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Chapter

Asbestos-Related Pleural Diseases: 
The Role of Gene-Environment 
Interactions
Vita Dolzan and Alenka Franko

Abstract

Several pleural diseases have been associated with asbestos exposure. Asbestos 
exposure may lead to the development of benign pleural diseases, such as pleural 
plaques, diffuse pleural thickening, and pleural effusion, as well as to the devel-
opment of malignant mesothelioma, a highly aggressive tumour of the pleura. 
Asbestos exposure related to pleural diseases may be occupational or environmen-
tal. Although the causal relationship between asbestos-related pleural diseases 
and asbestos exposure has been well confirmed, the role of genetic factors in the 
development of these diseases needs to be further investigated and elucidated. The 
results of the studies performed so far indicate that in addition to asbestos exposure, 
genetic factors as well as the interactions between genetic factors and asbestos 
exposure may have an important impact on the risk of asbestos-related pleural 
diseases, especially malignant mesothelioma. This chapter aims to present how the 
risk of developing asbestos-related pleural diseases may be influenced by asbestos 
exposure, genetic factors, interactions between different genetic factors, as well as 
interactions between different genetic factors and asbestos exposure.

Keywords: pleural plaques, malignant mesothelioma, asbestos exposure, genetic 
factors

1. Introduction

Asbestos-related diseases still represent an important health problem and a huge 
economic burden for the society all over the world. Asbestos exposure has been asso-
ciated with the development of asbestosis, pleural plaques, diffuse pleural thickening 
and pleural effusion, lung cancer, malignant mesothelioma of pleura and peritoneum, 
and several other types of cancers, like laryngeal cancer, ovarian cancer, as well as 
cancers of the buccal mucosa, pharynx, gastrointestinal tract, and kidney [1–13].

Asbestos-related diseases, including those of the pleura, are known to be among 
the most investigated occupational diseases [8–14].

2. Asbestos-related pleural diseases

Development of several pleural diseases has been associated with occupational or 
environmental asbestos exposure. Among them are pleural plaques, diffuse pleural 
thickening, pleural effusion, and malignant mesothelioma of the pleura [1–7].
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2.1 Pleural plaques

Pleural plaques are benign (nonmalignant) pleural abnormalities and among the 
most common asbestos-related diseases [15–17].

Pleural plaques have been defined as circumscribed, quadrangular, irregular 
pleural elevations with clearly demarcated edges that are often bilateral and rarely 
symmetrical. They may enlarge and become calcified over time. Pleural plaques 
commonly develop in the lower two thirds of the thorax and mostly on the outer 
two thirds of diaphragm. They rarely occur within less than 20 years from the first 
exposure to asbestos [3, 5, 15–19].

Pleural plaques are mostly asymptomatic and may cause a slight impairment of 
lung function when they grow in size [20].

Small pleural plaques are often difficult to discern, and standard chest radio-
graphs are generally suboptimal for the visualisation of pleura, particularly in obese 
patients [3]. High-resolution CT (HRCT) scans are far superior to any other method 
for imaging pleural plaques as well as the diffuse pleural thickening [3, 21].

Pleural plaques have been referred predominately as a marker of asbestos 
exposure [2, 5, 22, 23] rather than an independent risk factor for malignant meso-
thelioma and lung cancer [2, 5, 24]. However, according to some authors, pleural 
plaques may also indicate an increased risk of asbestosis and asbestos-related 
cancers [18, 19]. Many studies have investigated the relationship between pleural 
plaques and lung cancer as well as between pleural plaques and malignant mesothe-
lioma; however, the results of these studies are not consistent [5, 24].

Regarding the relation between pleural plaques and malignant mesothelioma, 
Hillerdal et al. reported that pleural plaques on the chest roentgenogram indicate 
an increased risk for mesothelioma [25]. In their study Karjalainen et al. presented 
more than five times higher risk of malignant mesothelioma in asbestos-exposed 
men with benign pleural disease [26]. A statistically significant association between 
pleural plaques and malignant mesothelioma (unadjusted), and after adjustment 
for the time since the first exposure and the cumulative exposure index to asbestos, 
was observed also in the study of Pairon et al. Based on these results, Pairon et al. 
concluded that the presence of pleural plaques may be an independent risk factor 
for pleural mesothelioma [27]. On the other hand, Reid et al. reported no increased 
risk of pleural malignant mesothelioma in subjects with pleural thickening after 
adjustment for the time since the first exposure (log years), cumulative exposure 
(log f/ml-years), and age at the start of the programme; however, there was an 
increased risk of peritoneal mesothelioma [28].

Considering lung cancer, Fletcher reported two times higher risk of develop-
ing this malignoma in shipyard workers with pleural plaques compared to those 
without plaques [29]. Hillerdal et al. suggested that the risk for bronchial carcinoma 
may be increased in subjects with pleural plaques observed on the chest roentgeno-
gram [25]. A slightly elevated risk of lung cancer was found in the asbestos-exposed 
men with benign pleural disease also in the study of Karjalainen et al. [26]. In the 
study of Cullen et al., asbestos-exposed smokers with pleural plaques or other 
asbestos-related pleural changes had a 44% higher risk of lung cancer than the 
unexposed heavy smokers [30]. Lung cancer mortality was significantly associated 
with pleural plaques when unadjusted and also after adjustment for smoking and 
asbestos cumulative exposure index in the follow-up study of Pairon et al. They con-
cluded that pleural plaques may be an independent risk factor for lung cancer death 
in asbestos-exposed workers and could be used as an additional criterion in the 
definition of high-risk populations eligible for CT screening [27]. On the contrary, 
the study of Partanen et al. showed no increased risk of lung cancer in subjects with 
pleural plaques [31].
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Nevertheless, although pleural plaques may be the endpoint and the develop-
ment of pleural plaques may be an entirely independent process from the develop-
ment of malignant mesothelioma and lung cancer, it is likely there is a link between 
pleural plaques and the aforementioned malignant diseases [5].

2.2 Diffuse pleural thickening

Diffuse pleural thickening that affects visceral pleural surface is not sharply 
demarcated and is often associated with fibrous strands extending into the paren-
chyma. There are frequent adhesions between the visceral and parietal pleurae, 
leading to obliteration of the pleural space. It can be extensive and cover the whole 
lobe or even the whole lung. The thickness ranges from less than 1 mm up to 1 cm or 
more. Diffuse pleural thickening is a less frequent manifestation of asbestos expo-
sure than pleural plaques [15, 32–34].

Diffuse pleural thickening may lead to significant respiratory disability. In 
subjects with diffuse pleural thickening, forced vital capacity and single breath 
diffusing capacity are considered to be lower in comparison to subjects without this 
disorder [35–37].

From the diagnostic point of view, a chest radiograph is used as a standard 
method for detecting diffuse pleural thickenings; however, also in this case, HRCT 
scans are far superior to any other method [20, 37, 38].

Similar to pleural plaques, the diffuse pleural thickenings may be also associated 
with malignant diseases [20].

2.3 Pleural effusion

Asbestos-related changes of pleura include also benign asbestos pleural effusion, 
which is a nonmalignant pleural disease [39]. It has been first described in 1964, 
and it is also known as asbestos pleurisy [39, 40].

Diagnostic criteria for asbestos pleural effusion include previous asbestos 
exposure, determination of pleural effusion by chest radiograph, HRCT or thora-
cocentesis, and the absence of other causes of effusion [39]. In the vast majority of 
undiagnosed unilateral pleural effusions, the fluid is sent for cytological analysis. 
However, there still remains an uncertainty about the sensitivity to diagnose 
malignant pleural effusion. It is important to know that in patients presenting with 
clinical suspicion of malignant mesothelioma, cytological sensitivity is low [41].

Nevertheless, unexplained pleural effusion and pleural pain in subjects exposed 
to asbestos should always raise the suspicion of pleural malignant mesothelioma 
[42]. Sneddon et al. reported that more than 70% of patients with malignant 
mesothelioma develop pleural effusions, which contain tumour cells, representing a 
readily accessible source of malignant cells for genetic analysis [43].

2.4 Malignant mesothelioma

Malignant mesothelioma is a rare but highly aggressive and fatal cancer of 
serosal surfaces with poor prognosis, related to occupational and/or environmental 
(nonoccupational) asbestos exposure. It arises most commonly from mesothelium 
of the pleural surface. Rarely, it may occur also in other serosal membranes of the 
human body that are also coated with mesothelium, such as peritoneum, pericar-
dium, and tunica vaginalis [44–46].

The major cause and carcinogen for the development of malignant mesothe-
lioma is asbestos. In the study of McDonald et al., asbestos exposure was proved 
in almost 80% of patients with malignant mesothelioma [47]. Additionally in 
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the study of Franko et al., asbestos exposure was confirmed in 86% of patients 
with malignant mesothelioma, but it could not be confirmed with certainty in the 
remainder of the patients [48].

