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Chapter

Asbestos Exposure Results in
Asbestosis and Usual Interstitial
Pneumonia Similar to Other
Causes of Pneumoconiosis

Yoshinori Kawabata

Abstract

The progression of asbestosis is supposed to begin with the first order of respiratory
bronchiole and extend outward. Recently, grade 4 asbestosis was reported to begin
with the subpleural peripheral lobular area or the subpleural lobule. Grade 4 asbestosis
is defined as diffuse pulmonary fibrosis caused by the inhalation of excessive numbers
of asbestos fibers. Pathologically, the presence of more than two asbestos bodies/cm”
on a glass slide is required. There are many cases of diffuse interstitial pneumonia,
mainly usual interstitial pneumonia, that does not fulfill the above criteria among
asbestos workers or high-grade environmentally exposed persons. I call these cases
“usual interstitial pneumonia seen in asbestos workers” and not idiopathic pulmonary
fibrosis. In this chapter, I discuss the above subjects, including the dose-response
relationship for asbestos exposure, the heterogeneous response to asbestos exposure,
and the relationship between asbestosis and idiopathic pulmonary fibrosis.

Keywords: pathological examination, usual interstitial pneumonia,
atelectatic induration, asbestos body, idiopathic pulmonary fibrosis

1. Introduction

It is well known that moderate- to high-grade exposures to asbestos cause serious
diffuse pulmonary fibrosis called diffuse asbestosis. Asbestosis is believed to start in
the region of the first order of respiratory bronchiole (grade 1, Figure 1) and gradu-
ally extends outward to involve more and more of the lung acinus until separate foci
of fibrosis link or attach to the pleura and the interlobular septum (grade 3), finally
resulting in a diffuse pattern of the fibrosis (grade 4) [1, 2]. However, this descrip-
tion has not yet been proved. Asbestosis is defined as diffuse interstitial fibrosis of
the lung as a consequence of exposure to asbestos dust. A histological diagnosis of
asbestosis requires the presence of two or more asbestos bodies (ABs) in the tissue
with a section area of 1 cm? [3]. Meanwhile, diffuse interstitial pneumonia, mainly
usual interstitial pneumonia (UIP), that does not fulfill the above histological
criteria is called idiopathic pulmonary fibrosis (IPF) even if the patient is a worker
exposed to asbestos [4].

In this review, I discuss the process of asbestosis progression, the pathological
definition and the features of asbestosis, the lower limit of asbestos fiber exposure
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Figure 1.

Grade o to grade 2 lesions. (A) Grade o lesion without respiratory bronchiolar fibrosis but with three asbestos
bodies (arrows). Hematoxylin and eosin staining (HE), x100. Inset: enlarged asbestos bodies. (B) Grade 1 lesion
with fibrosis of the vespiratory bronchiole and surrounding lung. HE, x60. Inset: enlarged asbestos bodies.

(C) Grade 2 lesion with fibrosis of the respiratory bronchiole and survounding lung. Elastica van Gieson staining
(EvG), x60. Inset: many enlarged asbestos bodies. (D) Grade 2 lesion with fibrosis of the respiratory bronchiole,
alveolar duct, and surrounding lung including luminal organization. EvG, x6o0. Inset: enlarged asbestos bodies.

causing asbestosis and the dose-response relationship of asbestos exposure, vari-
ous causes of UIP, and how to think about diffuse interstitial pneumonia or UIP
that does not fulfill the histological criteria of asbestosis. The term “asbestosis” is
used differently in the literature. I term diffuse interstitial fibrosis due to asbestos
exposure as pathological grade 4 asbestosis and clinical diffuse asbestosis. The term
asbestosis alone can indicate various extents of severity from grade 1 to grade 4
pathologically and early to diffuse asbestosis clinically.

2. Process of asbestosis progression

Under a normal environmental state, the numbers of ABs are thought to be up
to 200 per gram of dry lung tissue (/g dry lung) [5, 6], and the presence of more
than 1000 ABs/g dry lung is thought to indicate persons with a high probability of
exposure to asbestos dust at work [3, 7]. As stated above, asbestosis begins in the
first order of respiratory bronchiole (Figure 1), but how many ABs are needed to
cause grade 1 asbestosis? The minimal numbers are different from study to study
and range from “1,000 to 22,000” ABs/g dry lung [5, 6, 8-10]. Our data showed a
maximum of “273,000” ABs/g dry lung in grade 4 asbestosis without grade 1 lesions
[9], and this might be the upper limit. Meanwhile, there are reports showing the
presence of grade 1 fibrosis of below 1 AB per 1 histological slide even in cases of
diffuse asbestosis [11, 12]. Grade 1 lesions appear to begin at lowest numbers of less
than 1000 ABs/g dry lung, but the upper limit is not precisely known yet except
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for that in our data [9]. Thus, it is still necessary to determine how many ABs or
asbestos fibers are needed to cause grade 1 and grade 2 lesions without progression
to grade 4 asbestosis.

Meanwhile, one of the important pathological criteria of idiopathic UIP (IPF)
is predominant subpleural and/or paraseptal distribution of fibrosis mainly in the
lower lobes [13, 14]. This means that UIP begins in a peripheral area of the lobule
with continuous extension inward and forms centrilobular honeycombing due to
peripheral lobular dense fibrosis and structural destruction of the centrilobular
area. An outward extension of asbestosis to form centrilobular honeycombing of
grade 4 asbestosis is a logical contradiction. It might be logical to think that grade 4
asbestosis is not just a further outward extension of grade 3 asbestosis. We exam-
ined grade 4 asbestosis histologically and confirmed that UIP-type asbestosis begins
with the subpleural peripheral lobular area as this area was the most densely fibrotic
(intraluminal collagenosis with collapse) and the centrilobular area showed young
fibrosis (Figure 2) including fibroblastic foci. We also observed inflammatory cell
infiltration and lymphoid follicles in the fibrosis-like idiopathic UIP [9]. We also
confirmed that atelectatic induration-type asbestosis also begins with the subpleu-
ral peripheral lobular area or the subpleural lobule (acinar or lobular intraluminal
collagenosis with various degrees of collapse with inflammatory cell infiltration)
(Figure 3) [9]. Yamamoto also stated nearly the same in terms of the starting point
of grade 4 asbestosis [11]. Inflammatory cell infiltration was reported in humans
[15, 16] and experimental sheep along with intraluminal organization [17].

