning has not been successful (e .g,, when a lobar atelectasis results horn
a mucous plug) . for patients who are severely
obtunded and/or who have severe degrees of
obstruction, removal of secretions by bronchoscopy can provide dramatic improvement .
The secretions should be liquefied by the
introduction of isotonic saline or a mucolytic
agent through the bronchoscope with immediate suctioning (Plate 26) .
If airway obstruction is severe, endotracheal irwtubation may be necessary to establish a patent airway . An endotracheal tube
provides a direct route for removing secretions and supplying oxygen, and facilitates
artificial ventilation. For patient comfort, a
nasotracheal tube is preferable to an orotracheal orae . Complications created by the presence of a tube in the trachea are generally
avoidable and include pressure necrosis of the
larynx or trachea with secondary infection
and possibly stenosis . (
tube with a lowpressure cuff will reduce the likelihood of
mucosal injury .) Care must be taken to ensure
that the tube is not inserted so deeply that it
is placed into one of the major bronchi . Careful nursing is required and accretion of secretions in the tube must be avoided .
Tracheostomy is usually not required and,
in fact, is best avoided in patients with bronchial asthma . It is rarely indicated even on art
emergency basis . If, however, the procedure
does become necessary because of upper airway obstruction or the complications asso~
ciated with prolonged use of are endotracheal
tube, tracheostomy should be performed in
the operating room with an endotracheal tube
in place.
54

Relief of Bronchospasm . In the manage-

ment of asthma, medications which reverse
bronchospasm are fundamental . As discussed
previously (Plate l and page 27), the bronchodilators in clinical use fall into two main
categories : drugs such as catecholamines
which act on the -adrenergic receptors, and
agents which inhibit the enzyme phospho. Both tapes of drugs increase tissue
diesterase
concentrations of cyclic MP .
1 . atec alanines, Epinephrine has both
a- and -adrenergic effects, but its
action
predominates . Use of this drug in the acute
episode of asthma has been described previously (page 46) .
Isoproterenol, a rapidly acting and potent
-adrenergic stimulator, is usually administered as an aerosol . The dose is O25 to 0 ml
of 1 :200 solution mixed with ml of saline
and delivered by a conventional nebulizer or
intermittent positive pressure breathing
(IPPB) unit on, for example, a q . .h, schedule
(Plate
) . In children, intravenous isoproterenol appears to be effective . As with epinephrine, isoproterenol must b used with
caution and excessive dosage avoided . In fad,
tachycardia and many otherwise unexplained
arrhythmias may be attributable to overdosing . Constant review of the medication record
is thus essential while managing patients with
status asthmaticus .
Although the therapeutic value of epinephrine and isoproterenol in relieving airway
obstruction and reducing the mechanical
work of respiration is indisputable, three
deleterious events are possible : the patient
may become refractory to treatment ; an increase in airway obstruction may occur ; a fall
in arterial oxygen tension may be seen.
Refractoriness in patients who are receiving epinephrine may be related to the
presence of coexisting respiratory acidosis .
Correction of the respiratory acidosis by the
administration of sodium bicarbonate and by
the use of other supportive measures which
reduce arterial carbon dioxide often resolves
the problem (pages S and ) .
An increase in airway obstruction has been
reported with isoproterenol . This unexpected
bronchoconstrictive effect may be related to
the formation of a metabolite with a /3-blocking action and can be responsible for deterioration of the patient's condition and persistence of sy mptoms . Improvement will occur
when isoproterenol is discontinued .
CLINICAL SYMPOSIA

Plate

Inhalant Bronchodilator Therapy

.

-land-squeezed nebulizer ; use 0 .25 to
to
ml saline and allow
0.5 ml 1 :200 isoproterenol in
no more than two inhalations every six hours

Bulb squeezed
synchronously with
deep inhalation ;
held breath

!
B . Gas-propelled nebulizer ;
beware of cardiotoxic effect

Caution :
Do not overdose

. Intermittent positive pressure breathing
IPPB) apparatus with nebulizer

CIBA
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Plate 28

Corticosteroid Actions in Bron h a1 Asthma
Potentiation of
-adrenergic

.

Relaxation of
bronchospasm

I receptors
4~

Possible
antagonism
of cholinergic

Decreased
mucus
secretion

(vagal) actions

a

Suprarenal
cortex
During acute
episode some
patients may have
relative suprarenal
insufficiency

0
Corticosteroids

4

Foams clearance

In chronic steroid
ad ninistrat~on, if dosage is
withdrawn or suboptimal,
severe asthmatic
exacerbations may occur
Lysosome stabilization
Antliriflammatory effect
require higher and continuous dosage

Inhibition of antibody formation
Possible inhibition of histamine
formationf storage