The latency period between the first exposure to asbestos and the development 
of malignant mesothelioma is long and can range from 15 to 60 years or even 
more [48–50].

Considering clinical features, in the vast majority of patients, the onset of 
symptoms is insidious and nonspecific, with chest pain and breathlessness being 
the most common features [51]. These symptoms are usually mild at the onset 
of the disease and are often attributed to other causes, which delays the diagno-
sis. The chest pain is often described as a sensation of heaviness or coldness in 
one side of chest or abdomen and can be caused by the effusion or the tumour 
[51–53]. The referral of this unspecified pain to the upper abdomen or shoulders, 
probably as a result of involvement of the diaphragmatic pleura, may lead to the 
inappropriate investigation and consequently delays the diagnosis. Breathlessness 
may be manifested as the new onset of dyspnoea or the deterioration of the symp-
toms of other respiratory diseases such as chronic obstructive pulmonary disease. 
The latter results in further diagnostic delays [51, 54]. Another feature during 
the course of this cancer is a dry cough, which is rarely troublesome in the early 
stages and is seen in about 10% of patients [51, 55]. Other relatively common 
features are weight loss, fatigue, anorexia, sweats, malaise, lassitude, and inter-
mittent low-grade fever [51, 56]. Malignant mesothelioma is occasionally found 
incidentally during radiological investigation of some other health problems. 
Another rather rare presentation of this malignoma is pneumothorax [51].

The most common form of spread of malignant mesothelioma in addition to the 
worsening of the presenting symptoms is dysphagia due to esophageal compres-
sion, sympathetic nerve involvement of the arm, neurological syndromes such as 
Horners’s syndrome, recurrent laryngeal nerve palsy, paraplegia as a result of spinal 
canal invasion, severe pain in the chest wall as a consequence of tumour invasion 
and nerve root involvement, malignant pericardial invasion and effusion, obstruc-
tion of superior venal cava, and occurrence of intermittent hypoglycemia [51, 53].

A rapid and accurate diagnosis of malignant mesothelioma is very important for 
therapeutic reasons [44]. Pleural pain and unexplained pleural effusion in subjects 
exposed to asbestos should raise the suspicion of pleural malignant mesothelioma. 
Chest radiography, which is a simple and easily available tool, is usually the first 
investigation performed. The typical findings are pleural effusion, occasionally 
nodular pleural thickening, irregular fissural thickening, or a localised mass lesion 
[57]. Important imaging modality is HRCT scanning, which at the diagnosis often 
shows pleural effusion at disease site, pleural thickening, as well as involvement of 
the interlobar fissure and invasion of the chest wall. As for MRI, it has superior soft 
tissue contrast over CT. Diffusion-weighted MRI is considered to be a promising 
strategy for evaluating tumour extension and response to treatment [57]. Another 
method is PET-CT, which combines HRCT scanning with injection of 18-fluoro-
deoxy-glucose; however, also this scan has several limitations as it cannot differenti-
ate between pleural malignant mesothelioma and metastatic pleural malignancy [57].

Invasive procedures are needed for prompt and accurate diagnosis of pleural 
malignant mesothelioma. Cytological samples are obtained by thoracentesis and 
biological tissue by ultrasound-/or radiological-guided biopsy or thoracoscopy [57]. 
Based on histopathology, malignant mesotheliomas can be classified into epithelioid, 
biphasic, and sarcomatoid subtypes [45]. However, this aggressive cancer remains dif-
ficult to diagnose in the early phases of the disease. Therefore, potential serum mark-
ers that could facilitate an early diagnosis and help to evaluate response to treatment 
have been extensively investigated. Among them are mesothelin [48, 58–60], fibulin-3 



5

Asbestos-Related Pleural Diseases: The Role of Gene-Environment Interactions
DOI: http://dx.doi.org/10.5772/intechopen.88193

[61, 62], osteopontin [51], survivin [63], and others. However, the results of the stud-
ies on tumour markers are not consistent; therefore further research is needed.

Pleural malignant mesothelioma is treated by surgery, also used in combination 
with chemotherapy and/or radiotherapy, which attempts to eradicate the malignant 
tissue and is an essential option to help the patient to reduce the pain and control 
pleural effusions [46, 53]. Radiotherapy is relatively common treatment for pleural 
malignant mesothelioma. Although several studies have indicated that radiotherapy 
is unable to cure this cancer, it has been shown that radiotherapy administrated pre- 
or postoperatively alone or in combination with other treatments, is useful to limit 
tumour spreading, controls pain, and improves the 2-year rate of overall survival 
from 20 to 34% [46, 64]. However, the systemic cytotoxic chemotherapy remains 
one of the few therapeutic options that has been shown to improve survival in 
patients with malignant pleural mesothelioma even in advance stage, when patients 
are not candidates for aggressive surgery [46, 65]. The most commonly used is 
the combination of pemetrexed with cisplatin and gemcitabine with cisplatin or 
another platinum compound. It was reported that the combination of cisplatin 
and pemetrexed gave a 3-month survival benefit over cisplatin alone, improving 
median survival from 9.3 to 12.1 months [66]. Comparable results were obtained for 
gemcitabine/cisplatin doublet [67–70]. Furthermore, the introduction of chemo-
therapy, in particular treatment with low-dose gemcitabine in prolonged infusion 
and cisplatin significantly improved survival of Slovenian malignant mesothelioma 
patients with median overall survival being increased from 5.6 to 14.5 months [68].

3. Asbestos exposure and pleural diseases

Asbestos is a commercial collective name for a group of naturally occurring fibrous 
hydrated silicates that share similar physical and chemical properties [13, 71–75]. 
According to their fibre morphology, asbestos fibres have been sub-classified into 
two main groups, serpentine and amphibole. Serpentine asbestos includes chrysotile, 
which is also known as white asbestos. The vast category of amphiboles includes com-
mercial asbestos crocidolite (also named blue asbestos), amosite (also called brown 
asbestos), anthophyllite, as well as the noncommercial types of asbestos like actinolite 
and tremolite asbestos [13, 75–80].

These fibres have been greatly valued for their tensile strength, thermal resis-
tance, durability, and flexibility. However, on the other hand, asbestos fibres are 
known to cause inflammation, fibrotic changes in the lung, and malignant diseases 
[71, 72, 75].

Asbestos exposure related to asbestos-related pleural diseases, as well as to other 
asbestos-related diseases, may be occupational or/and environmental.

Workers may be occupationally exposed to asbestos in many working sectors, 
including disposal of asbestos waste and materials; construction; asbestos-cement 
industry; brickworks; asphalt mixing; machine and insulation products industry; 
production of clutches and brakes; bus, lorry, railway carriage, car, and airplane 
repair; ship repair and building; textile industry; asbestos mining, production and 
milling of asbestos fibres; textile industry; and other sectors [73–75, 77, 81–83].

Environmental (nonoccupational) exposure to asbestos (in the neighbourhood 
or household) occurs in the vicinity of the factories and other working sectors 
where asbestos is used. In these areas inhabitants are exposed to asbestos with pol-
luted air, water, and food. Nonoccupational exposure to asbestos may also occur due 
to the use and improper removal of asbestos-cement roofing, asbestos insulation, 
and other products containing asbestos. Asbestos fibres can be found in water that 
runs on asbestos-cement tubes, especially if they do not have lining or if they are 
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damaged. Family members of workers who work with asbestos and bring asbestos 
home with clothes, shoes, and hair can also be exposed to asbestos [13, 81–83].

Although the causal relationship between asbestos-related pleural diseases and 
asbestos exposure has been well confirmed, the role of genetic factors in the devel-
opment of these diseases needs to be further investigated and elucidated.

3.1 Molecular mechanisms linking asbestos exposure and pleural diseases

Recent studies have led to a better understanding of molecular mechanisms 
underlying the pathogenesis of asbestos-related diseases, including malignant 
mesothelioma. Although it has been shown that asbestos fibres deposited in lungs 
and translocated to pleura may have direct genotoxic effects on epithelial and 
mesothelial cells, the main molecular mechanism linking asbestos exposure with 
fibroplasia and neoplasia is related to the generation of reactive oxygen and nitric 
species thus leading to oxidative stress and inflammation [84].

Reactive oxygen species (ROS) such as hydrogen peroxide (H2O2), superoxide 
anion (O2 

−), hydroxyl radical (OH•), and reactive nitrogen species (RNS) can be 
generated directly by the asbestos fibres as they contain redox-active iron (Fe2+, 
Fe3+) that may catalyse the formation of hydroxyl radical through Fenton reaction 
[85]. Secondly, ROS may be generated also indirectly by inflammatory cells such 
as macrophages during the frustrated phagocytosis of asbestos fibres. This process 
also leads to the release of proinflammatory cytokines that further potentiate the 
asbestos-related inflammatory response [86].