Figure 2.

Histology of usual interstitial pneumonia-type asbestosis in a 66-year-old man working with rock wool spray.
A lobectomy was performed for lung cancer. Upon examination, the numbers of asbestos bodies (ABs) were
950,000 ABs/g dry lung and 108 ABs/cm’. A grade 2 lesion was seen (Figure 1C, D). Macroscopic features of the
right lower lobe showed diffuse formation of pleural plaques (black arrow) and honeycombing (white arrows)
in the gray-coloved fibrosis of the lung. Bar = 2 cm. Histological features showed subpleural dense fibrosis with
ring-like honeycombing (arrow). Elastica van Gieson, x10. Bar = 5 mm. One lymphoid follicle was noted in the
fibrosis. Hematoxylin and eosin (HE), x150. Young intraluminal fibrosis was noted between dense fibrosis and
the normal lung. HE, x150.
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Figure 3.

Atelectatic induration-type asbestosis in a 60-year-old man working in the asbestos cement industry for 30 years
as a secvetary. Bilateral diffuse pleural thickening with calcification and veticular shadows in the bilateral
basal areas of the lower lobes. No grade 1 lesion was seen. (A) Macroscopic featuves of the right lower lobe
showed pleural fibrosis and plaque at the diaphragmatic avea with subpleural zonal atelectatic induration
(arrow). Bar = 2.5 cm. (B) Panoramic view of the subpleural lung tissue showing 1-cm-thick subpleural
atelectatic induration. Hematoxylin and eosin. Bar = 1 cm. Inset. Asbestos bodies stained with Persian blue.

(C) Subpleural avea showing intraluminal dense fibrosis and muscle proliferation with some collapse. Elastica
van Gieson, x200. (D) Young intraluminal fibrosis with inflammatory cell infiltration next to normal lung.

3. Pathological definition of grade 4 asbestosis and its features

Grade 4 asbestosis is defined as diffuse pulmonary fibrosis caused by the inhala-
tion of excessive numbers of asbestos fibers [1-3, 7]. The Helsinki criteria state that
a histological diagnosis of asbestosis requires the identification of diffuse interstitial
fibrosis in well-inflated lung tissue plus the presence of two or more ABs in tissue
with a section area of 1 cm? [3, 7]. The previous histological definition of asbestosis
was the presence of one or more ABs in one or another histological section in addi-
tion to lung fibrosis [1]. A subsequent study showed that more ABs are needed to
cause grade 4 asbestosis [18]. Then, more than 2 ABs/cm? were required in 1997 [3],
and that was continued in the next Helsinki criteria [7]. Two ABs/cm? on glass slides
correspond to “8000-20,000” ABs or over/g dry lung [12, 19, 20]. The smallest
numbers were less than “4000” ABs in our data [9].

Histological findings of grade 4 asbestosis show various forms: atelectatic
induration type or accelerated asbestosis and UIP pattern (Figures 2 and 3) [2, 9,
11]. I described the histological features of atelectatic induration and UIP pattern
in the previous chapter. The asbestos burden in atelectatic induration is more severe
than that in the UIP pattern [9]. It is reported that atelectatic induration type is
seen in undeveloped countries, and UIP is seen in developed countries [2]. It is
also reported that fibrosis in asbestosis is always paucicellular, lacks any signifi-
cant degree of inflammation, and is collagenous rather than fibroblastic, without



Asbestos Exposure Results in Asbestosis and Usual Interstitial Pneumonia Similar to Other...
DOI: http://dx.doi.org/10.5772/intechopen.89247

reference to other studies [2]. From this viewpoint, Kishimoto et al. reported the
mean value of ABs for these cases was a mean of “2,133,000”/g dry lung [21],
whereas Arakawa et al. reported a mean of “1,465,000” [22]. However, it is difficult
to point out specific histological features seen only in asbestosis [3, 7, 9, 11, 23].
Yamamoto stated that some cases cannot be differentiated from that of IPF except
for the presence of ABs [11]. Patterns of fibrosing nonspecific interstitial pneumo-
nia and unclassifiable interstitial pneumonia were also reported [2, 22, 24].

What asbestos burden is required to cause grade 4 asbestosis? We reported it
to be between “3,450 and 3,340,000” ABs/g dry lung [9], and Kishimoto et al.
reported a value between “156,000 and 2,733,000 ABs [21]. Arakawa et al.
reported a mean of “1,465,000” [22] with the highest number being “7,473,000”
ABs (personal communication). Roggli et al. have reported the highest numbers,
which range from “6,840,000 to 16,000,000” ABs/g dry lung [5, 8]. So, as with
the beginning of grade 1 asbestosis, there are enormous differences from person to
person in the number of ABs that indicate grade 4 asbestosis.

Chrysotile fibers (one of commercially produced and most used asbestos fibers)
are difficult to coat with iron (during AB formation) and are easily dissolved and
cleared from the lung [25, 26]. There are reports of asbestosis without ABs histo-
logically but which show numerous asbestos fibers in the lung [27, 28]. In cases of
asbestos exposure with diffuse pulmonary fibrosis that do not fulfill the Helsinki
criteria, it is then necessary to determine the numbers of asbestos fibers in the lung
using electron microscopy. Still, this may not be enough as most chrysotile fibers are
cleared by the time of examination [25, 26], but long chrysotile fibers can become
asbestos body [29].

4. Lower limit of asbestos fiber exposure causing asbestosis and the
dose-response relationship

For clinical purposes, the following guidelines are recommended to identify
persons with a high probability of exposure to asbestos dust: over “0.1 million”
amphibole fibers (>5 pm)/g dry lung tissue, over “1 million” amphibole fibers
(>1 pm)/g dry lung tissue as measured by electron microscopy in a qualified labora-
tory, or over “1000” ABs/g dry lung tissue, among others [3, 7]. The relationship
between asbestos exposure and disease onset or early asbestosis is not settled yet.
Precise estimation of the cumulative exposure amount is difficult and may actually
be impossible.

