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Bronchiectasis, and Related Disorders 
Joseph F. Tomashefski, Jr., and David H. Dail 

The conducting airways playa pivotal role in the spec­
trum of pulmonary pathology, not only as conduits for 
injurious agents to enter the lung, but also as an anatomic 
compartment that is affected by a diverse array of primary 
or secondary bronchocentric diseases. This chapter dis­
cusses aspiration and bronchial obstruction in detail, with 
emphasis on the aspiration of toxic, infective, or particu­
late matter. Lung abscess, a frequent complication of 
obstruction or aspiration, is also reviewed. Both aspira­
tion and lung abscess are reconsidered within the context 
of pulmonary infectious disease mainly in Chapter 8 on 
bacterial infections, and to some extent in the chapters 
on mycobacterial (Chapter 9), fungal (Chapter 10), and 
parasitic diseases (Chapter 14). 

Bronchiectasis, which is frequently grouped with other 
forms of obstructive lung disease (see Chapter 24), is 
discussed in this chapter as a major pathway of airway 
remodeling that may be of inflammatory, postobstructive, 
or congenital etiology, and is, itself, an important sequela 
of aspiration. The topic of bronchiectasis cannot be 
considered without reference to inflammatory lesions 
of the small airways, which may follow or precede the 
development of bronchiectasis (see Chapter 25). The 
present chapter also discusses a variety of pulmonary 
disorders that may simulate, initiate, or complicate 
bronchiectasis. 

Involvement of the large airways in systemic diseases 
such as amyloidosis (Chapter 21), sarcoidosis (Chapter 
18), collagen vascular diseases, including relapsing poly­
chondritis (Chapter 20), connective tissue disorders such 
as Marfan's syndrome (Chapter 20), or as a complication 
of environmental dust exposures (Chapter 26) is reviewed 
in each of their respective chapters. An excellent review 
of bronchiectasis in systemic diseases is that by Cohen 
and Sahn.l 

A discussion of asthma and its related conditions of 
mucoid impaction, bronchocentric granulomatosis, and 
allergic bronchopulmonary aspergillosis can be found in 
Chapter 15. Unique congenital lesions of the airways in 
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addition to the enigmatic intralobar sequestration are 
discussed respectively in Chapters 6 and 7 on pediatric 
lung pathology. A variety of degenerative or so-called 
metabolic disorders that affect the large airways, such 
as tracheobronchopathia osteoplastica, are reviewed in 
Chapter 21. Finally, bronchial tumors are extensively 
covered throughout volume 2, which is devoted to pul­
monary neoplasia. 

Aspiration 

Aspiration is the inhalation of liquid or solid materials 
into the lower respiratory tract, usually from the oral or 
nasal cavities, oropharynx, esophagus, or stomach. Logi­
cally, the course of aspiration is determined by such 
laws of physics as inertia and gravity. Larger, more solid 
materials, and finer more liquid materials, all follow the 
straightest and most dependent course after they enter 
the trachea. As explained in Chapter 2, the right main­
stem bronchus continues on a more direct course than 
the left (20 to 30 degrees compared to 40 to 60 degrees 
for the left mainstem bronchus); the wider angle of the 
left bronchus allows it to extend around the heart. Larger, 
more solid objects that pass the larynx often lodge in the 
right mainstem bronchus, while smaller solid objects most 
frequently continue into the right lower lobe bronchus.2 

This has been well demonstrated in the aspiration of 
foreign objects by children, generally in the age group of 
1 to 3 years.3,4 During this age range, children examine 
almost everything by placing items into their mouths. In 
both children and adults, larger objects are sometimes 
stopped at the larynx and may be expelled by strong 
coughing. In adults, sudden death due to laryngeal 
obstruction by aspirated food (most frequently meat) has 
been termed the cafe coronary.s 

More than 80% of aspirated foreign bodies occur in 
children, and among all age groups only 5% are sponta­
neously expectorated.6,7 Sharper objects may perforate a 
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FIGURE 5.1. Foreign-body aspiration. Fragment of chicken bone 
(arrow) wedged into junction of lobar bronchi has caused acute 
hemorrhage and was the reason for emergency resection before 
bronchoscopic diagnosis. 

bronchus and cause bleeding, or even penetrate the 
pleural cavity and cause pneumothorax.8 A foreign body 
may migrate within the bronchi and cause wandering 
infiltra tes. 9 

Young children most frequently aspirate peanuts, 
beads, and other fragments of wooden or plastic toys. 
Peanuts and sunflower seeds lead the list in Western 
countries, whereas in Arabic countries children most 
often aspirate melon seeds.8 Older children may inhale 
flowering grass fragments, which wedge themselves into 
more distal bronchi and resist expectoration. In any age 
group, teeth, fragments of bone (Fig. 5.1), food, blood 
clots, tissue fragments, nasal pack components, lipids from 
oily nose drops or orally administered cathartics, bacte­
rial fragments, and gastric content most commonly enter 
the lung. Noguchi et a1. 10 reported a subacute reaction to 
mud aspiration in a victim of near-drowning, while aspira­
tion of sand in children has been reported to cause a 
radiographic "sand bronchogram.,,11 Drowning, often 
thought of as occurring in fresh or salt water, has also 
occurred in large vats of beer, wine, liquid chocolate, and 
other interesting concoctions. A literary example of this 
is Shakespeare's Richard III, in which the Duke of 
Clarence is finally dispatched in a large vat of wine 
(the "malmsey butt,,).12 

Brock13 .14 in 1942, beautifully illustrated the mechanics 
of aspiration with abscess formation, which most often 
followed the dependent course described. Once within 
the lung, finer and more fluid ingredients flow into the 
first dependent orifices that are encountered. In the 
supine position, these are most often the posterior 
segment of the upper lobe and superior segment of the 
lower lobe (Fig. 5.2). In the more upright position, mate­
rial flows preferentially into the basilar segments of the 

lower lobes. The basilar segments divide rather evenly, 
and localization within these segments is not as discrete 
as in other areas of the lung. When a person is in the 
lateral decubitus position, the axillary branches of the 
subsegments of apical and posterior upper lobe bronchi 
are favored. The more anterior portions of the lung are 
usually spared the effects of aspiration, unless aspiration 
occurs in the prone position, as in near-drowning. 

Aspiration need not only be from external sources. 
Rupture of large fluid-filled abscess cavities, tuberculous 
cavities, or other cysts might be followed by intrabron­
chial aspiration of infective or other types of material into 
dependent zones (see Fig. 9.7 in Chapter 9). 

The most common conditions predisposing to aspira­
tion include impaired consciousness, most frequently 

FIGURE 5.2. Routes of aspiration. Corrosion cast and diagram 
of bronchial tree show left lung to illustrate effects of position 
on eventual course of aspiration. In addition to zone of aspira­
tion marked, dependent upper-lobe posterior segment is 
common site of involvement, as would be more obvious on cast 
of right lung. (From Brock RC. Lung Abscess. Springfield, IL: 
Charles C. Thomas, 1952:10, with permission.) 
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from alcohol, drugs, or anesthesia, followed by central 
nervous system disorders (e.g. , epilepsy, stroke, demen­
tia) or neuromuscular diseases.4 Next in frequency is aspi­
ration secondary to obstructing masses or other functional 
defects of the esophagus or stomach. Episodes of aspira­
tion are eventually confirmed in about 85% of children, 
but in only about 30% of adults.3,ls The difference in 
documentation is probably related to the altered level of 
consciousness in adults causing temporary amnesia. The 
common clinical manifestations of an aspirated foreign 
body constitute a triad of cough, wheezing or rhonchi , 
and decreased air entry.3 The wheezing that is sometimes 
associated with aspirated foreign bodies in children may 
be ameliorated with theophylline, leading to diagnostic 
confusion with asthma. 16 

Early experimental animal studies showed that aspira­
tion of material into the lungs regularly occurs when 
materials are placed in the nares or accessory sinuses 
during anesthesia. 17,18 Myerson19 found blood immedi­
ately postoperatively in the tracheobronchial tree in 79% 
to 100% of humans who underwent tonsillectomy, includ­
ing those under general or local anesthesia. Several 
experimental studies have also proven that normal adults 
aspirate with some regularity. Quinn and Meyer20 in 1929 
introduced lipiodal (iodinated poppy seed oil) into the 
noses of sleeping subjects and found the material often 
entered the lungs. Amberson21 in 1937 reported placing 
barium in the mouths of normal subjects during sleep, 
with similar results. Radiologists sometimes observe aspi­
ration while performing upper gastrointestinal tract 
barium studies (see below). As reviewed by Bartlett,22 
various markers placed in the stomach the night prior to 
surgery have been identified in lungs sampled during 
surgery the next day in 7% to 16% of patients.23•24 Huxley 
and associates2S refined these techniques by placing 
indium-ll1 chloride in the posterior nasopharynx peri­
odically during sleep. On lung scanning, this tracer was 
found in the lungs of 45% of normal individuals and in 
70% of those with some alteration of the central nervous 
system. Those in the normal group who did not aspirate 
were fitful sleepers who tended not to enter deep sleep. 
The implication is that most normal people who enter 
deep sleep, aspirate. Nasogastric and oropharyngeal 
tubes, including endoscopes and tracheostomy tubes, 
increase the risk of aspiration.26 

Normal individuals tend to clear such occult aspira­
tions without difficulty or sequelae. An acute cough reflex 
is most important, but also valuable are intact mucocili­
ary activity and alveolar macrophage response (see 
Chapter 3). The pathologic effects of aspiration are 
dependent on the character, volume, and frequency of the 
aspirated components. In this chapter, food and medici­
nals, gastric acid, lighter hydrocarbons, and heavier oils 
are separately considered. Aspirated bacteria are covered 
in the section on abscess formation. Retained squamous 
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FIGURE 5.3. Aspirated squamous cells. Lumen of bronchiole is 
partially obstructed by debris in lumen consisting of eosino­
philic whorled squamous cells, along with mucus and respira­
tory epithelial cells. 

cells from meconium in newborns are a sign of in utero 
distress. Squamous cells in the lungs of adults are an 
indicator of oral, oropharyngeal, or esophageal aspiration 
(Fig. 5.3). In the absence of other evidence of aspiration, 
finding mixed bacteria in lung tissue is very suggestive of 
aspiration of oral content. 

Gastric Acid 

Lung injury following aspiration has been subdivided by 
Marik27 into aspiration pneumonitis and aspiration pneu­
monia. Aspiration pneumonitis refers to acute chemical 
lung injury due to inhaled gastric acid with or without 
injury due to aspirated particulate matter, whereas aspi­
ration pneumonia is an infectious process resulting from 
the inhalation of oropharyngeal secretions colonized by 
pathogenic bacteriaY 

Aspiration of gastric acid, a major cause of acute respi­
ratory distress syndrome (ARDS), has been well studied 
in humans and in experimental animals.22 In experimental 
models, it has been suggested that a pH of 2.4 or lower 
and a significant quantity of acid (estimated to be 20 to 
25mL in an adult human or 1 to 4mLlkg in an experi­
mental animal) are necessary to induce a chemical pneu­
monitis.27 When gastric acid with methylene blue was put 
into anesthetized dog tracheas, dye was visible on the 
pleural surface 12 to 18 seconds later.28 Atelectasis oflung 
tissue was noted in 3 minutes. Human studies date from 
the classic study of Mendelson29 in 1946, and acute gastric 
acid aspiration is sometimes called the Mendelson syn­
drome. Mendelson studied 61 cases of massive gastric 
aspiration in obstetric patients (0.15% incidence) under 
ether anesthesia. Respiratory distress occurred soon after 
aspiration, with accompanying cyanosis, tachypnea, and 
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tachycardia. Bronchospasm occurred in most of his 
patients. Chest radiographs initially showed rather wide­
spread mottled densities, most of which cleared by 7 to 
10 days. Only eight of 61 patients became infected. This 
study was conducted before antibiotics were readily 
available, but other studies in humans with or without 
antibiotics or steroids have confirmed his findings. In 
general, later studies have found a lower incidence (about 
30%) of bronchospasm, more frequent early temperature 
elevation, and increased mortality (in the range of 30% 
to 60%) despite therapy. Hypotension and hypoxemia 
occurred more commonly than in Mendelson's series.22 

The combination of acid and particulate aspiration 
exacerbates alveolar capillary injury. 30 

Bynum and Pierce3! studied 50 patients with well­
documented gastric acid aspiration. In their series, all 
these events followed altered consciousness, most often 
by a sedative drug overdose or a general anesthesia. As 
in Mendelson's29 experience, respiratory symptoms devel­
oped rapidly and were very similar in all patients despite 
eventual outcome. Three clinical outcomes were described: 
12% died shortly after aspiration; 62% had rapid clinical 
and radiographic clearing on the average of 4.5 days; and 
26% had rapid improvement followed by deterioration 
relating to bacterial infection. Of this latter group 60% 
died, whereas 28% of the whole group died; death 
occurred between day 1 and 16, averaging 7.2 days. These 
authors found initial steroid or antibiotic therapy did not 
affect eventual outcome. 

In both humans and animals, edema, congestion, hem­
orrhage, and degeneration of bronchiolar lining cells and 
alveolar type I and II cells follows early in the course (Fig. 
5.4). After 4 hours alveoli are filled with polymorphonu­
clear neutrophils (PMNs) and fibrin. Hyaline membranes 
are formed by 48 hours, providing a histologic picture of 
diffuse alveolar damage (DAD) (see Chapter 4). Resolu­
tion begins at about 72 hours and may either lead to 

FIGURE 5.4. Gastric acid aspiration. Acute effects show hemor­
rhagic necrosis of lung parenchyma. 

complete restoration of alveoli or leave some residual 
scarring. Of course repeated aspiration may lead to com­
bined acute, subacute, and chronic appearances. In his 
review, Bartlett22 referred to this rapid and irreversible 
type of injury as comparable to a "flash burn," and noted 
that little can be done to prevent injury once acid has 
made contact with the lung (Fig. 5.4). The reactions just 
described plus fluid extravasation help to dilute the acid, 
as do buffering components from serum and cell break­
down products, but these only occur after injury. 

More recent studies have indicated that the mechanism 
of lung injury following acid aspiration extends beyond 
the direct chemical effects of acid to involve various 
inflammatory mediators including tumor necrosis factor­
a (TNF-a), interleukin-8 (IL-8), adhesion molecules, and 
cyclooxygenase and lipoxygenase products.32-35 The role 
of reactive oxygen species, and the adverse effect of 
oxygen administration after an episode of aspiration were 
demonstrated experimentally by Nader-Djalal et al.36 A 
primary role is currently placed on neutrophils and com­
plement in mediating lung injury in this setting.27,32,37.38 
Thus, aspiration pneumonitis represents a biphasic 
response composed of early-onset direct pulmonary 
injury due to acid, followed by delayed injury due to 
acute inflammation.26,38 

Low-grade chronic aspiration of gastric content may 
escape easy detection. These occult aspirations may lead 
to interstitial fibrosis, and perhaps account for the 20% 
to 54 % incidence of associated and unexplained pulmo­
nary fibrosis in patients with esophageal abnormalities, 
most commonly hiatal hernia or simple reflux,39,40 The 
role of reflux in asthma, chronic bronchitis, chronic cough, 
recurrent pneumonia, cystic fibrosis, and sudden infant 
death syndrome has been reviewed by Allen et al. [see 
also section on cholesterol (endogenous lipid) pneumo­
nia in this chapter].41 

Lighter Hydrocarbons 

Children, particularly those aged 1 to 5 years, are likely 
to ingest various lighter hydrocarbons, mostly lighter 
volatile petroleum distillates. These products include 
kerosene, turpentine, and other paint thinners; furniture 
or shoe polish; lighter fluid; gasoline; dry cleaning fluids; 
and some insecticides. The toxicity is greater with those 
products that disperse most easily, specifically those that 
cause the greatest decrease in surface tension, or have the 
least viscosity or the highest volatility.42 

Although ingestion precedes aspiration, Eade and 
associates43 nicely reviewed the reasons that aspiration is 
the most important toxic pathway of injury. Symptoms 
develop rapidly and radiographs often show localized 
pulmonary infiltrates, often in the aspiration zones 
mentioned earlier. Experimentally, the lethal dose by 
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FIGURE 5.5. Lentil bean. A. At top is thick outer coat; below, 
cotyledon compartments with starch cells. B. Cellulose frame­
work of legume cotyledon compartments is birefringent under 

ingestion alone is much higher than that usually ingested 
by persons who subsequently aspirate. Sizable doses of 
distillates have been placed in the stomachs of experi­
mental animals whose esophagi were ligated, and these 
animals did not suffer pulmonary toxicity. 

The pulmonary changes, almost identical to those of 
gastric acid aspiration, include diffuse congestion, hemor­
rhage, edema, hyaline membrane formation, and bron­
chopneumonia. Atelectasis occurs early, apparently by 
direct toxic effect of these light hydrocarbons on 
s urfactan t. 44 

About 75% of affected children have abnormal chest 
radiographs, but only 25% to 40% have pulmonary signs 
or symptoms.43,45 In the past, death has been reported in 
about 2% to 10% of cases, but in two large series death 
occurred in 0.3% and 1 %, respectively.43A5 Death usually 
occurs within 24 hours of exposure. Most survivors expe­
rience few sequelae. 

Food and Medicinals 

Various food particles, such as skeletal muscle, fat tissue, 
or fragments of bone, may be aspirated and identified 
histologically in lung tissue. Cooking or digestion may 
result in poorly defined particles that appear foreign but 
defy further definition. As was well demonstrated by 
Knoblich46 and others,47-49 portions of legume seeds are 
one of the better markers of food aspiration. The legumes 
most commonly eaten are various peas, beans, and 
peanuts; because they are relatively inexpensive and 
nutritious, they occur in many products. (The word lentil 
is sometimes used in these references, but it is also 
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polarized light. C. Degenerated aspirated vegetable material 
retains compartmental structure and stains strongly with 
Gomori methenamine silver. 

the name of a specific type of bean). The legume seed 
(Fig. 5.5) consists of a thick cellulose outer coat, the 
cellulose walls of the inner food storage compartments, 
and the starch cells contained within these food compart­
ments. Cooking softens the outer shell and cell walls 
of the beans or peas and allows easy disruption of 
the content, with a resultant jelling effect of the starch 
particles (called "thickening" in cooking). The cellulose 
walls of the outer coat and starch compartments are 
more difficult to totally disrupt or digest, and therefore 
act as both a chronic irritant and a good marker of 
aspiration. 

Aspiration of these fragments in both experimental 
animals and humans produces an acute exudative 
response within 24 hours (Fig. 5.6), followed by a foreign­
body giant cell reaction (Fig. 5.7). These cell wall frag­
ments are Gomori methenamine silver (GMS) positive, 
and usually birefringent under polarized light (Fig. 5.5). 
The glycogen compartments, when intact, are vividly peri­
odic acid-Schiff (PAS) positive (Fig. 5.7 A). Starch cells 
may be mistaken histologically for parasite larvae (Fig. 
5.6B).47 At about 10 days (experimentally) an organized 
granulomatous reaction occurs around the aspirated par­
ticles, and eventually the starch cells disappear, leaving 
only the cellulose fragments. 48 

The walls of carrots, onions, and most nonlegumes 
digest more readily and do not give rise to as much exu­
berant chronic reactions as seen with legumes. They do, 
however, undergo the same type of early changes if aspi­
rated, and initiate acute and subacute pneumonia during 
digestion of the starch cells. Some of the most offensive 
aspirated food fragments have undergone alterations in 
preparation, and some of the worst combinations are 
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FIGURE 5.6. Aspirated legume ("lentil bean") pneumonia. Starch cells, liberated from bean by cooking, cause acute exudative 
response. A. Low power. B. High power. 

FIGURE 5.7. Granulomatous reaction. A. Aspirated legume. 
Periodic acid-Schiff (PAS) stain shows positive staining glyco­
gen packets (arrow) with dissociated cell wall, and beginning 
foreign-body response. B. Aspirated potato chip. Chronic gran­
ulomatous reaction. Remnant starch cell elicits abundant 
response, considering its size. Oils used in cooking and added 
salt probably caused this accentuated host response. 

cooking oils and salts, as, for example, an aspirated potato 
chip (Fig. 5.7B). 

Eventually these areas become small fibrotic or fibro­
calcific nodules, which may appear almost as degenerated 
parasites or as sclerosed blood vessels (Fig. 5.8). They 
may appear as small hyalinized granulomas or possibly 
as entrapped calcospherites, usually within a fibrous 
stroma.46 At times the conditions for aspiration are 
chronic, and recurrent aspiration leads to the acute and 
chronic changes together or in close proximity in the 
same specimen.50 

Respiratory bronchioles exhibit marked remodeling 
associated with proliferative bronchiolitis obliterans, 
foreign-body granulomas, and entrapped food parti­
cles.51 The macroscopic appearance is that of scattered 
yellow miliary nodules that are reminiscent of miliary 

FIGURE 5.8. Chronic reaction from aspirated lentil beans. Two 
hyalinized starch cells may be mistaken for fibrosed, obliterated 
blood vessels. 
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FIGURE 5.9. Small pale yellow to light brown nodules represent 
aspiration bronchiolitis obliterans in a debilitated patient with 
chronic aspiration. Diffuse light brown areas represent general­
ized organizing pneumonia. 

tuberculosis or diffuse panbronchiolitis (Fig. 5.9).48.49.52.53 

Matsuse and colleagues52 have designated this condition 
as diffuse aspiration bronchiolitis, which they observed in 
31 of 4880 consecutive autopsies (0.64%). The mean age 
of patients with this condition was 81.2 years. Affected 
individuals frequently were bed-ridden or had dysphagia 
due to underlying neurologic disorders.52 High-resolution 
computed tomography (HRCT) may show a striking 
pattern of centrilobular miliary opacities.54 

In chronically ill or hospitalized patients, aspirated 
medicinal products, such as intact or partially digested 
pharmaceutical tablets, may be associated with aspiration 
pneumonitis. Inert tablet components such as micro­
crystalline cellulose, talc, and crospovidone may be iden­
tified histologically in conjunction with aspirated food, 
pneumonia, and foreign-body reaction (see Chapter 26) 

FIGURE 5.11. Aspirated Kayexalate. A. Chronic inflammatory 
and foreign-body reaction (arrow) surrounds basophilic Kayex­
alate particles, obliterating respiratory bronchiole and alveolar 
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FIGURE 5.10. Aspirated tablet filler materials: cellulose (arrow) 
and crospovidone associated with edema and macrophage 
response. (From Tomashefski and Felo,55 with permission from 
Elsevier.) 

(Fig. 5.10).55 Microcrystalline cellulose, like legume com­
ponents, is brightly birefringent on polarization, and also 
positive with GMS stain.55 It can be distinguished from 
vegetable particles, however, by its fiber-like, or "match­
stick-like" appearance.55 Aspirated tablet filler compo­
nents, which reside within alveoli and bronchioles, usually 
can be discriminated from identical particles introduced 
by illicit intravenous injection of aqueous tablet 
suspensions, which localize within small pulmonary 
arteries or in a perivascular, interstitial distribution 
(see Chapter 26). 

Aspirated sodium (or calcium) polystyrene sulfonate 
(Kayexalate), a potassium-binding cation exchange resin, 
has a distinctive histologic appearance characterized by 
large dark eosinophilic or basophilic, angulated, "glassy" 
particles, that sometimes appear striated (Fig. 5.11).56- 59 

duct. B. Angulated, "glassy" Kayexalate particles have elicited 
a foreign-body giant cell reaction. 
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Kayexalate particles are weakly birefringent, and positive 
with PAS, acid-fast, and Gram stains, but negative with 
von Kossa stain.60 Kayexalate has also been identified in 
tissue sections by infrared microspectrophotometry.6l In 
humans and experimental animals, Kayexalate has been 
shown to produce a necrotizing or organizing pneumo­
nia.6l ,62 More frequently, Kayexalate is a cause of mucosal 
ulcers of the gastrointestinal tract.60,63 Kayexalate 
histologically closely resembles the less frequently 
encountered material cholestyramine.60 Cholestyramine, 
however, is more opaque and pink rather than red on 
acid-fast staining.60 

The aspiration of an intact ferrous sulfate tablet may 
induce severe, potentially fatal, bronchial mucosal ulcer­
ation and hemoptysis.64- 66 The endoscopic appearance of 
the ulcerated bronchus typically is of a golden-brown 
discoloration (Fig. 5.12A).6465 Histologically, ulceration, 
necrosis, foreign-body reaction, and brown or yellow 
pigment that stains blue with Prussian blue stain may be 
seen (Fig. 5.12B). The pathogenesis of this syndrome, col­
orfully termed "iron lung," is thought to be a chemical 

FIGURE 5.12. A,B. Aspirated ferrous sulfate tablet. A. Broncho­
scopic appearance of ulcerated, narrowed airway having a 
yellow-brown, irregular mucosal surface. B. Bronchial biopsy 
specimen showing chronic inflammation, fibrosis, and coarse 

burn induced by oxidation of iron from the ferrous to the 
ferric form.64 

The radiographic contrast material barium sulfate 
(BaS04) is also readily visualized by chest x-ray in patients 
who aspirate this material. Barium is a fairly inert white 
powder that tends to produce minimal functional lung 
impairment. Grossly, following barium aspiration, lung 
parenchyma is chalky, tan-gray, and slightly indurated (Fig. 
5.13A). Histologically, fine, golden-tan, refractile, weakly 
birefringent particles of barium sulfate are present within 
the cytoplasm of alveolar macrophages. With chronicity, or 
upon repeated aspiration, barium-laden macrophages 
migrate into the interstitium (Fig. 5.13B). Inhalation of 
barium in the industrial setting (barytosis) is discussed in 
Chapter 26. 