5

resistance decreases
. These effects last for
several hours . Because the cardiovascular side
effects of arninophylline are less than those
of catecholarnir es,thedrugisparticularty
useful in hypertensive $ hyperthyroid, or cardiac patients . l rninuphylline doses have been
described previously (page 4o) .
pray ua/ Corticosteroids . As a result
of their multiple actions (Plate
), corticosteroids may provide significant relief of asthmatic symptoms which are uncontrollable by
other therapy . Pharmacologically, these drugs
may enhance the effects of catecholamines on
-adrenergic receptors and may also inhibit
the enzyme phosphodiesterase . In status
asthmaticus, corticosteroids must he viewed
as lifesaving . Early administration is advisable, particularly for critically ill patients, or
for those who have been on corticosteroid
therapy prig t the current episode of status
asthmaticus.
fl

paradoxical fall in arterial oxygen tensiun may be observed ire some patients recei in isoproterenol despite a decrease in airway
obstruction with resultant improvement in
ventilation . Stimulation of , receptors in the
heart together with dilatation of the pulmonary vascular bed leads o an augmented pulmonary blood flow . This increased blood flow
involves alveo1arucapillar + units which are
still poorly ventilated and thus intensifies the
A 1 c disturbances . In a hospital, any
decrease in artenal oxygen tension is easily
corrected b oxygen therapy .
2. } lath 1xant zinc Aminophylline (theophylline ethylenediamine) is the most useful
and potent xanthine preparation . ,s noted
previously (Plate 13 and page 7), it acts
by inhibiting phosphodiesterase and thus
increasing cellular concentrations of cyclic
AMID. Following administration of aminophylline, vital capacity increases and airway

CLINICAL SYMPOSIA

Generally, high doses are preferred . I rednisone, 40 to o mg intravenously (or an
equivalent preparation, Table I), should be
given initially, with daily doses varying from
300 to 400 mg . If necessary, even higher daily
doses may be required . In children, the dose
of prednisone is mg/kg /24 hours for status
asthmaticus. Dosages should be sustained
until clinical improvement warrants a reductions Corticosteroids should not be withdrawn
suddenly ; instead, doses should be gradually
tapered. This precaution is particularly important for children because suprarenal suppression may occur more rapidly than in adults.
Although the exact corticosteroid dose is
difficult to define, an amount which will give
a minimum plasma level of 1 .5 g/ml of
1i-hydroxycorticosteroid appears to be sufficient to reduce edema and inaammation and
to stabilize mast cells . Another useful working guide to judge the biologic effectiveness
of corticosteroid medication is a fall in the
eosinophil count to 1OO mm' or less . Thus,
doses may be titrated to produce and sustain
eosinopenia . ACTH is not recommended for
patients in status asthmaticus because, presumably, the suprarenal cortex is already
maximally stimulated .
Undesirable side effects of corticosteroid
medication are not usually seen during shortterm therapy for status asthmaticus However, chronic therapy may cause suprarenal
suppression, edema, hypertension, aggrava-

tion of diabetes mellitus, exacerbation or
spread of infection, osteoporosis, myopathy,
aseptic necrosis of the femoral or humoral

Table VI
EQUIVALENT DOSES
F CORTICOSTEROIDS

Hydrocortisone
Prod nisolone
Methyl prednisolone
Prod nisone
Methylprednisone
Triamcinolone
De camet hasone
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Equ1vaInt Ocie
m
0
5
5
5
4
4
0 .75

heads, subcapsular cataracts, peptic ulceration with bleeding, psychosis, pseudotumor
cerebri, and hypokalemic alkalosis . To prevent some of these adverse effects, potassium
should be given, sodium should be restricted
to less than I gm/days, serum electrolytes and
blood sugar should be monitored, and antacids may be given. Only careful and continuous follow-up of the patient will minimize
the possibility of adverse reactions .
Medications of Limited Value . In the treatment of status asthmaticus, a number of
medications are sometimes used for theoretical or empirical reasons but are not
necessarily effective . For instance, antihistamines, which aright be expected to be of
value because they act by competitive antagonism of histamine, are of no apparent value .
In fact, because these agents can cause drying
of the mucous secretions, they should generally not be used . Similarly, because of the
drying effect ori mucous secretions of anticholinergic drugs, medications currently
available, such as atropine, also should not
be used in patients with status asthmaticus .
This precaution exists in spite of the proven
bronchodilator action of certain anticholinergic agents .
Sedatives should be used cautiously in the
treatment of patients in status asthmaticus
because they may be a contributing cause of
death . Improper use usually results because
anxiety is such a predominant finding in
patients during an acute asthmatic episode .
However, suppressing this anxiety will not
correct the underlying airway obstruction
with its attendant abnormalities in blood
gases . In fact, the dangers of unrecognized
respiratory suppression cannot be sufficiently
emphasized . The sedated patient will be
quieter and will exhibit less anxiety, less respiratory work, and less wheezing . These findings may be inadvertently misinterpreted as
improvement in the patient's condition . If
sedative or tranquilizing agents are considered to be necessary in selected instances,
minimum dosages should be used, and monitoring of blood gases is mandatory . The use
of sedatives is generally much less hazardous,
though, when the patient is being managed
on a respirator (page 1) .
The same precautions which apply to the
use of sedatives are also applicable to narcokic
agents such as morphine and meperidine . The
benefits of these drugs are outweighed bar the
57