It is reported that clinical asbestosis can be induced by cumulative asbestos
exposure to around 25 to 200 fibers/mL-years [2, 23, 30-32]. However, there are
many reports concerning the beginning of asbestosis. Green et al. reported that
asbestosis was usually present in asbestos textile workers exposed to more than 20
fibers/mL-years [33]. Fischer et al. reported 42% of patients with asbestosis do not
reach an exposure level of 25 fibers/mL-years [10]. The smallest exposure caus-
ing early asbestosis radiologically or histologically might be less than 2-5 fibers/
mL-years [34-36]. Fischer et al. also reported that the clinical estimate of fibers/
mL-years does not correlate with the numbers of ABs/g dry lung and the beginning
of grade 1 lesions [10]. One reason might be differences in the ability to decompose
or detoxify the inhaled asbestos fibers from person to person. Another reason is
that chrysotile is easily cleared from the lung and is difficult to coat with iron as
stated earlier [23, 24]. The development and progression of asbestosis are generally
independently correlated with cumulative asbestos exposure and latency, and the
dose-response curve is nonlinear [32, 37-45]. Heavy exposure shortens latency, and
diffuse asbestosis has been reported with 13 years of latency [46, 47]. In contrast,



Asbestos-Related Diseases

new lesions appear at a mean of 35 years of latency [48], and there is one report
of rapidly progressive pulmonary interstitial fibrosis appearing with 40 years of
latency [49].

Even a high level of environmental exposure (living near asbestos mines or
asbestos factories, families of asbestos workers, and others) can result in mild or
early asbestosis (either grade 1 or 2 lesions or early UIP-type fibrosis) [50-55]. From
these previous studies [50-55], it is not clear whether such a level of exposure causes
grade 4 asbestosis or diffuse UIP-type fibrosis.

As stated above, an exposure level of 20-25 fibers/mL-years is supposed to
indicate the beginning of asbestosis, but actually a lower level of 2 fibers/mL-years
can cause early asbestosis or early UIP-type fibrosis based on long-term follow-
up. The main reason for the variable response to exposure might be the different
abilities of humans to digest, clear, transport, and detoxify asbestos fibers, and thus
their susceptibility can differ [56]. In addition genetic polymorphisms affect the
fibrogenesis and carcinogenesis of asbestos fibers [57-60].

The beginning of grade 1 lesions occurs between “1,000 and 273,000” ABs/g dry
lung, whereas grade 4 asbestosis satisfying the Helsinki Criteria is between “3,450
and 16,000,000 ABs/g dry lung. The dose-response relationship has been deter-
mined, but small numbers of people do not have asbestosis even when they suffered
from near the upper limits of exposure. The essential question is whether there is a
threshold asbestos dose that causes pulmonary fibrosis.

5. Relationship between IPF and asbestos exposure

Gaensler et al. reported a 5% incidence of IPF in workers exposed to asbes-
tos [4]. This incidence is higher than that of 0.002% among American people
75 years or older [61]. Roggli et al. reported the mean ABs/g dry lung in IPF cases
to be 90 (8-1480)/g dry lung, whereas it was 30 (2-220) in normal people [5].
We reported that asbestos exposure increases the incidence of UIP [62]. Barber
et al. reported that for mesothelioma and IPF, there was a significant linear
relationship between the number of male and female deaths each year and his-
toric imports of asbestos in the UK, and for mortality from asbestosis, a similar
relationship was found for male but not female deaths [63, 64]. They selected a
latent period of 48 years based on a previously developed US asbestosis model
[65]. Attanoos et al. also reported the presence of three cases of UIP without
ABs among asbestos workers [24]. We need to reconsider that mild to moderate
amounts of asbestos exposure might cause diffuse UIP. A schematic relation-
ship between asbestos exposure and diffuse pulmonary fibrosis is presented in
Figure 4. It might be more appropriate not to call IPF that does not fulfill the
Helsinki Criteria but results from more than environmental exposure or low-
grade occupational exposure level “diffuse pulmonary fibrosis or UIP seen in
asbestos exposed person.”

Figure 5 illustrates such a case of short-term occupational exposure occurring
more than 40 years ago that was followed up as IPF. Macroscopic and microscopic
features are identical with those of IPF. Most of the analyzed asbestos fibers were
chrysotile with not enough AB formation to call it asbestosis [66].

Many epidemiologic studies have reported the risk factors of IPF as being male,
smoking, having a specific occupation (with exposure to wood dust, metal dust,
sand/silica, mining, engineering, agriculture, animal dust, and others), or hobby
(raising birds and others) [67-73]. These data suggest that IPF can be triggered by
various inciting agents in genetically susceptible persons. Investigation into genetic
risk factors such as telomere length and the Muc5B rs35705950 promoter polymor-
phism is now underway [74-78].
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Schematic relationship between asbestos exposure
and diffuse pulmonary fibrosis

Environmental to
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exposure =  200-1,000
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Asbestosis
Pulmonary fibrosis

in asbestos worker

4,000~20,000
ABs/1g
No pulmonary fibrosis
10° 102 104 106

Asbestos bodies /1g dry lung tissue

Figure 4.

Schematic of the suspected velationship between asbestos exposure and diffuse pulmonary fibvosis. By increasing
asbestos exposure, the frequency of diffuse pulmonary fibrosis increases proportionately. When more than 2
asbestos bodies (ABs)/cm” are found histologically, this fibrosis can be termed asbestosis. When ABs in the
digested lung are present between environmental and low occupational levels (200-1000 ABs/g) and less

than 2 ABs/cm?, this fibvosis can be termed idiopathic pulmonary fibrosis (IPF) when no cause is found. The
boundary between asbestosis and IPF can be called “pulmonary fibrosis in asbestos workers.”
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Figure 5.

Radiological and pathological features of an asbestos exposed worker that does not fulfill asbestosis criteria.