Activated charcoal is sometimes given therapeutically 
for oral drug overdose. However, if the airway is not pro­
tected, charcoal may be aspirated in copious amounts, 
causing "charcoal lung," in which coarse black carbon parti­
cles obstruct small airways.55,67 With prolonged survival fol­
lowing aspiration, bronchiolitis obliterans may develop.67 

hemosiderin particles. Inset. Prussian blue stain is positive for 
iron. (Courtesy of Drs. Carol Farver and Atul Mehta, Cleveland 
Clinic Foundation. From Lee et al.,66 with permission.) 
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FIGURE 5.13. Barium sulfate aspiration. A. Tan-white parenchy­
mal discoloration due to peripheral deposition of aspirated 
barium radiographic contrast material in this pediatric lung 

Oil Aspiration (Exogenous Lipid) 
Pneumonia 

Oils that may be aspirated include mineral oils such as 
used in nose drops and cathartics, vegetable oils used in 
cooking, and animal oils such as cod liver oil or fat-soluble 
vitamin preparations. Mineral oil, derived from petro­
leum products, is the most common agent of exogenous 
lipid pneumonia.68 Oil aspiration was first described by 
Laughlen69 in 1925 in a child who received oily oral and 
pharyngeal preparations for diphtheria; it was confirmed 
by him experimentally. The role of oil-based contrast 
media used for bronchoscopy was well reviewed by 
Spencer.70 Animal oils cause a more severe inflammatory 
reaction than mineral or vegetable oils, and this differ­
ence appears related to the number of free fatty acids and 
increased viscosity of animal oi1.42,71.72 Mineral oils are 
fairly inert, as they have no fatty acids, and are rapidly 
emulsified and consumed by pulmonary macrophages. 
Vegetable oil droplets may remain in alveoli for months 
without eliciting significant reaction, but eventually, due 
to low-grade chronic irritation, they cause scarring. 
Animal and mineral oils, but only rarely vegetable oils, 
may be seen in regional lymph nodes.71 

Aspiration of oils commonly occurs in older individu­
als, who may take oily nose drops or cathartics at bedtime. 
Aspiration most frequently gravitates to the basilar seg­
ments of the lower lobes suggesting these patients usually 
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specimen (scale equals 1 cm). B. Alveolar and interstitial mac­
rophages are distended by golden brown barium particles. 

sleep in a more upright position or experience aspiration 
before reclining.73 Because of its weakly irritative nature, 
mineral oil can enter the tracheobronchial tree without 
stimulating glottic closure or cough reflex.74 Only two of 
14 cases documenting exogenous lipid pneumonia at 
autopsy had reported significant clinical symptoms during 
life.75 Because these oils float in the stomach, it is possible 
they also are aspirated via reflux from the stomach,z2.75 In 
unselected autopsy series, oil aspiration has been docu­
mented in 2.5% to 14.6% of adults.75.76 

Other oily products that have been incriminated 
as being aspirated in the lung include fragments of lip 
balm, burning fats (an occupational exposure), a rapid 
drying agent in spray enamel paint, oils applied to tobacco 
products (blackfat tobacco), and possibly hair spray.77-81 
Children may aspirate oily medications if they are 
force-fed these while resisting and crying violently.82 
Atypical mycobacteria, particularly rapid growers such as 
Mycobacterium Jortuitum or M. chelonae, have been 
reported associated with oil aspiration pneumonia (see 
Chapter 9).83-87 

Symptoms of lipid aspiration include fever (39% of 
patients), weight loss (34%), cough (64%), and dyspnea 
(50%), although in one large study lipid pneumonia was 
an incidental finding, without associated symptoms, in 
41 % of patients.68 Lung function tests may indicate either 
obstructive or restrictive changes. Computed tomography 
(CT) scans usually show alveolar consolidation or ground­
glass opacities in the lower lobes. Subfissural clear zones 
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FIGURE 5.14. Mineral oil aspiration. A. Surgically excised lung 
tissue showing glistening, yellow parenchymal consolidation. 
B. Bronchoalveolar lavage (BAL) fluid from patient who 

may be interposed between densities, creating a "sand­
wich effect" on CT scan.68 

Grossly, lungs affected by oil aspiration are often gray 
to yellow and rather solid (Fig. 5.14A). Dense localized 
fibrotic lesions (paraffinomas) may grossly mimic cancer 
or complicated pneumoconiosis.88,89 Occasionally oily 
droplets exude from the cut surface. Microscopically the 
lipid droplets are often dissolved by tissue processing.71 
One exception is cod liver oil, which remains as salmon­
colored droplets on hematoxylin and eosin stain after 
tissue processing. Fats may be seen with rapid water­
soluble or oil red 0 stains on frozen section (Fig. 5.15D); 
variably sized fat droplets and varying numbers of multi­
nucleate giant cells are present (Fig. 5.15A-C). When 
only a small amount of fat has been aspirated, the reac­
tion may be contained in alveolar macrophages. This is 
most commonly seen in mild degrees of aspiration with 
a diluted fatty substance, as might be seen with milk 
aspiration. When larger doses of thicker and more toxic 
oils are aspirated or when oil aspiration is repeated, the 
areas become densely fibrotic with reduction of the back­
ground lung architecture (Fig. 5.14A).89 Occasionally, 
cor pulmonale results,90.91 Transbronchial biopsies may 
provide enough tissue to make this diagnosis. Precise 
identification of specific lipids can be determined by 
infrared spectrophotometry.88 

In the differential diagnosis is artifactual collapse 
of lung around remnant air bubbles (see Fig. 1.2C in 
Chapter 1). Exogenous lipid pneumonia can usually 
be distinguished histologically from endogenous lipid 

chronically ingested mineral oil as a laxative. Note yellow oil 
layered on the surface of fluid. 

(cholesterol) pneumonia by subdivisions within fat 
droplets, coarse cytoplasmic vacuoles in macrophages, 
multinucleated foreign-body giant cell response, and, 
in more chronic cases, a greater degree of chronic inflam­
mation and fibrosis with destruction of background lung 
parenchyma in exogenous lipid pneumonia (Fig. 5.15). 
At times some lipid is incorporated/entrapped in the 
interstitium (Fig. 5.15C), resembling a similar appear­
ance in diffuse pan bronchiolitis and xanthomatous 
bronchiolitis obliterans (see below and Chapter 25). 
Diffuse panbronchiolitis is centered more on terminal­
respiratory bronchioles and is composed mostly of finely 
vacuolated fat. 

Sputum cytology or cytologic aspiration specimens 
have been used to confirm lipid pneumonia. On bron­
choalveolar lavage an oily layer is sometimes present on 
the surface of the collection tube (Fig. 5.14B). In 1950, 
Losner et al.,92 using oil stains, found lipid-rich macro­
phages in 19 of 20 suspected cases in contrast to two of 
45 control patients. More recently, Corwin and Irwin93 
restudied this situation using bronchoalveolar lavage in 
various lung diseases including aspiration, hemoptysis, 
cancer in the lung (either primary or secondary), bron­
chiectasis, interstitial fibrosis, and sarcoidosis. When com­
pared to normal lungs, samples from diseased lungs in 
general contained increased fat-filled macrophages. These 
authors warned that the simple presence of fatty macro­
phages in cytology preparations is not diagnostic of lipid 
pneumonia; however, the quantity of lipid was more 
abundant in aspirators than in these other groups. Their 
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FIGURE 5.15. Oil aspiration. A. Subacute effects of oil aspiration 
show varyingly sized fat droplets, inflammation, lymphoid 
aggregates, and fibrosis. Most of the lung architecture has been 
obliterated. B. Higher power view shows foamy lipid-filled mac­
rophages and multinucleate foreign-body cells. C. In the chronic 
state, oil droplets are still seen within the interstitium with 

"aspirator" group consisted mainly of patients with a 
history of upper gastrointestinal tract disease, including 
reflux in most. In young children the presence of numer­
ous (>50) oil red O-positive lipid-laden macrophages on 
tracheal aspirate is highly specific for aspiration.94 Corwin 
and Irwin emphasized that the size of the fat droplets in 
lavage fluid cannot be used to distinguish endogenous 
from exogenous lipid pneumonia. 

Lung Abscess 

Wherever it occurs, an abscess is a localized accumulation 
of inflammatory cells, initially having abundant neutro­
phils, that is usually accompanied by tissue destruction. 
In the lungs, "cross-country" necrosis occurs during the 
formation of an abscess (Figs. 5.16 and 5.17).95 This type 
of necrosis involves destruction of lung parenchyma, 
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encasement by fibrous tissue. Cellular inflammatory response is 
less in this stage than in earlier stages. Coarsely vacuolated 
lipophages are in alveolar space. D. With rare exceptions, most 
aspirated oils are dissolved on tissue processing. Oil red a stain 
may be used to demonstrate oil droplets in frozen tissue. 

bronchi, and arteries. In contrast, cavities that are more 
chronic and more slowly formed, such as tuberculous 
cavities, often leave remnants of fibrotic bronchopulmo­
nary rays coursing through the cavity itself (see Chapter 
9). Some more slowly forming nontuberculous abscesses 
can do this, but most of the abscesses in the lung have an 
acute initial phase that destroys most of the tissue in the 
area (Fig. 5.17B). Bronchi frequently connect with abscess 
cavities, allowing drainage of the necrotic material, leaving 
an empty or partially empty cavity with or without an 
air/fluid level on chest radiograph (Figs. 5.18 and 5.19). 
Occasionally, inflammation seals off all such bronchial 
connections, resulting in a solid mass that may be sus­
pected of being a tumor. Adjacent organization in acute 
and subacute abscesses often accounts for an enlarged 
surrounding radiographic density (Figs. 5.17 and 5.18). 

There are many etiologies for cavity formation in the 
lung, and abscess formation is but one of them. Other 
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ABSCESS 
CAVITY 

FIGURE 5.16. Abscess cavity formation. "Cross-country" necrosis often occurs in abscess formation. Multiple bronchi often open 
into such a cavity. (Courtesy of AA Liebow Pulmonary Pathology collection, San Diego, California.) 

causes include cavitary tumor, cavitary fungal and myco­
bacterial infections, necrotizing pneumonia, and cystic 
spaces of assorted etiologies. In 1922, Lockwood96 re­
viewed the early history of lung abscesses dating from 
Hippocrates. Many of the conditions and factors in 

FIGURE 5.17. Acute abscess cavity. A. Chest radiograph shows 
cavity with loss of parenchymal detail internally from drainage 
of necrotic debris. Note variable thickness of reaction in sur­
rounding lung. Radiodense line is radiographic marker on tube. 

pulmonary abscess formation, which were already well 
known by 1922, were summarized in this review. By 1936, 
a total of 2114 cases had been published.97 

Aspiration is the most common cause of lung ab­
scess. Other instigators of this type of damage include 

B. Gross specimen. Note cavity is mostly drained, with fresh­
appearing, thin lining without fibrous wall. Note also persistence 
of some trabeculae, presumed bronchopulmonary rays, and 
variable but narrow surrounding inflammatory reaction. 
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FIGURE 5.18. Multiple chronic abscess cavities in upper lobe. 
Each cavity has a gray, fibrous wall and is surrounded by pale 
lung parenchyma representing organizing pneumonia. 

penetrating trauma, postoperative states, obstruction, 
hemorrhage or infarction, necrotizing pneumonia, 
infected emboli, infection of a preexistent cyst or bulla, 
or extension from nearby infected areas in the mediasti­
num, chest wall, diaphragm, or infradiaphragmatic loca-

FIGURE 5.19. Empty chronic abscess cavity. Note fibrotic but 
thin-lined wall and patent connection with bronchus allowing 
complete drainage of cavity (scale equals 1 em). (Courtesy of 
A.A. Liebow Pulmonary Pathology collection, San Diego, 
California. ) 
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tions. Nonaspiration types of pulmonary abscesses of 
course do not follow the aspiration patterns of distribu­
tion, but occur as their coexistent factors dictate. For 
example, if there is an infarct or an obstructing tumor, 
infection would occur in the affected areas. Septic emboli 
are hematogenously spread, and resultant abscesses are 
often multiple, small, and peripherally distributed (see 
Fig. 28.29 in Chapter 28). 

As aspiration is the principal cause of pulmonary 
abscess formation, it is reasonable that conditions that 
favor abscess formation are identical to those favoring 
aspiration.98 The locations are similar; men are more fre­
quently affected than women; and the right lung is 
involved twice as often as the left.98-103 The posterior seg­
ments of the right upper lobe and superior segments 
of the right lower lobe are involved most frequently, 
followed by the corresponding segments on the left 
side.103 The single most commonly associated event is an 
alteration of consciousness; the second most frequent 
association is poor dental hygiene; and the third is an 
immunodeficient status. 

Poor dental hygiene was noted in cases without other 
apparent causes of pulmonary abscess in the early studies 
between 1927 and 1936.103-108 The spectrum of bacteria 
involved in abscess formation is almost identical to 
that of endogenous oral flora. 109- 114 Moreover children 
and edentulous older people do not often develop 
lung abscesses.ll5 In children cases caused by aspiration 
must be separated from other cases of cavitary necrosis, 
such as pneumatoceles in primary staphylococcal 
pneumonia.116- 1l8 

Anaerobic bacteria are the only organisms cultured in 
about one half to two thirds of lung abscesses; in the 
remaining cases either aerobic or facultative aerobic bac­
teria are isolated, or no bacteria are culturedYs The 
anaerobic bacteria most frequently found are peptostrep­
tococci (i.e., gram-positive anaerobic cocci), pigmented 
gram-negative bacilli (including bacteroides), and the 
fusobacteria.98.1l9.120 Spirochetes were described morpho­
logically in earlier studies and seemed to be significant, 
as they were present in the growing rims of necrosis; 
however, they have not been mentioned much recently, 
perhaps because they are difficult to culture.lOS.121 

About half of cultures with anaerobes also contained 
aerobic bacteria capable of necrosis, specifically Staphy­
lococcus, Streptococcus, Haemophilus, Pseudomonas, 
Klebsiella, and Escherichia Spp.122 Patients with predomi­
nantly anaerobic pulmonary abscesses often present with 
indolent symptoms, in contrast to those with necrotizing 
aerobic abscesses. The latter may be more common in 
nosocomial-acquired lung abscess.9s-98 Immunocompro­
mised patients often acquire gram-negative necrotizing 
pneumonias and vasoinvasive necrotizing fungal pneu­
monias, both of which may lead to cavitation. One clue 
to aspirated bacteria in lung abscesses is finding mixed-



5. Aspiration, Bronchial Obstruction, Bronchiectasis, and Related Disorders 97 

type organisms on smear Gram stain, tissue Gram stain, 
or culture. The oral cavity abounds with mixed bacteria 
and is estimated to contain some 200 different types of 
organisms. 121 This is one reason sputum cultures are noto­
riously difficult to interpret, and why even oral contami­
nation of a bronchoscope interferes with most lung 
cultures. 122 Transtracheal and transthoracic needle aspira­
tions, however, correlate well with blood culture 
results. I 19.123 

The third most frequent factor in abscess formation is 
host response. Factors that compromise normal host 
defenses include alcohol ingestion, diabetes mellitus, 
renal failure, malnutrition, malignancy, and other debili­
tations, along with treatment with immunosuppressive 
agents for any reason. Patients with these factors do more 
poorly with pulmonary abscesses (and most other insults) 
than those without.124-126 

Pathologically, acute cavities have only a thin transition 
zone into the reactive adjacent lung parenchyma (see Fig. 
S-17B), and do not have the thicker capsules of subacute 
or some chronic cavities (Fig. 5.18). They show variable 
numbers of neutrophils and macrophages, along with 
tissue necrosis. The nearby lung parenchyma has variable 
findings depending on the rapidity of spread. Rapidly 
growing cavities necrose nearby lung parenchyma, 
destroying any early attempts at organization. There may 
be adjacent hemorrhage, exudate, and fibrin extravasa­
tion. In those that are slightly more stable, beginning 
organization occurs in the surrounding lung parenchyma, 

FIGURE 5.20. Lung Abscess. A. Stratification of histologic fea­
tures in a subacute lung abscess. The lumen (1) contains neu­
trophilic exudate, while the innermost part of the wall consists 

along with varying degrees of chronic inflammation 
outside the areas of acute inflammation (Fig. S.20A). Col­
lagen becomes deposited at this junction, first as a con­
fluent organizing pneumonia, and later as a capsule (Fig. 
S.20B). Blood vessels frequently show variable chronic 
inflammation and prominent endarteritis obliterans. 

Sometimes chronic cavities heal with a thin fibrous 
border and may retain a coagulum of necrotic debris in 
their lumen. This apparently indicates that the nearby 
bronchi have been sealed off. Chronic cavities may resolve 
by collapse and fibrosis, or may remain open. In the open 
variety they may become reepithelialized, first with a 
squamous lining and then with ciliated respiratory 
lining.127 In the latter case, the distinction from bronchi­
ectasis or bronchocele may be somewhat confusing, but 
multiple bronchial connections in a chronic abscess cavity 
distinguish these entities. 

Spontaneous healing may occur, but healing is greatly 
aided by appropriate antibiotic dosage. Weiss l28 noted in 
appropriately treated and monitored cavities that 13% of 
cavities disappeared by 2 weeks of therapy, 44% by 4 
weeks, 59% by 6 weeks, and 70% by 3 months. Surgery is 
sometimes indicated for nonhealing cavities or when 
complications develop, such as hemoptysis, persistent 
sepsis, bronchopleural fistulas, or empyema. 

The incidence of abscess formation has greatly 
decreased during the past 50 years, partly because antibi­
otics are available and frequently used early in pulmo­
nary infections, and partly because factors leading to 

of fibrin (2) resting on cellular granulation tissue (3). B. Wall 
of chronic abscess cavity composed of dense, fibrotic, mature 
granulation tissue. 
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abscess formation are better understood; for example, 
surgery is avoided with the patient in the upright position 
or on patients with food in the stomach. In the pre anti­
biotic era approximately 34% of the patients treated 
either conservatively or by surgery died, and another one 
third had chronic residual lung disease.97 More recently 
the prognosis is much better, but the mortality associated 
with established abscess formation remains in the range 
of25% ? 

Gangrene of the Lung 

Although the term gangrene of the lung has been applied 
to necrotizing, sometimes putrid, pneumonia in any loca­
tion, it has more recently been used more specifically to 
indicate massive necrosis and sloughing of lung associated 
with severe infection. This entity almost always involves 
the upper lobes, usually on the right side, and radiographi­
cally evolves through typical changes of diffuse infiltrate 
into multiple cystic spaces that become confluent, leaving 
a crescent of lung density compressed medially, or occa­
sionally laterally, with a final walled-off area of pus and 
necrotic lung in an otherwise empty structureless space. 
Curry and colleagues l29 and Penner et a1. 130 attribute the 
first description of pulmonary gangrene to Laennec in the 
1820s. Phillips and Rao,l3l who reported four cases, refer 
to Sir William Osler's132 description of diseased lung "con­
verted into a horribly offensive greenish, black mass, torn 
and ragged in the centre" (Fig. 5.21). 

The patients may cough up large pieces of necrotic 
lung, which in one case was therapeutic. 130 These frag­
ments histologically show ghosts of lung parenchyma 
and thrombosed vessels. Vasculitis has been described in 
some reports.129,130 Assorted microorganisms cultured 
from these cases include Klebsiella pneumoniae, Pseudo­
monas aeruginosa, Haemophilus injluenzae, Staphylococ­
cus aureus, Streptococcus pneumoniae, and Mucor 
species, 131 Anaerobic bacteria probably also playa signifi­
cant role. 130 In their reviews, Phillips and Rao l3l and 
Penner and colleagues130 note that similar predisposing 
factors as those with community-acquired pneumonia, 
such as aspiration and abscess formation, pertain to this 
entity, but the location helps distinguish it from the other 
typical sites of aspiration, When in the upper lobes, it 
appears to progress through necrotizing pneumonia with 
thrombosis of arteries (pulmonary and bronchial) and 
veins, 129-131 

Although not strictly abiding by the foregoing defini­
tion (of localization in upper lobe), in one case total 
unilateral lung gangrene was attributed to hilar vessel 
involvement following treatment of a massive hilar recur­
rence of Hodgkin 's disease. 133 Pulmonary gangrene is life 
threatening, and surgical removal of necrotic lung tissue 
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FIGU RE 5.21. Pulmonary gangrene, Lung parenchyma is green­
ish-black, necrotic, and cavitated in this specimen from a patient 
with central bronchogenic carcinoma, bronchial obstruction, 
pulmonary artery invasion, and thrombotic occlusion. Note 
hyperemic rim between necrotic lung and apical lung paren­
chyma. Proteus, E coli, and Enterococcus cultured, 

is often indicated since only a few patients survive with 
antibiotic therapy alone,134 

Lung Torsion 

An entire lung, or even one lobe, may rotate around the 
hilar structures and cause congestion, hemorrhage, or 
infarction,135 Cases of torsion involving only single lobes 
most commonly occur postoperatively when a portion of 
ipsilateral lung has been removed,135,136 Torsion is an 
infrequent event. A review of the literature in 1994 by 
Schamaun137 documented 17 cases of postoperative 
torsion, five posttraumatic occurrences, and four sponta­
neous events. In a poll of British thoracic surgeons, 
however, 35 of 117 responders (30%) had encountered at 
least one instance of torsion,137 Torsion has also been 
documented to occur in transplanted lungs or as a result 
of pneumothorax or mass lesions.138,139 Due to the simul­
taneous compromise of pulmonary and bronchial arteries 
and the pulmonary vein, fatal gangrene may occur (see 
above) , 
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Cholesterol (Endogenous Lipid) 
Pneumonia 

The entity of obstructive, golden, or endogenous lipid 
pneumonia is most commonly seen secondary to tumor 
obstruction of large airways, but any of the causes of 
obstruction can lead to obstructive pneumonia.140 The 
obstructive effect accounts for a much larger infiltrate on 
the usual chest radiograph than is caused by tumor alone. 
The involved area is primarily supplied by the affected 
bronchus, and the larger the obstructed bronchus, the 
greater the area involved. However, even when obstruc­
tion occurs in the smallest bronchioles, there may be sec­
ondary effects in the centriacinar regions. Cholesterol 

FIGURE 5.22. A. Obstructive pneumonia. Air spaces are filled 
with finely vacuolated foamy macrophages. There is mild inter­
stitial chronic inflammation. B,C. Comparison of finely vacuo-

pneumonia may also spread into the adjacent nonob­
structed segment, and occasionally throughout the lobe.141 

The latter pattern of disseminated spread is often associ­
ated with more poorly differentiated or cavitated carcino­
mas.141 The involved lung is reduced in size, but not to the 
extent expected in simple atelectasis. The difference is due 
to the infiltration by abundant inflammatory cells. 

The microscopic hallmark of obstructive pneumonia 
is flooding of air spaces initially by edema followed 
by fat-filled, finely vacuolated, so-called foamy alveolar 
macrophages (Fig. 5.22A).140.142 Occasionally lipid-filled 
macrophages may infiltrate the walls of small airways.143 
Cholesterol crystals may form, and there may be a few 
lymphocytes and plasma cells. The lipid content of 
the macrophages accounts for the gross creamy-tan to 

c 
lated macrophages in endogenous lipid pneumonia (B) versus 
large, coarsely vacuolated lipophages in exogenous lipid pneu­
monia (C). (B,C: same magnification, xlOOO.) 
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golden-yellow color, hence the term golden pneumonia. 142 

Obstructed secretions, increased cell breakdown prod­
ucts, and possibly leakage from vessels and interstitium, 
may give rise to the fat seen in this characteristic reaction. 
As these products are derived from the lung, this is called 
endogenous lipid pneumonia. Early in its course the 
alveolar outlines are well defined though distended 
with foamy macrophages. If the pneumonia is rapidly 
reversed, lung function may return. Gradually, permanent 
damage ensues, including fibrosis and vascular sclerosis, 
and it is then difficult to restore lung function even though 
the obstruction may eventually be reversed. Some degree 
of intraalveolar organization may also be present in 
approximately 57 % of cases. l44 Features of superimposed 
infection, such as acute inflammation, necrosis, or 
abscesses are seen in a minority of cases.142 In contrast to 
exogenous (aspiration) lipid pneumonia, endogenous 
lipid pneumonia is characterized by finely vacuolated fat, 
absence of a foreign-body response, and minimal inflam­
mation and fibrosis of the underlying lung architecture 
(Figs. 5.15 and 5.22B,C). Sometimes there are changes 
that suggest pulmonary alveolar lipoproteinosis (see 
below).145.146 

At times parenchymal changes very similar to those 
just described may be present, although no obstruction 
of bronchus can be identified, so-called idiopathic choles­
terol pneumonia. 147,148 In 1949, Robbins and Sniffen148 
described 11 cases of chronic nonobstructive cholesterol 
pneumonia, 10 of which (91 %) occurred in men aged 32 
to 67 years, the only female being a 12-year-old girl. In 
extent, five of their cases involved most of the lobe and 
six cases included a portion of one or more segments, 
often with pleural adhesions; some had small abscess 
cavities. The involved areas were wedge-shaped with 
their bases on the pleura and were described as bright 
yellow; they were accounted for histologically by abun­
dant, finely vacuolated foamy macrophages, but other­
wise these areas presented as mass effects. Mucoid or 
mucopurulent exudate filled some bronchioles and 
bronchi, but no other cause of obstruction was present. 
Bronchiectasis was absent, although focal necrotizing 
bronchitis was noted. The lobar distribution was not doc­
umented. These authors argued against aspiration as they 
noted the usual aspiration to be more diffuse, often mul­
tifocal, and more often seen in lower lobes. Lawler149 in 
1977 summarized the literature on 50 such cases; most 
were in the age range of 30 to 67 and occurred in men 
(90% ). Most (78 %) were in a single location (40% were 
in the right upper lobe, 18% involved the left upper lobe, 
and 23% had multifocal involvement). 