Plate

9

Monitoring of Blood Gas
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20

o
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Brain and cardiac damage ;
danger of death

disadvantages of respiratory center depression or cough suppression .
Because of the potential for drug allergy
or reaction, medications such as salicylates,
penicillin, iodides, and indomethacin should
be used cautiously .
Oxygen Therapy1 The administration of
oxygen is basic therapy for patients in status
asthmaticus . Arterial oxygen tension (P e er)
below a range of 20 to 25 mm Hg for more
than
to 4 minutes may cause irreversible
damage to the brain, heart, and kidneys and,
if allowed to persist will lead to death . Lesser
degrees of hypoxia can result in numerous
physiologic and metabolic derangements
including encephalopathy, pulmonary hypertension, cardiac failure, hepatic injury, or
increased airway resistance .
Pa O : of 0 to 70 mm Hg and a concomitant
hemoglobin saturation ( a O .,) of 55 to 0%
should be considered the minimum physiologic standards providing red blood cell mass,
oxygen-hemoglobin affinity, cardiac output,
and systemic blood flow are adequate . However, higher Pa o (range of 50 to 100 mm big)
is preferable (Plate 9) . Such higher levels
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Beware of oxygen-induced hypoventilation .
If not immediately correctable by
adjustment of 02 delivery, mechanical
ventilation must be instituted

provide a margin of safety particularly when
the patient is being suctioned or if bronchodilator drugs tend to lower Py o (page 56) .
Appropriate concentrations of oxygen can
be obtained by a variety of equipment (Plate
30) . All such equipment can deliver an oxygen concentration in the inspired air in excess
(Table VII) .
of 21
The average range of P ° in status asthmaticus is from 50 to 70 mm Hg so that
oxygen concentrations in the inspired air of
between 30 and 50% are usually adequate .
Many patients, however, may have P a .~
less than 50 mm Hg, and these patients
would require higher inspired levels of supplemental oxygen . Regardless of the oxygen
concentration in the inspired air, repeated
proof of the adequacy of oxygen therapy must
be obtained by serial arterial oxygen measurements : Hypoxemia can develop rapidly
whenever a patient's P a O .,corresponds to
values an the descending slope of the oxygenhemoglobin dissociation curve .
Because oxygen delivered from a tank or
wall outlet is absolutely dry, adequate humidification is crucial to minimize drying of
CLINICAL SYMPOSIA

secretions and additional bronchial irritation .
Oxygen-induced hypoventilation may
occur in a small number of asthmatic patients,
perhaps more frequently in children . The
mechanism is complicated and depends on
the relative importance of P a CO 2 and P a
in the regulation of respiration . In a few
asthmatic patients, the chemoreceptors to
carbon dioxide presumably become less sensitive ; as a result, an elevated P a CO~ is no
longer a stimulus for respiration . Instead,
hypoxia becomes the dominant stimulus .
Unfortunately, Pa y must be quite low (<50
to 0 mm Hg) in order to stimulate increased
ventilation . If oxygen is being given, so that
Pa 0 .i increases, the crucial stimulus for respiration is thereby removed . Thus hypoventilation persists in spite of hypoxemia and
increasing carbon dioxide retention . Immediate reappraisal of the situation is required,
and artificial mechanical ventilation may be
necessary to ensure adequate oxygenation
and carbon dioxide elimination . It should be
emphasized, however, that oxygen must not
be withheld because of the potential danger
of inducing ventilatory depression . The goal
of therapy must be to administer oxygen to
produce a physiologic range of P a °'1 . Any
oxygen-induced hypoventilation which may
occur can subsequently be treated as a separate complication .
potential for oxygen toxicity (epithelial
damage, atelectasis) exists if oxygen is administered at concentrations in the inspired air of
greater than 50 to 0% for several days .
_,

Little benefit is to be gained if P a O~ is greater
than 100 mm Hg . Instead, the lowest inspired
oxygen concentrations which provide a physiologic range of P O are desirable . In addition, care must be taken if pressure-limited
ventilators are used without mixing valves .
Such equipment ma y deliver 90% oxygen
when set at 40% . Occasionally, heliumoxygen mixtures (75 0 He) may be used and
may possibly prevent the development of
oxygen toxicity .
MechanicalVentilation Ventilatory failure
is a dangerous and often lethal phase of status
asthmaticus and may require use of mechanical ventilation . It can occur rapidly, especially
in children whose smaller airways are easily
obstructed by mucous plugs . patient who is
refractory to all other forms of therapy for
the asthmatic episode and in whom Pa CO 2 is
50 mm Hg and pH is 7' .20 may be consid~
Bred to need ventilatory support . Alternatively, a patient in whom an uncontrollable
rise in Pa CO occurs at the rate of 5 to 10 mm
Hg per hour would also need mechanical
ventilation once PCO reaches approximately
50 mm Hg . At times, the clinical status of the
patient (such as the occurrence of oxygeninduced ventilatory depression, as described
previously, or of apnea) may indicate ventilatory support before such biochemical values
are attained (Plate 9) . However, the decision
to use mechanical ventilation should not be
made in haste and desperation ; it should be
made as the result of continuous clinical and
biochemical observations .
/s

Table VII
OXYGEN ADMINISTRATION
Ty a of E ulpment

0 2 Concentration (%)

Nasal cannula, prongs
Venturi mask
Mask without reservoir
Mask with reservoir

Mask with oonbreathang
reservoir
Face tent
Canopy tent
Ventilator
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2 to 35
24, 28, or 35
35 to 55
40 to 100
As desired

30 to 55
Variable,
up to 50
To 100

Characteristics
Comfortable, low humidity
Accurate delivery, fixed concentrations at specified flow
rates, occasionally uncomfortable, can be humidified
Easy to use, slight discomfort
Rebreathing of CO 2 unless fitted with one-way valves
Adequate humidity possible
Well tolerated, good humidity
Good humidity, but patient is inaccessible,
more appropriate for children
Appropriate concentrations of O z can be regulated,
humidity adequate
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Plate