Another recently described molecular mechanism by which asbestos may 
contribute to inflammation is the activation of the so-called pattern recognition 
receptors that sense pathogen-associated or damage-associated molecular pat-
terns (PAMPs or DAMPs, respectively) and trigger cellular responses. One class of 
these receptors, the nucleotide binding and oligomerization domain (NOD)-like 
receptors (NLRs), has been shown to be directly activated by asbestos fibres [87]. 
NLRP3 inflammasomes may be activated also indirectly by the released ROS and 
proinflammatory cytokines such as high-mobility group box 1 protein (HMGB1) 
[88]. Activation of NLR triggers assembly and activation of a multiprotein 
complex composed of the NLRP3 scaffold protein, CARD containing adaptor 
protein, and caspase-1. The subsequent cleavage and activation of caspase-1 
lead to the downstream cleavage of pro-interleukin-1β (pro-IL-1β) and release 
of mature proinflammatory cytokine IL-1β that triggers the early inflammatory 
response following asbestos exposure [89]. IL-1β release then leads to activation 
and enhanced expression of other cytokines, among them tumour necrosis factor 
(TNF) and transforming growth factor beta-1 (TGFB1) [90, 91]. Furthermore, 
TGFB1 may downregulate collagen degradation through matrix metallopro-
teinases (MMPs) and their inhibitors (TIMPs). Several MMPs and TIMPs play 
an essential role in tissue repair and remodelling. Among them, MMP1, MMP9, 
MMP12, and TIMP2 have been proposed to contribute to the development of 
pulmonary fibrosis [92].

Asbestos fibres and ROS may also activate other receptors and signalling path-
ways such as epidermal growth factor receptor (EGFR) and the downstream protein 
kinases AKT and ERK, leading to the activation of c-Fos and c-Jun proto-oncogenes 
and dysregulation of mitogenic signalling, promoting fibrosis and malignant 
transformation [93]. Because of the long-term persistence of asbestos fibres, the 
inflammation becomes chronic and is accompanied by gradual progression from 
mesothelial hyperplasia to mesothelioma after a latency period of several decades. 
In vitro and in vivo evidence implicate oxidative stress, chronic inflammation, 
genetic and epigenetic alterations, as well as direct cellular toxicity and genotoxicity 
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as the main mechanisms in the asbestos-related development of fibrosis and in 
malignant mesothelial cell transformation [94].

Numerous chromosomal abnormalities and genetic and epigenetic alterations 
were identified in human mesothelioma tissues in asbestos-exposed workers [94]. 
Asbestos-induced mutagenicity is also mediated through direct or indirect path-
ways. Asbestos fibres may induce mutagenicity and genotoxicity directly through 
physical interaction with the mitotic machinery of dividing cells after being phago-
cytized by the target cells. Longer asbestos fibres in particular, may cause DNA 
double-strand breaks or interact with the mitotic spindle thus leading to aneuploidy 
[94]. The indirect genotoxic and mutagenic effects occur due to asbestos-generated 
ROS and RNS that may produce a variety of DNA and chromosomal damages, 
such as 8-hydroxydeoxyguanosine (8-OHdG), DNA single-strand breaks, and 
chromosome fragmentation. Other frequently observed genomic alteration includes 
homozygous deletion or change of methylation pattern of tumour suppressor and 
p16INK4a and p14ARF at the 9p21 locus in humans. p16INK4a/p14ARF homozygous 
deletion has been reported to occur at a frequency of 50–70% of MM tissues and 
primary MM cells, whereas in stable MM cell lines, the frequency is as high as 90%. 
The loss of p16INK4a/p14ARF leads to the inactivation of another two important 
tumour suppressors, pRB and p53. The loss of neurofibromatosis type 2 (NF2) gene 
leads to the deficiency of its product Merlin and the consequent loss of inhibition of 
Merlin’s downstream target YAP, a proto-oncogene and transcriptional coactivator 
that promotes cell proliferation. Copy number amplification of proto-oncogenes 
such as JUN, MYC, and YAP was also reported [94].

Homozygous deletion of another tumour suppressor gene, BAP1, was recently 
reported in familial malignant mesothelioma. BAP1 is part of a multiprotein complex 
that is involved in DNA damage response and regulation of gene transcription [95].

3.2  The role of genetic factors in the development of asbestos-related pleural 
diseases

Recent studies have shown that in addition to asbestos exposure, genetic factors 
may have an important role in the occurrence, progression, and response to treat-
ment of asbestos-related diseases. Most studies have focused on genetic variability, 
in particular genetic polymorphisms in genes involved in the pathways related to 
molecular mechanisms linking asbestos exposure and pleural diseases as potential 
candidate genes that may influence individual susceptibility to asbestos-associated 
disorders. Most of the studies focused on asbestosis and malignant mesothelioma 
as the most common respective nonmalignant and malignant diseases related to 
asbestos exposure, while only a small number of studies included patients with 
pleural thickening and pleural plaques. This chapter is leaving asbestosis-related 
studies aside, as they are related to interstitial and not pleural lung disease.

3.2.1 Genetic variability in antioxidative defence genes

The defence mechanism against ROS is complex and involves several enzymes. 
Superoxide dismutases (SODs), catalase (CAT), and glutathione peroxidases (GPX) 
constitute the first line of the antioxidant enzyme defence system against ROS, 
while glutathione S-transferases (GSTs) play an important role in the detoxification 
of cytotoxic secondary metabolites of ROS. The major GST enzyme in the human 
lung is GSTP1, which belongs to the Pi class. Two other important polymorphic 
GSTs are GSTM1 (Mu class) and GSTT1 (Theta class) [96]. Another Phase 2 
enzyme studied in asbestos-related diseases is N-acetyltransferase 2 (NAT2), 
involved in the metabolism of various xenobiotics including the aromatic and 
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heterocyclic amines present in tobacco smoke and the diet [97]. The genes coding 
for all these enzymes are known to be polymorphic. Some of these polymorphisms 
alter gene expression or enzymatic activity and may modify the ability for the elimi-
nation of ROS or their products [98–100].

Manganese SOD (SOD2) was found to be highly expressed in malignant meso-
thelioma; however, SOD2 rs1799725 (Val16Ala) polymorphism was not found to 
be associated with either malignant or nonmalignant asbestos-related diseases in 
a group of 124 Finnish asbestos insulators, among which 20 workers developed 
malignant mesothelioma, 41 had nonmalignant pulmonary disorders such as 
asbestosis and/or pleural plaques, while 63 had no pulmonary disorders [98]. On 
the other hand, homozygotes for SOD2 16Ala/Ala genotype were found to have a 
threefold increased risk for malignant mesothelioma when genotype distributions 
were compared among 90 Italian patients with malignant mesothelioma and 395 
controls [100]. In this cohort, increased risk for malignant mesothelioma was also 
observed in carriers of homozygous GSTM1 deletion (GSTM1 null genotype), while 
no association was observed for polymorphisms in other GST genes [100].

Kukkonen et al. [101] investigated nine polymorphisms in six genes (EPHX1, 
GSTM1, GSTM3, GSTP1, GSTT1, and NAT2) related to metabolism of oxidative 
species in a cohort of 1008 Finnish asbestos-exposed workers. Only a trend of 
association was observed between GSTM1 null genotype and the extent of pleural 
plaques as well as between GSTP1 Ile105Val polymorphism and the calcification 
of pleural plaques. However, when pleural plaques were stratified according to the 
severity of radiological changes, GSTT1 null genotype was significantly associated 
with the greatest thickness of the pleural plaques [101].

No association was also found between SOD2 and CAT polymorphisms and 
the malignant mesothelioma risk in a study that included 159 Slovenian malignant 
mesothelioma patients and 122 controls. All the controls were occupationally 
exposed to asbestos in the asbestos-cement manufacturing plant but did not 
develop any disease associated with asbestos exposure [102]. However, this study 
reported an association between NAD(P)H quinone dehydrogenase 1 (NQO1) 
rs1800566 (p.Pro187Ser) SNP and malignant mesothelioma risk. NQO1 catalyses 
the reduction of quinones to hydroquinones, thus preventing the formation of free 
radicals. The carriers of at least one polymorphic NQO1 allele (CT and TT geno-
types) had an increased risk of malignant mesothelioma compared to carriers of 
homozygous wild-type CC genotype [102].

In a Finnish cohort, an association was reported between the NAT2 slow-
acetylator genotype and increased risk for both malignant (mesothelioma) and 
nonmalignant (asbestosis and pleural plaques) pulmonary disorders among 
asbestos-exposed workers [103, 104]. On the contrary, the NAT2 slow-acetylator 
genotypes were associated with decreased risk of mesothelioma in the Italian study 
population [105]. Conflicting results were reported also regarding the impact of 
microsomal epoxide hydrolase (EPHX1), a metabolising enzyme that plays a dual 
role in the activation and detoxification of exogenous chemicals, such as epoxides 
and PAHs [106]. EPHX1 low-activity genotypes were positively associated with 
malignant mesothelioma in the Italian study population, while in the Finnish study 
population, the association was negative [105].