The clinical, radiographic, and histologic features of 
idiopathic cholesterol pneumonia overlap those reported 
by Ackerman et al.150 and Floyd151 in chronic organizing 
pneumonia. Bulmer et al.,152 studying a series of 30 similar 
cases of unresolved pneumonia, confirmed identifi-
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able foreign material in 11 (37%) and strongly suspected 
aspiration in another six for a total of 57% in this series. 
All except two cases (82 %) of confirmed aspiration were 
solitary lesions. It seems reasonable that at least some 
of both chronic organizing pneumonia and idiopathic 
cholesterol pneumonia, even when not so confirmed, 
may be the result of aspiration, usually involving ingredi­
ents other than exogenous lipid. Secondary chronic orga­
nizing pneumonia, involving large portions of a lobe or 
presenting as a mass lesion, is not to be confused with the 
distinctive form of interstitial lung disease termed cryp­
togenic organizing pneumonia (bronchiolitis obliterans­
organizing pneumonia), which is further discussed in 
Chapter 4. 

Fisher et al. 153 have described a series of patients (six 
children [<13 years of age] and two adults) with progres­
sive diffuse interstitial lung disease having a combination 
of histologic features including endogenous lipid pneu­
monia, interstitial cholesterol granulomas, and patchy 
alveolar proteinosis (Fig. 5.23). Three patients in this 
study had severe combined immunodeficiency, two had 
pulmonary hypertension, and one each had cystic fibrosis 
(CF), trisomy 10q, and ventricular septal defect (VSD), 
or lysin uric protein intolerance. All patients exhibited 
delayed growth, five had digital clubbing, six had depressed 
appetite or anorexia, five were anemic, and three experi­
enced hemoptysis. Six of eight patients also had evidence 
of gastroesophageal reflux, which the authors suggest is 
important in the pathogenesis of this condition.153 Pulmo­
nary function tests in four patients showed either restric­
tive or mixed restrictive and obstructive physiology. 
Chest x-rays predominantly showed nodular pulmonary 
opacities, while bronchiectasis and perihilar or mild hazy 
parenchymal infiltrates occurred in one patient each.153 
The mechanism whereby gastroesophageal reflux might 
elicit this interesting triad of histologic findings is through 
recurrent micro aspiration of gastric content with associ­
ated bronchospasm (see discussion of alveolar proteino­
sis in Chapter 21).153 

The differential diagnosis of cholesterol pneumonia 
also includes drug reactions, notably reactions to amioda­
rone. The clinical history and documentation of amioda­
rone therapy should facilitate the correct diagnosis (see 
Chapter 22 and Fig. 22.8). While the foamy macrophages 
in both of these disorders resemble each other histologi­
cally, electron microscopy demonstrates more abundant 
osmiophilic dense bodies and giant lamellar bodies in 
many different cell types in amiodarone toxicity com­
pared to similar but smaller inclusions within macro­
phages in endogenous lipid pneumonia.146.153~156 Compared 
to endogenous lipid pneumonia, amiodarone toxicity also 
encompasses a prominent inflammatory response that 
may include fibrosis, organizing pneumonia and diffuse 
alveolar damage (see Chapter 22).156 Other drugs that 
have been implicated as a cause of endogenous lipid 
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FIGURE 5.23. Aspiration-associated cholesterol pneumonia. 
A. Yellow-tan consolidated parenchyma associated with lower 
lobe honeycomb change. B. Cholesterol granulomas surrounded 

pneumonia in experimental animals include iprindole 
and chlorphentermine.157-159 

Cholesterol granulomas not only are associated with 
endogenous lipid pneumonia and pulmonary alveolar 
proteinosis, but also have been attributed to pulmonary 
hypertension, organizing hemorrhage, and a unique case 
of excessive consumption of apples.160-162 Kay and col­
leagues163 suggest that cholesterol granulomas in patients 
with pulmonary hypertension are more likely due to 
other concomitant processes characterized by type II 
pneumocyte hyperplasia and degeneration. 

Atelectasis 

Atelectasis is the collapse of aerated lung. Most often it 
is caused by internal bronchial obstruction of the air flow 
(absorption atelectasis) (see Fig. 15.2 in Chapter 15), but 
it may result from external compression of the lung, such 
as by empyema, mesothelioma, constrictive pleural fibro­
sis, or tumors, or by internal compression, secondary to a 
bulla, tumor, or other space-occupying lesions (compres­
sive atelectasis). Pneumothorax is an important cause of 
atelectasis in the ipsilateral lung. Atelectasis may also be 
caused by a change in metabolism or surface-wetting 
balance such as with hyaline membrane disease, ARDS, 
infection, or gastric acid or other aspiration with loss of 
pulmonary surfactant. It may also have vascular causes 
as with embolism, postoperative splinting, obesity (e.g., 
pickwickian syndrome), or secondary to nerve or muscle 
dysfunction of diaphragm or chest wall. 

by fibrotic parenchyma. (Courtesy of Dr. Victor Roggli, Duke 
University Medical Center.) 

Following complete airway obstruction, atelectasis 
occurs when alveolar oxygen and nitrogen are absorbed. 
Atelectasis is also commonly seen around chronic inflam­
matory reactions such as bronchiectasis, and may be part 
of the sequence of events leading to bronchiectasis 
(see below). Pathologists must be cautious, however, 
because most often, when observed histologically, atelec­
tasis is artifactual. Upon the release of negative pressure, 
air escapes from the lung when the thorax is opened or 
when lung tissue is excised, and this collapse may cause 
confusion with preexisting atelectasis (see Fig. 1.2 in 
Chapter 1). 

When bronchial obstruction is partial, it may easily 
lead to air trapping, as discussed in Chapter 15 (see 
Asthma). Obstruction of segmental bronchi usually does 
not cause atelectasis because of preserved collateral ven­
tilation. A collapsed lung may be an isolated cause of 
fever, but is also a frequent site for superinfections, such 
as in postoperative patients.164 Chronic atelectasis may 
lead to irreversible scarring. The special situation 
of rounded atelectasis is discussed in Chapter 27 on 
asbestos-related pathology. 

Bronchiectasis 

Bronchiectasis simply defined refers to dilatation of 
bronchi. Included in this broad definition are conditions 
such as traction bronchiectasis secondary to parenchymal 
scarring; airway dilatation accompanying parenchymal 
loss as in emphysema; or reversible dilatation, which may 
be seen radiographically in atelectasis or pneumonia.165-172 
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TABLE 5.1. Causes of localized bronchiectasis 

A. Bronchial obstruction 
1. Neoplasm 
2. Aspirated foreign body (pseudosequestration) 
3. Broncholith 
4. External compression (lymphadenopathy) (middle lobe 

syndrome) 
5. Allergic bronchopulmonary aspergillosis 

B. Infection 
1. Tuberculosis 
2. Necrotizing bacterial/viral infections 

C. Gastric acid aspiration 
D. Traction bronchiectasis 

A more selective definition of bronchiectasis, and the type 
usually understood by pathologists, is irreversible fixed 
airway dilatation associated with inflammation and 
destruction of bronchial matrix components. 173•174 Bron­
chiectasis can be further categorized as localized or 
diffuse/multifocal. Causes of localized bronchiectasis, the 
most important of which is airway obstruction, are listed 
in Table 5.1. Localized bronchiectasis may also have an 
infectious etiology, most notably pulmonary tuberculosis 
(see Fig. 9.13 in Chapter 9). 

Obstructive bronchiectasis is most commonly seen 
beyond endobronchial tumors (Fig. 5.24), but foreign 
bodies, concretions such as broncholiths, secretions such 

FIGURE 5.24. Obstructive bronchiectasis, distal to a slowly 
growing carcinoid tumor, occupies large portion of the upper 
lobe. 
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as inspissated mucus in mucoid impaction and allergic 
bronchopulmonary aspergillosis (see Chapter 15), stric­
tures, or compression as by tumor or enlarged nodes may 
play a role. Rarely, lack of cartilaginous support with 
airway collapse, bronchial atresia, or mucosal webs may 
be associated with bronchiectasis. Obstructive bronchiec­
tasis occurs anywhere obstruction occurs, but there are 
some localizing factors in a few of these conditions: the 
upper lobe in allergic aspergillosis or with primary epi­
thelial tumors, which are more common in this site; the 
middle lobe with its tendency toward airway compression 
(middle lobe syndrome); and localized bronchiectasis 
governed by the usual routes of aspiration (covered 
earlier in this chapter). There are many exceptions, and 
bronchoscopy is usually indicated in both children and 
adults to diagnose the type of obstruction. Localized 
bronchiectasis is often successfully treated by surgical 
resection or elimination of the cause of bronchial 
obstruction. 

Diffuse or multi focal bronchiectasis is usually of the 
nonobstructive type, the major causes of which are listed 
in Table 5.2. It is this type that is more frequently a cause 

TABLE 5.2. Major causes of diffuse or multifocal 
bronchiectasis 

A. Infection 
1. Mycobacterial 
2. Respiratory infections of childhood 

a. Bacterial (e.g. , pertussis) 
b. Viral (e.g. , adenovirus, respiratory syncytial virus, measles) 

3. Bronchiolitis obliterans syndromes 
a. MacLeod's (Swyer-James) syndrome 
b. Diffuse pan bronchiolitis 

B. Idiopathic (presumed infectious) 
C. Hereditary diseases 

1. Cystic fibrosis 
2. Primary ciliary dyskinesia 
3. Young's syndrome 
4. ai-Antitrypsin deficiency 

D. Congenital bronchiectasis 
1. Williams-Campbell syndrome 
2. Tracheobronchomegaly (Mounier-Kuhn) 

E. Immunodeficiency 
1. Hypogammaglobulinemia 
2. HIV disease 
3. Lung transplant 
4. Other immunodeficiency disorders 

F. Allergic bronchopulmonary aspergillosis 
G. Collagen vascular diseases 

1. Rheumatoid arthritis 
2. Sjogren's syndrome 
3. Other (rare) 

H. Inflammatory bowel disease 
1. Ulcerative colitis 
2. Crohn's disease (rare) 

I. Chemical injury/aspiration 
1. Toxic fume inhalation (S02, N02, H2S) 
2. Gastric acid aspiration 
3. Heroin abuse 



5. Aspiration, Bronchial Obstruction, Bronchiectasis, and Related Disorders 103 

of significant chronic obstructive pulmonary disease 
(COPD) and respiratory failure. Nonobstructive bronchi­
ectasis occurs most frequently in the basal segments of 
the lower lobes, often sparing the superior segment and 
the anterior basal segment. It is found more than twice 
as frequently in the left lower lobe as in the right. 17S-J77 

Next in frequency are the right middle lobe and its 
counterpart, the lingula. These areas of the lung may 
have the poorest drainage. The upper lobes may be 
involved but are usually not solely involved by nonob­
structive bronchiectasis. Tuberculosis more selectively 
causes bronchiectasis in the upper lobes, and cystic fibro­
sis should be considered in cases of upper lobe involve­
ment without a definitive etiology. About one third of the 
cases of nonobstructive bronchiectasis have bilateral 
involvement. 176.178,179 

Macroscopically bronchiectasis typically involves the 
second to the eighth order of segmental bronchi, sparing 
the larger, more proximal airways, which are protected by 
a firmly supporting cartilaginous network. 179- 181 More 
distal airways are often obliterated or effaced as the 
number of bronchial divisions is reduced (Fig. 5.25).173,182 
Within a bronchopulmonary segment there may be 
patchy involvement (see Fig. 1.9 in Chapter 1). There 
is also apparent loss of more distal lung parenchyma 
as the dilated airways approach the visceral pleura 
(Fig. 5.25).173,182 

Bronchiectasis has been divided into many different 
patterns grossly and radiographically. The most widely 

FIGURE 5.25. Saccular bronchiectasis. Progressive dilatation of 
airways extends nearly to the visceral pleura (scale equals 
1 ern). 

applied classification is that suggested by Reidl82: (1) sac­
cular (cystic), (2) cylindrical (fusiform or tubular), and (3) 
varicose. In the saccular form, the distal extensions of the 
bronchi are more dilated than proximal portions, 
described by Reid as "globular ballooning." Usually, the 
second- to fourth-order bronchi are involved. Cylindrical 
bronchiectasis consists of evenly enlarged tubular dilata­
tion of bronchi, usually involving the sixth- to eighth­
order bronchi. IS I On bronchograms dilated bronchi come 
to an abrupt, square-ended termination thought to be 
caused by impacted endobronchial secretion.173 The vari­
cose type describes focal dilatation separated by more 
narrow areas (see Fig. 1.9 in Chapter 1). These various 
gross patterns were previously best visualized by bron­
chography, and are not specific for any given etiology, 
although certain clinical-pathologic correlations have 
been made (see below). 

Whitwell175 integrated histologic features into his clas­
sification of follicular, saccular, and atelectatic bronchiec­
tasis. Follicular bronchiectasis most frequently begins in 
childhood as the sequela of viral infections, most notably 
adenovirus. 183 Saccular bronchiectasis, in Whitwell's series, 
was often found to be postinfective or idiopathic. The 
pathogenesis of atelectatic bronchiectasis was linked to 
lobar bronchial obstruction, often by enlarged lymph 
nodes. Congenital bronchiectasis, purportedly due to car­
tilage deficiency in the bronchial walls, is a controversial 
entity discussed elsewhere in this chapter under the 
Williams-Campbell syndrome.180,1S1,184 Not to be confused 
with congenital bronchiectasis are those hereditary con­
ditions, such as cystic fibrosis or primary ciliary dyskine­
sia, that predispose to the subsequent development of 
progressi ve bronchiectasis (see below). 174,180 

Patients with bronchiectasis typically present clinically 
with forceful cough, purulent sputum production, wheez­
ing, and recurrent pneumonia in the bronchiectatic zones. 
Wet bronchiectasis refers to abundant inflammation and 
mucus hypersecretion, whereas dry bronchiectasis refers 
to minimal sputum production. Dry bronchiectasis is 
most common in the upper lobes, is often of the cylindri­
cal type, and probably relates to better drainage in this 
zone. Hemoptysis commonly presents as blood-streaked 
sputum, but may be massive and life-threatening. Fre­
quently purulent sinusitis accompanies bronchiectasis 
and may contribute to its development. The chest radio­
graph is usually abnormal in bronchiectasis, including 
specific features of ring-like shadows due to dilated 
airways seen on end, or of tram lines when the airways 
are visualized longitudinally. ISS High-resolution CT scan 
is the best current modality for diagnosing bronchiectasis, 
revealing airways that are dilated relative to the adjacent 
blood vessels, lack of airway tapering, constrictions along 
the path of the airway, and terminal balloon-like cystS. IS5,IS6 
Pulmonary function tests show obstructive changes with 
reduced forced expiratory volume in 1 second (FEV1)/ 
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forced vital capacity (FVC) and frequently airway 
hyperresponsiveness.185 

Various theories have been proposed to explain non­
obstructive bronchiectasis. Inflammation seems to best 
account for the changes that are observed, including the 
fact that the involved zones of lung are those most diffi­
cult to drain. It was known even in the 1930s and con­
firmed in subsequent decades that respiratory infection 
often preceded bronchiectasis.175,176,187-192 Usually older 
children and young adults have the well-developed 
disease pattern, but also have a history of infections 
before the age of 2 or 3 years, with recurrent respiratory 
problems dating from this time.187 Many patients may 
appear stable and do well for some time, and then 
develop a progressive course of recurrent infections and 
systemic toxicity.174,177-182,187-200 In approximately 50% of 
cases of bronchiectasis, however, a specific inciting factor 
is not identified-so-called idiopathic bronchiectasis.195 
In these patients, childhood respiratory infections 
especially those likely to have produced bronchiolitis 
obliterans, are presumed to have initiated the process 
of bronchiectasis.173,195,196 

Viral infections may be important in many 
cases.167,194,196-203 Glauser and associates204 noted in an 
extensive review that measles and pertussis immuniza­
tions probably have played a significant role in decreas­
ing the incidence of bronchiectasis. Bacteria also playa 
significant role, both in primary infections (see following) 
and in superinfections or reinfections in areas of previous 
injury. Aggressive treatment of pediatric pulmonary 
infections with antibiotics has helped to make bronchiec­
tasis a disappearing disease.204 Historically, the impact of 

A 

FIGURE 5.26. Diagram of role of infection in formation of bron­
chiectasis. A. Infection involves areas adjacent to bronchi and 
more distal connections. B. With resolution and scarring, 
involved areas contract and pull against bronchi and cause their 
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immunizations and antibiotics on the declining incidence 
of bronchiectasis occurred at about the same time, and it 
is difficult to differentiate their effects; nonetheless, this 
association supports the role of early infection in initiat­
ing bronchiectasis. 

Excluding cases of Kartagener's syndrome, the con­
currence of sinusitis and bronchiectasis is greater than 
expected. As early as 1929, Quinn and Meyer20 noted a 
58% incidence of chronic sinusitis in cases of bronchiec­
tasis. Aspiration of infective material from the sinuses 
may playa role. However, another study noted a 15% 
incidence of sinusitis in cases with less than 5 years of 
symptoms of bronchiectasis compared to the 44% inci­
dence in all cases of bronchiectasis.179 H. infiuenzae, a 
common pathogen of the upper respiratory tract, is also 
found with some regularity in lung cultures from patients 
with bronchiectasis. Anaerobic bacteria, reflecting endog­
enous oral flora , may also be cultured from bronchial 
secretions. Long-term antimicrobial treatment may be 
required for complete eradication of these organisms. 

The role of recurrent infection in perpetuating and 
aggravating bronchiectasis cannot be overemphasized. 
This has been documented in children and adults. The 
dilatations of the bronchial contours, their irregularities, 
their relative stenosis at the proximal end, altered secre­
tions and exudate, surface mucosal ulcerations, and meta­
plasia all playa role in hampering adequate drainage. A 
vicious cycle ensues as the injured area perpetuates 
further injury, leading to increased damage and progres­
sive bronchiectasis. 

Necrotizing inflammation involves bronchial walls and 
adjacent parenchyma (Fig. 5.26) . Some scarring probably 

B 

dilatation and overall lung contraction (dotted line). (Courtesy 
of AA Liebow Pulmonary Pathology collection, San Diego, 
California.) 
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takes place in healing, with retraction of surrounding 
tissue. Retraction occurs circumferentially, and bronchial 
dilatation results. As noted, the more distal bronchi and 
bronchioles are often destroyed. There is also general 
lung contracture due to atelectasis of involved zones, 
while nonaffected lobes may undergo compensatory 
hyperinflation (Fig. 5.26). The basic principles of fibrosis 
and contraction also apply to traction bronchiectasis seen 
in interstitial fibrosis and honeycombing.172 Traction 
bronchiectasis is usually not as marked as primary bron­
chiectasis, and is localized and most severe in the periph­
eral subpleural zones where fibrosis is often most 
prominent (see Chapter 19).172 

Grossly, the involved lung tissue is usually atelectatic, 
gray-blue, shrunken, and rubbery. There may be zones of 
golden or obstructive pneumonia, and sometimes these 
zones form layers around the dilated bronchial tubes. It 
may be difficult or impossible to adequately inflate such 
a chronically contracted specimen. The involved bronchi 
are dilated instead of following their smoothly contoured 
courses as they extend peripherally. These dilated bronchi 
almost reach the pleural surface and run in a somewhat 
parallel or radial fashion without interbronchial connec­
tions (Figs. 5.25 and 5.26). Partially or totally circumfer­
ential thin folds in the mucosa extend internally from the 
wall and are seen as transverse infolded pleats on the 
bronchial cast (see Fig. 1.9 in Chapter 1). These give the 
appearance of webs or bands of mucosa. There are vari­
ably sized outpouchings, larger ones between the remnant 
bronchial cartilages, and dilated smaller pits that appear 
to be dilated submucosal glands. Grossly, elastic fibers can 
be seen still running through the wall, but these are more 
widely separated than is normal because of the stretched 
diameter of the bronchus. In wet bronchiectasis there is 
thickening of the wall, and mucinous, granular, semisolid 
material accumulates within the lumen (Fig. 5.27). Occa­
sionally this material hardens and even calcifies (see 
broncholithiasis, below). In dry bronchiectasis the wall is 
thin, almost translucent, and gray-pink without mural 
thickening. 

Microscopically the respiratory mucosa may be intact, 
show squamous metaplasia, or be ulcerated or inflamed 
(Fig. 5.28). The bronchial walls are usually chronically 
inflamed. Submucosal glands and surface goblet cells 
are not prominent and may decrease, although they 
may occasionally increase. Elastic tissue is preserved 
except in areas of necrosis (Fig. 5.28). Smooth muscle is 
usually present and often shows some degree of hyper­
trophy; occasionally this is atrophic. Cartilage seems less 
obvious and occasionally is eroded, but most often 
appears normal histologically. In advanced saccular bron­
chiectasis cartilage is markedly reduced or absent. 173,205,206 

Neutrophils, macrophages, and desquamated and muci­
nous debris are present in the bronchial lumen in wet 
bronchiectasis. Acute inflammatory cells may infiltrate 

FIGURE 5.27. Bronchiectasis in cystic fibrosis (CF). Dilated 
airways contain mucopurulent exudate and are surrounded by 
chronic organizing pneumonia and fibrosis. 

the bronchial wall or the adjacent lung parenchyma 
depending on the status of inflammation and active infec­
tion at the time of lung removal. As these patients are 
subject to recurrent infections, acute pneumonia may also 
be present. 

FIGURE 5.2S. Ulcerated airway mucosa in bronchiectatic airway 
of a patient with CF. Airway lumen (left) contains acute inflam­
matory exudate and exfoliated elastic fibers (arrows). Vascular 
granulation tissue (right) replaces the inner airway wall (elastic 
van Gieson stain). 
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FIGURE 5.29. Follicular bronchitis/bronchiectasis. Lymphoid fol­
licles appear to constrict bronchial lumens. 

Lymphocytes and plasma cells usually predominate in 
bronchial wall and surrounding lung tissue. In follicular 
bronchiectasis, hyperplastic lymphoid follicles may appear 
to constrict the bronchial lumens (Fig. 5.29).175 There may 
be a degree of obstructive pneumonia correlating with 
the gross yellow color. Small granulomas are present in a 
few cases, apparently as a reaction to inspissated material 
within the bronchi. If granulomas are extensive or present 
in the adjacent lung parenchyma, in more normally con­
toured segmental and subsegmental bronchi, or in lymph 

FIGURE 5.30. A. Bronchiectatic airway tapers to a fine point. 
B. Higher magnification of distal boxed area of A shows an 
obliterated small airway. Dark arrows designate elastic fibers 
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nodes, one must consider fungal or mycobacterial infec­
tions. If granulomas are confined to the injured areas, one 
must also consider aspiration. Bronchioles are often con­
stricted or obliterated beyond the dilated bronchi (Fig. 
5.30). Other small airways may be dilated and sometimes 
mucus-filled probably because of their obstruction at the 
junction with the larger bronchi. Foci of carcinoid atypi­
cal proliferation (tumorlets) occur with some frequency 
in bronchiectasis (see Chapter 36). Bronchial arteries 
respond to sustained inflammation, and may exceed 1 mm 
in diameter.207 Ulceration of these systemic arteries 
accounts for the bright-red appearance of hemoptysis. 

Middle-Lobe Syndrome 

The right middle lobe and occasionally its left-sided coun­
terpart the lingula, have lobar bronchi that branch from 
their parent supply at a more acute angle than most other 
dividing bronchi (see Chapter 2). The middle lobe bron­
chus is relatively narrow, and there are frequently moder­
ately prominent nodes in the angle of bifurcation that may 
compress and further constrict the bronchus. The subcari­
nal node may even approach this angle. Several authors 
have also suggested there is less effective collateral venti­
lation in the middle, compared to the adjacent upper 
lobe.208.209 Because of these anatomic characteristics there 
is a greater tendency toward middle lobe and lingular 
atelectasis, inflammation, nonspecific scarring, broncholith 
formation, and bronchiectasis-collectively termed middle 
lobe syndrome (MLS).2IO In addition to peribronchial 
lymphadenopathy, MLS can result from numerous disor­
ders including asthma, tuberculosis, foreign bodies, CF, 
broncholiths, endobronchial silicosis, cardiovascular and 

of bronchiolar wall. White arrow indicates cross section of 
separate, obliterated airway (patient with CF) (elastic van 
Gieson stain). 
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TABLE 5.3. Pathologic findings in 21 patients with middle lobe 
syndrome 

Pathologic Findings No.* 

Airways (bronchi, bronchioles) 
Bronchiectasis 10 
Bronchiolitis with lymphoid hyperplasia ("follicular 

bronchiolitis") 7 
Organizing pneumonia 6 
Broncholithiasis 

Distal air spaces, interstitium 
Atelectasis 
Granulomatous inflammation 

Necrotizing granulomas (positive acid-fact bacillus [AFB) 
stains in three; M. avium-intracellular complex cultured 
in two) 

Nonnecrotizing granulomas (M. fortuitum cultured in one; 
sarcoidosis in one) 

Abscess 
Hemosiderin pigment 
Interstitial fibrosis 
Honeycomb change 

Pleura 
Fibrosing pleuritis 

*Some patients had more than one pathologic finding. 