0
Methods of Oxygen Administration
A. Cannula with
nasal prongs

Flewmeter

Ba Nasal catheter

D Mask with
reservoir bag
(partia' rebreathing)

°2 from
humidifier

4

Reservoir bag

E. Mast with
reservoir and
one-way valves
(nonrebreathing)
I

One-way
valves

F. Venturi mask

During
inhalation

D 2 from
humidifier
0 2 from
humidifier

. Face tent
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I, Mechanical
ventilator
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The type of ventilation equipment used
may provide either a pattent-assisted ventilatory cycle or a machine-controlled cycle .
With a patient-assisted cycle, the ventilator
is activated by and coordinated with the
patient's respiratory efforts ; with a machinecontrolled cycle, the work and timing of
respiration are assumed b y the ventilator,
In cooperative patients, some benefit may
be obtained with conventional IPPB units
used in er ittentiy (e.g., for 10 minutes every
to 4 hours) to deliver aerosol medication,
especially bronchodilators, and/or to improve
ventilation and alleviate thoracic work . However, cor tiii ous ventilation is mandatory
when refractory patients are in respiratory
failure .
Continuous patient-assisted ventilation
can only be used if the patient is cooperative .
If agitation, exhaustion, confusion, or tach .
ypnea occur and arterial blood gases show
progressive deterioration, controlled ventilatory support is necessary . Such controlled
ventilation will reduce ineffective respiratory
patterns and relieve excessive thoracic work
until the underlying pathology of the asthmatic episode is resolved .
Volume-limited units provide more unii
farm ventilation and can generate high cycling
pressures . Low inspiratory flow rates and barge
tidal volumes will limit turbulent airflow and
provide a more homogeneous distribution of
ventilation . To provide adequate gas emptymg from obstructed lung segments, an inspiratury :expiratory time ratio of 1 : or 1 : is
desirable . Tor example. a respiratory rate of
lOtol breaths perminuteand a tidal volume
of 800 to 1200 l (15 to 23 ml/kg)
may be
used for an adult patient .
Many patients will satisfactorily synchronise with the respirator . Others, however,
resist the action of the equipment, and morphine sulfate, sedatives, or even curarelike
drugs must be used to coordinate the patient
with the ventilator.
In order to achieve such respiratory suppression, doses of morphine should be titrated
carefully . For an adult patient, to mg given
intravenously is an adequate initial dose which
may be followed by smaller doses administered periodically . Rarely will total doses of
more than 0 nag of morphine be needed .
Sedation may be achieved with titrated doses
of either diazepam or barbiturates . In some
instances, muscle paralysis may be induced
VOLUME
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with succinylcholine in a dose of Y mg/kg
intravenously . Recently, pancuronium bromide has been advocated as a nondepolarizin
muscle relaxant for asthmatic patients .
detailed discussion of the various problems associated with ventilatory support is
outside the scope of this monograph, but a
number of dangers must be emphasized . The
use of drugs is accompanied by the possibility
of adverse reactions . These side effects, which
may include hypotension, prolonged respiratory depression, or reduced cardiac output,
must be detected by careful monitoring. Other
complications which may be anticipated duririg artificial ventilation include gastrointestinal bleeding, gastric dilatation, renal failure,
endotracheal tube obstruction by secretions #
laryngeal or tracheal injury or necrosis, atelectasis, arrhythmias, myocardial infarction,
pneumothorax, pulmonary emboli, nosocomial infections and bacteremia, hypotension
(caused b high mean pulmonary pressures
impairing venous return), iatrogenic hyperventilation (which is ventilator induced and
may be associated with hypocapnic seizures),
tatro enic hypoxemia or hyperoxemia, or accidental, incorrect placement of the endotracheal tube .
Continuous monitoring of the patient must
accomplish three objectives : (1) determine
the effectiveness of mechanical ventilation ;
( forestall the occurrence of drug side eff acts
or the complications of ventilation by early
detection# and (3) guide appropriate therapy
of the underlying asthmatic episode .
Mechanical ventilator effectiveness must
be assessed by serial determinations of arterial blood gases . In addition, physical examination must be repeated frequently to determine the general clinical status of the patient .
The following specific parameters must also
be checked repeatedly : vital signs, electrocardiogram, chest ray, sputum (volume, gross
characteristics, and culture), serum electrolytes and osmolality, minute volume (respiratory rate multiplied by tidal volume, or
lr = f
T ), eff acture lung compliance (tidal
volume/peak ventilator pressure at point of
zero flow, or J eff = r I p k , body weight,
total fluid intake and output, and, if indicated,
central venous pressure .
The ratio of physiologic dead space to tidal
volume ( D
T ) provides are index of
disturbances and can be serially monitored
his ratio is determined by simultaneously
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P1 hte 3 1

Mechanical Ventilation

'4)'CPBA

I

Patientassisted

Controlled cycle
(patient effort reduced
or eliminated)