A case of pulmonary fibrosis in a 73-year-old male asbestos worker who visited a hospital because of acutely
progressive dyspnea. Clinically, this case was diagnosed as acute exacerbation of IPF. Usual interstitial
pneumonia (UIP)-type fibrosis and pleural and pevicardial plaques were found at autopsy. He had worked
several months at a shipyard 40 years ago during war time. The number of asbestos bodies (ABs) was 740/g dry
lung. Macroscopic features are typical for UIP with clear subpleural honeycombing in the vight lower lobe, and
no pleural fibrosis or adhesions were found. Plain chest X-ray showed diffuse infiltrative pulmonary shadows
bilaterally. Typical (upper left) and atypical ABs (lower left) were found, but these were almost all composed
of chrysotile as confirmed by energy-dispersive X-ray analysis (vight).
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6. UIP seen in various diseases

Various diseases cause UIP including various pneumoconioses, chronic hyper-
sensitivity pneumonitis, and collagen vascular diseases. Histological features of
pneumoconiosis are characterized by bronchiolocentric fibrous nodule formation
predominantly in the upper lobes. Arakawa et al. reported a prevalence of chronic
interstitial pneumonia in 243 pneumoconiosis cases of approximately 12% on CT,
and three fourths of these cases showed a typical IPF pattern. Pathological data
obtained by autopsy or lobectomy in 11 cases indicated UIP [79]. The prevalence of
chronic interstitial pneumonia among pneumoconiosis cases is 10-20% [80-82].
Arakawa et al. reported that the earliest CT abnormalities (faint ground-glass
opacity or coarse reticular opacity) of 14 cases appeared at the lung bases and then
fibrosis progressed to honeycombing over a median period of 12.1 years in the
silica-exposed patients, with autopsy in 8 cases confirming a diagnosis of typical
UIP [83]. Generally, latent periods from occupational exposure to disease onset are
quite long [79-83]. Occasionally, hard metal lung disease appears as UIP when the
degree of exposure has been mild [84]. Histological features of acute and subacute
hypersensitivity pneumonitis are characterized by bronchiolo-alveolitis with loose
granulomas diffusely spread throughout both lungs. In contrast, most chronic
hypersensitivity pneumonitis shows UIP pathologically, with points of differentia-
tion from that of IPF being the presence of bronchiolitis, peribronchiolar fibrosis

Figure 6.

Histology of chronic hypersensitivity pneumonia. A 66-year-old woman who had been breeding birds developed
progressive dyspnea. Specific antigen for pigeon was markedly elevated. Surgical lung biopsy was performed
from the left lingula and S8 (case from the Department of Respiratory Medicine, Kobe City Medical Center
West Hospital). A panovamic view of the lingula showed mainly subpleural dense fibrosis. Elastica van Gieson
staining (EvG). Patchy dense fibrosis was noted mainly in the subpleural area and pevipheral lobular aveas
(next to an interlobular septum by EvG) of the lung. Box in A: hematoxylin and eosin (HE), x40. A clear
fibroblastic focus was noted at the edge of the dense fibrosis (red arrow), and one loose granuloma was seen in
the fibrosis (black arrow). Box in B: HE, x200. Panoramic view of the S8 showing subpleural dense fibrosis and
honeycombing (black arrow). EvG.
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or centrilobular fibrosis, bridging fibrosis, epithelioid cell granuloma, and giant
cells [85-87]. Still, it is impossible to think of UIP as an extension of respiratory
bronchiolar lesions as UIP begins within the subpleural peripheral lung. Typical
histological features of chronic hypersensitivity pneumonitis are shown in Figure 6.
Recently, telomere-related gene variants were reported in chronic hypersensitivity
pneumonitis [88]. UIP is the one of the major pulmonary complications in cases

of collagen vascular diseases, especially in rheumatoid arthritis (RA). As with IPF,
the prevalence is higher in smokers and males [89]. UIP in RA shares a number of
radiological and histopathological features with IPF [90-92]. An additional histo-
logical feature of UIP in RA is frequent germinal center formation [93]. RA-related
UIP also begins within basal, subpleural peripheral areas as does IPF. Recently, the
MUCS5B promoter variant was reported in RA-related UIP [94].

7. Conclusion

Moderate to severe exposure to asbestos causes asbestosis. However, there
are a number of cases of UIP in asbestos workers or high-grade environmentally
exposed people that do not fulfill the Helsinki criteria. The susceptibility to asbestos
exposure varies. UIP-type grade 4 asbestosis begins within the basal, subpleural
peripheral areas as do cases of IPF, other pneumoconioses, chronic hypersensitiv-
ity pneumonitis, and RA. The suspected relationship between asbestos exposure,
numbers of exposed persons, and the development of diffuse pulmonary fibrosis
is shown in Figure 7. Cases of diffuse UIP with less than 200-1000 ABs/g dry lung
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Figure 7.

Schematic of suspected cases of diffuse pulmonary fibrosis related to asbestos exposure. The black line is the
suspected dose-vesponse curve related to the degree of asbestos exposure and disease frequency. The lower line
indicates the degree of asbestos exposure, with 200-100/g dry lung indicating higher than the environmental

or low occupational exposure level, 25 f/mL-y indicating the beginning of the asbestosis level, and 2 asbestos
bodies/cm’ or 4000~20,000/g dry lung indicating the beginning of the grade 4 asbestosis exposure level. The blue
line indicates the numbers of people exposed. The red line indicates the numbers of diffuse pulmonary fibrosis.
Disease in patients with less than the low occupational level can be called idiopathic pulmonary fibrosis, whereas
that in patients between the low occupational exposure level and grade 4 asbestosis exposure level can be called
diffuse usual interstitial pneumonia seen in asbestos workers (or a high-grade environmentally exposed person).
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can be called IPF when there is no other etiology. Diffuse interstitial fibrosis with
more than 2 ABs/cm” can be called grade 4 asbestosis. There might be significant
numbers of cases of diffuse interstitial fibrosis that lie between IPF and grade 4
asbestosis, and these cases can be called diffuse interstitial pneumonia seen in
asbestos workers or high-grade environmentally exposed persons.

I hope future more genetic research can reveal the phenotypes that can acquire
diffuse pulmonary fibrosis through mild occupational and environmental exposure
to dust.

Acknowledgements

I am grateful to Prof. Andrew Churg (Department of Pathology, University of
British Columbia, Vancouver, Canada) for his critical comments.
Conflict of interest

The author declares no conflicts of interest and no funding disclosures.