5 
5 

3 

2 
4 
3 
2 

3 

Source: Kwon et al.212 Copyright 1995, with permission from 
Elsevier.) 

bronchopulmonary malformations, and allergic broncho­
pulmonary aspergillosis.211-213 

The pathologic findings in resected lung specimens of 
21 patients with middle lobe syndrome have been com­
prehensively described most recently by Kwon and col­
leagues,212 and are delineated in Table 5.3. Although the 
histologic findings are nonspecific, a combination of bron­
chiectasis, bronchiolitis, and atelectasis is typical.212 In this 
series, a mechanical obstruction (broncholith) was identi­
fied in only one patient.212 As early as 1966, Culiner208 also 

FIGURE 5.32. A,B. Broncholith. A. Broncholith (arrow) ob­
structs right lobar bronchus on computed tomography (CT) 
scan. B. Patient subsequently expectorated this chalky white 

FIGURE 5.31. Broncholithiasis. Lymph node (N) calcification 
(arrow) erodes through the bronchial mucosa (B) (scale equals 
1 cm). 

recognized bronchial patency in most cases of middle 
lobe syndrome. The current understanding suggests that 
MLS is due to recurrent infection related to poor lung 
drainage, possibly associated with intermittent obstruc­
tion of the precariously situated bronchi in the setting of 
reduced collateral ventilation of the middle lobe.208.212 

Broncholithiasis 

Broncholiths represent calcified material in the air­
ways.214-220 They most commonly are calcified lymph 
nodes that compress bronchi and either partially or com­
pletely erode through the bronchial walls (Fig. 5.31).217.221 
They then may be expectorated (lithopytsis) (Fig. 5.32) 

calculus (scale equals 1 cm). C. Rare yeast-like organisms, con­
sistent with histoplasma, were identified in the necrotic center 
of the broncholith (Gomori methenamine silver stain). 
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or aspirated and cause hemorrhage or obstructive 
changes, including cough, atelectasis, pneumonia, abscess 
formation, bronchiectasis, or air trapping. Broncholiths 
form less often from chronic reaction to retained aspi­
rated material or eroded fragments of calcified or ossified 
bronchial cartilage.18o They may also occur with retained 
mucus as in bronchiectasis.180 Historically, "spitting 
stones" dates back to descriptions by Aretaeus, Galen, 
and Aristotle.218 Although usually less than 1 cm in diam­
eter, a record-sized calculus of 139g C/3Ib) occurred in a 
patient who also had produced multiple sand-like or 
melon-seed-sized calcified particles.214 The pathogno­
monic finding of lithoptysis is fairly rare and was seen in 
only two of 43 (5%) cases by Faber et al.218 and six of 41 
(15%) cases by Schmidt et aU16 

The regional nodes usually calcify from old granuloma­
tous disease, and tuberculosis is the most common etiol­
ogy worldwide while histoplasmosis is the most common 
etiology in the United States.219 Other infectious agents 
include coccidioides, cryptococcus, actinomyces, or no car­
dia.219,22o,222,223 The latter two organisms probably repre­
sent superinfections of necrotic debris.224 Silicotic lymph 
nodes may also cause a similar reaction.225,226 Men and 
women are about equally affected, and although calcified 
nodes may occur at any junction of the bronchial tree, 
they are 2 to 6.5 times as common on the right side, and 
favor the anterior superior segment of the upper lobe and 
the bronchus intermedius, along with the right middle 
lobe bronchus, where they may produce the middle lobe 
syndrome.217,227,228 The superior segment of the lower lobe 
is also a site of occurrence. Occasionally, erosive calcified 
nodes may cause bronchopleural fistulas and are the most 
common cause of bronchoesophageal fistulas,228-230 
Retraction diverticula of the esophagus may also occur 
secondary to peribronchial fibrosis and calcified medias­
tinallymph nodes associated with broncholiths.218,231 

Calcified nodes have also been studied with CT scans.232 
In the retrospective series by Conces et al.,227 of 15 patients 
with CT-proven broncholiths, 11 (73 % ) had juxtabronchial 
calcified nodes identified on chest radiographs. Calcified 
intraparenchymal nodules were seen radiographically in 
only four (27%) patients. Bronchoscopy is less accurate in 
detecting calcifications, ranging from 28% to 56% of cases. 
Rarely, calcifying tumors such as an ossifying bronchial 
carcinoid or endobronchial hamartoma can cause confu­
sion (see Chapters 36 and 40).232,233 

Histologically broncholiths appear similar to calcified 
fibrocaseous lymph node lesions. The outer surface of the 
often sharp-edged calculus may be coated with inflamma­
tory exudate or, in cases of actinomyces superinfection, 
eosinophilic rays (Splendore-Hoeppli phenomenon).221,223 
The GMS stain may disclose histoplasma yeast forms in 
the centrally necrotic area of the calculus (Fig. 5.32B) .224,234,235 
The airway in which the calculus is lodged is typically ste­
notic, with mural fibrosis and chronic inflammation. 
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Bronchial Fistula 

Within the chest, fistulas may be bronchopleural, bron­
chocutaneous, bronchomediastinal, or bronchoesopha­
geal in their connections. An aortobronchial fistula is a 
rare (and often fatal) complication of previous aortic or 
cardiac surgery,236 Bronchopleural fistulas are the most 
common form and often are secondary to surgery, such 
as from a leaking postoperative bronchial stump. Other 
causes include necrotizing pneumonia or abscess, pene­
trating wounds, eroding granulomatous disease, penetrat­
ing broncholiths, or malignancies. See Chapter 6 for 
congenital causes. Extrathoracic bronchial fistulas include 
connections with bile ducts, pancreas, and other assorted 
sites. 

Bronchial Mucocele-Bronchocele­
Bronchial Atresia 

Bronchocele means one or more dilated bronchi filled 
with fluid, which may be mucinous (bronchomucele) or 
purulent (bronchopyocele ).237 This condition is caused by 
stenosis or occlusion of the proximal end of dilated sac(s), 
and therefore differs from bronchiectasis and mucoid 
impaction, in which proximal ends are generally still 
patent. It may be either congenital, or early or late 
acquired, usually of postinflammatory nature but some­
times of malignant nature.238 Localized emphysema, 
which occurs around the bronchocele, may be caused 
either by inflammation early in lung growth with contin­
ued traction-type effects on nearby lung, or by sustained 
air-trapping due to airway obstruction.237,239.24o Many cases 
are reported as bronchial atresia.241-245 Bronchocele/ 
atresia may present in adults or children and typically 
affects the left upper lobe. A characteristic CT appear­
ance is that of a branching mass surrounded by hyperlu­
cency.246 An irregularly cylindrical (sometimes branched) 
thin-walled cyst (Fig. 5,33A) grossly and histologically 
resembles a bronchocele lined by respiratory or squa­
mous epithelium.238,24o,242 Occasionally a scar or intra­
bronchial web proximal to the lesion represents the 
remnant atretic or occluded bronchus. The adjacent bron­
chial arteries may appear hypertrophic, especially if there 
have been recurrent infections (Fig. 5.33B), 

Bronchocele may be a relative of saccular bronchiec­
tasis and may be the etiology for some so-called intrapa­
renchymal bronchogenic cysts (see below and Chapter 
6).247 Mucoid impaction may also be related to an allergic 
effect, often to noninvasive Aspergillus (see Chapter 15), 
usually does not have proximal bronchial stenosis­
occlusion, and has more eosinophils and cellular debris 
in the mucus, in addition to intraluminal hyphae. Bron­
chocele/atresia is distinguished from intralobar seques-
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FIGURE 5.33. Bronchial atresia/mucocele. A. Ovoid, smooth­
walled cyst terminates blindly near the hilum (scale equals 
3 cm). B. Pulmonary artery (PA) is overshadowed by prominent, 

tration by the absence of systemic blood supply (other 
than bronchial artery) and frequent upper lobe location 
(see Chapter 7). 

Bronchogenic Cysts 

Bronchogenic cysts are closed sacs lined by respiratory 
mucosa, usually with bronchial glands, smooth muscle, 
and cartilage in their walls. They often represent congeni­
tal fragments that drop off or are remnants of the original 
budding of the lungs from the primitive endodermal 
canal. They are most common in the middle mediastinum 
where they account for 10% to 15% of all primary medi­
astinal masses but can be seen as isolated masse es) in the 
lung. Within the lung, some may form as bronchoceles as 
discussed previously. A series of 86 cases of bronchogenic 
cyst, with 66 (77%) in the mediastinum and 20 (23%) in 
the lung, was presented by St. Georges et al. 248 from Mon­
treal. A similar distribution was recorded in adult patients 
by Patel and colleagues.249 Of interest, 75% to 90% of 
those in the lung were symptomatic at the time of opera­
tion, most often because of infection or bronchial obstruc­
tion,z48,249 Although suspected, a preoperative diagnosis 
was not correctly made in any case in the large Montreal 
series.248 The presence of bronchial epithelial cells on 
trans bronchial fine-needle aspiration (FNA) was found 
not to be specific for the diagnosis of bronchogenic cyst. 249 
Most occur in the lower lobes, but all lobes may be 
affected.248-z50The CT appearance is that of a well-defined 

hypertrophic bronchial arteries (BA). Lumen of cyst is at top 
(Movat stain). 

ovoid lesion, with surrounding mosaic and band-like 
linear attenuation consistent with emphysema and bron­
chiolar metaplasia/fibrosis.250 A bronchioloalveolar cell 
carcinoma arising in a bronchogenic cyst in a 37-year-old 
woman has been reported as a rare association.251 Bron­
chogenic cysts are uncommon in adults and are further 
discussed in children in Chapter 6. 

Bronchorrhea 

Bronchorrhea is arbitrarily defined as production of 
more than 100mL of sputum per day.252 Although it is a 
clinical symptom, pathologists may ponder the differen­
tial diagnosis if faced with this history on a specimen 
request card. Bronchorrhea may be idiopathic, or second­
ary to chronic bronchitis, bronchiectasis, scleroderma, 
asthma, mucinous bronchioloalveolar carcinoma, meta­
static mucinous adenocarcinoma, tuberculosis, or relaps­
ing polychondritis.252-258 Cytology exams, cultures, or 
trans bronchial biopsies may help evaluate at least some 
of these possibilities. 

Cystic Fibrosis 

Cystic fibrosis is a prototypic example of bronchocentric 
inflammation and bronchiectasis and the most common 
lethal genetic disease among Caucasians, having a fre­
quency of approximately 1 in 2500 live births.259-261 The 
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molecular defect of this autosomal recessive disorder was 
discovered in 1989 to involve mutations in a 1480 amino 
acid polypeptide, the cystic fibrosis transmembrane con­
ductance regulator (CFTR), encoded by a gene on the 
long arm of chromosome 7.262,263 Over 1000 different 
mutations of the CFTR gene have so far been identified, 
but the most frequent mutation worldwide and the most 
severe genetic lesion, is the deletion of phenylalanine at 
position 508 of CFTR (AF508), accounting for over 70% 
of affected patients.26o,264 

Cystic fibrosis transmembrane conductance regulator 
functions as a cell membrane-associated, cyclic adenosine 
monophosphate (cAMP)-regulated chloride channel, 
which also has regulatory activity on the absorption 
of sodium through a separate epithelial channel 
(ENaC).264-266 The structure of CFTR is schematically 
depicted in Figure 5.34. Mutations in CFTR have been 
grouped into six major types, each of which may present 
phenotypically as CF: (1) lack of synthesis of CFTR; (2) 
defective processing of CFTR such that it does not reach 
the cell membrane; (3) aberrant regulation of ion trans­
port due to dysfunctional CFTR; (4) abnormal conduc­
tance of chloride ions; (5) partly defective production and 
processing; or (6) accelerated turnover at the cell surface 
(Fig. 5.35).259,261,267,268 The AF508 mutation is a type 2 defect 
in which abnormal CFTR is sequestered within cellular 
organelles leading to reduced insertion into the cell mem­
brane, markedly limiting the ability of chloride to cross 
the membrane.269 In epithelial cells of bronchi, biliary 
tract, and intestine, impaired transport of intracellular 
chloride and its accompanying water molecules leads to 
dehydration of ductal and lumen secretions.26o In bron­
chial epithelium there is also enhanced intracellular 
absorption of sodium ions, which further dehydrates 
secretions within the airway lumen.26o,264,266 In contrast, 
the uptake of extracellular chloride is inhibited in sweat 
ducts, causing an elevation of sweat chloride concentra­
tion, a key diagnostic indicator of CF.260,270 

The manifestations of CF are protean, involving nearly 
every organ system either directly or secondarily. The 
correlation between genotype and phenotypic expression 
is best exhibited for pancreatic function and is relatively 
poor for pulmonary manifestations.267,271,272 However, 
certain mutations such as A455E or the IVS8 5T allele 
are associated with relatively mild lung disease that may 
initially present in adults.m-276 A unifying feature of the 
pathophysiology of CF is impaction of viscid secretions 
in exocrine gland ducts leading to cardinal manifestations 
such as intestinal obstruction (e.g., meconium ileus); pan­
creatic acinar atrophy and fibrosis with consequent meta­
bolic insufficiency (due to intestinal malabsorption); 
organ maldevelopment (e.g., congenital bilateral absence 
of the vas deferens); hepatic fibrosis (focal biliary cirrho­
sis); and infection associated with mucus stasis (e.g., infec­
tive bronchitis).26o,277 Pulmonary involvement is usually 
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FIGURE 5.34. Cystic fibrosis transmembrane conductance regu­
lator (CFTR) contains 12 transmembrane segments (TM1 
through TM12), several of which (TM1, TM6, and TM12) con­
tribute to the chloride-channel pore. There are also two nucleo­
tide-binding domains (NBDl and NBD2) and a regulatory 
domain. The chloride channel is regulated by adenosine triphos­
phate (ATP) binding and hydrolysis at the nucleotide-binding 
domains and by the phosphorylation (P) of serine residues (S) 
in the regulatory domain. The most common mutation in cystic 
fibrosis, found in more than 70% of cases, involves a deletion of 
a single amino acid (phenylalanine) in NBD1 (i1F508). ADP, 
adenosine diphosphate; PKA, protein kinase A; PP2A, protein 
phosphatase 2A; Pi, inorganic phosphorus. (Reprinted with per­
mission From Ackerman and Clapham,264 with permission.) 

observed shortly after the neonatal period and is the most 
important cause of morbidity and mortality.260,278 

The lungs in CF are structurally normal at birth. Dilata­
tion of mucous gland ducts followed by intrabronchial 
mucus stasis are the earliest pulmonary lesions seen in 
infants.261,279,28o It has long been recognized that patients 
with CF are predisposed to lung infection.28 1.282 Current 
hypotheses suggest that susceptibility to infection may be 
related not only to entrapment of bacteria in thick bron­
chial secretions, but also possibly to abnormal binding 
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Defect 
classification Normal II III IV V 

Defect No synthesis Block in Block in Altered Reduced 
result process ing regulat ion conductance synthesis 

Types of Nonsense; Missense; Missense; Missense; Missense; 
mutation frameshift amino acid amino acid amino acid amino acid 

deletion change change change 
(""F508) (G551D) (R117H) (A445E) 

(R347P) alternative 
splicing 

FIGURE 5.35. Schematic representation of five major classes of CFTR gene mutations in CF. The class VI defect is not depicted in 
the figure (refer to text). (Modified from Moss,268 with permission.) 

and reduced uptake of bacteria by epithelial cells, or 
impaired epithelial antimicrobial protection provided by 
defensins (natural antibiotics of the innate immunity 
system).259.283-289 Even in infants without apparent infec­
tion, however, bronchoalveolar lavage studies document 
ongoing bronchial inflammation associated with increased 
levels of endobronchial IL-8, a potent cytokine that 
recruits neutrophils into the inflammatory response, and 
relatively decreased levels of IL-lO, an inhibitor of pro­
inflammatory cytokines.29G-294 It is as yet undetermined 
whether or not intrinsically exaggerated inflammatory 
responses are the direct result of mutations in CFTR.295 

Infection and inflammation stimulate bronchial mucus 
secretion leading to a vicious cycle of worsening airway 
infection and obstruction, progressing to chronic bronchi­
tis, bronchiolitis obliterans, and bronchiectasis.286 The 
chronic pulmonary complications of CF evolve from the 
airway disease.277 Hyperinflation or collapse is the direct 
result of bronchial obstruction. Air trapping and postin­
flammatory cystic lesions underlie an increased suscepti­
bility to recurrent pneumothorax. Pulmonary hypertension 
and cor pulmonale derive from sustained hypoxia, while 
hemoptysis is a direct effect of bronchiectasis and bron­
chial artery hypertrophy.277 

Endobronchial infection tends to occur in sequential 
fashion, initiated by S. aureus, followed by H. injluenzae, 
and finally by P. aeruginosa (mucoid strains).260.288 Once 

initiated, pseudomonas infection is nearly impossible to 
eradicate. Airways at all levels become impacted with 
degenerating neutrophils, mucus, basophilic strands of 
DNA, and bacteria.286.296 Epithelial injury is accompanied 
by basal cell hyperplasia.297 Proliferating basal cells have 
uniform Ki-67 immunostaining and express basal cell 
cytokeratins (CK5/14) and epidermal growth factor 
receptor.297 In the central bronchi, squamous metaplasia 
and goblet cell hyperplasia, respectively, impede airway 
clearance and contribute to mucous secretion. Ultrastruc­
turally, however, respiratory cilia are either normal or 
mildly altered by nonspecific degenerative features.298.299 
Submucosal glands are enlarged and chronically inflamed 
behind ducts that are obstructed by dense, inspissated, 
eosinophilic secretion (a characteristic, but not pathogno­
monic feature of CF) (Fig. 5.36).300-302 Although bronchial 
smooth muscle in individual patients may appear hyper­
trophic, its mean volume density is within the normal 
range.300 

In patients with CF-associated lung disease, saccular 
bronchiectasis is usually present beyond 4 months of 
age.27R Although all bronchopulmonary segments may 
be affected, bronchiectasis tends to be more severe in 
the upper lobes (Fig. 5.37).301.303.304 Blind-ended ectatic 
airways, devoid of cartilage, are surrounded by atelec­
tatic, chronically inflamed, and fibrotic parenchyma (see 
Fig. 5.27).206 Bronchial mucosa is frequently denuded or 
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FIGURE 5.36. Cystic fibrosis. Waxy eosinophilic secretion 
obstructs bronchial gland ducts. Gland atrophy and inflamma­
tion are present. 

ulcerated leaving the bronchial surface lined by highly 
vascular granulation tissue that is rich in histiocytes (see 
Fig. 5.28). In severe disease, bronchi terminate in large, 
juxtapleural, thin-walled cavities that present radiograph­
ically as contiguous, bubble-like cysts. Intrapleural blebs 
or emphysematous bullae are less common forms of 
cystic lesions, which contribute to an increased incidence 

FIGURE 5.37. Cystic fibrosis. Cystic and saccular bronchiectasis 
with dense mucoid impaction nearly replaces the upper lobe. A 
large bronchiectatic cyst is present in the superior segment of 
lower lobe. (From Tomashefski et al.,305 with permission from 
Elsevier.) 
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FIGURE 5.38. Cystic fibrosis. Magnified view of parenchymal 
surface highlighting bronchiolectasis. Small nodules represent 
obliterated small airways or dilated bronchioles impacted with 
mucus. Pale brown areas are foci of chronic lobular pneumonia 
(scale equals 1 cm). 

of pneumothorax.305.306 Extensive acute and chronic bron­
chiolitis and bronchiolar mucoid impaction impart a 
finely nodular texture to the parenchymal surface and 
account for a micronodular radiographic appearance 
(Fig. 5.38).307 Bronchiolitis obliterans, predominantly of 
the constrictive type, contributes importantly to airway 
obstruction, and likely precedes the development of 
bronchiectasis (see Fig. 5.30).301.308 Occasionally, occlusion 
of respiratory bronchioles by polypoidal protrusions of 
fibroblastic tissue accompanies interstitial and organizing 
pneumonia?09 Small airway density decreases with age 
and is most significantly reduced in patients with 
hypercapnia.310.311 

The lung parenchyma is grossly indurated by multifo­
cal, bronchocentric chronic pneumonia and fibrosis, with 
features of both organizing pneumonia and endogenous 
lipid (cholesterol) pneumonia. A variable degree of acute 
bronchopneumonia may also be seen at autopsy. Some 
patients who are colonized by Burkholderia cepacia 
undergo an accelerated decline due to acute necrotizing 
pneumonia (see Figs. 8.61 and 8.62 in Chapter 8). Other 
patients colonized by Burkholderia follow a more pro­
tracted course, similar to those colonized by P aerugi­
nosa.312-314 Fungi and nontuberculous mycobacteria may 
also colonize CF airways and contribute to lung destruc­
tion.288,3 15,316 Bhargava and colleagues317 identified fungal 
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organisms histologically in 21 % of CF patients retro­
spectively studied at autopsy. The dilated, obstructed 
airways of CF patients are predisposed to fungal coloni­
zation, accounting for an increased prevalence of allergic 
bronchopulmonary aspergillosis (ABPA) of approxi­
mately 2.0%.318 Infrequently the pathologic features 
of ABPA, including bronchocentric granulomatosis, 
are superimposed on chronic CF-associated airways 
disease (see Fig. 15.19 in Chapter 15).277 In CF patients 
with non tuberculous mycobacterial infections (often due 
to Mycobacterium avium or rapidly growing strains 
like M. chelonae or M. abscessus), necrotizing fibrocase­
ous granulomas may be present.315,316,319,320 Pulmonary 
lesions are most likely to be found in patients with repeat­
edly positive sputum cultures for mycobacteria (see 
Chapter 9).320 

The pulmonary vascular changes of CF-associated lung 
disease are usually pronounced, Chronic hypoxia and 
inflammatory changes contribute to pulmonary artery 
medial hypertrophy and intimal fibrosis of muscular pul­
monary arteries and medial myxoid degeneration of 
elastic arteries.321-326 Postmortem arteriograms often show 
abnormally tapered arteries with a reduced background 
haze (see Fig. 1.8 in Chapter 1).277 Morphometric studies 
provide evidence of a decreased density of arteries, which 
correlates inversely with the degree of right ventricular 
cardiac hypertrophy,321 The dropout of arteries may be 
related to impaired postnatal growth or to vascular 
destruction secondary to chronic hypoxia or sustained 
inflammation.321 Right ventricular cardiac hypertrophy, 
seen at autopsy in approximately 84% of CF patients 

older than 3 years of age, is a direct consequence of pul­
monary artery remodeling and associated pulmonary 
hypertension.321 

Bronchial arteries also undergo significant hypertro­
phy as a response to sustained bronchial inflammation, 
bronchiectasis, and bronchocentric abscesses (Fig. 
5.39).327-329 The source of hemoptysis in CF patients is 
most frequently the delicate capillaries within airway 
granulation tissue (see Fig. 5.28),330,331 Occasionally, 
mucosal ulcers erode into hypertrophied bronchial vessels 
leading to life-threatening massive hemoptysis (Fig. 5.39). 
Interventional bronchial artery embolization of metal 
coils, polyvinyl alcohol (Ivalon), or Gelfoam particles is 
undertaken to induce thrombosis and control bronchial 
artery bleeding.331 ,332 Degenerated remnants of emboli­
zed polyvinyl alcohol may surround stenotic or occluded 
bronchial arteries in patients who have undergone this 
procedure.333 Bronchopulmonary arterial anastomoses 
may further allow the paradoxical entry of small emboli­
zed particles into the pulmonary arterial circuit (see Fig. 
28.42 in Chapter 28).334 

Other less frequently reported complications of cystic 
fibrosis include systemic amyloidosis, intralobar seques­
tration, and anaerobic lung abscess.335- 338 Emphysema is 
usually a minor feature, localized to bronchiolocentric 
scars or as paraseptal emphysema in the upper lung 
zonesYS,30S,329 Cystic fibrosis patients with indwelling 
venous access devices may surreptitiously inject aqueous 
suspensions of psychoactive pharmaceutical tablets 
leading to pulmonary artery obstruction due to emboli­
zed tablet filler materials (see Chapter 26).339 

FIGURE 5.39, Cystic fibrosis. A. Postmortem arteriogram. Prominent tortuous bronchial arteries (BA) run adjacent to pulmonary 
arteries (PA). B. Crowded hypermuscular, "dystrophic" bronchial arteries, adjacent to bronchial cartilage, 
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Primary Ciliary Dyskinesia 

Primary ciliary dyskinesia (PCD) is an autosomal reces­
sive disorder, occurring in approximately 1 of 15,000 
to 30,000 persons, characterized by the absence or dys­
regulation of ciliary movement mainly due to ultrastruc­
tural defects in the ciliary axoneme. (see Chapter 2)?40-344 
Cilia on the respiratory epithelial surface play an impor­
tant role in propelling mucus, bacteria, and inhaled 
particulate debris out of the lung (see Chapter 3). As a 
result of impaired clearance due to ciliary malfunction, 
patients with PCD are predisposed to chronic sinusitis, 
serous otitis, and recurrent bronchopulmonary infections 
beginning in early childhood.345,346 Primary ciliary dyski­
nesia has also been implicated as a cause of neonatal 
respiratory distress syndrome.347,348 Male patients are 
usually infertile due to poor flagellar motility of sperm.345 
Approximately 50% of patients with PCD also have situs 
inversus secondary to abnormal rotation of embryonic 
epithelia consequent to the lack of ciliary movement.343 
The syndromic triad of situs inversus, sinusitis and 
bronchiectasis was first proposed by Kartagener in 1933, 
and is now designated Kartagener's syndrome (Fig. 
5.40).349.350 While PCD is an important cause of bronchi­
ectasis, the prognosis is generally more favorable than 
that of CF.340 