I
Modes of artifio al mechanical ventilation
I
I
I

Ventilatory support indicated

- 50
Pac02

-40 mm Hg
Basic criterion : elevated Pa CO~
0 m
Hg during acute attack

Course of attack

measuring the partial pressure of carbon dioxide in expired air (P a
,, and the arterial carbon dioxide tension (Pco),
~
and applying
the values to the Bohr equation modified for
physiologic dead space
o
[P.,
V1 -

CO,, -

PE CO,]

An increase of this ratio above a normal of
0 indicates the extent of wasted ventilation .
pathologic increase in dead space will mean
a relative reduction in alveolar ventilation
unless minute volume teas also increased proporhonatel .} Values of 0 .5 to 06 or greater
6

indicate that 50 to 0 of the tidal volume is
distributed to space not participating in effective gas exchange . The ratio,
T , if followed serially, can be used as an index for
weaning the patient from the ventilator ; if
there is simultaneous clinical improvement, a
value
0 .5 indicates that weaning of the
patient from the ventilator can begin .
Another indication of the patient's gas
exchange status is the oxygen gradient which
is the difference between the mean oxygen
tension in alveolar air (PA O)
_,and that in
the arterial blood (P
and which is indicated b A _02 . Serial determinations of
CLINICAL SYMPOSIA

this gradient provide a measure of the underlying V /Q disturbances, and thus the
patient's progress . I or example, if arterial
oxygen tension (P a O„) rises from a previous
level of 0 mm Hg to 100 nem Hg, while, simultaneously, the minute volume and inspired
oxygen concentration remain unchanged,
oxygen transfer from alveolar air to arterial
blood must have increased . Thus a decrease in
a-JDO Y., reflects an improvement in oxygen
transfer . Such an improvement indicates
reversal of the
disturbances and resolution of the obstructive process .
The alveolar oxygen tension (P O)}cannot be measured directly . Therefore, in order
to calculate
_ a D O 2 , the alveolar oxygen
tension
is estimated from the alveolar
A
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and

essential •
As mentioned previously (page 12), many
diverse stimuli can interact to produce asthma ;
therefore, multiple therapeutic approaches are
essential for long-terra management . These
multiple approaches may be grouped under
: general health
the following categories
page

41)

are
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Plate 3

General Management Principles for the A5thmalic Patient
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measures, environmental control, and avoidance therapy f psychologic management ; medication ; hyposensitization ; and miscellaneous
therapy.

General Health Measures, Environmental
Control, and Avoidance Therapy . General
health measures must become an integral
part of the life style of any patient suffering
from asthma . These measures include a nourishing, nonallergenic diet, liberal fluid intake,
adequate rest and sleep, and a reasonable
amount of physical activity and exercise
(Plate
) .The patient must also be instructed
to practice moderation in daily activities
while avoiding exposure to those precipitating factors which play a role in the etiology
of asthma . Thus, for example, the patient
should avoid fatigue, dampness, inhalation
of volatile chemicals, tobacco fumes, extremes
of temperature, exposure to individuals with
active respiratory infections, moldy basements, and various occupational hazards .
Similarly, the patient's environment in the
home, and particularly in the bedroom, should
be such that most of the factors shown in
Plate 3 are eliminated . If possible, pollens
and other airborne allergens should be
excluded by the use of air conditioners, window filters, and electronic air cleaners which
act by electrostatic precipitation of airborne
particles . Humidifiers are particularly important during the winter season when decreased
humidity may cause irritation to mucous
membranes . A relative humidity of 50% or
greater is desirable .
lose, sinus, and throat disorders such as
infection or polyps must be vigorously treated
if discovered in any asthmatic patient . Often
the assistance of an otolaryngologist will be
needed for diagnosis and treatment . Polypec'
tomy is indicated if nasal polyps are causing
nasal obstruction, are triggering asthmatic
episodes, or are preventing adequate sinus
drainage .
The avoidance of all precipitating factors
is not usually possible (Plate 33) . However,
it is generally easier to avoid provocative
drugs or foods than airborne inhalants . If
only one allergen, such as dust or dog dander
is the cause of the patients asthma, avoidance therapy will be beneficial . Patients must
also be instructed to limit the duration of
exposure and the amount of activity during
periods of high urban or occupational air
pollution .
VOLUME 2?, NUMBERS T and 2

Psychologic Management . The psychologic
and emotional environment of patients with
asthma deserves special note (Plate 34) . The
physician must understand that asthma may
place severe stress on the patient and the
family . To help reduce this stress, the physician should develop rapport and open communication with the patient and family .
Everyone concerned must be given adequate
instruction about the general nature of asthma, the necessity of avoiding the common
precipitating factors, and the need for good
general health treasures . Most importantly,
the patient trust realize the desirability of
seeking medical attention whenever new or
progressive symptoms are not controlled by
the methods usually employed . An asthmatic
attack can be aborted more easily than it can
be treated .
pleasant home environment and an
understanding family are essential particularly if the patient is a child . Because extrinsic
asthma often abates as the child matures, an
optimistic attitude should be fostered in
children . Parental resentment or excessive
protectiveness should be minimized . Counselins with the child's teachers may also be of
benefit . If serious emotional disturbances
exist, psychiatric evaluation and therapy are
indicated . Socioeconomic problems may
require the services of a social worker . Adults
may need occupational counseling .
A word of caution is necessary concerning
the role of apprehension and fear in asthma .
These symptoms are seen in practically every
patient during an acute asthmatic episode and
at times may be perpetuating or evert precipitating factors . However, in severe asthma or
status asthmaticus, psychogenic factors must
be considered secondary rather than primary
causes ; the physician must initially treat the
branchial and bronchiolar obstruction .
Medication . Asthma which is only mildly
incapacitating is often easily controlled by
the general measures described previously
and simple drug therapy . Medications include
bronchodilators administered orally or by
aerosol, antihistamines, decongestants such
as ephedrine, and expectorants if needed .
Often daily use of medication will prevent
attacks and lessen chronic symptoms .
Patients with moderate degrees of asthma
respond well to maintenance therapy with
aminophylline preparations which may be
administered rectally or orally in a dose for
65
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Plate 34