Author details
Yoshinori Kawabata
Division of Diagnostic Pathology, Saitama Prefectural Cardiovascular and

Respiratory Center, Kumagaya, Japan

*Address all correspondence to: kawabata.yoshinori@pref.saitama.lgjp

IntechOpen

© 2019 The Author(s). Licensee IntechOpen. This chapter is distributed under the terms
of the Creative Commons Attribution License (http://creativecommons.org/licenses/
by/3.0), which permits unrestricted use, distribution, and reproduction in any medium,

provided the original work is properly cited.

10



Asbestos Exposure Results in Asbestosis and Usual Interstitial Pneumonia Similar to Other...

DOI: http://dx.doi.org/10.5772/intechopen.89247

References

[1] Craighead JE, Abraham JL, Churg A,
et al. The pathology of asbestos
associated diseases of the lungs and
pleural cavities: Diagnostic criteria and
proposed grading schema (Report of
the Pneumoconiosis Committee of the
College of American Pathologists and
the National Institute for Occupational
Safety and Health). Archives of
Pathology & Laboratory Medicine.
1982;106:544-596

[2] Roggli VL, Gibbs AR, Attanoos R,

et al. Pathology of asbestosis- An update
of the diagnostic criteria: Report of the
asbestosis committee of the college of
American pathologists and pulmonary
pathology society. Archives of Pathology
& Laboratory Medicine. 2010;134:462-
480. DOI: 10.5858/arpa.2015-0503-SA

[3] Henderson DW, Rantanen J,
Barnhart S, et al. Asbestos, asbestosis,
and cancer: The Helsinki criteria for
diagnosis and attribution. A consensus
report of an international expert

group. Scandinavian Journal of Work,
Environment & Health. 1997;28:311-316

[4] Gaensler EA, Jederlinic PJ, Churg A.
Idiopathic pulmonary fibrosis in asbestos-
exposed workers. The American Review
of Respiratory Disease. 1991;144:689-696

[5] Roggli VL, Pratt PC, Brody AR.
Asbestos content of lung tissue in
asbestos associated diseases: A study of

110 cases. British Journal of Industrial
Medicine. 1986;43:18-28

[6] Kobayashi H, Watanabe H,

Zhang WM, Ohnishi Y. A quantitative
and histological study on pulmonary
effects of asbestos exposure in general
autopsied lungs. Acta Pathologica
Japonica. 1986;36:1781-1791

[7] Wolff H, Vehmas T, Oksa P, Rantanen J,
Vainio H. Asbestos, asbestosis, and cancer,
the Helsinki criteria for diagnosis and
attribution 2014: Recommendations.

11

Scandinavian Journal of Work,
Environment & Health. 2015;41:5-15.
DOI: 10.5271/sjweh.3462

[8] Roggli VL, Vollmer RT. Twenty-
five years of fiber analysis: What
have we learned? Human Pathology.
2008;39:307-315. DOI: 10.1016/j.
humpath.2007.07.005

[9] Kawabata Y, Kasai T, KobashiV, et al.
Grade 4 asbestosis does not extend
directly from the respiratory
bronchiole to the peripheral lung.
Histopathology. 2018;73:29-37. DOL:
10.1111/his.13493

[10] Fischer M, Gunther S, Muller KM.
Fibre-years, pulmonary asbestos burden
and asbestosis. International Journal

of Hygiene and Environmental Health.
2002;205:245-248

[11] Yamamoto S. Histopathological
features of pulmonary asbestosis with
particular emphasis on the comparison
with those of usual interstitial
pneumonia. Osaka City Medical Journal.
1997;43:225-242

[12] Warnock ML, Wolery G. Asbestos
bodies or fibres and the diagnosis of

asbestosis. Environmental Research.
1987;44:29-44

[13] Lynch DA, Sverzellati N, Travis WD,
et al. Diagnostic criteria for idiopathic
pulmonary fibrosis: A Fleischner
Society White Paper. The Lancet
Respiratory Medicine. 2018;6:138-153.
DOI: 10.1016/S2213-2600(17)30433-2

[14] Raghu G, Remy-Jardi M, Myers JL,
et al. Diagnosis of idiopathic
pulmonary fibrosis an official ATS/
ERS/JRS/ALAT clinical practice
guideline. American Journal of
Respiratory and Critical Care Medicine.
2018;198:e44-e68. DOI: 10.1164/
rccm.201807-1255ST



Asbestos-Related Diseases

[15] McDonald S. Histology of
pulmonary asbestosis. British Medical
Journal. 1927;2:1025-1026

[16] Sporn TA, Roggli VL. Asbestosis. In:
Roggli VL, Oury TD, Sporn TA, editors.
Pathology of Asbestos-Associated
Diseases. 2nd ed. New York: Springer;
2004. pp. 71-103

[17] Sébastien P, Bégin R, Masse S. Mass,
number and size of lung fibres in the
pathogenesis of asbestosis in sheep.

Journal of Experimental Pathology
(Oxford, England). 1990;71:1-10

[18] Roggli VL, Pratt PC, Brody AR.
Analysis of tissue mineral fiber content.
In: Roggli VL, Greenberg SD,

Pratt PC, editors. Pathology of Asbestos-
Associated Diseases. Boston, MA: Little,
Brown & Co Inc.; 1992. pp. 299-345

[19] Hiroshima K. Report to the
Ministry of the Environment of Japan
2012. Pathological and Radiographic
Evaluation of Asbestos Exposure. Tokyo
Women’s Medical University; 2012

[20] Roggli VL, Pratt PC. Numbers of
asbestos bodies on iron-stained tissue
sections in relation to asbestos body
counts in lung tissue digests. Human

Pathology. 1983;14:355-361

[21] Kishimoto T, Kato K, Arakawa H,
Ashizawa K, Inai K, Takeshima Y.
Clinical, radiological, and pathological
investigation of asbestosis. International
Journal of Environmental Research and
Public Health. 2011;8:899-912. DOL:
10.3390/ijerph8030899

[22] Arakawa H, Kishimoto T,

Ashizawa K, et al. Asbestosis and other
pulmonary fibrosis in asbestos-

exposed workers: High-resolution CT
features with pathological correlations.
European Radiology. 2016;26:1485-1492.
DOI: 10.1007/s00330-015-3973-z

[23] Churg A. Nonneoplastic disease
caused by asbestos. In: Churg A,

12

Green FHY, editors. Pathology of
Occupational Lung Disease. 2nd ed.
Baltimore, MD: Williams & Wilkins;
1998. pp. 277-338