In 1976 Afzelius340 and Pedersen and Mygind341 were 
among the first to recognize that ultrastructural abnor­
malities of ciliary dyne in arms were associated with 
Kartagener's syndrome. Originally termed immotile cilia 
syndrome by Afzelius, it is now recognized that there are 
numerous structural variations that may contribute to 
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PCD, and that cilia are not always immotile?51 When 
compared to normal (Fig. 5.40A), the most commonly 
observed ultrastructural defects are the complete absence 
of dyne in arms or the selective absence of either inner or 
outer arms (Fig. 5.40B). Other derangements of the 
axoneme contributing to PCD include defective or absent 
radial spokes (Fig. 5.41D), transposition of microtubules 
(Fig. 5.41C) (well seen in longitudinal sections of cilia), 
central microtubular agenesis, absence of nexin links, 
agenesis of cilia, or rarely, bizarre cystic dilatation 
of ciliary shafts.352- 356 Nonspecific findings such as 
ciliary blebs, megacilia, compound cilia, and displaced 
microtubules may accompany the more specific 
defects, but are also frequently present in inflammatory 
airway disease of diverse causes including infectious 
bronchitis, CF, or air pollution.356-361 Some patients 
with structurally normal cilia and a normal ciliary beat 
frequency may develop the clinical manifestations of 
PCD due to ciliary disorientation, resulting in uncoordi­
nated ciliary motion (Fig. 5.40E).362,363 Ciliary disorien­
tation has also been described in individuals with 
infectious bronchitis (including CF), but the degree of 
disorientation is usually not as great as in those in whom 
the defect is primary, and the disorientation secondary to 
infection typically resolves after effective antibiotic 
treatment.299 

The diagnosis of PCD is established by ultrastructural 
analysis of respiratory epithelium in conjunction with 
typical clinical manifestations, exclusion of other causes 
of chronic airway inflammation, and documentation of 
abnormal ciliary motion by phase contrast micros­
copy.344.364,365 Mucosal samples obtained by endoscopic 

FIGURE 5.40. Kartagener's syndrome. A. Dextrocardia (situs inversus). B. Bronchogram showing cylindrical bronchiectasis. 
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FIGURE 5.41. Primary ciliary dyskinesia (PCD). A. Normal 
ciliary cross section. Note the 9 + 2 microtubular arrangement, 
radial spokes, and inner and outer dynein arms. B. PCD. Com­
plete absence of dynein arms. C. PCD. Transposition. A periph­
eral doublet has migrated centrally, giving an 8 + 2 pattern. 
D. PCD. Radial spoke defect. Migration of peripheral doublet 

B 

internally, with displaced central tubules. Radial spokes are in 
disarray. E. Ciliary disorientation (left lower panel) . Central 
axes are randomly oriented compared to parallel axes in normal 
(right lower panel). (B-D: courtesy of James McMahon, Ph.D. , 
Cleveland Clinic Foundation. E: from de longh and Rutland,359 
with permission from the American Thoracic Society.) 
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biopsy or brushing are examined by transmission elec­
tron microscopy. In patients with PCD, nasal mucosal 
samples are reflective of bronchial changes when most 
cilia are abnormal. When only few cilia are structurally 
abnormal in a patient in whom the diagnosis of PCD is 
highly suspected, a bronchial sample is required.366 Abnor­
malities in sperm flagella may differ in type and quantity 
from those of respiratory cilia within the same patient, 
suggesting separate genetic control of axone mal struc­
tures at differing loci?67-369 

The lung pathology in PCD is postinfective in appear­
ance. Both saccular and cylindrical bronchiectasis may be 
present with the predominant histologic pattern of fol­
licular bronchiectasis.175,350,370 Neither bronchial mucus 
stasis nor squamous metaplasia is prominent Chronic 
interstitial pneumonitis, peribronchial fibrosis, and atelec­
tasis accompany the bronchiectatic changes.349,370,371 

Studies to date suggest that PCD is a genetically 
heterogeneous disorder. The molecular basis of PCD 
has been localized in a few instances to mutations in 
the human dyne in axonemal heavy chain (DNAH5) 
located on chromosome 5, or in the intermediate dynein 
chain gene 1 (DNAIl) on chromosome 9,372-374 A muta­
tion in the dyne in axonemal heavy chain type 11 
(DNAHll) has been associated with PCD and situs 
inversus, without evident ultrastructural ciliary changes,372 
Ongoing studies on genetically engineered knockout 
mice may uncover other genetic defects associated with 
PCn,372,375 

Young's Syndrome 

In 1970 Donald Young, a urologist, reported a series of 
patients with obstructive azoospermia, 54 % of whom had 
associated respiratory conditions including bronchitis 
and bronchiectasis,376 This condition was initially desig­
nated as Berry-Perkins-Young syndrome and later short­
ened to Young's syndrome.377 Several other studies have 
subsequently been published confirming Young's original 
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observations,378-381 In Handelsman et al.'s 379 series of 19 
patients, nearly all had chronic cough, sputum produc­
tion, and recurrent pulmonary infections. Bronchiectasis 
and chronic sinusitis were each present in about two 
thirds of patients. In one study it was estimated that 
Young's syndrome accounted for approximately 3% of 
all patients who presented with bronchiectasis of unknown 
etiology (equivalent to the prevalence of CF and slightly 
greater than that of PCD).195 

Azoospermia in Young's syndrome is the result of 
retention of semen in an enlarged epididymal head. 
Motility studies have demonstrated impaired upper 
airway mucociliary transport; however, ciliary beat 
frequency and ultrastructure are normal.377,378,382,383 In 
patients with Young's syndrome, sweat chloride concen­
tration and the electrical potential difference across the 
nasal epithelium are normal.384 The respiratory symptoms 
in Young's syndrome have been suggested to be the result 
of altered viscoelastic properties of airway secretions, but 
the basic molecular defect is unknown.385 An association 
with mercury toxicity has been hypothesized.386 Friedman 
and colleagues380 evaluated mutations of CFTR in a 
cohort of patients with Young's syndrome and found that 
the prevalence of mutations did not differ significantly 
from the expected carrier frequency in the general 
population. 

Pulmonary involvement is generally less severe than in 
CF.379 Bronchiectasis tends to occur at an early age and 
predominantly involves the lower lobes. Pulmonary func­
tion tests indicate mild obstruction with decreased FEV1 
and increased residual volume, Although a number of 
patients have undergone lung resections for bronchiecta­
sis, the pathologic features of bronchiectasis in Young's 
syndrome have not been well described, and it is uncer­
tain if there are any distinctive histopathologic changes. 
From a diagnostic standpoint it is important to exclude 
CF and PCD, each of which may be clinically misclassified 
as Young's syndrome?87,388 The distinguishing character­
istics among these three conditions are presented in 
Table SA. 

TABLE 5.4. Comparative features of congenital disorders of bronchiectasis and obstructive azoospermia 

CF PCD Young's syndrome 

Cause of Infertility CBAVD Immotile sperm Retained semen in epididymis 
Sweat chloride Increased Normal Normal 
Nasal transepithelial Increased Normal Normal 

electrical potential 
Pancreatic insufficiency Present Absent Absent 
Mucociliary clearance Reduced Reduced Reduced 
Severity of lung disease Severe Moderate Mild 
Localization of bronchiectasis Generalized, UL dominant Unspecified LL 
CFTR mutations Present Absent Absent 
Ciliary ultrastructure Normal Abnormal Normal 
Situs inversus Absent Present (50%) Absent 

CBAVD, congenital bilateral absence of vas deferens; UL, upper lobe; LL, lower lobe; CF, cystic fibrosis; PCD, primary ciliary dyskinesia, 
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<Xl-An ti trypsin Deficiency 

Bronchiectasis has been reported in individuals with <X1-

antitrypsin (AAT) deficiency, but its prevalence has been 
variable, with some series suggesting frequent occurrence 
and others not (see also Chapter 24).389-393 Orell and 
Mazodier,394 using whole lung macrosections, identified 
cylindrical bronchiectasis in three of six patients with 
AAT. King et al.395 identified six of 14 patients with AAT 
deficiency to have CT evidence of bronchiectasis. Cystic 
bronchiectasis was seen in two patients and cylindrical 
bronchiectasis in four. Histologic evaluation of two 
patients revealed emphysema and dilatation of large and 
small airways with multifocal disruption of bronchiolar 
elastic fibers. In a review of the pulmonary pathology of 
42 patients enrolled in the national registry for individu­
als with severe deficiency of AAT, mild or moderate 
bronchiectasis was identified pathologically in only six 
patients (14%) (Fig. 5.42B)?96 In the entire clinical regis­
try, bronchiectasis was self-reported in a small minority 
of patients (3.4%). A more frequent histologic finding 
seen in 46% of autopsied patients in the registry was 
ectasia of membranous bronchioles in areas of severe 
emphysema (Fig. 5.42B).395.396 These observations suggest 
that bronchiectasis inAAT is secondary to matrix destruc­
tion in small airways coupled with loss of airway support 
due to severe emphysema (see also Chapter 24).396 Some 
patients with AAT and bronchiectasis have other associ­
ated causes of bronchiectasis such as CF, immune defi­
ciency, or childhood pneumonia.389.397 

Eighteen percent to 27% of patients with severe, 
AAT-replete emphysema have localized bronchiectasis 
as a minor contributory factor to airflow obstruction.398-400 
Thurlbeck398 cautioned that so-called cylindrical 
bronchiectasis in patients with severe emphysema in the 
general population may simply represent airway dilata-

tion in full inspiration. Conversely, in patients in whom 
bronchiectasis is the primary cause of airflow obstruction, 
emphysema in the immediate vicinity of the ectatic 
airways is frequently observed.398.399 Anderson and 
Foraker401 documented alternating ectasia and narrowing 
of small airways as a constant feature in severely emphy­
sematous lungs. 

Williams-Campbell Syndrome 
(Congenital Bronchiectasis) 

Williams-Campbell syndrome is a rare disorder in which 
extensive loss of bronchial cartilage is associated with 
diffuse cystic bronchiectasis without other recognized 
predisposing factors. 184,402 The clinical presentation that 
commences in infancy may include cough, dyspnea on 
exertion, cyanosis, and clubbing.403 On chest radiograph 
large thin-walled cysts reside in hyperinflated lungs. High­
resolution CT scan characteristically shows central, cystic, 
thin-walled airways that collapse upon expiration.404.405 
The clinical course is one of recurrent pulmonary infec­
tions leading to respiratory failure. Patients may survive 
into adulthood and require lung transplantation.406 

As described in the original report by Williams and 
Campbell and substantiated in subsequent morphologic 
studies, the lungs grossly exhibit extreme saccular and 
cystic bronchiectasis (Fig. 5.43A).406-409 Microscopically, 
dilated airways have very thin walls with minimal inflam­
mation (Fig. 5.43B). Cartilage is absent or markedly 
deficient from the fourth to the eighth divisions of sub­
segmental bronchi. First- and second-order bronchi 
usually have a normal cartilage investment. Pan acinar 
emphysema or emphysema localized to the peribronchial 
zone is usually also present.406.407 Bronchiolitis obliterans 
has also been reported.403.407 

FIGURE 5.42. aI-Antitrypsin deficiency. A. Saccular bronchiectasis involving middle lobe. B. Ectasia of membranous bronchiole. 
There is adjacent pan acinar emphysema. 
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FIGURE 5.43. Williams-Campbell syndrome. A. Note severe 
central cystic bronchiectasis. B. Markedly dilated, thin-walled 
airways devoid of cartilage. There is minimal chronic infiamma-

The Williams-Campbell syndrome has been considered 
to be the result of a congenital absence of cartilage in the 
subsegmental airways. Morphologic studies documenting 
absent cartilage and insignificant inflammation, and rare 
reports of familial occurrence have been used to support 
this view.402.409.410 However, given the propensity for carti­
lage loss in acquired saccular bronchiectasis of diverse 
etiologies, the Williams-Campbell syndrome remains a 
controversial entity, and its congenital origins have yet to 
be proven beyond question. 175.205.206.407 The Williams-Camp­
bell syndrome has not been associated, nor is it to be con­
fused, with congenital lobar emphysema, in which cartilage 
is focally deficient, usually in upper lobe bronchi, leading to 
bronchial collapse and air trapping (see also Chapter 6).411 

Tracheobronchomegaly 

Tracheobronchomegaly (TBM) is a condition of marked 
dilatation of the trachea and major bronchi, often associ­
ated with recurrent respiratory infections. TBM can be 
congenital, or at least evident in early life, in which it is 
termed Mounier-Kuhn syndrome (see Chapter 6). It has 
occurred in several cases of Ehlers-Danlos syndrome, 
suggesting it may be related to poor elastic support, or 
perhaps to loss of other matrix components as in chon­
dromalacia.412 Tracheobronchomegaly occurs in adults, 
mostly in men in their fourth and fifth decades, and can 
be an acquired condition secondary to sustained inflam­
mation affecting the trachea, such as in chronic tracheo-

J.F. Tomashefski, Jr., and D.H. Dail 

tion. (Courtesy of Dr. Tim Oury, Duke University Medical 
Center.) 

bronchitis secondary to tobacco abuse, cystic fibrosis, 
trauma, emphysema, or pulmonary fibrosis.412,413 

A comprehensive review and an intriguing study of 
various pulmonary fibrotic reactions associated with this 
entity was reported by Woodring et al. 412 These investiga­
tors evaluated the tracheal diameter on plain chest radi­
ography in a series of 34 cases of fibrotic lung reactions, 
and found enlargement of the trachea in 10 (29%). The 
associated lung diseases were idiopathic pulmonary fibro­
sis and sarcoidosis in four patients each, and progressive 
histoplasmosis in two patients. In seven of these patients 
as well as in nine of 24 patients (38%) who did not meet 
initial radiographic criteria for tracheal dilatation, 
tracheomegaly developed or progressed over time, 
Tracheobronchomegaly was usually associated with 
moderate-to-severe restrictive pulmonary defects, and it 
was proposed that shrinkage of the lung tissue retracts all 
adjacent spaces including the trachea in a manner similar 
to traction bronchiectasis.412 

Regardless of the cause ofTBM, airway dilatation may 
extend distally, Bronchomegaly simulates bronchiectasis, 
probably impairs lung clearance, and promotes recurrent 
bronchopulmonary infection, which paradoxically may 
induce secondary bronchiectasis.412 Roditi and Weir414 
identified tracheobronchomegaly in 17% of patients with 
evidence of bronchiectasis on CT scan, thereby emphasiz­
ing the frequent association and possible causal connec­
tions between these two conditions.414 

Tracheobronchomegaly is predominantly a radio­
logic diagnosis, and its pathologic features have not been 
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well characterized. Associated radiographic features 
include marked tracheal wall thinning, scalloping due to 
mural infolding, bronchial diverticula, and collapse on 
expiration.415.416 The diagnostic criteria of TBM by CT 
scan are a tracheal diameter of greater than 3cm (mea­
sured 2cm above the aortic arch) and diameters of 2.4 
and 2.3 cm for the right and left main bronchi, respec­
tively.415Al? Tracheobronchomegaly must be distinguished 
from saber-sheath trachea, seen in some patients with 
emphysema, in which there is a decrease in tracheal 
coronal diameter and increased sagittal diameter.415 .418 

Immunodeficiency States 

Patients with immune deficiency, especially hypogam­
maglobulinemia due to X-linked agammaglobulinemia 
or common variable immunodeficiency (CVID), are 
predisposed to develop bronchiectasis secondary to 
recurrent pulmonary infections.419-421 Chronic pulmonary 
disease is the most common long-term complication in 
patients with hypogammaglobulinemia.422 Common vari­
able immunodeficiency, a heterogeneous immunodefi­
ciency syndrome characterized by depressed levels of 
serum immunoglobulin G (IgG) and defective antibody 
response to antigen challenge, is associated with sinusitis, 
recurrent pneumonia, and chronic sputum production in 
up to 90% of patients.423 Patients with CVID also have 
an increased incidence of autoimmune diseases, and as 
with other primary immunodeficiency syndromes, a ten­
dency toward lymphoproliferative disorders (see Chapter 
32).422,424 In this popUlation there is a spectrum of lung 
abnormalities including interstitial fibrosis (>80% of 
patients), pneumonia, lymphoid interstitial pneumonia 
(LIP), sarcoidosis-like granulomatous disease (10%), 
lung abscess, and bronchiectasis.422,425 

Bronchiectasis is the most common radiologic finding 
and may be identified in over 30% of patients by chest 
x-ray, and in up to 80% of patients by HRCT.424,426 By 
HRCT bronchiectasis may be either focal or multilobar, 
and is of the cylindrical or rarely cystic type.420,426 The 
lower and middle lobes tend to be predominantly 
involved.420.424 Although mucociliary clearance is impaired 
in these patients, ciliary ultrastructure is normal.427 There 
is little information on the histopathology of bronchiec­
tasis in CVID.428.429 Hill and colleagues429 noted severe 
bronchiectasis, emphysema, fibrosis, and granulomas in 
the lung explant of a 37-year-old man with CVID. No 
unique features of bronchiectasis were described. Patients 
with CVID are treated with immunoglobulin replace­
ment therapy, which reduces the severity and frequency 
of respiratory infections. 

Symptomatic bronchiectasis, identified by HRCT scan, 
has also been reported in patients with HIV disease in 
whom it is associated with rapidly progressive airways 

obstruction.43o,431 King and colleagues432 correlated airway 
dilatation on CT scan with increased neutrophils on 
bronchoalveolar lavage. A single report of a transbron­
chial biopsy showed only nonspecific lymphocytic peri­
bronchiolitis.431 The pathogenesis of bronchiectasis in 
HIV patients is likely consequent to bronchial damage 
from recurrent pneumonia and bacterial bronchitis in this 
immunosuppressed population.430.433 Frequently cultured 
microorganisms include H. injluenzae, P. aeruginosa, and 
S. pneumoniae.430,433 

Bronchiectasis also occurs as a complication of lung 
transplant-associated immunosuppression and bronchiol­
itis obliterans and is further discussed in Chapter 23.434.435 

Rheumatoid Arthritis 

Symptomatic bronchiectasis is estimated to occur in 1 % 
to 3% of patients with rheumatoid arthritis (RA), 
although with HRCT scan, up to 30% of patients with 
RA can be shown to have cylindrical bronchiecta­
sis.185.436,437 Early autopsy studies of patients with RA pro­
vided a prevalence of bronchiectasis of 0% to 12%.438-441 
In some studies bronchiectasis typically preceded the 
development of arthritis, leading to the interesting 
hypothesis that chronic suppurative airway disease is 
involved in the pathogenesis of RA.442-444 Shadick and 
colleagues,444 however, reported 23 patients with bronchi­
ectasis and RA, of whom 18 developed bronchiectasis as 
a late complication of severe RA. Bronchiectasis may 
also be more frequent in patients with RA-associated 
Sjogren's syndrome.442A45 Bronchiectasis associated with 
RA cannot be adequately ascribed to either traction 
bronchiectasis or therapeutic immunosuppression.436,444 

The morphologic features of RA-associated bronchi­
ectasis are not well documented. By CT scan, cylindrical 
bronchiectasis primarily involves the middle and lower 
lung zones.437A44,445 Baggenstoss and Rosenberg,438 based 
on their 1943 autopsy series, noted, "The lesions of this 
condition [bronchiectasis] ... were in no way distinctive." 
Other pulmonary manifestations of RA are covered in 
Chapter 20. 

Inflammatory Bowel Disease 

Bronchiectasis is part of the spectrum of lung involve­
ment in patients with inflammatory bowel disease (IBD), 
ulcerative colitis more so than Crohn's disease (see also 
Chapter 20).446,447 Suppurative bronchiectasis may also 
develop after proctocolectomy for either of these 
conditions.447,448 

In the 1993 literature review of Camus et al.,446 bronchi­
ectasis was identified in six patients with ulcerative colitis 
out of 33 patients (18%) with IBD-associated lung disease 



120 

FIGURE 5.44. Ulcerative colitis. A. Bronchiectasis, with lumen 
exudate (left upper), dense mural chronic inflammation, and 
enlarged bronchial artery. B. Dense submucosal chronic inflam-

(27 with ulcerative colitis, six with Crohn's disease). Bron­
chiectasis tended to involve the posterior lower lobes.446 

Histologically a dense cuff of lymphocytes typically occu­
pies the submucosa, and squamous metaplasia replaces 
the overlying epithelium (Fig. 5.44). The chronic inflam­
matory infiltrate involves bronchial glands and ducts; 
however, lymphoid germinal centers are usually absent, 
distinguishing ulcerative colitis-associated bronchiectasis 
from the usual pattern of follicular bronchiectasis (Fig. 
5.44B).175,446 Neutrophils infiltrating the mucosa and spill­
ing into the dilated bronchial lumen impart a suppurative 
appearance in some cases.446--449 Direct immunofluores­
cence staining of bronchial biopsies in three patients with 
ulcerative colitis showed deposits of immunoglobulin and 
complement in bronchial structures.448 Lung biopsy in 
patients with Crohn's disease and bronchiectasis may 
show features of either granulomatous bronchiolitis 
or suppurative-appearing acute bronchiolitis (see Fig. 
20.27 in Chapter 20).450 Inhaled steroids were of durable 
benefit in patients with IBD-associated chronic bronchitis, 
but less so in patients with bronchiectasis.446 Speculations 
on the pathogenesis of bronchiectasis in IBD are pre­
sented in a provocative editorial by Stockley.451 

Chemical Injury 

Bronchiectasis is reported as a late sequela of heroin­
associated pulmonary edema.452 The bronchographic fea­
tures include diffuse or localized cylindrical and varicose 
bronchiectasis.453 Aspiration pneumonia and bronchiol-

J.F. Tomashefski, Jr., and D.H. Dail 

mation, mainly lymphocytic. Germinal centers are incon­
spicuous. (Courtesy of Dr. Thomas V. Colby, Mayo Clinic, 
Scottsdale.) 

itis are etiologic factors in some patients, and bronchial 
ulceration and foreign-body giant cells have been 
observed at autopsy.454 Other cases of diffuse bronchiec­
tasis in heroin users appear to be unrelated to aspira­
tion.453 See Chapter 31 for other pathologic features of 
heroin toxicity. 

In adults, severe direct chemical injury such as ammonia 
gas inhalation or aspiration can cause bronchiectasis.455-457 
Delayed-onset bronchiectasis has also been described 
starting 12 years after smoke inhalation.458 

Acknowledgments. The authors are deeply appreciative 
to Diane Gillihan for expert secretarial assistance, Vince 
Messina for photography, and the staff of the Brittingham 
Memorial Library for bibliographic support. 

References 

1. Cohen M, Sahn SA. Bronchiectasis in systemic diseases. 
Chest 1999;116:1063-1074. 

2. Ross AHM, McCormack RJM. Foreign body inhalation. 
J R Coil Surg Edinb 1980;25:104--109. 

3. Kim IG, Brummitt WM, Humphry A, et aI. Foreign body 
in the airway: a review of 202 cases. Laryngoscope 1973;83: 
347-354. 

4. Tietjen PA, Kaner RJ, Quinn CEo Aspiration emergencies. 
Clin Chest Med 1994;15:117-135. 

5. Haugen RK. The cafe coronary: sudden deaths in restau­
rants. JAMA 1963;186:142-143. 

6. Glenn WWL, Liebow AA, Lindskog GE. Thoracic and 
cardiovascular surgery with related pathology. 3rd ed. New 
York: Appleton-Century-Crofts, 1975:113. 



5. Aspiration, Bronchial Obstruction, Bronchiectasis, and Related Disorders 121 

7. Jackson C, Jackson CL. Bronchoscopy, esophagoscopy and 
gastroscopy. Philadelphia: Saunders, 1934:185. 

8. Anonymous. Inhaled foreign bodies. Br Med J 1981;282: 
1649-1650. 

9. Hargis JL, Hiller C, Bone Re. Migratory pulmonary 
infiltrates secondary to aspirated foreign body. JAMA 
1978;240:2469. 

10. Noguchi M, Kimula Y, Ogata T. Muddy lung. Am J Clin 
Pathol 1985;83;240-244. 

11. Choy 10, Idowu 0. Sand aspiration: a case report. J Pediatr 
Surg 1996;31:1448-1450. 

12. Shakespeare W. Richard III, act I, scene iv, lines 275-278. 
In: Harrison GN, ed. Shakespeare, the complete works. 
Fort Worth: Harcourt Brace, 1968:238. 

13. Brock Re. Observations on the anatomy of the bronchial 
tree, with special reference to the surgery of lung abscess. 
Guy's Hosp Rep 1942;91:111-130. 

14. Brock RC, Hodgkiss F, Jones Ho. Bronchial embolism and 
posture in relation to lung abscess. Guy's Hosp Rep 
1942;91:131-139. 

15. Abdulmajid OA, Ebeid AM, Motaweh MM, et al. Aspi­
rated foreign bodies in the tracheobronchial tree: report 
of 250 cases. Thorax 1976;31:635-640. 

16. Caglayan S, Erkin S, Coteli I, et al. Bronchial foreign body 
vs. asthma. Chest 1989;96:509-511. 

17. Mullin WV, Ryder CT. Studies on the lymph drainage of the 
accessory nasal sinuses. Laryngoscope 1921;31:158-178. 

18. Corper HJ, Robin HA. The pulmonary aspiration of par­
ticulate matter. Am Rev Tuberc 1922;6:813-850. 

19. Myerson Me. Pulmonary aspects of tonsillectomy under 
general anesthesia. Laryngoscope 1922;32:929-942. 

20. Quinn LH, Meyer 00. The relationship of sinusitis and 
bronchiectasis. Arch OtolaryngoI1929;10:152-165. 

21. Amberson JB Jr. Aspiration bronchopneumonia. Int Clin 
1937;3:126-138. 

22. Bartlett Jo. Aspiration pneumonia. In: Baum GL, 
Wolinsky E, eds. Textbook of pulmonary diseases. 4th ed. 
Boston: Little, Brown, 1989:531-543. 

23. Berson W, Adriani 1. "Silent" regurgitation and aspiration 
during anesthesia. Anesthesiology 1954;15:644--649. 

24. Gardner AMN. Aspiration of food and vomit. Q J Med 
1958;27:227-242. 

25. Huxley EJ, Viroslav J, Gray WR, et al. Pharyngeal aspira­
tion in normal adults and patients with depressed con­
sciousness. Am J Med 1978;64:564--568. 