3.2.2 Genetic variability in NLRP3 inflammasome

Two polymorphic genes leading to enhanced innate immune response and 
increased production of inflammatory cytokines were investigated in asbestos-
related pleural diseases. NLRP3 rs35829419 (p.Gln705Lys; C > A) is a gain-of-
function polymorphism that leads to increased NLRP3 activation after stimulation. 
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On the other hand, CARD8 rs2043211 (p.Cys10Ter, A > T) is a loss of function SNP 
that results in nonfunctional protein so that the CARD-8 inhibition of caspase-1 is 
lost. Therefore, both SNPs are associated with proinflammatory phenotype [107, 
108]. Both SNPs were analysed in a large Finnish study that investigated 16 poly-
morphisms from nine genes (NLRP3, CARD8, TNF, TGFB1, GC, MMP1, MMP9, 
MMP12, and TIMP2) involved in innate immunity and intracellular matrix remod-
elling in 951 Finnish asbestos-exposed workers. Among the two investigated NLRP3 
SNPs, only rs35829419 was associated with interstitial lung fibrosis but showed no 
association with fibrotic changes of pleura. Among the three investigated CARD8 
SNPs, rs2043211 (p.Cys10Ter, A > T) was associated with the greatest thickness of 
pleural plaques [107].

3.2.3 Genetic variability in signalling and inflammatory pathways

Asbestos-related activation of inflammation also leads to increased TNF and 
TGFB1 production. TNF promoter polymorphism rs1800629 (−308G > A) was 
reported to lead to higher constitutive and inducible transcriptional TNFa levels 
[109]. Genotype and allele frequencies of TNF promoter polymorphism rs1800629 
(−308G > A) were associated with radiographic pleural changes among German 
workers occupationally exposed to asbestos. Compared with the healthy nonex-
posed control group, carriers of at least one polymorphic TNF −308 A allele had 
at higher risk for hyaline pleural plaques, while no association was observed for 
calcified pleural plaques [91].

TGFB1 is a multifunctional cytokine that regulates the proliferation and dif-
ferentiation of cells [110] and was reported to promote the pathogenesis of lung 
fibrosis and act as a tumour suppressor in normal cells. Two TGFB1 polymorphisms 
in codons 10 (Leu10Pro) and 25 (Arg25Pro) affecting TGFB1 protein production 
were associated with a higher risk for fibrotic lung diseases but a lower risk for lung 
cancer in a German cohort that included 591 patients with pulmonary fibrosis, 147 
patients with bronchial carcinoma, and 83 healthy control subjects [90].

Kukkonen et al. investigated common polymorphisms in TNF and TGFB1 genes; 
however, only TGFB1 showed associations with visceral pleural fibrosis among 
951 Finnish Caucasian asbestos-exposed workers. In stratified analysis carriers of 
at least one TGFB1 rs2241718 variant allele were protected against visceral pleural 
fibrosis. On the other hand, TGFB1 haplotype analysis showed an association with 
pleural plaque calcification. In particular, TGFB1 rs1800469-rs1800470 GC and AT 
haplotypes conferred increased risks for pleural plaque calcification when com-
pared with the most common haplotype, GT [107].

3.2.4 Genes involved in matrix remodelling

In the above-mentioned study, Kukkonen et al. also investigated common poly-
morphisms of several metalloproteinases and their inhibitors (MMP1 rs1799750, 
MMP9 rs3918242, MMP12 rs652438, and TIMP2 rs2277698) involved in matrix 
remodelling. The study reported an association between the TIMP2 rs2277698 SNP 
and pleural thickenings, and the variant allele was found to predispose to a high 
degree of pleural plaque calcification [107].

Strbac et al. investigated 10 different SNPs in three MMP genes (MMP2, MMP9, 
and MMP14) in a group of 236 Slovenian patients with malignant mesothelioma 
and 161 healthy blood donors as the control group. The study reported a decreased 
risk for malignant mesothelioma in carriers of at least one polymorphic MMP2 
rs243865 allele, and this association was even more pronounced in patients with 
known asbestos exposure. None of the other tested polymorphisms showed 
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association with the risk of malignant pleural mesothelioma [111]. Furthermore, 
a study including 199 Slovenian malignant mesothelioma patients suggested that 
MMP polymorphisms may have a role as prognostic biomarkers in malignant meso-
thelioma, as carriers of polymorphic MMP9 rs2250889 allele had shorter time to 
progression and shorter overall survival compared to noncarriers. In contrast, carri-
ers of at least one polymorphic MMP9 rs20544 allele had longer time to progression 
and longer OS (overall survival than noncarriers [112].

3.2.5 Genes involved in DNA repair mechanisms

It has been suggested that genetic variability of proteins involved in DNA 
repair mechanisms may affect the risk of malignant mesothelioma. Based on the 
mechanisms of either oxidative stress related or direct DNA damage discussed 
above, polymorphic genes in DNA repair pathways such as base excision repair 
(BER), nucleotide excision repair (NER), as well as homologous recombination may 
play a role in susceptibility to asbestos-related malignant diseases [93]. However, 
so far only a few studies investigated the influence of the genetic variability of 
proteins involved in DNA repair mechanisms on the development of malignant 
mesothelioma. In particular, polymorphisms in genes coding for excision repair 
cross-complementing group 1 protein (ERCC1) involved in NER and X-ray repair 
cross-complementing protein 1 (XRCC1) involved in BER were most frequently 
investigated in asbestos-related malignant diseases [113, 114].

Dianzani et al. investigated seven SNPs in four DNA repair genes (XRCC1, 
XRCC3, XPD, and OGG1) in a population-based case-control study that included 81 
patients and 110 age and sex-matched controls from Casale Monferrato, an Italian 
town known for high levels of asbestos pollution. Two of the investigated polymor-
phisms were significantly associated with increased malignant mesothelioma risk in 
both homozygous and heterozygous carriers when compared to noncarriers: XRCC1 
rs25487 (399Q ) and XRCC3 rs861539 (241T). Homozygous and heterozygous 
carriers of OGG1 rs1052133 −326C allele were also at increased risk for malignant 
mesothelioma; but this association did not reach statistical significance. Also, the 
association with malignant mesothelioma risk was not significant when XRCC1 and 
XRCC3 haplotypes were considered [113].

A follow-up study included 220 malignant mesothelioma patients and 296 
controls from two Italian towns, Casale and Turin, and investigated 35 SNPs in 15 
genes possibly related to asbestos carcinogenicity. Among them, 14 SNPs in 10 genes 
involved in DNA repair were studied; however, only three SNPs were found to be 
associated with malignant mesothelioma. When only asbestos-exposed patients were 
considered in the analysis, the risk for malignant mesothelioma was found to increase 
with the number of XRCC1 rs25487 (399Q ) polymorphic alleles and XRCC1 −77T 
alleles. Increased risk for malignant mesothelioma was also observed in XRCC1 haplo-
type analysis. ERCC1 rs11615 (N118N) polymorphism was also found to be associated 
with increased malignant mesothelioma risk in the dominant genetic model, both in 
the entire study group and when considering only asbestos-exposed patients [114].

Betti et al. also investigated one functional SNP in hOGG (rs1052133 
p.Ser326Cys) involved in the repair of 8-oxoguanine that may result from ROS 
damage; however no association was found with the risk for malignant mesothe-
lioma [114]. Similarly, no association between this polymorphism and the risk for 
malignant mesothelioma was observed in a Slovenian study cohort of 150 malignant 
mesothelioma patients and 122 controls, who were occupationally exposed to 
asbestos but did not develop any asbestos-related diseases [102].

Recently, a larger number of 273 malignant mesothelioma patients and 193 
controls from the same Slovenian cohort were analysed for four SNPs in two DNA 
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repair genes (ERCC1 rs11615, rs3212986, and XRCC1 rs1799782, rs25487), but only 
ERCC1 rs3212986 was found to be significantly associated with the risk for malig-
nant mesothelioma. However, this polymorphism was found to have a protective 
effect as carriers of ERCC1 rs3212986 heterozygous GT or homozygous TT geno-
types had a decreased risk of malignant mesothelioma [115].

4. Gene-environment interactions in asbestos-related pleural diseases

It has become increasingly obvious that both environmental and genetic factors 
may influence the development of many diseases [116–119], including asbestos-
related pleural diseases.

Therefore it is important to consider gene-environment interactions when 
studying diseases related to exposure to different hazards, such as asbestos. 
Environmental and lifestyle factors have been investigated in many epidemiological 
studies using self-reported information obtained by questionnaires, interviews, 
records, or measurements of exposure. However, very few epidemiological studies 
included the information on genetic risk factors. Similarly, many studies investi-
gating genetic factors obtained little information on environmental factors and 
lifestyle. Genetic predisposition can be presumed from family history, phenotypic 
characteristics (e.g., metabolic capacity), or, most importantly, the analysis of DNA 
sequence. The research into gene-environment interactions requires the informa-
tion on both environmental and genetic factors [116–118]. Primary candidates 
for the gene-environment interaction studies have been mostly genes coding for 
xenobiotic metabolising enzymes. Genetic variability in these genes may lead to 
interindividual differences in capacity for xenobiotics metabolism, thus modifying 
an individual’s susceptibility to the development of diseases [116]. Furthermore, 
genetic factors usually do not act independently but may also interact or modify 
each other. This applies also to asbestos-related pleural diseases [102].