Psychologic and Emotional Factors in Management of Allergic Patient

Pleasant, understanding home environment
Regular observation by compassionate physician

Avoidance of
parental resentment
or overprotectiveness

adults of 250 nag, 4 to 6 times daily, depending upon need . Higher doses may be used if
necessary, in children, the usual dose is 10 to
12 mg/kg/24 hours, in three or four equal
doses . Such therapy is the foundation of
long-term ambulatory management .
Aerosol preparations which contain either
epinephrine or isoproterenol should not be
the primary forms of drug therapy and should
never be dispensed without appropriate
instruction about the correct method of use,
the proper dose, and the danger of overdosing .
usual dose is two inhalations t .i .d+ as necessary . One or two such inhalations is usually
followed by prompt relief of a minor episode .
If wheezing, chest tightness, or dyspnea are
not controlled by such a dose, or if symptoms
promptly return, the patient should immediately seek medical help .
One practice which is to be condemned and
about which the patient should be warned is
VOLUME 27, NUMBERS 1 and

the almost continuous use of gas-propelled
aerosol inhalators . A patient may become
dependent on such inhalators and may take
an inhalation every five minutes or so, even
though there are no symptoms of bronchospasm . Such use is prompted b habit rather
than by therapeutic need . Obviously, for such
patients, the dangers of overdose are great
and propellant-induced cardiotoxic effects are
more likely to occur .
Sudden death can occur in status asthmaticus, and, in ane survey done in Great Britain,
was noted especially in children of 10 to 14
years of age . These deaths were attributed in
large measure to the abuse of gas-propelled
isoproterenol nebulizers . A direct cardiotoxic
effect of the propellant may have been respon~
Bible, or the deaths may have resulted from
overdosing which produced cardiac arrhythmias and/or a paradoxical fall in P o (page
56) . Parenthetically, most of these children
67

had severe, diffuse, secretional obstruction of
their airways .
To prevent such complications and deaths #
proper instruction of the patient in the correct use of nebulizers and in the avoidance
of excessive dosage is imperative . Patients
should be instructed to advise their physicians whenever increased use of nebulizers is
associated with decreased response . Such 1e5sening of beneficial effects may be an index
of the progressive severity of asthma .
Ephedrine in an adult dose of 25 rag t I14 .
has a weaker bronchodilator action than either
epinephrine or isoproterenol administered by
aerosol . Ephedrine also has decongestant
actions and may be used to relieve rhinitis .
Sympathomimetic side effects of ephedrine,
epinephrine, or isoproterenol may be counteracted by mild sedatives or tranquilizers .
At the first sign of an acute infection, antimicrobial therapy may be started evert before
the reports of initial bacterial cultures are
available. Whenever possible, however, culture specimens should be obtained before
therapy is begun. Tetracycline or erythromycin may be used as initial treatment, but other
antimicrobials may be substituted later if
indicated by the information obtained from
culture and sensitivity reports . However, the
various penicillins must be used cautiously
because of the danger of drug allergy .
In some patients chronic or recurrent infection is a causative factor in asthma . Viral vaccines may be used prophylactically for many
of then patients. However, the effectiveness
of stock or autogenous bacterial vaccines
remains disputed .
For ambulatory patients with severe
degrees of asthma, corticosteroids are usually
required . These drugs must always be used
under close medical supervision . Corticosteroids should only be used on a long-terra basis
if the response to comprehensive conventional
therapy has been marginal or has failed . In
children, chronic administration of corticosteroids may suppress linear growth and
must be avoided if at all possible .
To minimize side effects and especially
to prevent suprarenal cortex suppression,
alternate-day therapy is combined with potassium supplements, dietary sodium restriction,
and antacids . The lowest effective dose must
be used . Prednisone, 5 to 10 m taken every
other morning, or an equivalent product, will
usually suffice. Acute asthmatic episodes are
8