26. Johnson JL, Hirsch CS. Aspiration pneumonia. Recogniz­
ing and managing a potentially growing disorder. Postgrad 
Med 2003;113:99-112. 

27. Marik PE. Aspiration pneumonitis and aspiration pneu­
monia. N Engl J Med 2001;344:665-671. 

28. Hamelberg WV, Bosomworth PP Aspiration pneumonitis. 
Springfield, IL: Charles e. Thomas, 1968. 

29. Mendelson CL. The aspiration of stomach contents into 
the lungs during obstetrical anesthesia. Am J Obstet 
GynecoI1946;52:191-205. 

30. Engelhardt T, Webster NR. Pulmonary aspiration of 
gastric contents in anaesthesia. Br J Anaesth 1999;83: 
453-460. 

31. Bynum LJ, Pierce AK. Pulmonary aspiration of gastric 
contents. Am Rev Respir Dis 1976;114:1129-1136. 

32. Folkesson HG, Matthay MA, Hebert CA, et al. Acid aspi­
ration-induced lung injury in rabbits is mediated by inter­
leukin-8-dependent mechanisms. J Clin Invest 1995;96: 
107-116. 

33. Goldman G, WeI bourn R, Kobzik L, et al. Synergism 
between leukotriene B4 and thromboxane A2 in mediat­
ing acid-aspiration injury. Surgery 1992;111:55-61. 

34. Goldman G, Welbourn R, Kobzik L, et al. Tumor necrosis 
factor-alpha mediates acid aspiration-induced systemic 
organ injury. Ann Surg 1990;212:513-519. 

35. Nagase T, Ohga E, Sudo E, et al. Intercellular adhesion 
molecule-1 mediates acid aspiration-induced lung injury. 
Am J Respir Crit Care Med 1996;1154:504--510. 

36. Nader-Djalal N, Knight PR III, Thusu K, et al. Reactive 
oxygen species contribute to oxygen-related lung injury 
after acid aspiration. Anesth Analg 1998;87:127-133. 

37. Matthay MA. Acid aspiration induced lung injury. New 
insights and therapeutic options. Am J Respir Crit Care 
Med 1996;154:277-278. 

38. Weiser MR, Pechet TT, Williams JP, et al. Experimental 
murine acid aspiration injury is mediated by neutrophils 
and the alternative complement pathway. J Appl Physiol 
1997;83:1090-1095. 

39. Hiebert CA, Belsey R. Incompetency of the gastric cardia 
without radiologic evidence of hiatus hernia: the diagnosis 
and management of 71 cases. J Thorac Cardiovasc Surg 
1961;42:352-362. 

40. Mays EE, Dubois 11, Hamilton GB. Pulmonary fibrosis 
associated with tracheobronchial aspiration: a study of the 
frequency of hiatal hernia and gastroesophageal reflux in 
interstitial pulmonary fibrosis of obscure etiology. Chest 
1976;69:512-515. 

41. Allen CJ, Craven MA, Waterfall WE, et al. Gastroesopha­
geal reflux and chronic respiratory disease. In: Baum GL, 
Wolinsky E. Textbook of pulmonary diseases. 4th ed. 
Boston: Little, Brown, 1989:1471-1486. 

42. Gerarde HW. Toxicological studies on hydrocarbons: 
V. Kerosene. Toxicol Appl PharmacoI1959;1:462-474. 

43. Eade NR, Taussig 1M, Marks MI. Hydrocarbon pneumo­
nitis. Pediatrics 1974;54:351-357. 

44. Giammona ST. Effects of furniture polish on pulmonary 
surfactant. Am J Dis Child 1967;113:658-663. 

45. Brunner S, Rovsing H, Wulf H. Roentgenographic changes 
in the lungs of children with kerosene poisoning. Am Rev 
Respir Dis 1964;89:250-254. 

46. Knoblich R. Pulmonary granulomatosis caused by vegeta­
ble particles: So-called lentil pulse pneumonia. Am Rev 
Respir Dis 1969;99:380-389. 

47. Head MA. Foreign body reaction to inhalation of 
lentil soup: giant cell pneumonia. J Clin PathoI1956;9:295-
299. 

48. Crome L, Valentine Je. Pulmonary nodular granulomato­
sis caused by inhaled vegetable particles. J Clin Pathol 
1962;15:21-25. 

49. Vidyarthi Se. Diffuse miliary granulomatosis of the lungs 
due to aspirated vegetable cells. Arch Pathol 1967;83:215-
218. 

50. Scully RE, Mark EG, McNeely WF, et al. Case records of 
the Massachusetts General Hospital. Case 9-1987. N Engl 
J Med 1987;36:529-542. 



122 

51. Zuzarte 1, Tomashefski IF lr. The histologic spectrum of 
aspiration bronchiolitis obliterans (ABO). An autopsy 
study. Am 1 Clin PathoI1993;99:334(abstr). 

52. Matsuse T, aka T, Kozui K, et al. Importance of diffuse 
aspiration bronchiolitis caused by chronic occult aspira­
tion in the elderly. Chest 1996;110:1289-1293. 

53. Kaplan SL, Gnepp DR, Katzenstein ALA, et al. Miliary 
pulmonary nodules due to aspirated vegetable particles. 1 
Pediatr 1978:92:448-450. 

54. Marom EM, McAdams HP, Sporn TA, et al. Lentil aspira­
tion pneumonia: Radiographic and CT findings. 1 Comput 
Assist Tomogr 1998;22:598-600. 

55. Tomashefski IF lr, Felo lA. The pulmonary pathology of 
illicit drug and substance abuse. Curr Diagn Pathol 
2004;10:413-426. 

56. Oi RH. The microscopic appearance of a sodium­
potassium exchange resin in histologic sections. Am 1 
Clin Pathol 1978;69:359-361. 

57. Chaplin AI, Millard PR. Calcium polystyrene sulfonate: an 
unusual cause of inhalation pneumonia. Br Med 1 1975;2: 
77-78. 

58. Chaplin Al Histologic occurrence of polystyrene sulfo­
nates. Arch Pathol Lab Med 1997;121:1029-1030. 

59. Idowu MO, Mudge M, Ghatak NR. Kayexalate (sodium 
polystyrene sulfonate) aspiration. Arch Pathol Lab Med 
2005;129:125. 

60. Rashid A, Hamilton SR. Necrosis of the gastrointestinal 
tract in uremic patients as a result of sodium polystyrene 
sulfonate (Kayexalate) in sorbitol. Am 1 Surg Patho11997; 
21:60-69. 

61. Fenton 11, 10hnson FB, Przygodzki RM, et al. Sodium poly­
styrene sulfonate (Kayexalate) aspiration. Histologic 
appearance and infrared micro spectrophotometry analysis 
of two cases. Arch Pathol Lab Med 1996;120:967-969. 

62. Haupt HM, Hutchins GM. Sodium polystyrene sulfonate 
pneumonitis. Arch Intern Med 1982;142:379-381. 

63. Abraham Sc. Upper gastrointestinal tract injury in patients 
receiving Kayexalate (sodium polystyrene sulfonate) in 
sorbitol. Clinical, endoscopic, and histopathologic findings. 
Am 1 Surg Pathol 2001;25:637-644. 

64. Kim ST, Kaisar OM, Clarke BE, et al. "Iron lung": distinc­
tive bronchoscopic features of acute iron tablet aspiration. 
Respirology 2003;8:541-543. 

65. Lamaze R, Trechot P, Martinet Y. Bronchial necrosis and 
granuloma induced by the aspiration of a tablet of ferrous 
sulphate. Eur Respir 11994;7:1710-1711. 

66. Lee F, Culver DA, Farver C, et al. Syndrome of iron pill 
aspiration. Chest 2002;121:1355-1357. 

67. Elliott CG, Colby TV, KellyTM, et al. Charcoal lung. Bron­
chiolitis obliterans after aspiration of activated charcoal. 
Chest 1989;96:672-674. 

68. Gondouin A, Manzoni Ph, Ranfaing E, et al. Exogenous 
lipid pneumonia: a retrospective multicentre study of 44 
cases in France. Eur Respir 1 1996;1463-1469. 

69. Laughlen GF. Pneumonia following nasopharyngeal injec­
tions of oil. Am 1 Pat hoi 1925;1:407-414. 

70. Spencer H. Pathology of the lung. 4th ed. Oxford: 
Pergamon, 1985:517-525. 

71. Pinkerton H. The reaction to oils and fats in the lungs. 
AMA Arch Pathol 1928;5:380-401. 

IF. Tomashefski, lr., and D.H. Dail 

72. Gerarde HW. Toxicological studies on hydrocarbon: IX. 
The aspiration hazard and toxicity of hydrocarbons 
and hydrocarbon mixtures. Arch Environ Health 1963;6: 
329-34l. 

73. Fox M, Bartlett IG. Lipoid pneumonia. In: Baum GL, 
Wolinsky E, eds. Textbook of pulmonary diseases. 3rd ed. 
Boston: Little, Brown, 1983:605-612. 

74. Spickard A III, Hirschmann IV. Exogenous lipoid pneu­
monia. Arch Intern Med 1994;154:686-692. 

75. Greenidge HW, Tuttle MI Lipoid pneumonia in a veter­
ans' hospital. Ann Intern Med 1955;43:1259-1268. 

76. Yolk BW, Nathanson L, Losner S, et al. Incidence of lipoid 
pneumonia in a survey of 389 chronically ill patients. Am 
1 Med 1951;10:316-324. 

77. Hurvitz SA. Lipid pneumonia: A new etiology. 1 Thorac 
Cardiovasc Surg 1972;63:551-552. 

78. Oldenburger D, Maurer WI, Beltaos E, et al. Inhalation 
lipoid pneumonia from burning fats. A newly recognized 
industrial hazard. lAMA 1972;222:1288-1289. 

79. Baron HC, Shafiroff BGP. Acute lipoid pneumonitis due 
to aspiration of pressurized paint droplets. Dis Chest 
1959;36:434-437. 

80. Miller Gl, Ashcroft MT, Beadnell HMSG, et al. The lipoid 
pneumonia of blackfat tobacco smokers in Guyana. Q 1 
Med 1971;40:457-470. 

81. Wright lL, Cockcroft DW. Lung disease due to abuse of 
hair spray. Arch Pathol Lab Med 1981;105:363-366. 

82. Nagrath SD, Sapru RP. Lipoid pneumonia: Review of the 
literature with a case report. 1 Indian Med Assoc 1964;42: 
453-456. 

83. Gibson IB. Infection of lungs by "saprophytic" mycobac­
teria in achalasia of cardia, with report of fatal cases show­
ing lipoid pneumonia due to milk. 1 Pathol Bacteriol 
1953;65:239-251. 

84. Corpe RF, Smith CE, Stergus 1. Death due to Mycobacte­
rium fortuitum. lAMA 1961;177:262-263. 

85. Guest lL lr, Arean VM, Brenner HA. Group IV atypical 
mycobacterium infection occurring in association with 
mineral oil granuloma of lung. Am Rev Respir Dis 1967;95: 
656-662. 

86. Hutchins GM, Boitnott lK. Atypical mycobacterial infec­
tion complicating mineral oil pneumonia. lAMA 1978;240: 
539-541. 

87. Hughes RL, Craig RM, Freilich RA, et al. Aspiration 
and occult esophageal disorders. Chest 1981;80:489-
495. 

88. Corrin B, Crocker PR, Hood Bl, et al. Paraffinoma con­
firmed by infrared spectrophotometry. Thorax 1987;42: 
389-390. 

89. Scully RE, Mark El, McNeely WF, et al. Case records of 
the Massachusetts General Hospital. Case 33-1999. N Engl 
1 Med 1999;341:1379-1386. 

90. Steinberg I, Finby N. Lipoid (mineral oil) pneumonia and 
cor pulmonale due to cardiospasm. Report of a case. AIR 
1956;76:108-114. 

91. Casey IF. Chronic cor pulmonale associated with lipoid 
pneumonia. lAMA 1961;177:896-898. 

92. Losner S, Yolk BW, Slade WR, et al. Diagnosis of lipoid 
pneumonia by examination of the sputum. Am 1 Pathol 
1950;20:539-545. 



5. Aspiration, Bronchial Obstruction, Bronchiectasis, and Related Disorders 123 

93. Corwin RW, Irwin RS. The lipid-laden alveolar macro­
phage as a marker of aspiration in parenchymal lung 
disease. Am Rev Respir Dis 1985;132:576-581. 

94. Collins KA, Geisinger KR, Wagner PH, et al. The cytologic 
evaluation of lipid-laden alveolar macrophages as an indi­
cator of aspiration pneumonia in young children. Arch 
Pathol Lab Med 1995;119:229-231. 

95. Liebow AA. Pulmonary abscess. In: Glenn WWL, Liebow 
AA, Lindskog GE, eds. Thoracic and cardiovascular 
surgery with related pathology. 3rd ed. New York: Apple­
ton-Century-Crofts,1975:166-182. 

96. Lockwood AL. Abscess of the lung. Surg Gynecol Obstet 
1922;35:461-492. 

97. Allen CI, Blackman JE Treatment of lung abscess with 
report of 100 consecutive cases. J Thorac Surg 1936;6: 
156-172. 

98. Davis B, Systrom DM. Lung abscess: pathogenesis, diagnosis 
and treatment. Curr Clin Topics Infect Dis 1998;18:252-273. 

99. Hagan JL, Hardy JD. Lung abscess revisited: a survey of 
184 cases. Ann Surg 1983;197:755-761. 

100. Estrera AS, Platt MR, Mills LJ, et al. Primary lung abscess. 
J Thorac Cardiovasc Surg 1980;79;275-282. 

101. Chidi CC, Mendelsohn HJ. Lung abscess: a study of the 
results of treatment based on 90 consecutive cases. J Thorac 
Cardiovasc Surg 1974;68:168-172. 

102. Schweppe HI, Knowles JH, Kane L. Lung abscess: an 
analysis of the Massachusetts General Hospital cases from 
1943 through 1956. N Engl J Med 1961;265:1039-1043. 

103. Brock RC. Lung abscess. London: Blackwell, 1952. 
104. Smith DT. Experimental aspiration abscess. Arch Surg 

1927;14:231-239. 
105. Smith DT. Fuso-spirochaetal diseases of the lungs. 

Tubercle 1928;9:420-437. 
106. Stern L. Putrid abscess of the lung following dental opera­

tions. J Thorac Surg 1935;4:547-557. 
107. Stern L. Etiologic factors in the pathogenesis of putrid 

abscess of the lung. J Thorac Surg 1936;6:202-211. 
108. Touroff ASW, Moolten SE. The symptomatology of putrid 

abscess of the lung. J Thorac Surg 1935;4:558-572. 
109. Gibbons RJ, Socransky SS, Sawyer S, et al. The microbiota 

of the gingival crevice area of man-II: the predominant 
cultivable organisms. Arch Oral Bioi 1963;8:281-289. 

110. Socransky SS, Gibbons RJ, Dale AC, et al. The micro biota 
of the gingival crevice area in man-I: total microscopic and 
viable counts and counts of specific organisms. Arch Oral 
Bioi 1963;8:275-280. 

111. Loesche W 1. Dental infections. In: Balows A, DeHaan RM, 
Dowell VR Jr, Guze LB, eds. Anaerobic bacteria: role in 
disease. Springfield: Charles C Thomas, 1974:409-434. 

112. Rosebury T. Microorganisms indigenous to man. New 
York: McGraw-Hill, 1966:314,331. 

113. Bartlet JG, Gorbach SL, Tally FP, et al. Bacteriology and 
treatment of primary lung abscess. Am Rev Respir Dis 
1974;109:510-518. 

114. Gonzales-C CL, Calia FM. Bacteriologic flora of 
aspiration-induced pulmonary infections. Arch Intern Med 
1975;135:711-714. 

115. Amberson JB. A clinical consideration of abscesses and 
cavities of the lung. Bull Johns Hopkins Hosp 1954;94: 
227-237. 

116. Mark PH, Turner JAP. Lung abscess in childhood. Thorax 
1968;23:126-220. 

117. Groff DB, Rapkin RH. Primary lung abscess in childhood. 
1 Med Soc NJ 1974;71:649-652. 

118. Levine MM, Ashman R, Heald F. Anaerobic (putrid) 
lung abscess in adolescence. Am J Dis Child 1976;130: 
77-81. 

119. Bartlett JG. Anaerobic bacterial infections of the lung. 
Chest 1987;91:901-909. 

120. Finegold SM, George WL, Mulligan ME. Anaerobic infec­
tions. DM 1985;31:8-77. 

121. Bartlett JG. Lung abscess. In: Baum GL, Wolinsky E, eds. 
Textbook of pulmonary disease. 4th ed. Boston: Little, 
Brown, 1989:545-555. 

122. Bartlett lG,Alexander J, Mayhew J, et al. Should fiberoptic 
bronchoscopy aspirates be cultured? Am Rev Respir Dis 
1976;110:73-78. 

123. Bartlett JG. Diagnostic accuracy of transtracheal aspira­
tion bacteriologic studies. Am Rev Respir Dis 1977;115: 
777-782. 

124. Pennza PT. Aspiration pneumonia, necrotizing pneumo­
nia, and lung abscess. Emerg Med Clin North Am 1989; 
7:279-307. 

125. Perlman LV, Lerner GE, D'Esopo N. Clinical classification 
and analysis of 97 cases of lung abscess. Am Rev Respir 
Dis 1969;99:390-398. 

126. Pohlson EC, McNamara JJ, Char C, et al. Lung abscess: 
A changing pattern of disease. Am J Surg 1985;150: 
97-1Ol. 

127. Pryce DM. The lining of healed but persistent abscess cavi­
ties in the lung with epithelium of the ciliated columnar 
type. J Pathol Bacteriol 1948;60:259-264. 

128. Weiss W. Cavity behavior in acute, primary nonspeci­
fic lung abscess. Am Rev Respir Dis 1973;108:1273-
1275. 

129. Curry CA, Fishman EK, Buckley JA. Pulmonary gangrene: 
radiologic and pathologic correlation. South Med 1 1998; 
91:957-960. 

130. Penner C, Maycher B, Long R. Pulmonary gangrene. A 
complication of bacterial pneumonia. Chest 1994;105: 
567-573. 

131. Phillips LG, Rao KVS. Gangrene of the lung. J Thorac 
Cardiovasc Surg 1989;97:114-118. 

132. Osler W. Gangrene of the lung. In: The principles and 
practice of medicine. 8th ed. New York: Appleton, 1914: 
650-652. 

133. Juettner FM, Arian-Schad K, Kraus I, et al. Total unilateral 
lung gangrene in Hodgkin's disease: Treatment by thora­
costomy. Ann Thorac Surg 1991;51:302-303. 

134. O'Reilly GV, Dee PM, Otteni Gv. Gangrene of the lung: 
Successful medical management of three patients. Radiol­
ogy 1978;126:575-579. 

135. Shirakusa T, Motonaga R, Takada S, et al. Lung lobe torsion 
following lobectomy. Am Surg 1990;56:639-642. 

136. Fu J-J, Chen C-L, Wu J-Y. Lung torsion: Survival of a 
patient whose hemorrhagic infarcted lung remained in situ 
after detorsion [letter]. J Thorac Cardiovasc Surg 1990;99: 
1112-1114. 

137. Schamaun M. Postoperative pulmonary torsion: report of 
a case and survey of the literature including spontaneous 



124 

and posttraumatic torsion. Thorac Cardiovasc Surgeon 
1994;42:116-121. 

138. Gilkeson RC, Lange P, Kirby TJ. Lung torsion after lung 
transplantation: evaluation with helical CT. AJR 2000;174: 
1341-1343. 

139. Fogarty JP, Dudek G. An unusual case of lung torsion. 
Chest 1995;108:575-578. 

140. McDonald JR, Harrington SW, Clagett OT. Obstructive 
pneumonitis of neoplastic origin. An interpretation of one 
form of so-called atelectasis and its correlation according 
to presence or absence of sputum. J Thorac Surg 1949;18: 
97-112. 

141. Tamura A, Hebisawa A, Fukushima K, et al. Lipoid pneu­
monia in lung cancer: radiographic and pathological fea­
tures. Japan J of Clin OncoI1998;28:492-496. 

142. Burke M, Fraser R. Obstructive pneumonitis: a pathologic 
and pathogenetic reappraisal. Radiology 1988;166:699-
704. 

143. Hefflefinger SC, Weilbaecher DG, Lawrence EC, et al. 
Xanthomatous bronchiolitis obliterans with cholesterol 
pneumonia. Arch Pathol Lab Med 1988;112:650-653. 

144. Romero S, Barroso E, Rodriquez-Paniaqua M, et al. 
Organizing pneumonia adjacent to lung cancer. Frequency 
and clinico-pathologic features. Lung Cancer 2002;35: 
195-201. 

145. Verbeken EK, Demedts M, Vanwing J, et al. Pulmonary 
phospholipid accumulation distal to an obstructed bron­
chus. Arch Pathol Lab Med 1981;113:886-890. 

146. Sulkowska M, Sulkowski S. Endogenous lipid pneumonia 
and alveolar proteinosis-type changes in the vicinity of 
non-small cell lung cancer: histopathologic, immunohisto­
chemical, and ultrastructural evaluation. Ultrastruct Pathol 
1998:22: 109-119. 

147. Reid JD, Cairney PC, Oliver AP. Cholesterol pneumonitis. 
N Z Med J 1961;60:134-143. 

148. Robbins LL, Sniffen Re. Correlation between the 
roentgenologic and pathologic findings in chronic pneu­
monitis of the cholesterol type. Radiology 1949;53:187-
202. 

149. Lawler W. Idiopathic cholesterol pneumonitis. Histopa­
thology 1977;1:385-395. 

150. Ackerman LV, Elliott GV, Alanis M. Localized organizing 
pneumonia: Its resemblance to carcinoma. A review of its 
clinical, roentgenographic and pathologic features. AJR 
1954;71 :988-996. 

151. Floyd R. Organization of pneumonic exudates. Am J Med 
Sci 1922;163:527-548. 

152. Bulmer SR, Lamb D, McCormack RJM, et al. Aetiology 
of unresolved pneumonia. Thorax 1978;33:307-314. 

153. Fisher M, Roggli V, Merten D, et al. Coexisting endogenous 
lipoid pneumonia, cholesterol granulomas, and pulmonary 
alveolar proteinosis in a pediatric popUlation: a clinical, 
radiographic, and pathologic correlation. Pediatr Pathol 
1992;12:365-383. 

154. Cohen AB, Cline MJ. In vitro studies of the foamy macro­
phage of postobstructive endogenous lipoid pneumonia in 
man. Am Rev Respir Dis 1972;106:69-78. 

155. Dake MD, Madison JM, Montgomery CK, et al. Electron 
microscopic demonstration of lysosomal inclusion bodies 
in lung, liver, lymph nodes, and blood leukocytes of patients 

J.E Tomashefski, Jr., and D.H. Dail 

with amiodarone pulmonary toxicity. Am J Med 1985;78: 
505-512. 

156. Costa-Jussa FR, Corrin B, Jacobs JM. Amiodarone lung 
toxicity: a human and experimental study. J PathoI1984;143: 
73-79. 

157. Vijeyaratnam GS, Corrin B. Pulmonary histiocytosis simu­
lating desquamative interstitial pneumonia in rats receiv­
ing oral iprindole. J Pathol 1972;108:105-113. 

158. Heath D, Smith P, Hasleton PS. Effects of chlorphenter­
mine on the rat lung. Thorax 1973;28:551-558. 

159. Smith P, Heath D, Hasleton PS. Electron microscopy of 
chlorphentermine lung. Thorax 1973;28:559-566. 

160. Glancy DL, Frazier DP, Roberts We. Pulmonary paren­
chymal cholesterol-ester granulomas in patients with pul­
monary hypertension. Am J Med 1968;45:198-210. 

161. Duboucher C, Escamilla R, Rocchiccioli F, et al. Pulmo­
nary lipogranulomatosis due to excessive consumption of 
apples. Chest 1986;90:611-612. 

162. Duboucher C, Rocchiccioli F, Lageron A, et al. Diffuse 
storage of vegetal wax hydrocarbons of dietary origin. 
Arch Pathol Lab Med 1989;113:423-428. 

163. Kay JM, Heath D, Hasleton PS, et al. Aetiology of pulmo­
nary cholesterol-ester granulomas. Br J Dis Chest 1970; 
64:55-57. 

164. Jamieson WG, Lansing AM. Bacteriological studies in pul­
monary atelectasis. Arch Surg 1963;87:200-204. 

165. Jennings GH. Reexpansion of atelectatic lower lobe and 
disappearance of bronchiectasis. Br Med J 1937;2:963-965. 

166. Blades B, Dugan DJ. Pseudo bronchiectasis. J Thorac Surg 
1944;13:40-48. 

167. Opie EL. The pathologic anatomy of influenza. Based 
chiefly on American and British sources. Arch Pathol 
1928;5:285-303. 

168. Bachman AL, Hewitt WR, Beekley He. Bronchiectasis: 
a bronchographic study of 60 cases of pneumonia. Arch 
Intern Med 1953;91:78-96. 

169. Pontius JR, Jacobs LG. The reversal of advanced bronchi­
ectasis. Radiology 1957;68:204-208. 

170. Nelson SW, Christoforidis A. Reversible bronchiectasis. 
Radiology 1958;72:375-382. 

171. Smith KR, Morris JE Reversible bronchial dilatation: 
Report of a case. Dis Chest 1962;42:652-656. 

172. Westcott JL, Cole SR. Traction bronchiectasis in end-stage 
pulmonary fibrosis. Radiology 1986;161:665-669. 

173. Demello D, Reid L. Bronchiectasis. In: Saldana ML, ed. 
Pathology of pulmonary disease. Philadelphia: Lippincott, 
1994:295-308. 

174. Baum GL, Hershko EP. Bronchiectasis. In: Baum GL, 
Wolinsky E, eds. Textbook of pulmonary diseases. 4th ed. 
Boston: Little, Brown, 1989:567-588. 