The results of the studies performed so far indicate that in addition to asbestos 
exposure, the genetic factors, as well as the interactions between genetic factors and 
asbestos exposure, may have an important impact on the risk of asbestos-related 
pleural diseases, in particular on malignant mesothelioma [102, 115, 120, 121].

Regarding asbestos-related pleural diseases, the interactions between genetic fac-
tors and asbestos exposure have been studied in the case of malignant mesothelioma 
[102, 115, 120, 121].

The case-control study of Franko et al. investigated the influence of functional 
polymorphisms of NQO1, CAT, SOD2, and hOGG1 genes, gene-gene interactions, and 
gene-environment interactions on malignant mesothelioma risk. The authors reported 
that although there was no independent association between either CAT rs1001179 
or hOGG1 rs1052133 polymorphism and malignant mesothelioma, the interaction 
between both polymorphisms showed a protective effect. However, no interaction was 
found between investigated genetic polymorphisms and asbestos exposure [102].

The case-control study of Levpuscek et al. that investigated the influence of 
functional polymorphisms in ERCC1 and XRCC1 genes, the interactions between 
these polymorphisms, as well as the interactions between these polymorphisms 
and asbestos exposure on malignant mesothelioma risk found that interaction 
between ERCC1 rs11615 polymorphism and asbestos exposure significantly 
influenced the risk of this cancer. Carriers of polymorphic ERCC1 rs11615 allele 
who were exposed to the low level of asbestos had a decreased risk of malignant 
mesothelioma. Based on these findings, it has been suggested that the genetic 
variability of DNA repair mechanisms could contribute to the risk of developing of 
this aggressive cancer [115].
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The possible impact of gene-environment interactions on pleural malignant 
mesothelioma risk was investigated also in the study of Tunesi et al., who con-
ducted a gene-environment interaction analysis including asbestos exposure and 15 
single nucleotide polymorphisms (SNPs) previously identified through a genome-
wide association study on Italian subjects. Positive deviation from additivity was 
found for six SNPs (rs1508805, rs2501618, rs4701085, rs4290865, rs10519201, and 
rs763271), and four of them (rs1508805, rs2501618, rs4701085, and rs10519201) 
deviated also from multiplicative models. Generalised multifactor dimensional-
ity reduction analysis showed a strong malignant pleural mesothelioma risk due 
to asbestos exposure and suggested a possible synergistic effect between asbestos 
exposure and rs1508805, rs2501618, and rs5756444. The results of the presented 
study also suggested that gene-asbestos interaction may play an additional role in 
malignant pleural mesothelioma susceptibility [120].

According to our knowledge and the available literature, the influence of gene-
environment interactions on the risk of developing other asbestos-related diseases 
(pleural plaques, diffuse pleural thickening) has not been studied so far.

5. Conclusions

Given that asbestos is still present in the working and living environment all 
over the world and that pleural asbestos-related diseases, in particular malig-
nant mesothelioma, represent an important health problem worldwide, further 
research is needed to identify new serum and genetic and epigenetic markers 
of risk for developing these diseases, for early diagnosis, and for prediction of 
disease progression and response to treatment. The increasing incidence and 
poor prognosis of pleural malignant mesothelioma calls for new more effective 
detection methods, including the identification of novel biomarkers for early and 
reliable detection of this aggressive cancer, especially in high-risk populations 
with a known history of asbestos exposure. The influence of gene-environment 
interactions on the risk of these diseases may be particularly important and should 
be further investigated. These findings may serve as a basis for the development 
of new methods for an earlier diagnosis of asbestos-related pleural diseases and 
may also be used to identify new targets for a more effective treatment, especially 
of malignant mesothelioma. Furthermore, they could add to our understanding of 
pathogenesis of asbestos-related pleural diseases and enable their prevention. In 
this way, they could significantly contribute to the improvement of the quality of 
life as well as to prolonging lifespan and ageing of subjects exposed to asbestos.



13

Asbestos-Related Pleural Diseases: The Role of Gene-Environment Interactions
DOI: http://dx.doi.org/10.5772/intechopen.88193

Author details

Vita Dolzan1* and Alenka Franko2

1 Pharmacogenetics Laboratory, Institute of Biochemistry, Faculty of Medicine, 
University of Ljubljana, Slovenia

2 Clinical Institute of Occupational Medicine, University Medical Centre, Ljubljana, 
Slovenia

*Address all correspondence to: vita.dolzan@mf.uni-lj.si

© 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. 



14

Diseases of Pleura

[1] Jakobsson K, Stromberg U, Albin M, 
Welinder H, Hagmar L. Radiological 
changes in asbestos cement workers. 
Occupational and Environmental 
Medicine. 1995;52(1):20-27

[2] Hillerdal G, Henderson DW.  
Asbestos, asbestosis, pleural plaques 
and lung cancer. Scandinavian Journal 
of Work, Environment & Health. 
1997;23(2):93-103

[3] Cugell DW, Kamp DW. Asbestos 
and the pleura: A review. Chest. 
2004;125(3):1103-1117

[4] Antao VC, Larson TC, Horton DK.  
Libby vermiculite exposure and 
risk of developing asbestos-related 
lung and pleural diseases. Current 
Opinion in Pulmonary Medicine. 
2012;18(2):161-167

[5] Maxim LD, Niebo R, Utell MJ. Are 
pleural plaques an appropriate endpoint 
for risk analyses? Inhalation Toxicology. 
2015;27(7):321-334

[6] Clarke CC, Mowat FS, Kelsh MA, 
Roberts MA. Pleural plaques: A review 
of diagnostic issues and possible 
nonasbestos factors. Archives of 
Environmental & Occupational Health. 
2006;61(4):183-192

[7] Solbes E, Harper RW. Biological 
responses to asbestos inhalation and 
pathogenesis of asbestos-related 
benign and malignant disease. 
Journal of Investigative Medicine. 
2018;66(4):721-727

[8] Stayner L, Welch LS, Lemen R. The 
worldwide pandemic of asbestos-related 
diseases. Annual Review of Public 
Health. 2013;34:205-216

[9] Vainio H. Epidemics of asbestos-
related diseases—Something old, 
something new. Scandinavian 
Journal of Work, Environment & 

Health. 2015;41(1):1-4. DOI: 10.5271/
sjweh.3471. Epub 2014 Dec 4

[10] Marsili D, Terracini B, Santana VS, 
Ramos-Bonilla JP, Pasetto R, Mazzeo A,  
et al. Prevention of asbestos-related 
disease in countries currently using 
asbestos. International Journal of 
Environmental Research and Public 
Health. 2016;13(5)

[11] Takahashi K, Landrigan PJ. The 
global health dimensions of asbestos 
and asbestos-related diseases. Annals of 
Global Health. 2016;82(1):209-213

[12] Dolzan V, Metoda D-F, Franko A. In: 
Orhan K, editor. Gene-Environment 
Interactions: The Case of Asbestosis. 
Rijeka: InTech; 2017

[13] Visona SD, Villani S, Manzoni F, 
Chen Y, Ardissino G, Russo F, et al. 
Impact of asbestos on public health: 
A retrospective study on a series of 
subjects with occupational and non-
occupational exposure to asbestos 
during the activity of Fibronit plant 
(Broni, Italy). Journal of Public Health 
Research. 2018;7(3):20

[14] Diego Roza C, Cruz Carmona MJ,  
Fernandez Alvarez R, Ferrer Sancho J, 
Marin Martinez B, Martinez Gonzalez 
C, et al. Recommendations for the 
diagnosis and management of asbestos-
related pleural and pulmonary disease. 
Archivos de Bronconeumología. 
2017;53(8):437-442

[15] Diagnosis and initial management 
of nonmalignant diseases related 
to asbestos. American Journal of 
Respiratory and Critical Care Medicine. 
2004;170(6):691-715

[16] Clark KA, Flynn JJ 3rd, Karmaus 
WJJ, Mohr LC. The effects of pleural 
plaques on longitudinal lung function in 
vermiculite miners of Libby, Montana. 
The American Journal of the Medical 
Sciences. 2017;353(6):533-542

References



15

Asbestos-Related Pleural Diseases: The Role of Gene-Environment Interactions
DOI: http://dx.doi.org/10.5772/intechopen.88193

[17] Araki T, Yanagawa M, Sun FJ, 
Dupuis J, Nishino M, Yamada Y, 
et al. Pleural abnormalities in the 
Framingham heart study: Prevalence 
and CT image features. Occupational 
and Environmental Medicine. 
2017;74(10):756-761