[24] Attanoos RL, Alchami FS, Pooley FD,
Gibbs AR. Usual interstitial pneumonia
in asbestos-exposed cohorts - concurrent
idiopathic pulmonary fibrosis or atypical
asbestosis? Histopathology. 2016;69:
492-498. DOI: 10.1111/his.12951

[25] Churg A. Deposition and clearance
of chrysotile asbestos. The Annals of
Occupational Hygiene. 1994;38:625-633,
424-425

[26] Churg A, Wright JL, Gilks B,
DePaoli L. Rapid short-term clearance
of chrysotile compared with amosite
asbestos in the guinea pig. The

American Review of Respiratory
Disease. 1989;139:885-890

[27] Miller A, Langer AM, Teirstein AS,
Selikoff IJ. “Nonspecific” interstitial
pulmonary fibrosis. Association with
asbestos fibers detected by electron

microscopy. The New England Journal
of Medicine. 1975;292:91-93

[28] Monsé E, Tura JM, Pujadas J, Morell F,
Ruiz J, Morera J. Lung dust content in
idiopathic pulmonary fibrosis: A study
with scanning electron microscopy

and energy dispersive x ray analysis.
British Journal of Industrial Medicine.
1991;48:327-331

[29] Holden ], Churg A. Asbestos
bodies and the diagnosis of asbestosis
in chrysotile workers. Environmental
Research. 1986;39:232-236

[30] Dupres JS, Mustard JF, Uffen R].
Report of the Royal Commission on
Matters of Health and Safety Arising
From the Use of Asbestos in Ontario.
Queen’s Printer for Ontario: Toronto,
Canada; 1984

[31] De Vuyst P, Gevenois PA. Asbestosis.
In: Hendrick DJ, Burge PS, Beckett WS,



Asbestos Exposure Results in Asbestosis and Usual Interstitial Pneumonia Similar to Other...

DOI: http://dx.doi.org/10.5772/intechopen.89247

ChurgA, editors. Occupational Disorders
of the Lung: Recognition, Management,
and Prevention. London: Saunders;
2002. pp. 143-162

[32] Browne K. A threshold for asbestos-
related lung cancer. British Journal of
Industrial Medicine. 1986;43:556-558

[33] Green FH, Harley R, Vallyathan'V,
et al. Exposure and mineralogical
correlates of pulmonary fibrosis

in chrysotile asbestos workers.
Occupational and Environmental

Medicine. 1997;54:549-559

[34] Sluis-Cremer GK. Asbestos disease
at low exposure after long residence

time in amphibole miners. Toxicology
and Industrial Health. 1991;7:89-95

[35] Sluis-Cremer GK, Hnizdo E, du
Toit RS. Evidence for an amphibole
asbestos threshold exposure for
asbestosis assessed by autopsy in South

African asbestos miners. The Annals of
Occupational Hygiene. 1990;34:443-451

[36] Johansson LG, Albin MP,
Jakobsson KM, Welinder HE,
Ranstam PJ, Attewell RG. Ferruginous
bodies and pulmonary fibrosis in
dead low to moderately exposed
asbestos cement workers: Histological
examination. British Journal of
Industrial Medicine. 1987;44:550-558

[37] Berry G, Gilson JC, Holmes S,
Lewinsohn H, Roach S. Asbestosis: A
study of dose response relationships
in an asbestos textile factory. British

Journal of Industrial Medicine.
1979;36:98-112

[38] Finkelstein MM. Asbestosis in
long-term employees of an Ontario
asbestos-cement factory. The American

Review of Respiratory Disease.
1982;125:496-501

[39] Lockey JE, Brooks SM, Jarabek AM,

et al. Pulmonary changes after exposure
to vermiculite contaminated with

13

fibrous tremolite. The American
Review of Respiratory Disease.

1984;129:952-958

[40] Ehrlich R, Lilis R, Chan E,
Nicholson WJ, Selikoff IJ. Long term
radiological effects of short term
exposure to amosite asbestos among

factory workers. British Journal of
Industrial Medicine. 1992;49:268-275

[41] Jakobsson K, Stromberg U, Albin M,
Welinder H, Hagmar L. Radiological
changes in asbestos cement workers.

Occupational and Environmental
Medicine. 1995;52:20-27

[42] Stayner LT, Smith R, Bailer ], et al.
Exposure-response analysis of respiratory
disease risk associated with occupational
exposure to chrysotile asbestos.

Occupational and Environmental
Medicine. 1997;54:646-652

[43] Paris C, Benichou J, Raffaelli C,

et al. Factors associated with early-stage
pulmonary fibrosis as determined by
high-resolution computed tomography
among persons occupationally exposed
to asbestos. Scandinavian Journal

of Work, Environment & Health.
2004;30:206-214

[44] Paris C, Martin A, Letourneux M,
Wild P. Modelling prevalence and
incidence of fibrosis and pleural
plaques in asbestos-exposed
populations for screening and
follow-up: A cross-sectional study.
Environmental Health. 2008;7:30.
DOI: 10.1186/1476-069X-7-30

[45] Deng Q, Wang X, Wang M, Lan.
Exposure-response relationship
between chrysotile exposure and
mortality from lung cancer and
asbestosis. Occupational and
Environmental Medicine. 2012;69:
81-86. DOI: 10.1136/0em.2011.064899

[46] Merewether ERA, Price GW. Report
on Effects of Asbestos Dust on the
Lungs and Suppression in the Asbestos



Asbestos-Related Diseases

Industry. London: Her Majesty’s
Stationery Office; 1930. pp. 5-31

[47] Goff AM, Gaensler EA. Asbestosis
following brief exposure in cigarette
filter manufacture. Respiration.
1972;29:83-93

[48] Becklake MR, Liddell FD,
Manfreda J, McDonald JC. Radiological
changes after withdrawal from asbestos

exposure. British Journal of Industrial
Medicine. 1979;36:23-28

[49] Moy EV, Hu H, Christiani DC. A
retired shipyard worker with rapidly
progressive pulmonary interstitial
fibrosis. Environmental Health

Perspectives. 1999;107:321-327

[50] Kilburn KH, Lilis R, Anderson HA,
et al. Asbestos diseases in family contacts
of shipyard workers. American Journal
of Public Health. 1985;75:615-617