treated by increasing the dose and by institutin other appropriate therapy . (If the dosage
of corticosteroid is suboptimal, or if the medication is suddenly withdrawn from steroiddependent patients, status asthmaticus may
be precipitated .) Once the acute attack is in
remission, the dose must be gradually tapered
to a maintenance level. As described previously, eosinophil counts can be used as a basis
for adjusting the dose of corticosteroids .
Luring periods of stress, such as surgery, the
dose of corticosteroids should be temporarily
increased . Patients rho need more than 1 mg
of prednisone per day should be considered
steroid resistant and should receive large
doses continuously . Such steroid resistance
may result from accelerated plasma clearance .
A number of drugs are currently under
evaluation for the treatment of asthma . Many
any
of these are riot appropriate for status asthmaticus but may be of benefit in long-terra
management and prevention of the acute
attack . Cromolyn sodium acts by inhibiting
release of bronchoconstricting mediators from
the mast cell and thus cannot be classified as
a bronchodilator . Its onset of action is delayed
so that its use is limited to prophylaxis on an
ambulatory basis, Cromolyn sodium is of most
benefit to young patients with extrinsic
asthma or exertional asthma . It is particularly useful in permitting reduction of
maintenance doses of corticosteroids and is
of no value for acute exacerbations,
Selective /-stimulating drugs would be
expected to have fewer adverse cardiovascular effects because
receptors are absent
from the heart . Also, these drugs would not
be expected to produce a paradoxical fall in
~'a 0 2 (Page 56) . Two such agents, terbutaline
and albuterol have more prolonged action
than isoproterenol .
The role of prostaglandins has been discussed previously (page 29 arid Plate 13) . An
aerosol preparation of PGE, has been shown
to reduce airway obstruction, f=uture studies
will clarify the clinical role of prostaglandins .
Aerosol preparations of corticosteroids
have recently been shown to be deposited in
the airways where they can produce a .n adequate therapeutic response . This route may
reduce the need for oral administration and
thereby reduce systemic complications of
corticosteroid therapy . However { it must be
explained to the patient that aerosol preparations of corticosteroids do not have the same
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pharmacologic actions as sympathomimetic
bronchodilators .
Hyposensitization . For patients with
extrinsic asthma, or with mixed asthma in
whom allergy plays a significant role, a program of specific hyposensitization is an
important part of long-term management .
Such a program causes discomfort, is timecon5uming, and 1s expensive . Obviously, it
should only be undertaken if the asthma is
sufficiently severe, and if general avoidance
measures and drug therapy prove to be
ineffective .
The first step in a program of hyposensitization is to obtain a detailed history . One of

the purposes of this history is to help determine the avoidable antigens . These include
salicylates, penicillin, household dusts, pet
danders, or specific foods . Another function
of the history is to help identify allergens
which cannot be avoided and to which the
patient should be hyposensitized . The determination of the antigens which must be
included in a hyposensitization program will
depend on the results of skin testing .
A large variety of antigens are available for
skin testing, and a physician must use his
clinical judgment in selecting those most
likely to be allergenic for the particular
patient . For instance, the occurrence of
asthma during the last two weeks of August
or first two weeks of September in a patient
living in the northeastern United Mates suggests that ragweed pollen is probably causing
symptom s .
A positive association between exposure to
an airborne antigen and the onset of symptoms is more likely to correlate with a poli .
tive skin test reaction to the particular antigen . On the other hand, a similar association
between ingestion of a food and the onset of
symptoms is not as likely to be corroborated
by the results of . skin testing . Food allergies
are better diagnosed by history and diet
manipulation .
Preferably, skin tests are performed by a
scratch (prick) technique (Plate 35) using
commercial aqueous extracts of common antigens such as molds, pollens, fungi, house
dusts, feathers, foods, or animal danders .
Mixtures of unrelated antigens should not be
used . A drop of sterile, aqueous antigen solution is placed on the volar surface of the forearm . A prick or scratch of the skin made
through the drop with a sterile needle permits
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a small volume of antigen to penetrate the
skin . If skin-sensitizing antibodies to the
antigen are present, a wheal-and-flare reaction develops within 15 to 0 minutes ; the
control test with saline diluent should show
little or no reaction . Various methods are used
to grade response ; a scale of 0 (negative) to
4+ is often used (Plate 35) . A negative reaction does not necessarily exclude the antigen
as a cause of allergic symptoms . For example,
a skin test reaction to house dusts may be
negative even though other evidence indicates
the culpability of this antigen . Conversely,
many individuals with an atopic family history have positive skin tests to various antigens but otherwise have no evidence of
allergic disease .
Optimally, both the history and dermal
reactivity will give corresponding results .
However, some patients will have positive
histories with negative or questionable skin
tests . In other patients negative histories and
positive skin tests indicate immunologic specificity which is clinically insignificant . Such
equivocal results require a reevaluation of the
situation . The following technical factors
must be considered : potency or age of the
antigen extract, whether correct antigen was
used, technique of testing, presence of nonspecific skin irritants, concentration of
selected antigen, and partial inhibition of
reactivity by prior administration of sympathomimetics, antihistamines, or aminophylline . (Corticosteroids have no suppressant effect on skin test reactivity.)
If retesting is required because scratch test
results were negative or weakly (equivocally)
positive while history and clinical symptoms
suggest allergic sensitivity, intradermal tests
may be indicated . Intradermal tests are much
more sensitive than scratch tests, but they are
also more time-consuming . More importantly,
intradermal tests are more likely to produce
systemic reactions off' acute asthmatic episodes . If the scratch test is negative, the intradermal test should be performed with a 1 :1000
or 1 :1500 concentration of antigen and a small
bore (26-gauge) needle .
Alternatively, provocative challenges by
bronchial inhalation of molds, fungi, or house
dusts in conjunction with serial spirometry
measurements may be used to determine
allergenicity . Bronchial provocation is a more
direct method of determining the causative
role of a specific allergen . It may be especially
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Skin Testing for Allergy
Tourniquet