[18] Larson TC, Lewin M, Gottschall EB, 
Antao VC, Kapil V, Rose CS.  
Associations between radiographic 
findings and spirometry in a community 
exposed to Libby amphibole. 
Occupational and Environmental 
Medicine. 2012;69(5):361-366

[19] Kim Y, Myong JP, Lee JK, Kim JS, 
Kim YK, Jung SH. CT characteristics of 
pleural plaques related to occupational 
or environmental asbestos exposure 
from South Korean asbestos mines. 
Korean Journal of Radiology. 
2015;16(5):1142-1152

[20] Mazzei MA, Contorni F, Gentili F,  
Guerrini S, Mazzei FG, Pinto A, 
et al. Incidental and underreported 
pleural plaques at chest CT: Do not 
miss them-asbestos exposure still 
exists. BioMed Research International. 
2017;6797826(10):5

[21] Hansell DM, Bankier AA, 
MacMahon H, McLoud TC, Muller NL, 
Remy J. Fleischner Society: Glossary of 
terms for thoracic imaging. Radiology. 
2008;246(3):697-722

[22] Dalphin JC. Follow-up of 
subjects occupationally exposed to 
asbestos, what are the objectives, 
the benefits, and the possible risks? 
Revue des Maladies Respiratoires. 
2011;28(10):1230-1240

[23] Fishwick D, Barber CM. Non-
malignant asbestos-related diseases: 
A clinical view. Clinical Medicine. 
2014;14(1):68-71

[24] Ameille J, Brochard P, Letourneux 
M, Paris C, Pairon JC. Asbestos-related 
cancer risk in patients with asbestosis 

or pleural plaques. Revue des Maladies 
Respiratoires. 2011;28(6):008

[25] Hillerdal G. Pleural plaques and 
risk for bronchial carcinoma and 
mesothelioma. A prospective study. 
Chest. 1994;105(1):144-150

[26] Karjalainen A, Pukkala E, 
Kauppinen T, Partanen T. Incidence of 
cancer among Finnish patients with 
asbestos-related pulmonary or pleural 
fibrosis. Cancer Causes & Control. 
1999;10(1):51-57

[27] Pairon JC, Laurent F, Rinaldo M, 
Clin B, Andujar P, Ameille J, et al. 
Pleural plaques and the risk of pleural 
mesothelioma. Journal of the National 
Cancer Institute. 2013;105(4):293-301

[28] Reid A, de Klerk N, Ambrosini GL,  
Olsen N, Pang SC, Berry G, et al. The 
effect of asbestosis on lung cancer 
risk beyond the dose related effect 
of asbestos alone. Occupational 
and Environmental Medicine. 
2005;62(12):885-889

[29] Fletcher DE. A mortality study of 
shipyard workers with pleural plaques. 
British Journal of Industrial Medicine. 
1972;29(2):142-145

[30] Cullen MR, Barnett MJ, Balmes JR, 
Cartmel B, Redlich CA, Brodkin CA, 
et al. Predictors of lung cancer among 
asbestos-exposed men in the {beta}-
carotene and retinol efficacy trial. 
American Journal of Epidemiology. 
2005;161(3):260-270

[31] Partanen T, Nurminen M, Zitting A,  
Koskinen H, Wiikeri M, Ahlman K.  
Localized pleural plaques and lung 
cancer. American Journal of Industrial 
Medicine. 1992;22(2):185-192

[32] Ohlson CG, Bodin L, Rydman T, 
Hogstedt C. Ventilatory decrements 
in former asbestos cement workers: A 
four year follow up. British Journal of 
Industrial Medicine. 1985;42(9):612-616



Diseases of Pleura

16

[33] Miller A, Miller JA. Diffuse 
thickening superimposed on 
circumscribed pleural thickening 
related to asbestos exposure. American 
Journal of Industrial Medicine. 
1993;23(6):859-871

[34] Rudd RM. New developments in 
asbestos-related pleural disease. Thorax. 
1996;51(2):210-216

[35] McLoud TC, Woods BO, Carrington 
CB, Epler GR, Gaensler EA. Diffuse 
pleural thickening in an asbestos-
exposed population: Prevalence and 
causes. AJR. American Journal of 
Roentgenology. 1985;144(1):9-18

[36] Copley SJ, Wells AU, Rubens MB,  
Chabat F, Sheehan RE, Musk AW, 
et al. Functional consequences of 
pleural disease evaluated with chest 
radiography and CT. Radiology. 
2001;220(1):237-243

[37] de Fonseka D, Edey A, Stadon L, 
Viner J, Darby M, Maskell NA. The 
physiological consequences of different 
distributions of diffuse pleural 
thickening on CT imaging. The British 
Journal of Radiology. 2017;90(1077):14

[38] Fujimoto N, Kato K, Usami I,  
Sakai F, Tokuyama T, Hayashi S,  
et al. Asbestos-related diffuse 
pleural thickening. Respiration. 
2014;88(4):277-284

[39] Fujimoto N, Gemba K, Aoe K, Kato 
K, Yokoyama T, Usami I, et al. Clinical 
investigation of benign Asbestos 
pleural effusion. Pulmonary Medicine. 
2015;416179(10):24

[40] Eisenstadt HB. Asbestos pleurisy. 
Diseases of the Chest. 1964;46:78-81

[41] Arnold DT, De Fonseka D, Perry S,  
Morley A, Harvey JE, Medford A, 
et al. Investigating unilateral pleural 
effusions: The role of cytology. 
The European Respiratory Journal. 
2018;52(5):01254-02018

[42] Shehata M, Zaid F, Ottaviano P, 
Shweihat Y, Munn N. Case report: 
Steroid responsive mesothelioma-
related pleural effusion. Respiratory 
Medicine Case Reports. 2018 Dec 
19;26:131-135. DOI: 10.1016/j.
rmcr.2018.12.006. eCollection 2019

[43] Sneddon S, Dick I, Lee YCG, Musk 
AWB, Patch AM, Pearson JV, et al. 
Malignant cells from pleural fluids 
in malignant mesothelioma patients 
reveal novel mutations. Lung Cancer. 
2018;119:64-70

[44] Robinson BW, Lake RA. Advances 
in malignant mesothelioma. The 
New England Journal of Medicine. 
2005;353(15):1591-1603

[45] King JE, Galateau-Salle F, Hasleton 
PS. In: O’Byrne K, Rusch V, editors. 
Malignant Pleural Mesothelioma: 
Histopathology of Malignant Pleural 
Mesothelioma. Oxford, New York, 
Auckland, Cape Town, Hong Kong, 
Karachi: Oxford University Press; 2006

[46] Rossini M, Rizzo P, Bononi I, 
Clementz A, Ferrari R, Martini F, 
et al. New perspectives on diagnosis 
and therapy of malignant pleural 
mesothelioma. Frontiers in Oncology. 
2018;8(91)

[47] McDonald JC, McDonald AD.  
The epidemiology of mesothelioma 
in historical context. The 
European Respiratory Journal. 
1996;9(9):1932-1942

[48] Franko A, Dolzan V, Kovac V, 
Arneric N, Dodic-Fikfak M. Soluble 
mesothelin-related peptides levels in 
patients with malignant mesothelioma. 
Disease Markers. 2012;32(2):123-131

[49] Bianchi C, Giarelli L, Grandi G,  
Brollo A, Ramani L, Zuch C. Latency 
periods in asbestos-related 
mesothelioma of the pleura. European 
Journal of Cancer Prevention. 
1997;6(2):162-166



17

Asbestos-Related Pleural Diseases: The Role of Gene-Environment Interactions
DOI: http://dx.doi.org/10.5772/intechopen.88193

[50] McElvenny DM, Darnton AJ, 
Price MJ, Hodgson JT. Mesothelioma 
mortality in Great Britain from 1968 
to 2001. Occupational Medicine. 
2005;55(2):79-87

[51] Peake MD, Entwisle J, Gray SG. In: 
O’Byrne K, Rusch V, editors. Malignant 
Pleural Mesothelioma: Clinical 
Presentation, Radiological Evaluation 
and Diagnosis. Oxford, New York, 
Auckland, Cape Town, Hong Kong, 
Karachi: Oxford University Press; 2006

[52] Yates DH, Corrin B, Stidolph PN, 
Browne K. Malignant mesothelioma in 
south East England: Clinicopathological 
experience of 272 cases. Thorax. 
1997;52(6):507-512

[53] Bibby AC, Tsim S, Kanellakis N, 
Ball H, Talbot DC, Blyth KG, et al. 
Malignant pleural mesothelioma: An 
update on investigation, diagnosis 
and treatment. European Respiratory 
Review. 2016;25(142):472-486