175. Whitwell E Study of pathology and pathogenesis of bron­
chiectasis. Thorax 1952;7:213-239. 

176. Ogilvie AG. The natural history of bronchiectasis. A clini­
cal, roentgenologic and pathologic study. Arch Intern Med 
1941;68:395-465. 

177. Perry KMA, King DS. Bronchiectasis: a study of prognosis 
based on a follow-up of 400 cases. Am Rev Tuberc 1940; 
41:531-548. 

178. Graham EA, Singer n, Balcon He. Surgical diseases of the 
chest. Philadelphia: Lea and Febiger, 1935. 



5. Aspiration, Bronchial Obstruction, Bronchiectasis, and Related Disorders 125 

179. Glenn WWL, Liebow AA, Lindskog GE. Thoracic and 
cardiovascular surgery with related pathology. 3rd ed. New 
York: Appleton-Century-Crofts, 1975:183-203. 

180. Spencer H. Pathology of the lung. 4th ed. Oxford: 
Pergamon, 1985:147-165. 

181. Thurlbeck WM. Chronic airflow obstruction. In: Thurlbeck 
WM, ed. Pathology of the lung. New York: Thieme, 1988: 
519-575. 

182. Reid LM. Reduction in bronchial subdivision in bronchi­
ectasis. Thorax 1950;5:233-247. 

183. Bateman ED, Hayashi S, Kuwano K, et al. Latent adeno­
viral infection in follicular bronchiectasis. Am 1 Respir Crit 
Care Med 1995;151:170-176. 

184. Williams H, Campbell P. Generalized bronchiectasis asso­
ciated with deficiency of cartilage in the bronchial tree. 
Arch Dis Child 1960;35:182-191. 

185. Barker AF. Bronchiectasis. N Engl 1 Med 2002;346:1383-
1393. 

186. Coleman LT, Kramer SS, Markowitz RI, et al. Bronchiec­
tasis in children. 1 Thorac Imag 1995;10: 268-279. 

187. Boyd GL. Bronchiectasis in children. Can Med Assoc 1 
1931;25:174-182. 

188. Erb IH. Pathology of bronchiectasis. Arch Pathol 1933; 
15:357-386. 

189. Robinson WL. Bronchiectasis: Study of pathology of 16 
surgical lobectomies for bronchiectasis. Br 1 Surg 1933; 
21:302-312. 

190. Warner WP. Factors causing bronchiectasis: their clinical 
application to diagnosis and treatment. lAMA 1935; 
105:1666-1670. 

191. Lisa lR, Rosenblatt MB. Bronchiectasis. New York: Oxford, 
1943. 

192. Kinney WM. Bronchiectasis: A neglected disease. Dis 
Chest 1947;13:33-47. 

193. Fine A, Baum GL. Long-term follow-up of bronchiectasis. 
Lancet 1966;85:505-507. 

194. Barker AF, Bardana El, If. Bronchiectasis: update of 
an orphan disease. Am Rev Respir Dis 1988;137:969-
978. 

195. Pasteur MC, Helliwell SM, Houghton Sl, et al. An investi­
gation into causative factors in patients with bronchiecta­
sis. Am 1 Respir Crit Care Med 2000;162:1277-1284. 

196. Becroft DMo. Bronchiolitis obliterans, bronchiectasis and 
other sequelae of adenovirus type 21 infection in young 
children. 1 Clin PathoI1971;24:72-82. 

197. Opie EL, Freeman AW, Blake FG, et al. Pneumonia fol­
lowing influenza (at Camp Pike, Ark). lAMA 1919:72: 
556-565. 

198. Crofton 1. Respiratory tract disease. Diagnosis and treat­
ment of bronchiectasis. I. Diagnosis. Br Med 1 1966;1: 
721-723. 

199. Crofton 1. Respiratory tract disease. Bronchiectasis. II. 
Treatment and prevention. Br Med 11966;1 :783-785. 

200. MacFarlane PS, Sommerville RG. Non-tuberculous 
juvenile bronchiectasis: A viral disease? Lancet 1957;1: 
770-771. 

201. Datau G, Icart 1, Delsol G. Bronchiectasies secondaires 
a une adenovirose: Etude radiologique, virologique 
et anatomique d'une observation. Rev Fr Mal Respir 1977; 
5:533-542. 

202. Laraya-Cuasay LR, DeForest A, Huff D, et al. Chronic 
pulmonary complications of early influenza virus infection 
in children. Am Rev Respir Dis 1977;116:617-625. 

203. Simila S, Linna 0, Lanning P, et al. Chronic lung damage 
caused by adenovirus type 7: a ten-year follow-up study. 
Chest 1981;80:127-131. 

204. Glauser EM, Cook CD, Harris GBe. Bronchiectasis: a 
review of 187 cases in children with follow-up pulmonary 
function studies in 58. Acta Paediatr Scand Suppl 1966; 
165:1-16. 

205. Hayward 1, Reid LM. The cartilage of the intrapulmonary 
bronchi in normal lungs, in bronchiectasis, and in massive 
collapse. Thorax 1952;7: 98-110. 

206. Ogrinc G, Kampalath B, Tomashefski IF Jf. Destruction 
and loss of bronchial cartilage in cystic fibrosis. Hum Pathol 
1998;29:65-73. 

207. Liebow AA, Hales MR, Lindskog GE. Enlargement of 
the bronchial arteries and their anastomoses with the pul­
monary arteries in bronchiectasis. Am J Pathol 1949;25: 
211-231. 

208. Culiner MM. The right middle lobe syndrome, a non­
obstructive complex. Dis Chest 1966;50:57-66. 

209. Inners CR, Terry PB, Traystman Rl, et al. Collateral venti­
lation and the middle lobe syndrome. Am Rev Respir Dis 
1978;118:305-310. 

210. Graham EA, Burford TH, Mayer IH. Middle lobe syn­
drome. Postgrad Med 1948;4:29-34. 

211. Banyai AL. The middle lobe syndrome and its quasi vari­
ants. Chest 1974;65:135. 

212. Kwon WY, Myers lL, Swensen Sl, et al. Middle lobe syn­
drome. A clinicopathological study of 21 patients. Hum 
PathoI1995;26:302-307. 

213. Chien HP, Lin TP, Chen HL, et al. Right middle lobe atel­
ectasis associated with endobronchial silicotic lesions. 
Arch Pathol Lab Med 2000;124:1619-1622. 

214. Lloyd 11. Broncholiths. With report of four cases. Am 1 
Med Sci 1930;179:694-699. 

215. Bech K. Broncholithiasis. Nord Med 1946;30:810-812. 
216. Schmidt HW, Clagett OT, McDonald JR. Broncholithiasis. 

J Thorac Surg 1950;19:226-245. 
217. Arrigoni MG, Bernatz PE, Donaghue FE. Broncholithiasis. 

1 Thorac Cardiovasc Surg 1971;62:231-237. 
218. Faber LP, lensik Rl, Chawla SK, et al. The surgical implica­

tion of broncholithiases. 1 Thorac Cardiovasc Surg 1975; 
70:779-789. 

219. Kelly WA. Bronchiolithiasis. Current concepts of an 
ancient disease. Postgrad Med 1979;66:81-90. 

220. Igoe D, Lynch Y, McNicholas WT. Bronchiolithasis: bron­
choscopic vs. surgical management. Respir Med 1990;80: 
163-165. 

221. Groves LK, Effler DB. Broncholithiasis.A review of twenty­
seven cases. Am Rev Tuberc Pulm Dis 1956;73:19-30. 

222. Weed LA, Anderson HA. Etiology of bronchiolithiasis. 
Chest 1960;37:270-277. 

223. Harris NL, McNeely WF, Shepard 10, et al. Case records 
of the Massachusetts General Hospital. Case 14-2002. N 
Engll Med 2002;346:1475-1482. 

224. Hirschfield LS, Graver LM, Isenberg HD. Bronchiolithia­
sis due to Histoplasma capsulatum subsequently infected 
by Actinomyces. Chest 1989;96:218-219. 



126 

225. Sartorelli E. Letter: broncholithiasis in silicosis. Am Rev 
Respir Dis 1974;105:687. 

226. Cahill BC, Harmon KR, Shumway Sl, et al. Tracheobron­
chial obstruction due to silicosis. Am Rev Respir Dis 
1992;145:719-721. 

227. Conces Dl, lr., Tarver RD, Vix VA. Bronchiolithiasis: CT 
features in 15 patients. A1R 1991;157:249-253. 

228. Caras so B, Couropmitree C, Heredia R. Egg-shell silicotic 
calcification causing bronchoesophageal fistula. Am Rev 
Respir Dis 1973;108:1384--1387. 

229. Davis EW, Katz S, Peabody lW. Broncholithiasis: a 
neglected cause of bronchoesophageal fistula. lAMA 
1956;160:555-557. 

230. Anderson RP, Sabiston DC lr. Acquired bronchoesopha­
geal fistula of benign origin. Surg Gynecol Obstet 1965; 
121:261-266. 

231. Kutty CP, Carstens SA, Funahashi A. Traction diverticula 
of the esophagus in the middle lobe syndrome. Can Med 
Assoc 1 1981;124:1320-1322. 

232. Seo lB, Song K-S, Lee lS, et al. Broncholithiasis: review of 
the causes with radiologic-pathologic correlation. Radio­
graphics 2002;22 SI99-213. 

233. Shin MS, Berland IL, Myers lL, et al. CT demonstration 
of an ossifying bronchial carcinoid simulating broncholi­
thiasis. A1R 1989;153:51-52. 

234. Baum GL, Bernstein IL, Schwarz 1. Broncholithiasis. 
Produced by histoplasmosis. Am Rev Tuberc 1958;77: 
162-167. 

235. Schwarz 1, Schaen MD, Picardi lL. Complications of the 
arrested primary histoplasmic complex. lAMA 1976;236: 
1157-1161. 

236. Piciche M, DePaulis R, Fabbri A, et al. Postoperative aortic 
fistulas into the airways: etiology, pathogenesis, presenta­
tion, diagnosis, and management. Ann Thorac Surg 2003; 
75:1998-2006. 

237. Lemire P, Trepanier A, Hebert G. Bronchocele and blocked 
bronchiectasis. Am 1 Roentgenol Radium Ther Nucl Med 
1970;110:687-693. 

238. Talner LB, Gmelich IT, Liebow AA, et al. The syndrome 
of bronchial mucocele and regional hyperinflation of the 
lung. A1R 1970;110:675-686. 

239. Mayer F, Rappaport I. Developmental origin of cystic, 
bronchiectatic and emphysematous changes in lungs. A 
new concept. Dis Chest 1952;21:146-160. 

240. Tsuji S, Heki S, Kobara Y, et al. The syndrome of bronchial 
mucocele and regional hyperinflation of lung: report of 
four cases. Chest 1973;64:444-447. 

241. Curry TS, III, Curry Gc. Atresia of the bronchus to the 
apical posterior segment of the left upper lobe. A1R 1966; 
98:350-353. 

242. lederlinic Pl, Sicilian LS, Baigeiman W, et al. Congenital 
bronchial atresia. A report of 4 cases and a review of the 
literature. Medicine 1986;65:73-83. 

243. Waddell lA, Simon G, Reid L. Bronchial atresia of the left 
upper lobe. Thorax 1965;20:214-218. 

244. Simon G, Reid L. Atresia of an apical bronchus of the left 
upper lobe-report of three cases. Br 1 Dis Chest 1963;57: 
126-132. 

245. Meng RL, lensik Rl, Faber LP, et al. Bronchial atresia. Ann 
Thorac Surg 1978;25:184-192. 

1.F. Tomashefski, lr., and D.H. Dail 

246. Cohen AM, Solomon EH, Alfidi R1. Computer tomogra­
phy in bronchial atresia. A1R 1980;135:1097-1099. 

247. Ramsay BH, Byron FX. Mucocele, congenital bronchiec­
tasis and bronchiogenic cyst. 1 Thoracic Surg 1953;26: 
21-30. 

248. St. Georges R, Deslauriers 1, Duranceau A, et al. Clinical 
spectrum of bronchogenic cysts of the mediastinum and 
lung in the adult. Ann Thorac Surg 1991;52:6-13. 

249. Patel SR, Meeker DP, Biscotti CV, et al. Presentation and 
management of bronchogenic cysts in the adult. Chest 
1994;106:79-85. 

250. Yo on YC, Lee KS, Kim TS, et al. Intrapulmonary broncho­
genic cyst: CT and pathologic findings in five adult patients. 
A1R 2002;179:167-170. 

251. Endo C, Imai T, Nakagawa H, et al. Bronchioloalveolar 
carcinoma arising in a bronchogenic cyst. Ann Thorac Surg 
2000;69:933-935. 

252. Kcal EE. Biochemistry and rheology of sputum in asthma. 
Postgrad Med 11971;47:171-177. 

253. Hartley PHS, Davies 1. A case of pituitous catarrh. Br Med 
11923;1:1052-1053. 

254. Cal in A. Bronchorrhea. Br Med 1 1972;4:274--275. 
255. Crofton 1, Douglas A. Respiratory diseases. Oxford: Black­

well,198l. 
256. Spiro SG, Lopez-Vidriero MT, Charmann 1, et al. Bron­

chorrhea in a case of alveolar cell carcinoma. 1 Clin Pathol 
1975;28:60-65. 

257. So SY, Lam WK, Sham MK. Bronchorrhea-a presenting 
feature of active endobronchial tuberculosis. Chest 1983; 
84:635-636. 

258. Chan HS, Pang 1. Relapsing polychondritis presenting with 
bronchorrhea. Respir Med 1990;84:341-343. 

259. Ratjen F, Doring G. Cystic fibrosis. Lancet 2003;361: 
681-689. 

260. Davis PB, Drumm M, Konstan MW. Cystic Fibrosis. Am 1 
Respir Crit Care Med 1996;154:1229:1256. 

261. Rowe SM, Miller S, Sorscher E1. Cystic fibrosis. N Engl 1 
Med 2005;352:1992-2001. 

262. Riordan lR, Rommens 1M, Kerem BS, et al. Identifi­
cation of the cystic fibrosis gene: cloning and characteriza­
tion of complimentary DNA. Science 1989;245:1066-
1073. 

263. Rommens 1M, Iannuzzi MC, Kerem BS, et al. Identifica­
tion of the cystic fibrosis gene: chromosome walking and 
jumping. Science 1989;245:1059-1065. 

264. Ackerman Ml, Clapham DE. Ion channels-basic 
science and clinical disease. N Engl 1 Med 1997;336:1575-
1581. 

265. Guggino WB, Banks-Schlegel SP. Macromolecular interac­
tions and ion transport in cystic fibrosis. Am 1 Respir Crit 
Care Med 2004;170:815-820. 

266. Akabas MH. Cystic fibrosis transmembrane conductance 
regulator. Structure and function of an epithelial chloride 
channel. 1 Biolog Chern 2000;275:3729-3732. 

267. Kulczycki LL, Kostuch M, Bellanti lA. A clinical per­
spective of cystic fibrosis and new genetic findings: Rela­
tionship of CFTR mutations to genotype-phenotype 
manifestations. Am 1 Med Genet 2003;116A:262-267. 

268. Moss RB. New approaches to cystic fibrosis. Hosp Pract 
2001;36:25-27,31-32,35-37. 



5. Aspiration, Bronchial Obstruction, Bronchiectasis, and Related Disorders 127 

269. Pen que D, Mendes F, Beck S, et al. Cystic fibrosis F508del 
patients have apically localized CFTR in a reduced number 
of airway cells. Lab Invest 2000;80:857-868. 

270. Wang L, Freedman SD. Laboratory tests for the diagnosis 
of cystic fibrosis. Am J Clin Pathol 2002;1l7(suppl): 
SI09-S115. 

271. Hamosh A, the Cystic Fibrosis Genotype-Phenotype Con­
sortium. Correlation between genotype and phenotype 
in patients with cystic fibrosis. N Engl J Med 1993;329: 
1308-1311. 

272. Tizzano EF, Buchwald M. CFTR expression and organ 
damage in cystic fibrosis. Ann Intern Med 1995;123: 
305-308. 

273. Gan K-H, Veeze HJ, van den Ouweland AMW, et al. A 
cystic fibrosis mutation associated with mild lung disease. 
N Engl J Med 1995;333:95-99. 

274. Alton EWFW. Commentary. A mild variant of cystic fibro­
sis. Thorax 1996;51(suppl):S51-S54. 

275. Chill on M, Casals T, Mercier B, et al. Mutations in 
the cystic fibrosis gene in patients with congenital absence 
of the vas deferens. N Engl J Med 1995;332:1475-
1480. 

276. Noone PG, Pue CA, Zhou Z, et al. Lung disease associated 
with the IVS8 5T allele of the CFTR gene. Am J Respir 
Crit Care Med 2000;162:1919-1924. 

277. Tomashefski JF Jr, Abramowsky CA, Dahms BB. The 
pathology of cystic fibrosis. In: PB Davis, ed. Cystic fibrosis. 
New York: Marcel Dekker, 1993:435-489. 

278. Bedrossian CWM, Greenberg SD, Singer DB, et al. The 
lung in cystic fibrosis. A quantitative study including preva­
lence of pathologic findings among different age groups. 
Hum Pathol 1976;7:195-204. 

279. Sturgess J, Imrie 1. Quantitative evaluation of the deve­
lopment of tracheal submucosal glands in infants with 
cystic fibrosis and control infants. Am J Pathol 1982;106: 
303-31l. 

280. Zuelzer WW, Newton WA Jr. The pathogenesis of fibro­
cystic disease of the pancreas. A study of 36 cases with 
special reference to the pulmonary lesions. Pediatrics 
1949;4:53-69. 

281. Reid L, de Haller R. The bronchial mucous glands-their 
hypertrophy and change in intracellular mucus. Mod Probl 
Pediatr 1966;10:195-199. 

282. Oppenheimer EH. Similarity of the tracheobronchial 
mucous glands and epithelium in infants with and without 
cystic fibrosis. Hum Pathol 1981;12:36-38. 

283. Bals R, Weiner DJ, Wilson JM. The innate immune system 
in cystic fibrosis lung disease. Clin Invest 1999;103: 
303-307. 

284. Wine 11. The genesis of cystic fibrosis lung disease. J Clin 
Invest 1999;103:309-312. 

285. Smith A. Pathogenesis of bacterial bronchitis in cystic 
fibrosis. Pediatr Infect Dis J 1997;16:91-96. 

286. Konstan MW, Berger M. Current understanding of the 
inflammatory process in cystic fibrosis: Onset and etiology. 
Pediatr Pulmonol 1997;24:137-142. 

287. Pier GB, Grout M, Zaidi TS, et al. How mutant CFTR 
may contribute to Pseudomonas aeruginosa infection in 
cystic fibrosis. Am J Respir Crit Care Med 1996;154: 
S175-S182. 

288. Lyczak JB, Cannon CL, Pier GB. Lung infections associ­
ated with cystic fibrosis. Clin Microbiol Rev 2002;15: 
194-222. 

289. Conese M, Assael BM. Bacterial infections and inflamma­
tion in the lungs of cystic fibrosis patients. Pediatr Infect 
Dis J 2001;20:207-213. 

290. Konstan MW, Hilliard KA, Norvell TM, et al. Bronchoal­
veolar lavage findings in cystic fibrosis patients with stable, 
clinically mild lung disease suggest ongoing infection and 
inflammation. Am J Respir Crit Care Med 1994;150: 
448-454. 

291. Cantin A. Cystic fibrosis lung inflammation: early, sus­
tained and severe. Am J Respir Crit Care Med 1995;151: 
939-941. 

292. Bonfield TL, Panuska JR, Konstan MW, et al. Inflamma­
tory cytokines in cystic fibrosis lungs. Am J Respir Crit 
Care Med 1995;152:2111-2118. 

293. Bonfield TL, Konstan MW, Burfeind P, et al. Normal 
bronchial epithelial cells constitutively produce the anti­
inflammatory cytokine interleukin-lO, which is down­
regulated in cystic fibrosis. Am J Respir Cell Mol Bioi 
1995;13:257-261. 

294. Khan TZ, Wagener JS, Bost T, et al. Early pulmonary 
inflammation in infants with cystic fibrosis. Am J Respir 
Crit Care Med 1995;151:1075-1082. 

295. Becker MN, Sauer MS, Muhlebach MS, et al. Cytokine 
secretion by cystic fibrosis airway epithelial cells. Am J 
Respir Crit Care Med 2004;169:645-653. 

296. Baltimore RS, Christie CDC, Smith GJw. Immunohisto­
pathologic localization of Pseudomonas aeruginosa in 
lungs from patients with cystic fibrosis. Implications for the 
pathogenesis of progressive lung deterioration. Am Rev 
Respir Dis 1989;140:1650-1661. 

297. Voynow JA, Fischer BM, Roberts BC, et al. Basal-like 
cells constitute the proliferating cell population in cystic 
fibrosis airways. Am J Respir Crit Care Med 2005;172: 
1013-1018. 

298. Katz SM, Holsclaw DS Jr. Ultrastructural features of respi­
ratory cilia in cystic fibrosis. Am J Clin Pathol 1980;73: 
682-685. 

299. Rayner CFJ, Rutman A, Dewar A, et al. Ciliary disorienta­
tion in patients with chronic upper respiratory tract inflam­
mation. Am J Respir Crit Care Med 1995;151:800-804. 

300. Matsuba K, Thurlbeck WM. A morphometric study of 
bronchial and bronchiolar walls in children. Am Rev 
Respir Dis 1972;105:908-913. 

301. Sobonya RE, Taussig LM. Quantitative aspects of lung 
pathology in cystic fibrosis. Am Rev Respir Dis 1986; 
124:290-295. 

302. Tomashefski JF Jr, Morgan J, Bruce Me. The central bron­
chial glands in cystic fibrosis, a morphometric, clinicopath­
ologic study. Am Rev Respir Dis Suppl 1987;135:A464. 

303. Tomashefski JF Jr, Bruce M, Goldberg HI, et al. Regional 
distribution of macroscopic lung disease in cystic fibrosis. 
Am Rev Respir Dis 1986;133:535-540. 

304. Friedman PJ, Harwood IR, Ellenbogen PH. Pulmonary 
cystic fibrosis in the adult: early and late radiologic findings 
with pathologic correlation. AJR 1981;136:1131-1144. 

305. Tomashefski JF Jr, Bruce M, Stern RC, et al. Pulmonary 
air cysts in cystic fibrosis: relation of pathologic features to 



128 

radiologic findings and history of pneumothorax. Hum 
Pathol 1985;16:253-261. 

306. Flume PA. Pneumothorax in cystic fibrosis. Chest 2003; 
123:217-221. 

307. Wood BP. Cystic fibrosis: state of the art. Radiology 
1997;204:1-10. 

308. Esterly JR, Oppenheimer EH. Cystic fibrosis of the pan­
creas: Structural changes in peripheral airways. Thorax 
1968;23:670-675. 

309. Tomashefski JF Jr, Konstan MW, Bruce MC, et al. The 
pathologic characteristics of interstitial pneumonia in 
cystic fibrosis. A retrospective autopsy study. Am J Clin 
PathoI1989;91:522-529. 

310. Hamutcu R, Rowland JM, Horn MV, et al. Clinical findings 
and lung pathology in children with cystic fibrosis. Am J 
Respir Crit Care Med 2002;165:1172-1175. 

311. Hogg JC, Williams J, Richardson JB, et al. Age as a factor 
in the distribution of lower-airway conductance and in the 
pathologic anatomy of obstructive lung disease. N Engl J 
Med 1970;282:1283-1287. 

312. Thomassen MJ, Demko CA, Klinger JD, et al. Pseudomo­
nas cepacia colonization among patients with cystic 
fibrosis. A new opportunist. Am Rev Respir Dis 1985;131: 
791-796. 

313. Tomashefski JF Jr, Thomassen MJ, Bruce MC, et al. Pseu­
domonas cepacia associated pneumonia in cystic fibrosis. 
Relation of clinical features to histopathologic patterns of 
pneumonia. Arch Pathol Lab Med 1988;112:166-172. 

314. Mahenthiralingam E, Baldwin A, Vandamme P. Burk­
holderia cepacia complex infection in patients with cystic 
fibrosis. J Med Microbiol 2002;51:533-538. 

315. Ebert DL, Olivier KN. Nontuberculous mycobacteria in 
cystic fibrosis. Infect Dis Clin North Am 2002;16:221-223. 

316. Boxerbaum B. Isolation of rapidly growing mycobacteria 
in patients with cystic fibrosis. J Pediatr 1980;96:689-691. 

317. Bhargava V, Tomashefski JF Jr, Stern RC, et al. The pathol­
ogy of fungal infection and colonization in patients with 
cystic fibrosis. Hum Pathol 1989;20:977-986. 

318. Stevens DA, Moss RB, Kurup VP, et al. Participants in the 
Cystic Fibrosis Foundation Consensus Conference. Aller­
gic bronchopulmonary aspergillosis in cystic fibrosis-state 
of the art: Cystic Fibrosis Foundation consensus confer­
ence. Clin Infect Dis 2003;37(suppl):S225-264. 

319. Cullen AR, Cannon CL, Mark EJ, et al. Mycobacterium 
abscessus infection in cystic fibrosis. Colonization or infec­
tion? Am J Respir Crit Care Med 2000;161:641-645. 

320. Tomashefski JF Jr, Stern RC, Demko CA, et al. Nontuber­
culous mycobacteria in cystic fibrosis. An autopsy study. 
Am J Respir Crit Care Med 1996;154:523-528. 

321. Ryland D, Reid L. The pulmonary circulation in cystic 
fibrosis. Thorax 1975;30:285-292. 

322. Symchych PS. Pulmonary hypertension in cystic fibrosis. A 
description and morphometric analysis of the pulmonary 
vasculature. Arch PathoI1971;92:409-414. 