Array of commercially
available teat antigens

Syringe of epinephrine

A. Scratch test:
. Single drops
of a control and
suspected antigens
are applied
to volar surface of
forearm (or other
nonhiraute skin
surface)

Small prick or scratch is made
through each droplet, using clean
stylet for each

B. Intradermal test : Method is more
sensitive but is more liable to produce
systemic reaction

Negative
(or control)

Erythema plus 15 mm wheal
with pseudopodia
++++

Erythema and wheal
without pseudopodia
Erythema twt
no wheal
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#~ + +
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Plate 36
Blocking antibody (IgG)

rrtr
Duration of hyposensitization
Dilute allergen extract injected weekly
in gradually increasing doses

epinephrine readily available

valuable for evaluating a patient with a negative skin reaction but a strongly positive
clinical history .
During any type of testing, a syringe of
epinephrine and a tourniquet which can be
applied proximal to the test site should be
available in case of a systemic (anaphylactic)
or asthmatic reaction . Also, intravenous
fluids, emergency drugs (corticosteroids,
aminophylline, and vasoconstrictive agents
which can be administered parenterally), and
the equipment necessary for establishing an
airway should be readily accessible
The results of skin testing, and, if necessary{ of bronchial provocation testing, must
be correlated with the clinical history . A decision is then made as to whetherr a program
of hyposensitization will benefit the patient .
Pest responses to hyposensitization can be
expected when pollens are the offending antigens . Less favorable responses may be anticipated when molds and dusts are implicated .
Hyposensitization must be done under the
supervision of a physician . Injections of dilute
extracts of antigen are given on a weekly
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basis in gradually increasing doses until maximum protection is achieved (Plate
),
Schedules of hyposensitization may be perennial, coseasonal, or preseasonal . Obviously,
perennial therapy is continued all year, and
coseasonal therapy is given only during the
season when the particular antigen is prevalent . Preseasonal therapy is begun to
months before the specific allergy season and
is not discontinued until the season is over .
The patient's responses must be reevaluated
periodically, arid, if these are less than
expected, new sensitivity to other antigens
must be considered,
Formation of a blocking antibody (IgG)
is postulated to occur in response to the injections of antigen . The affinity of IgG for the
antigen is greater than the affinity of IgE for
the antigen Thus, IgG combines with the
antigen before IgE . AA correlation between
IgG titer and clinical improvement in hay
fever victims appears to exist . Serum IgE Ievels in these patients are apparently decreased,
and cellular release of histamine may also be
reduced.
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In. controlled trials, up to 0
of patients
with allergy to pollens have been shown to
improve substantially with hyposensiti ationa The best responses may be expected in
young asthmatics, but even adults should
have the benefit of a therapeutic trial if clinically indicated .
Various other treatment schedules may be
used and other antigen preparations are available. for example, alum-precipitated and oilrepository antigens may be used in some
instances . Bacterial or fungal vaccines have
been mentioned previously (page 6) .
!Miscellaneous Therapy . Some patients
whose asthmatic symptoms are refractory
will benefit by a move to another climate .
Because no geographic area i s devoid of airborne allergens, the response to such a move
is highly variable . However, a move to a less
humid or less industrialized area is more
likely to prove beneficial . All factors must
be considered . pti afly, a trial vacation or
a period of residence in the prospective
geographic area will facilitate malting the
decision .
Physical therapy is beneficial for certain
patients . Such therapy includes breathing
exercises to improve exercise tolerance and
relaxation techniques to temper the distress
of an acute attack . Postural drainage can
also be used by those patients with copious
secretions .
Surgical procedures are rarely indicated for
asthma . The merits of glomecl :omy (carotid
body removal) have not been scientifically
substantiated . However, surgical correction
of trigger foci such as hiatal hernia, focal
bronchiectasis, nasal polyps, or sinusitis
may be considered for selected patients .

Conclusions
Between 4000 arid 7000 asthmatics die

annually in the United Mates . However, the
number of deaths among children is low in

relation to the number of childhood asthmatics ; of to million asthmatics in the United
States, 13 million are children, yet less than
200 children die annually of causes related
to asthma .
The greatest danger of death in asthma
occurs during severe attacks or status asthmaticus . Prevention of such deaths requires
intensive, individualized treatment based on
the following principles :
1 . The gravity of an acute attack must be
recognized by patient, family, and physician
so that appropriate treatment may be initiated immediately.
2 . Treatment must be directed toward
clearing the airway, mobilizing secretions,
relieving bronchospasm, and preventing or
correcting blood gas and pH disturbances .
. Continuous clinical and physiologic
observation of the patient is necessary to follow the progression of the attack, to judge
the effectiveness of therapy, and to anticipate
the development of complications .
Long-term management is based on the
principle of p reuentto n This principle has
a threefold application : preventing acute
attacks, preventing (or ameliorating) chronic
symptoms, and preventing the onset or progression of respiratory disability . Obviously,
are individualized program of therapy must be
developed for each patient . This program
depends on the identification of the particular
causes of the patient's asthmatic symptoms
and demands an environment of open corrimunication and trust among patient! physiclan, and family .
Young asthmatic patients can anticipate
significant relief of symptoms by the time
they reach puberty . Even in adults, asthmatic
symptoms can be substantially alleviated by
treatment . Bronchial asthma is reversible with
paper management, and the onset or pro .
gression of permanent respiratory disability
can be prevented,
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