[54] Ribak J, Lilis R, Suzuki Y, Penner L, 
Selikoff IJ. Malignant mesothelioma in 
a cohort of asbestos insulation workers: 
Clinical presentation, diagnosis, and 
causes of death. British Journal of 
Industrial Medicine. 1988;45(3):182-187

[55] Rusch VW. Diagnosis and treatment 
of pleural mesothelioma. Seminars in 
Surgical Oncology. 1990;6(5):279-285

[56] Suzuki Y. Pathology of human 
malignant mesothelioma. Seminars in 
Oncology. 1981;8(3):268-282

[57] Bianco A, Valente T, De Rimini ML, 
Sica G, Fiorelli A. Clinical diagnosis 
of malignant pleural mesothelioma. 
Journal of Thoracic Disease. 
2018;10(Suppl. 2):S253-SS61

[58] Scherpereel A, Grigoriu B, Conti M,  
Gey T, Gregoire M, Copin MC, et al. 
Soluble mesothelin-related peptides 
in the diagnosis of malignant pleural 
mesothelioma. American Journal of 

Respiratory and Critical Care Medicine. 
2006;173(10):1155-1160

[59] Beyer HL, Geschwindt RD, Glover 
CL, Tran L, Hellstrom I, Hellstrom KE, 
et al. MESOMARK: A potential test 
for malignant pleural mesothelioma. 
Clinical Chemistry. 2007;53(4):666-672

[60] Cristaudo A, Foddis R, Vivaldi A,  
Guglielmi G, Dipalma N, Filiberti R,  
et al. Clinical significance of 
serum mesothelin in patients with 
mesothelioma and lung cancer. Clinical 
Cancer Research. 2007;13(17):5076-5081

[61] Pass HI, Levin SM, Harbut MR, 
Melamed J, Chiriboga L, Donington J, 
et al. Fibulin-3 as a blood and effusion 
biomarker for pleural mesothelioma. 
The New England Journal of Medicine. 
2012;367(15):1417-1427

[62] Kovac V, Dodic-Fikfak M, Arneric 
N, Dolzan V, Franko A. Fibulin-3 as a 
biomarker of response to treatment in 
malignant mesothelioma. Radiology and 
Oncology. 2015;49(3):279-285

[63] Goricar K, Kovac V, Franko A, 
Dodic-Fikfak M, Dolzan V. Serum 
survivin levels and outcome of 
chemotherapy in patients with 
malignant mesothelioma. Disease 
Markers. 2015;316739(10):16

[64] Rosenzweig KE. Malignant pleural 
mesothelioma: Adjuvant therapy 
with radiation therapy. Annals of 
Translational Medicine. 2017;5(11):25

[65] Nowak AK. Chemotherapy for 
malignant pleural mesothelioma: 
A review of current management 
and a look to the future. Annals 
of Cardiothoracic Surgery. 
2012;1(4):508-515

[66] Vogelzang NJ, Rusthoven JJ, 
Symanowski J, Denham C, Kaukel E,  
Ruffie P, et al. Phase III study of 
pemetrexed in combination with 
cisplatin versus cisplatin alone in 



Diseases of Pleura

18

patients with malignant pleural 
mesothelioma. Journal of Clinical 
Oncology. 2003;21(14):2636-2644

[67] Kovac V, Zwitter M, Rajer M, Marin 
A, Debeljak A, Smrdel U, et al. A phase 
II trial of low-dose gemcitabine in a 
prolonged infusion and cisplatin for 
malignant pleural mesothelioma. Anti-
Cancer Drugs. 2012;23(2):230-238

[68] Kovac V, Zwitter M, Zagar T.  
Improved survival after introduction 
of chemotherapy for malignant pleural 
mesothelioma in Slovenia: Population-
based survey of 444 patients. Radiology 
and Oncology. 2012;46(2):136-144

[69] Lee CW, Murray N, Anderson H, 
Rao SC, Bishop W. Outcomes with 
first-line platinum-based combination 
chemotherapy for malignant pleural 
mesothelioma: A review of practice 
in British Columbia. Lung Cancer. 
2009;64(3):308-313

[70] Ak G, Metintas S, Akarsu M, 
Metintas M. The effectiveness and 
safety of platinum-based pemetrexed 
and platinum-based gemcitabine 
treatment in patients with malignant 
pleural mesothelioma. BMC Cancer. 
2015;15(510):015-1519

[71] Becklake MR. Exposure to 
asbestos and human disease. The 
New England Journal of Medicine. 
1982;306(24):1480-1482. DOI: 10.1056/
NEJM198206173062409

[72] Craighead JE, Mossman BT. The 
pathogenesis of asbestos-associated 
diseases. The New England Journal of 
Medicine. 1982;306(24):1446-1455

[73] Nishimura SL, Broaddus VC.  
Asbestos-induced pleural disease. 
Clinics in Chest Medicine. 
1998;19(2):311-329

[74] Abratt RP, Vorobiof DA, White N.  
Asbestos and mesothelioma in South 
Africa. Lung Cancer. 2004;45(1):007

[75] Wagner GR et al. . In: Rosenstock L, 
Mark C, Brodkin CA, Redlich CA,  
editors. Mineral Dust: Asbestos, Silica, 
Coal, Manufactured Fibers. 2nd ed. 
Elsevier Saunders: Philadelphia, 
Edinburgh, New York, St Louis, Sydney, 
Toronto; 2005

[76] IARC. Asbestos. IARC Working 
Group: Lyon; 1972

[77] IARC. IARC Monographs on the 
Evaluation of Carcinogenic Risk of 
Chemicals to Man. Some Inorganic 
and Organometalic Compounds. Lyon: 
International Agency for Research on 
Cancer; 1973

[78] Mossman BT. Mechanisms of 
asbestos carcinogenesis and toxicity: 
The amphibole hypothesis revisited. 
British Journal of Industrial Medicine. 
1993;50(8):673-676. DOI: 10.1136/
oem.50.8.673

[79] Piolatto G, Negri E, La Vecchia C, 
Pira E, Decarli A, Peto J. An update 
of cancer mortality among chrysotile 
asbestos miners in Balangero, northern 
Italy. British Journal of Industrial 
Medicine. 1990;47(12):810-814

[80] Guthrie GD Jr. Mineral properties 
and their contributions to particle 
toxicity. Environmental Health 
Perspectives. 1997;5:1003-1011

[81] Dodic Fikfak M, Kriebel D, Quinn 
MM, Eisen EA, Wegman DH. A case 
control study of lung cancer and 
exposure to chrysotile and amphibole 
at a Slovenian asbestos-cement plant. 
The Annals of Occupational Hygiene. 
2007;51(3):261-268

[82] Brodkin CA, Rosenstock L. Asbestos 
and Asbestos-Related Pleural Disease. 
In: Rosenstock L, Cullen M, Brodkin 
CA, Redlich CA, editors. 2nd ed. 
Elsevier Saunders: Philadelphia, 
Edinburgh, New York, St Louis, Sydney, 
Toronto; 2005



19

Asbestos-Related Pleural Diseases: The Role of Gene-Environment Interactions
DOI: http://dx.doi.org/10.5772/intechopen.88193

[83] Rom W. In: Rom WN, editor. 
Asbestosis, Pleural Fibrosis, and 
Lung Cancer. 4th ed. Wolters Kluwer, 
Lippincott Williams & Wilkins: 
Philadelphia, Baltimore, New York, 
London, Buenos Aires, Hong Kong, 
Sydney, Tokyo; 2007

[84] Liu G, Cheresh P, Kamp DW.  
Molecular basis of asbestos-induced 
lung disease. Annual Review of 
Pathology. 2013;8:161-187

[85] Gilmour PS, Brown DM, Beswick 
PH, MacNee W, Rahman I, Donaldson 
K. Free radical activity of industrial 
fibers: Role of iron in oxidative stress 
and activation of transcription factors. 
Environmental Health Perspectives. 
1997;5:1313-1317

[86] Chew SH, Toyokuni S. Malignant 
mesothelioma as an oxidative stress-
induced cancer: An update. Free Radical 
Biology & Medicine. 2015;86:166-178

[87] Sayan M, Mossman BT. The NLRP3 
inflammasome in pathogenic particle 
and fibre-associated lung inflammation 
and diseases. Particle and Fibre 
Toxicology. 2016;13(1):016-0162

[88] Yang H, Rivera Z, Jube S, Nasu M,  
Bertino P, Goparaju C, et al. 
Programmed necrosis induced 
by asbestos in human mesothelial 
cells causes high-mobility group 
box 1 protein release and resultant 
inflammation. Proceedings of the 
National Academy of Sciences 
of the United States of America. 
2010;107(28):12611-12616

[89] Kadariya Y, Menges CW, Talarchek 
J, Cai KQ , Klein-Szanto AJ, Pietrofesa 
RA, et al. Inflammation-related 
IL1beta/IL1R signaling promotes the 
development of asbestos-induced 
malignant mesothelioma. Cancer 
Prevention Research. 2016;9(5):406-414