323. Bowden DH, Fischer VW, Wyatt JP. Cor pulmonale in 
cystic fibrosis. A morphometric analysis. Am J Med 
1965;38:226-232. 

324. Hislop A, Reid L. New findings in pulmonary arteries of 
rats with hypoxia-induced pulmonary hypertension. Br J 
Exp Pathol 1976;57:542-553. 

J.F. Tomashefski, Jr., and D.H. Dail 

325. Goldring RM, Fishman AP, Turino GM, et al. Pulmonary 
hypertension and cor pulmonale in cystic fibrosis of the 
pancreas. J Pediatr 1964;65:501-524. 

326. Oppenheimer EH, Esterly JR. Medial mucoid lesions of 
the pulmonary artery in cystic fibrosis, pulmonary hyper­
tension, and other disorders. Lab Invest 1974;30:411-416. 

327. Mack JF, Moss AJ, Harper WW, et al. The bronchial arter­
ies in cystic fibrosis. Br J RadioI1965;38:422-429. 

328. Fellows KE, Stigol L, Schuster S, et al. Selective bronchial 
arteriography in patients with cystic fibrosis and massive 
hemoptysis. Radiology 1975;114:551-556. 

329. Vawter GF, Shwachman H. Cystic fibrosis in adults. An 
autopsy study. Pathol Ann 1979;2:357-382. 

330. Wentworth P, Gough J, Wentworth JE. Pulmonary changes 
and cor pulmonale in mucoviscidosis. Thorax 1968;23: 
582-589. 

331. Fellows KE, Khaw KT, Schuster S, et al. Bronchial artery 
embolization in cystic fibrosis: technique and long-term 
results. J Pediatr 1979;95:959-963. 

332. Fairfax AJ, Ball J, Batten JC, et al. A pathological study 
following bronchial artery embolization for haemoptysis 
in cystic fibrosis. Br J Dis Chest 1980;74:345-352. 

333. Tomashefski JF Jr, Cohen AM, Doershuk CF. Long­
term histopathologic follow-up of bronchial arteries after 
therapeutic embolization with polyvinyl alcohol (Ivalon) 
in patients with cystic fibrosis. Hum Pathol 1988;19: 
555-56l. 

334. Moss AJ, Desilets DT, Higashino SM, et al. Intrapulmo­
nary shunts in cystic fibrosis. Pediatrics 1968;41:428-445. 

335. Travis WD, Castile R, Vawter G. et al. Secondary (AA) 
amyloidosis in cystic fibrosis. A report of three cases. Am 
J Clin PathoI1986;85:419-424. 

336. McGlennen RC, Burke BA, Dehner LD. Systemic amyloi­
dosis complicating cystic fibrosis. Arch Pathol Lab Med 
1986;110:879-884. 

337. Tomashefski JF Jr, Wen P, Giampoli E, et al. Pulmonary 
intralobar sequestration in a patient with cystic fibrosis. 
Hum PathoI1997;28:1436-1439. 

338. Canny GJ, Marcotte JE, Levison H. Lung abscess in cystic 
fibrosis. Thorax 1986;41 :221-222. 

339. Stern RC, Byard PJ, Tomashefski JF Jr, et al. Recreational 
use of psychoactive drugs by patients with cystic fibrosis. J 
Pediatr 1987;111 :293-299. 

340. Afzelius BA. A human syndrome caused by immotile cilia. 
Science 1976;193:317-319. 

341. Pederson H,Mygind N.Absence of axone mal arms in nasal 
mucosa cilia in Kartagener's syndrome. Nature 1976;262: 
494-495. 

342. Eliasson R, Mossberg B, Camner P, et al. The immotile-cilia 
syndrome. A congenital ciliary abnormality as an etiologic 
factor in chronic airway infections and male sterility. 
NEJM 1977;297:1-6. 

343. Afzelius BA, Mossberg B. Immotile cilia. Thorax 1980;35: 
401-404. 

344. Noone PG, Leigh MW, Sannuti A, et al. Primary ciliary 
dyskinesia-diagnostic and phenotypic features. Am J 
Respir Crit Care Med 2004;169:459-467. 

345. Camner P, Mossberg B, Afzelius BA. Evidence for con­
genitally nonfunctioning cilia in the tracheobronchial tract 
in two subjects. Am Rev Respir Dis 1975;112:807-809. 



5. Aspiration, Bronchial Obstruction, Bronchiectasis, and Related Disorders 129 

346. Rossman CM, Forrest JB, Ruffin RE, et al. Immotile cilia 
syndrome in persons with and without Kartagener's 
syndrome. Am Rev Respir Dis 1980;121:1011-1016. 

347. Losa M, Ghelfi D, Hof E, et al. Kartagener syndrome: an 
uncommon cause of neonatal respiratory distress? Eur J 
Pediatr 1995;154:236-238. 

348. Whitelaw A, Evans A, Corrin B. Immotile cilia syndrome: 
a new cause of neonatal respiratory distress. Arch Dis 
Child 1981;56:432--435. 

349. Kartagener M. Zur pathogenese der bronchiektasien: 
bronchiektasien bei situs viscerum inversus. Beitr Klin 
Tuberk 1933;83:489-501. 

350. Kartagener M, Stucki P Bronchiectasis with situs inversus. 
Arch Pediatr 1962;79:193-207. 

351. Sleigh MA. Primary ciliary dyskinesia. Lancet 1981;2: 
476. 

352. Sturgess JM, Chao J, Wong J, et al. Cilia with defective 
radial spokes. A cause of human respiratory disease. N 
Engl J Med 1979;300:53-56. 

353. Sturgess JM, Chao J, Turner JAP. Transposition of ciliary 
microtubules. Another cause of impaired ciliary motility. 
N Engl J Med 1980;303:318-322. 

354. Carlen B, Lindberg S, Stenram U. Absence of nexin links 
as a possible cause of primary ciliary dyskinesia. Ultra­
struct Pathol 2003;27:123-126. 

355. Tsang KWT, Tipoe G, Sun J, et al. Severe bronchiectasis in 
patients with "cystlike" structures within the ciliary shafts. 
Am J Respir Crit Care Med 2000;161:1300-1305. 

356. Stannard W, Rutman A, Wallis C, et al. Central microtubu­
lar agenesis causing primary ciliary dyskinesia. Am J 
Respir Crit Care Med 2004;169:634-637. 

357. Rosman CM, Lee RMKW, Forrest JB, et al. Nasal ciliary 
ultrastructure and function in patients with primary ciliary 
dyskinesia compared with that in normal subjects and in 
subjects with various respiratory diseases. Am Rev Respir 
Dis 1984;129:161-167. 

358. Calderon-Garciduenas L, Valencia-Salazar G, Rodriquez­
Alcaraz A, et al. Ultrastructural nasal pathology in chil­
dren chronically and sequentially exposed to air pollutants. 
Am J Respir Cell Mol Bioi 2001;24:132-138. 

359. de longh RU, Rutland 1. Ciliary defects in healthy subjects, 
bronchiectasis, and primary ciliary dyskinesia. Am J Respir 
Crit Care Med 1995;151:1559-1567. 

360. Barlocco EG, Valletta EA, Canciani M, et al. Ultrastruc­
tural ciliary defects in children with recurrent infections 
of the lower respiratory tract. Pediatr Pulmonol 1991;10: 
11-17. 

361. Cornillie FJ, Lauweryns JM. Atypical bronchial cilia in 
children with recurrent respiratory tract infections. A com­
parative ultrastructural study. Pathol Res Pract 1984;178: 
595-604. 

362. Rutland J, de longh RU. Random ciliary orientation. A 
cause of respiratory tract disease. N Engl J Med 1990;323: 
1681-1684. 

363. Rayner CFJ, Rutman A, Dewar A, et al. Ciliary disorienta­
tion alone as a cause of primary ciliary dyskinesia syn­
drome. Am J Respir Crit Care Med 1996;153:1123-1129. 

364. Pizzi S, Cazzato S, Bernardi F, et al. Clinico-pathological 
evaluation of ciliary dyskinesia: diagnostic role of electron 
microscopy. Ultrastruct Pathol 2003;27:243-252. 

365. Carson JL, Hu S-CS, Collier AM. Computer-assisted anal­
ysis of radial symmetry in human airway epithelial cilia: 
assessment of congenital ciliary defects in primary ciliary 
dyskinesia. Ultrastruct PathoI2000;24:169-174. 

366. Verra F, Fleury-Feith J, Boucherat M, et al. Do nasal ciliary 
changes reflect bronchial changes? An Ultrastructural 
Study. Am Rev Respir Dis 1993;147:908-913. 

367. Wilton LJ, Teichtahl H, Temple-Smith PD, et al. 
Kartagener's syndrome with motile cilia and immotile 
spermatozoa: axone mal ultrastructure and function. Am 
Rev Respir Dis 1986;134:1233-1236. 

368. Escudier E, Escalier D, Pinchon MC, et al. Dissimilar 
expression of axone mal anomalies in respiratory cilia and 
sperm flagella in infertile men. Am Rev Respir Dis 
1990;142:674-679. 

369. Munro NC, Currie DC, Lindsay KS, et al. Fertility in men 
with primary ciliary dyskinesia presenting with respiratory 
infection. Thorax 1994;49:684-687. 

370. Holmes LB, Blennerbassett JB, Austen KF. A reap­
praisal of Kartagener's syndrome. Am J Med Sci 1968;255: 
13-28. 

371. Bergstrom WH, Cook CD, Scannell J, et al. Situs inversus, 
bronchiectasis and sinusitis. Report of a family with two 
cases of Kartagener's triad and two additional cases of 
bronchiectasis among six siblings. Pediatrics 1950;6: 
573-580. 

372. Brody SL. Genetic regulation of cilia assembly and the 
relationship to human disease. Am J Respir Cell Mol BioI 
2004;30:435--437. 

373. Omran H, Haffner K, Volkel A, et al. Homozygosity 
mapping of a gene locus for primary ciliary dyskinesia on 
chromosome 5p and identification of the heavy dynein 
chain DNAH5 as a candidate gene. Am J Respir Cell Mol 
Bioi 2000;23:696-702. 

374. Zariwala M, Noone PG, Sannuti A, et al. Germline 
mutations in an intermediate chain dynein cause primary 
ciliary dyskinesia. Am J Respir Cell Mol BioI 2001;25: 
577-583. 

375. Zariwala M, O'Neal WK, Noone PG, et al. Investigation 
of the possible role of a novel gene, DPCD, in primary 
ciliary dyskinesia. Am J Respir Cell Mol BioI 2004;30: 
428--434. 

376. Young D. Surgical treatment of male infertility. J Reprod 
FertiI1970;23:541-542. 

377. Pavia D,Agnew JE,Bateman JRM, et al. Lung mucociliary 
clearance in patients with Young's syndrome. Chest 1981; 
80( suppl):892-895. 

378. Hendry WF, Knight RK, Whitfield HN, et al. Obstructive 
azoospermia: Respiratory function tests, electron micros­
copy and the results of surgery. Br J Urol 1978;50: 
598-604. 

379. Handelsman DJ, Conway AJ, Boylan LM, et al. Young's 
Syndrome. Obstructive azoospermia and chronic sinopul­
monary infections. N Engl J Med 1984;310:3-9. 

380. Friedman KJ, Teichtahl H, De Kretser DM, et al. Screening 
Young syndrome patients for CFTR mutations. Am J 
Respir Crit Care Med 1995;152:1353-1357. 

381. Neville E, Brewis RAL, Yeates WK, et al. Respiratory tract 
disease and obstructive azoospermia. Thorax 1983;38: 
929-933. 



130 

382. Greenstone MA, Rutman A, Hendry WF, et al. Ciliary 
function in Young's syndrome. Thorax 1988;43:153-154. 

383. de longh R, Ing A, Rutland I Mucociliary function, ciliary 
ultrastructure, and ciliary orientation in Young's syndrome. 
Thorax 1992;47:184-187. 

384. Alton EWFW, Hay JG, Munro C, et al. Measurement of 
nasal potential difference in adult cystic fibrosis, Young's 
syndrome and bronchiectasis. Thorax 1987;42:815-817. 

385. Lopez-Vidriero MT, Pavia D, Greenstone M, et al. Visco­
elastic properties of sputum from patients with Young's 
Syndrome. Thorax 1986;41:254(abstr). 

386. Hendry WF, A'Hem RP, Cole PI Was Young's syndrome 
caused by exposure to mercury in childhood? BMJ 
1993;307:1579-1582. 

387. Wellesly D, Schwarz M. Cystic fibrosis, Young's syndrome, 
and normal sweat chloride. Lancet 1998;352:38. 

388. Smallman LA, Oates J, Proops DW. Young's syndrome 
(a case report). J Laryngol OtoI1988;102:460-463. 

389. Barker AF. Alpha-I-antitrypsin deficiency presenting as 
bronchiectasis. Br J Dis Chest 1986;80:97. 

390. Jones DK, Godden D, Cavanagh P. Alpha-I-antitrypsin 
deficiency presenting as bronchiectasis. Br J Dis Chest 
1985;79:301-304. 

391. Longstreth GF, Weitzman SA, Browning RJ, Lieberman I 
Bronchiectasis and homozygous alpha-1 antitrypsin 
deficiency. Chest 1975;67:233-235. 

392. Cuvelier A, Muir JF, Hellot MF, et al. Distribution of 
alpha-l antitrypsin alleles in patients with bronchiectasis. 
Chest 2000;117:415-419. 

393. Shin MS, Ho KI Bronchiectasis in patients with alpha-l 
antitrypsin deficiency. A rare occurrence? Chest 1993;104: 
1384-1386. 

394. Orell SR, Mazodier P. Pathological findings in alpha-l 
antitrypsin deficiency. In: Mittenman C, ed. Pulmonary 
emphysema and proteolysis. New York: Academic Press, 
1972:69-89. 

395. King MA, Stone JA, Diaz PT, et al. Alpha-1 antitrypsin 
deficiency: evaluation of bronchiectasis with CT. Radiol­
ogy 1996;199:137-14l. 

396. Tomashefski JF Jr, Crystal RG, Wiedemann HP, et aI., for 
the Alpha I-Antitrypsin Deficiency Registry Study Group. 
The bronchopulmonary pathology of alpha-1 antitrypsin 
(AAT) deficiency: findings of the death review committee 
of the national registry for individuals with severe deficiency 
of alpha-1 antitrypsin. Hum PathoI2004;35:1452-1461. 

397. Casterline CL, Evans R III, Battista VC, et al. Selective 
IgA deficiency and Pi zz-antitrypsin deficiency: association 
with recurrent sinopulmonary infections, emphysema and 
bronchiectasis. Chest 1978;73:885-886. 

398. Thurlbeck WM. Chronic airflow obstruction. In: Thurbeck 
WM, ed. Pathology of the lung. New York: Thieme Medical, 
1988:558-562. 

399. Thurlbeck WM, Henderson JA, Fraser RG, et al. Chronic 
obstructive lung disease. A comparison between clinical, 
roentgenologic, functional and morphologic criteria in 
chronic bronchitis, emphysema, asthma and bronchiectasis. 
Medicine 1970;49:81-145. 

400. Dunnill MS. An assessment of the anatomical factor in cor 
pulmonale in emphysema. J Clin PathoI1961;14:246-258. 

401. Anderson AE Jr, Foraker AG. The non-respiratory bron­
chioles in pulmonary emphysema. In: Sommers SC, ed. 

IF. Tomashefski, Jf., and o.H. Dail 

Pulmonary pathology decennial, 1966-1975. New York: 
Appleton-Century-Crofts, 1975:457-488. 

402. Davis PB, Hubbard VS, McCoy K, et al. Familial bronchi­
ectasis. J Pediatr 1983;102:177-185. 

403. Williams HE, Landau LI, Phelan Po. Generalized bronchi­
ectasis due to extensive deficiency of bronchial cartilage. 
Arch Dis Child 1972;47:423-428. 

404. McAdams HP, Erasmus I Case 4: Williams-Campbell syn­
drome. AJR 1995;165:190-19l. 

405. Newman KB, Beam WR. Congenital bronchiectasis in an 
adult. Am J Med 1991;91:198-201. 

406. Palmer SM Jr, Layish DT, Kussin PS, et al. Lung transplan­
tation for Williams-Campbell syndrome. Chest 1998;113: 
535-537. 

407. Mitchell RE, Bury RG. Congenital bronchiectasis due to 
deficiency of bronchial cartilage (Williams-Campbell 
syndrome). J Pediatr 1975;87:230-232. 

408. Kirse DJ, Tryka AF, Seibert RW, et al. Mortality following 
adenotonsillectomy in a patient with Williams-Campbell 
Syndrome. Arch Otolaryngol Head Neck Surg 1996;122: 
1007-1010. 

409. Jones VF, Eid NS, Franco SM, et al. Familial Congenital 
Bronchiectasis: Williams-Campbell syndrome. Pediatr 
PulmonoI1993;16:263-267. 

410. Wayne KS, Taussig LM. Probable familial congenital bron­
chiectasis due to cartilage deficiency (Williams-Campbell 
syndrome). Am Rev Respir Dis 1976;114:15-22. 

411. Stovin PGI. Congenital Lobar Emphysema. Thorax 1995; 
14:254-262. 

412. Woodring JH, Barrett PA, Rehm SR, et al. Acquired tra­
cheomegaly in adults as a complication of diffuse pulmo­
nary fibrosis. AJR 1989;152:743-747. 

413. Griscom NT, Vawter GF, Stigol LC. Radiologic and patho­
logic abnormalities of the trachea in older patients with 
cystic fibrosis. AJR 1987;148:691-693. 

414. Roditi GH, Weir 1. The association of tracheomegaly and 
bronchiectasis. Clin RadioI1994;49:608-611. 

415. Webb EM, Elicker BM, Webb WR. Using CT to diagnose 
nonneoplastic tracheal abnormalities: appearance of the 
tracheal wall. AJR 2000;174:1315-1321. 

416. Lazzarini-de-Oliveira LC, de Barros Franco CAC, de 
Salles CLG, et al. A 38-year-old man with tracheomegaly, 
tracheal diverticulosis, and bronchiectasis. Chest 2001; 
120:1018-1020. 

417. Shin MS, Jackson RM, Ho K-I Tracheobronchomegaly 
(Mounier-Kuhn syndrome): CT diagnosis. AJR 1988;150: 
777-779. 

418. Greene R. "Sabre-sheath" trachea: Relation to chronic 
obstructive pulmonary disease. Am J RoentgenoI1978;130: 
441-445. 

419. Vassallo CL, Zawadzki ZA, Simons JR. Recurrent respira­
tory infections in a family with immunoglobulin A defi­
ciency. Am Rev Rcsp Dis 1970;101:245-251. 

420. Curtin JJ, Webster ADB, Farrant J, et al. Bronchiectasis 
in hypogammaglobulinaemia-a computed tomography 
assessment. Clin Radiol 1991;44:82-84. 

421. De Gracia J, Rodrigo J, Morell F, et al. IgG subclass defi­
ciencies associated with bronchiectasis. Am J Respir Crit 
Care Med 1996;153:650-655. 

422. Thickett KM, Kumararatne DS, Banerjee AK, et al. 
Common variable immune deficiency: respiratory manifes-



5. Aspiration, Bronchial Obstruction, Bronchiectasis, and Related Disorders 131 

tations, pulmonary function and high-resolution CT scan 
findings. QJ Med 2002;95:655-662. 

423. Dukes RJ, Rosenow EC III, Hermans PE. Pulmonary 
manifestations of hypogammaglobulinaemia. Thorax 1978; 
33:603-607. 

424. Garcia MAM, De Rojas HF, Manzur N, et al. Respiratory 
disorders in common variable immunodeficiency. Respir 
Med 2001;95:191-195. 

425. Kainulainen L, Varpula M, Liippo K, et al. Pulmonary 
abnormalities in patients with primary hypogammaglobu­
linemia. J Allergy Clin ImmunoI1999;104:1031-1036. 

426. Obregon RG, Lynch DA, Kaske T, et al. Radiologic find­
ings of adult primary immunodeficiency disorders. Contri­
bution of CT. Chest 1994;106:490-495. 

427. Mossberg B, Bjorkander J, Afzelius BA, et al. Mucociliary 
clearance in patients with immunoglobulin deficiency. Eur 
J Respir Dis 1982;63:570-578. 

428. Watts WJ, Watts MB, Dai W, et al. Respiratory dysfunction 
in patients with common variable hypogammaglobu­
linemia. Am Rev Respir Dis 1986;134:699-703. 

429. Hill AT, Thompson RA, Wallwork J, et al. Heart lung trans­
plantation in a patient with end stage lung disease due to 
common variable immunodeficiency. Thorax 1998;53: 
622-623. 

430. HolmesAH, Trotman-Dickenson B, Edwards A, et al. Bron­
chiectasis in HIV Disease. Q J Med 1992;85:875-882. 

431. Bard M, Couderc L-J, Saimot AG, et al. Accelerated 
obstructive pulmonary disease in HIV infected patients 
with bronchiectasis. Eur Respir J 1998;11:771-775. 

432. King MA, Neal DE, St. John R, et al. Bronchial dilatation 
in patients with HIV infection: CT assessment and correla­
tion with pulmonary function tests and findings at bron­
choalveolar lavage. AJR 1997;168:1535-1540. 

433. Verghese A, Al-Samman M, Nabhan D, et al. Bacterial 
bronchitis and bronchiectasis in human immunodeficiency 
virus infection. Arch Intern Med 1994;154:2086-2091. 

434. Yousem SA, Burke CM, Billingham ME. Pathologic pul­
monary alterations in long-term human heart-lung trans­
plantation. Hum PathoI1985;16:911-923. 

435. Husain AN, Siddiqui MT, Reddy VB, et al. Postmortem 
findings in lung transplant recipients. Mod Pathol 1996; 
9:752-761. 

436. Cortet B, Flipo RM, Remy-Jardin M, et al. Use of high 
resolution computed tomography of the lungs in patients 
with rheumatoid arthritis. Ann Rheum Dis 1995;54: 
815-819. 

437. Perex T, Remy-Jardin M, Cortet B. Airways involvement 
in rheumatoid arthritis. Clinical, functional, and HRCT 
findings. Am J Respir Crit Care Med 1998;157:1658-1665. 

438. Baggenstoss AH, Rosenberg EF. Visceral lesions associ­
ated with chronic infectious (rheumatoid) arthritis. Arch 
Pathol 1943;35:503-516. 

439. Aronoff A, Bywaters EGL, Fearnley GR. Lung lesions in 
rheumatoid arthritis. Br Med J 1955;2:228-232. 

440. Brannan HM, Good CA, Divertie MB, et al. Pulmonary 
disease associated with rheumatoid arthritis. JAMA 
1964;189:914-918. 

441. Kuhns J G, Joplin RJ. Convalescent care in chronic arthritis. 
N Engl J Med 1939;215:268-272. 

442. McMahon MJ, Swinson DR, Shettar S, et al. Bronchiectasis 
and rheumatoid arthritis: a clinical study. Ann Rheum Dis 
1993;52:776-779. 

443. Walker WC, Wright V. Pulmonary lesions and rheumatoid 
arthritis. Medicine 1968;47:501-520. 

444. Shadick NA, Fanta CH, Weinblatt ME, et al. Bronchiecta­
sis. A late feature of severe rheumatoid arthritis. Medicine 
1994;73:161-170. 

445. Hassan WU, Keaney NP, Holland CD, et al. High resolu­
tion computer tomography of the lung in lifelong non­
smoking patients with rheumatoid arthritis. Ann Rheum 
Dis 1995;54:308-310. 

446. Camus P, Piard F, Ashcroft T, et al. The lung in inflamma­
tory bowel disease. Medicine 1993;72:151-183. 

447. Eaton TE, Lambie N, Wells AU. Bronchiectasis follow­
ing colectomy for Crohn's disease. Thorax 1998;53:529-
53l. 

448. Butland RJA, Cole P, Citron KM, et al. Chronic bronchial 
suppuration and inflammatory bowel disease. Q J Med 
1981;197:63-75. 

449. Kraft SC, Earle RH, Roesler M, et al. Unexplained bron­
chopulmonary disease with inflammatory bowel disease. 
Arch Intern Med 1976;136:454-459. 

450. Casey MB, Tazelaar HD, Myers JL, et al. Noninfectious 
lung pathology in patients with Crohn's disease. Am J Surg 
PathoI2003;27:213-219. 

451. Stockley RA. Commentary: bronchiectasis and inflamma­
tory bowel disease. Thorax 1998;53:526-527. 

452. Glassroth J, Adams GD, Schnoll S. The impact of sub­
stance abuse on the respiratory system. Chest 1987;91: 
596-602. 

453. Banner AS, Rodriquez J, Sunderrajan EV, et al. Bronchi­
ectasis: a cause of pulmonary symptoms in heroin addicts. 
Respiration 1979;37:232-237. 

454. Warnock ML, Ghahremani GG, Rattenborg C, et al. Pul­
monary complication of heroin intoxication. Aspiration 
pneumonia and diffuse bronchiectasis. JAMA 1972;219: 
1051-1053. 

455. Kass I, Zamel N, Dobry CA, et al. Bronchiectasis following 
ammonia burns of the respiratory tract: A review of two 
cases. Chest 1972;62:282-285. 

456. Sobonya R. Fatal anhydrous ammonia inhalation. Hum 
Pathol 1977;8:293-299. 

457. Hoeffier HB, Schweppe HI, Greenberg SD. Bronchiectasis 
following pulmonary ammonia burn. Arch Pathol Lab 
Med 1982;106:686-687. 

458. Slutzker AD, Kinn R, Said SL Bronchiectasis and progres­
sive respiratory failure following smoke inhalation. Chest 
1989;95:1349-1350. 