[51] Magnani C, Mollo F, Paoletti L, et al.
Asbestos lung burden and asbestosis
after occupational and environmental
exposure in an asbestos cement
manufacturing area: A necropsy study.
Occupational and Environmental
Medicine. 1998;55:840-846

[52] Hilbert T, Franzblau A,

Dunning KK, Borton EK, Rohs AM,
Lockey JE. Asbestos-related radiographic
findings among household contacts of
workers exposed to Libby vermiculite:
Impact of workers’ personal hygiene
practices. Journal of Occupational

and Environmental Medicine.
2013;55:1300-1304. DOI: 10.1097/
JOM.0b013e31829fcf1a

[53] Lee EK, Kim JS, Kim Y,

Park JS. CT findings in people who were
environmentally exposed to asbestos

in Korea. Journal of Korean Medical
Science. 2015;30:1896-1901. DOI:
10.3346/jkms.2015.30.12.1896

[54] Kim Y, Myong JP, Lee JK, Kim JS,
Kim YK, Jung SH. CT characteristics of

14

pleural plaques related to occupational
or environmental asbestos exposure
from South Korean asbestos mines.
Korean Journal of Radiology.
2015;16:1142-1152. DOI: 10.3348/
kjr.2015.16.5.1142

[55] Kang D, Kim YY, Shin M, et al.
Relationships of lower lung fibrosis,
pleural disease, and lung mass with
occupational, household, neighborhood,
and slate roof-dense area residential
asbestos exposure. International Journal
of Environmental Research and Public
Health. 2018;15:E1638. DOI: 10.3390/
ijerph15081638

[56] Miserocchi G, Sancini G,
MantegazzaF, ChiappinoG.Translocation
pathways for inhaled asbestos fibers.
Environmental Health. 2008;7:4. DOI:
10.1186/1476-069X-7-4

[57] Helmig S, Aliahmadi N, Schneider J.
Tumour necrosis factor-alpha gene
polymorphisms in asbestos-induced
diseases. Biomarkers. 2010;15:400-409.
DOI: 10.3109/1354750X.2010.481365

[58] Helmig S, Belwe A, Schneider J.
Association of transforming growth
factor betal gene polymorphisms and
asbestos-induced fibrosis and tumors.
Journal of Investigative Medicine.
2009;57:655-661. DOI: 10.2310/
JIM.O0b013e3181a4f32a

[59] Franko A, Dodic-Fikfak M,
Arneri¢ N, Dolzan V. Glutathione
S-transferases GSTM1 and GSTT1
polymorphisms and asbestosis. Journal

of Occupational and Environmental
Medicine. 2007;49:667-671

[60] Franko A, DolzanV, Arneri¢ N,
Dodi¢-Fikfak M. The influence of gene-
gene and gene-environment interactions
on the risk of asbestosis. BioMed Research
International. 2013;2013:405743. DOI:
10.1155/2013/405743

[61] Raghu G, Weycker D, Edelsberg ],
Bradford WZ, Oster G. Incidence and



Asbestos Exposure Results in Asbestosis and Usual Interstitial Pneumonia Similar to Other...

DOI: http://dx.doi.org/10.5772/intechopen.89247

prevalence of idiopathic pulmonary
fibrosis. American Journal of
Respiratory and Critical Care Medicine.
2006;174:810-816

[62] Kawabata Y, Shimizu Y, Hoshi A,
et al. Asbestos exposure increases the
incidence of usual interstitial

pneumonia. Histopathology.
2016;68:339-346. DOI: 10.1111/his.12751

[63] Barber CM, Wiggans RE, Young C,
Fishwick D. UK asbestos imports and
mortality due to idiopathic pulmonary
fibrosis. Occupational Medicine.
2016;66:106-111. DOI: 10.1093/occmed/
kqv142

[64] Barber CM, Wiggans RE,

Fishwick D. Estimating lifetime asbestos
exposure in patients with idiopathic
pulmonary fibrosis. The Annals of
Occupational Hygiene. 2016;60:
649-650. DOI: 10.1093/annhyg/mew017

[65] Antao VC, Pinheiro GA, Wassell JT.
Asbestosis mortality in the USA: Facts
and predictions. Occupational and
Environmental Medicine. 2009;66:
335-338. DOI: 10.1136/0em.2008.039172

[66] Kawabata Y, Watanabe T, Yamamura J,
et al. A case of asbestosis without typical
asbestos bodies. Nihon Kyobu Shikkan
Gakkai zasshi. 1985;23:1177-1183

[67] Iwai K, Mori T, Yamada N,
Yamaguchi M, Hosoda Y. Idiopathic
pulmonary fibrosis. Epidemiologic
approaches to occupational exposure.
American Journal of Respiratory and
Critical Care Medicine. 1994;150:670-675

[68] Baumgartner KB, Samet JM,

Coultas DB, et al. Occupational and
environmental risk factors for idiopathic
pulmonary fibrosis: A multicenter case-
control study. Collaborating Centers.

American Journal of Epidemiology.
2000;152:307-315

[69] Hubbard R, Cooper M, Antoniak M,
et al. Risk of cryptogenic fibrosing

15

alveolitis in metal workers. Lancet.
2000;355:466-467

[70] Pinheiro GA, Antao VC, Wood JM,
Wassell JT. Occupational risks for
idiopathic pulmonary fibrosis mortality
in the United States. International
Journal of Occupational and
Environmental Health. 2008;14:117-123.
DOI: 10.1179/0eh.2008.14.2.117

[71] Ley B, Collard HR. Epidemiology of
idiopathic pulmonary fibrosis. Clinical
Epidemiology. 2013;5:483-492. DOL:
10.2147/CLEP.S54815

[72] Ekstrom M, Gustafson T,

Boman K, et al. Effects of smoking,
gender and occupational exposure

on the risk of severe pulmonary
fibrosis: A population-based case-
control study. British Medical Journal
Open. 2014;4:e004018. DOI: 10.1136/
bmjopen-2013-004018

[73] Gulati M, Redlich CA. Asbestosis
and environmental causes of usual
interstitial pneumonia. Current
Opinion in Pulmonary Medicine.
2015;21:193-200. DOI: 10.1097/
MCP.0000000000000144

[74] Armanios MY, Chen J], Cogan JD,
et al. Telomerase mutations in families
with idiopathic pulmonary fibrosis.
The New England Journal of Medicine.
2007;356:1317-1326

[75] Alder JK, Chen JJ, Lancaster L,

et al. Short telomeres are a risk factor
for idiopathic pulmonary fibrosis.
Proceedings of the National Academy
of Sciences of the United States of
America. 2008;105:13051-13056. DOI:
10.1073/pnas.0804280105

[76] Kropski JA, Pritchett JM,

Zoz DF, et al. Extensive phenotyping
of individuals at risk for familial
interstitial pneumonia reveals clues

to the pathogenesis of interstitial

lung disease. American Journal of
Respiratory and Critical Care Medicine.