[90] Helmig S, Belwe A, Schneider J.  
Association of transforming growth 

factor beta1 gene polymorphisms and 
asbestos-induced fibrosis and tumors. 
Journal of Investigative Medicine. 
2009;57(5):655-661

[91] Helmig S, Aliahmadi N, Schneider J.  
Tumour necrosis factor-alpha 
gene polymorphisms in asbestos-
induced diseases. Biomarkers. 
2010;15(5):400-409

[92] Lagente V, Manoury B, Nenan S, Le 
Quement C, Martin-Chouly C, Boichot 
E. Role of matrix metalloproteinases 
in the development of airway 
inflammation and remodeling. Brazilian 
Journal of Medical and Biological 
Research. 2005;38(10):1521-1530

[93] Mossman BT, Shukla A, Heintz NH, 
Verschraegen CF, Thomas A, Hassan R.  
New insights into understanding 
the mechanisms, pathogenesis, 
and management of malignant 
mesotheliomas. The American Journal 
of Pathology. 2013;182(4):1065-1077

[94] Huang SX, Jaurand MC, Kamp DW,  
Whysner J, Hei TK. Role of 
mutagenicity in asbestos fiber-
induced carcinogenicity and other 
diseases. Journal of Toxicology and 
Environmental Health. Part B, Critical 
Reviews. 2011;14(1-4):179-245

[95] Bononi A, Napolitano A, Pass HI,  
Yang H, Carbone M. Latest 
developments in our understanding 
of the pathogenesis of mesothelioma 
and the design of targeted therapies. 
Expert Review of Respiratory Medicine. 
2015;9(5):633-654

[96] Hayes JD, Flanagan JU, Jowsey IR.  
Glutathione transferases. Annual 
Review of Pharmacology and 
Toxicology. 2005;45:51-88

[97] Hein DW. Molecular genetics and 
function of NAT1 and NAT2: Role 
in aromatic amine metabolism and 
carcinogenesis. Mutation Research. 
2002;507:65-77



Diseases of Pleura

20

[98] Hirvonen A, Tuimala J, Ollikainen 
T, Linnainmaa K, Kinnula V.  
Manganese superoxide dismutase 
genotypes and asbestos-associated 
pulmonary disorders. Cancer Letters. 
2002;178(1):71-74

[99] Kinnula VL, Torkkeli T, Kristo P, 
Sormunen R, Soini Y, Paakko P, et al. 
Ultrastructural and chromosomal 
studies on manganese superoxide 
dismutase in malignant mesothelioma. 
American Journal of Respiratory 
Cell and Molecular Biology. 
2004;31(2):147-153

[100] Landi S, Gemignani F, Neri M, 
Barale R, Bonassi S, Bottari F,  
et al. Polymorphisms of glutathione-
S-transferase M1 and manganese 
superoxide dismutase are associated 
with the risk of malignant pleural 
mesothelioma. International Journal of 
Cancer. 2007;120(12):2739-2743

[101] Kukkonen MK, Hamalainen S,  
Kaleva S, Vehmas T, Huuskonen MS,  
Oksa P, et al. Genetic susceptibility 
to asbestos-related fibrotic 
pleuropulmonary changes. The 
European Respiratory Journal. 
2011;38(3):672-678

[102] Franko A, Kotnik N, Goricar K,  
Kovac V, Dodic-Fikfak M, Dolzan V.  
The influence of genetic variability 
on the risk of developing malignant 
mesothelioma. Radiology and Oncology. 
2018;52(1):105-111

[103] Hirvonen A, Pelin K, Tammilehto 
L, Karjalainen A, Mattson K, 
Linnainmaa K. Inherited GSTM1 
and NAT2 defects as concurrent risk 
modifiers in asbestos-related human 
malignant mesothelioma. Cancer 
Research. 1995;55(14):2981-2983

[104] Hirvonen A, Saarikoski ST,  
Linnainmaa K, Koskinen K, Husgafvel-
Pursiainen K, Mattson K,  
et al. Glutathione S-transferase and 
N-acetyltransferase genotypes and 
asbestos-associated pulmonary 

disorders. Journal of the National 
Cancer Institute. 1996;88(24):1853-1856

[105] Neri M, Taioli E, Filiberti R, 
Paolo Ivaldi G, Aldo Canessa P, 
Verna A, et al. Metabolic genotypes 
as modulators of asbestos-related 
pleural malignant mesothelioma risk: 
A comparison of Finnish and Italian 
populations. International Journal of 
Hygiene and Environmental Health. 
2006;209(4):393-398

[106] Fretland AJ, Omiecinski CJ.  
Epoxide hydrolases: Biochemistry and 
molecular biology. Chemico-Biological 
Interactions. 2000;129(1-2):41-59

[107] Kukkonen MK, Vehmas T, Piirila P, 
Hirvonen A. Genes involved in innate 
immunity associated with asbestos-
related fibrotic changes. Occupational 
and Environmental Medicine. 
2014;71(1):48-54

[108] Verma D, Lerm M, Blomgran 
Julinder R, Eriksson P, Soderkvist P, 
Sarndahl E. Gene polymorphisms in the 
NALP3 inflammasome are associated 
with interleukin-1 production and severe 
inflammation: Relation to common 
inflammatory diseases? Arthritis and 
Rheumatism. 2008;58(3):888-894

[109] Wilson AG, Symons JA, 
McDowell TL, McDevitt HO, Duff 
GW. Effects of a polymorphism in 
the human tumor necrosis factor 
alpha promoter on transcriptional 
activation. Proceedings of the 
National Academy of Sciences 
of the United States of America. 
1997;94(7):3195-3199

[110] Grainger DJ, Heathcote K, Chiano 
M, Snieder H, Kemp PR, Metcalfe JC, 
et al. Genetic control of the circulating 
concentration of transforming growth 
factor type beta1. Human Molecular 
Genetics. 1999;8(1):93-97

[111] Strbac D, Goricar K, Dolzan V, 
Kovac V. Matrix metalloproteinases 



21

Asbestos-Related Pleural Diseases: The Role of Gene-Environment Interactions
DOI: http://dx.doi.org/10.5772/intechopen.88193

polymorphisms as baseline risk 
predictors in malignant pleural 
mesothelioma. Radiology and 
Oncology. 2018;52(2):160-166

[112] Strbac D, Goricar K, Dolzan V, 
Kovac V. Matrix metalloproteinases 
polymorphisms as prognostic 
biomarkers in malignant pleural 
mesothelioma. Disease Markers. 
2017;8069529(10):12

[113] Dianzani I, Gibello L, Biava A, 
Giordano M, Bertolotti M, Betti M, 
et al. Polymorphisms in DNA repair 
genes as risk factors for asbestos-
related malignant mesothelioma  
in a general population study.  
Mutation Research. 2006;599(1-2): 
124-134

[114] Betti M, Ferrante D, Padoan M, 
Guarrera S, Giordano M, Aspesi A, 
et al. XRCC1 and ERCC1 variants 
modify malignant mesothelioma risk: A 
case-control study. Mutation Research. 
2011;708(1-2):11-20

[115] Levpuscek K, Goricar K, Kovac V,  
Dolzan V, Franko A. The influence 
of genetic variability of DNA repair 
mechanisms on the risk of malignant 
mesothelioma. Radiology and Oncology. 
2019;53(5):206-212

[116] Mucci LA, Wedren S, Tamimi RM,  
Trichopoulos D, Adami HO.  
The role of gene-environment 
interaction in the aetiology of human 
cancer: Examples from cancers of 
the large bowel, lung and breast. 
Journal of Internal Medicine. 
2001;249(6):477-493

[117] Boks MP, Schipper M,  
Schubart CD, Sommer IE, Kahn 
RS, Ophoff RA. Investigating gene 
environment interaction in complex 
diseases: Increasing power by  
selective sampling for environmental 
exposure. International Journal of 
Epidemiology. 2007;36(6): 
1363-1369

[118] Hunter DJ. Gene-environment 
interactions in human diseases. Nature 
Reviews. Genetics. 2005;6(4):287-298

[119] Rothman KJ, Greenland S, Poole C, 
Lash TL. In: Rothman KJ, Greenland S, 
Lash TL, editors. Causation and Cause 
Inference. Philadelphia, Baltimore, 
New York, London, Buenos Aires, Hong 
Kong, Sydney, Tokyo: Lippincott-Raven; 
2008

[120] Tunesi S, Ferrante D, Mirabelli 
D, Andorno S, Betti M, Fiorito G, et al. 
Gene-asbestos interaction in malignant 
pleural mesothelioma susceptibility. 
Carcinogenesis. 2015;36(10):1129-1135

[121] Senk B, Goricar K, Kovac V,  
Dolzan V, Franko A. Genetic 
polymorphisms in aquaporin 1 as risk 
factors for malignant mesothelioma 
and biomarkers of response to cisplatin 
treatment. Radiology and Oncology. 
2019;53(1):96-104