Asbestos-Related Diseases

2015;191:417-426. DOI: 10.1164/
rccm.201406-11620C

[77] Seibold MA, Wise AL, Speer MC,
et al. A common MUCS5B promoter
polymorphism and pulmonary fibrosis.
The New England Journal of Medicine.
2011;364:1503-1512

[78] Newton CA, Oldham JM, Ley B,

et al. Telomere length and genetic variant
associations with interstitial lung disease
progression and survival. The European
Respiratory Journal. 2019;53:1801641.
DOI: 10.1183/13993003.01641-2018

[79] Arakawa H, Johkoh T, Honma K,

et al. Chronic interstitial pneumonia in
silicosis and mix-dust pneumoconiosis:
Its prevalence and comparison of CT
findings with idiopathic pulmonary
fibrosis. Chest. 2007;131:1870-1876

[80] McConnochie K, Green FHY,
Vallyathan V; et al. Interstitial fibrosis

in coal workers: Experience in Wales

and West Virginia. In: Dodgson J,
McCallum RI, Bailey MR, et al., editors.
British Occupational Hygiene Society 6th
International Symposium. Cambridge,
UK: Pergamon Press; 1988. pp. 553-560

[81] Honma K, Chiyotani K. Diffuse
interstitial fibrosis in nonasbestos

pneumoconiosis—A pathological study.
Respiration. 1993;60:120-126

[82] Katabami M, Dosaka-Akita H,
Honma K, et al. Pneumoconiosis-related
lung cancers: Preferential occurrence
from diffuse interstitial fibrosis-type
pneumoconiosis. American Journal of

Respiratory and Critical Care Medicine.
2000;162:295-300

[83] Arakawa H, Fujimoto K, Honma K,
et al. Progression from near-normal

to end-stage lungs in chronic
interstitial pneumonia related to

silica exposure: Long-term CT
observations. AJR. American Journal of
Roentgenology. 2008;191:1040-1045.
DOI: 10.2214/AJR.07.3871

16

[84] Tanaka J, Moriyama H, Terada M,
et al. An observational study of giant
cell interstitial pneumonia and lung
fibrosis in hard metal lung disease. BM]J
Open. 2014;4:e004407. DOI: 10.1136/
bmjopen-2013-004407

[85] Akashi T, Takemura T, Ando N,

et al. Histopathologic analysis of sixteen
autopsy cases of chronic hypersensitivity
pneumonitis and comparison with
idiopathic pulmonary fibrosis/usual
interstitial pneumonia. American Journal
of Clinical Pathology. 2009;131:405-415.
DOI: 10.1309/AJCPNWX4SLZRP9SW

[86] Takemura T, Akashi T, Kamiya H,
et al. Pathological differentiation of
chronic hypersensitivity pneumonitis
from idiopathic pulmonary fibrosis/
usual interstitial pneumonia.
Histopathology. 2012;61:1026-1035.
DOI: 10.1111/j.1365-2559.2012.04322.x

[87] Churg A, Bilawich A, Wright JL.
Pathology of chronic hypersensitivity
pneumonitis what is it? What are the
diagnostic criteria? Why do we care?
Archives of Pathology & Laboratory
Medicine. 2018;142:109-119. DOI: doi.
org/10.5858/arpa.2017-0173-RA

[88] Ley B, Torgerson DG, Oldham JM,
et al. Rare protein-altering telomere-
related gene variants in patients with
chronic hypersensitivity pneumonitis.
American Journal of Respiratory and
Critical Care Medicine. 3 July 2019. DOL:
10.1164/rccm.201902-03600C

[89] Solomon JJ, Brown KK. Rheumatoid
arthritis-associated interstitial lung

disease. Open access Rheumatology:
Research and Reviews. 2012;4:21-31

[90] Yunt ZX, Chung JH, Hobbs S, et al.
High resolution computed tomography
pattern of usual interstitial pneumonia
in rheumatoid arthritis-associated
interstitial lung disease: Relationship
to survival. Respiratory Medicine.
2017;126:100-104. DOI: 10.1016/j.
rmed.2017.03.027



Asbestos Exposure Results in Asbestosis and Usual Interstitial Pneumonia Similar to Other...

DOI: http://dx.doi.org/10.5772/intechopen.89247

[91] Spagnolo P, Lee JS, Sverzellati N,
Rossi G, Cottin V. The lung in
rheumatoid arthritis: Focus on
interstitial lung disease. Arthritis &
Rhematology. 2018;70:1544-1554. DOLI:
10.1002/art.40574

[92] Singh N, Varghese ], England BR,

et al. Impact of the pattern of interstitial
lung disease on mortality in rheumatoid
arthritis: A systematic literature review
and meta-analysis. Seminars in Arthritis
and Rheumatism. 15 May 2019. pii:
S0049-0172(18)30639-5. DOI: 10.1016/j.
semarthrit.2019.04.005

[93] Song JW, Do KH, Kim MY,

Jang §J, Colby TV, Kim DS. Pathologic
and radiologic differences between
idiopathic and collagen vascular disease-
related usual interstitial pneumonia.
Chest. 2009;136:23-30. DOI: 10.1378/
chest.08-2572

[94] Juge PA, Lee JS, Ebstein E,

et al. MUC5B promoter variant and
rheumatoid arthritis with interstitial
lung disease. The New England Journal
of Medicine. 2018;379:2209-2219.

DOI: 10.1056/NEJMo0a1801562

17



