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ABSTRACT
Idiopathic pulmonary fibrosis (IPF) is a chronic and
progressive fibrotic lung disease associated with high
morbidity and poor survival. Characterized by substantial disease heterogeneity, the diagnostic considerations, clinical course and treatment response in
individual patients can be variable. In the past decade,
with the advent of high-throughput proteomic and
genomic technologies, our understanding of the pathogenesis of IPF has greatly improved and has led to the
recognition of novel treatment targets and numerous
putative biomarkers. Molecular biomarkers with
mechanistic plausibility are highly desired in IPF,
where they have the potential to accelerate drug development, facilitate early detection in susceptible individuals, improve prognostic accuracy and inform
treatment recommendations. Although the search for
candidate biomarkers remains in its infancy,
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attractive targets such as MUC5B and MPP7 have
already been validated in large cohorts and have demonstrated their potential to improve clinical predictors
beyond that of routine clinical practices. The discovery
and implementation of future biomarkers will face
many challenges, but with strong collaborative efforts
among scientists, clinicians and the industry the ultimate goal of personalized medicine may be realized.
Key words: biomarker, genetics, idiopathic pulmonary
fibrosis.
Abbreviations: AaDO2, alveolar–arterial oxygen difference; AEC,
alveolar epithelial cells; AEC-II, alveolar type II epithelial cells;
BALF, bronchoalveolar lavage fluid; BLyS, B-lymphocyte stimulating factor; cCK18, cleaved cytokeratin 18; CCL18, CC
chemokine ligand 18; CTD-ILD, connective tissue disease-related
interstitial lung disease; CXCL13, C-X-C motif chemokines 13;
ECM, extracellular matrix; ER, endoplasmic reticulum; FVC,
forced vital capacity; HP, hypersensitivity pneumonitis; HSP, heat
shock protein; IL-13, interleukin-13; IPF, idiopathic pulmonary
fibrosis; ILA, interstitial lung abnormality; KL-6, Krebs vol den
Lungen-6; MMP, matrix metalloproteinase; MUC5B, mucin 5B
promoter variant; NSIP, non-specific interstitial pneumonia;
PCMI, personal clinical and molecular mortality prediction index;
PF, pulmonary fibrosis; SP, surfactant protein; TERC, telomerase
RNA component; TERT, telomerase reverse transcriptase; TLR3,
Toll-like receptor 3; UIP, usual interstitial pneumonia; UPR,
unfolded protein response; VEGF, vascular endothelial growth
factor.

INTRODUCTION
Idiopathic pulmonary fibrosis (IPF) is a chronic and
fatal fibrotic lung disease that typically affects adults
over the age of 50.1 Characterized by the relentless
progression of interstitial fibrosis and a progressive
decline in gas exchange, the median survival from the
time of diagnosis is approximately 3–5 years. The
burden of disease is further compounded by the fact
that IPF afflicts more patients than any other form of
fibrotic parenchymal lung disease.2
Histologically, IPF is defined by the distinct
pattern of usual interstitial pneumonia (UIP). The
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pathological features of UIP include evidence of
marked subpleural and paraseptal fibrosis, heterogeneous architectural distortion with or without
honeycomb cysts, and in areas of active fibrosis clusters of fibroblasts and myofibroblasts, termed ‘fibroblastic foci’.1 The UIP pattern, however, is not unique
to IPF and can be observed in numerous fibrotic lung
diseases, including asbestosis, connective tissue
disease-related interstitial lung disease (CTD-ILD),
chronic hypersensitivity pneumonitis (HP) and drug
reaction. Hence, as proposed by the updated 2011
American Thoracic Society/European Respiratory
Society international consensus statement on IPF, the
establishment of a diagnosis of IPF requires first the
exclusion of known causes of ILD, and second compatible radiographical and pathological findings on
high-resolution computed tomography and surgical
lung biopsy, respectively.1 In the absence of a diagnostic gold standard, diagnostic accuracy is dependent
on clinical, radiographical and histopathological correlation. This can be best accomplished with expert
multidisciplinary discussion, particularly in instances
of diagnostic uncertainty.
Once a consensus diagnosis of IPF is reached, a
major challenge facing clinicians involves accurately
predicting disease course. Significant heterogeneity
exists among individual patients, as the clinical
course can be variable and unpredictable.3 In some,
the disease is characterized by a rapid deterioration
with progressive functional disability, leading to
death within months. Others experience a protracted
course with little functional impairment. In some,
periods of relative stability are punctuated by acute
exacerbations that can precipitate dramatic respiratory failure. Traditional means of risk stratifying
patients with fibrotic lung disease are dependent on
clinical variables (history and physical examination,
pulmonary function, exercise testing, radiographical
findings, and histological features) that are poorly
reflective of disease pathogenesis and provide insufficient power to accurately predict clinical outcome.4,5
Although multiple prognostic scoring systems that
provide reasonable insight have been reported, they
do not account for the distinct molecular mechanisms that drive the fibrotic cascade in individual
patients.6–8 This issue represents a major roadblock to
personalized patient care in IPF and is the primary
focus of ongoing clinical research.
In this review, we examine candidate molecular
biomarkers that have been investigated in IPF
through the lens of the complex pathogenesis of
pulmonary fibrosis (PF). We explore how these
biomarkers play key roles in the progressive fibrotic
cascade observed in IPF, and how their measurement
can influence diagnostic, prognostic and treatment
considerations.

PATHOGENESIS OF IDIOPATHIC
PULMONARY FIBROSIS
Although the exact mechanisms responsible for the
development of IPF remain largely unknown, significant strides have been made. Most notable is the
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pathogenic paradigm of IPF shifting from one of
inflammation-driven fibrogenesis to one of aberrant
wound healing following repetitive alveolar epithelial
cell (AEC) injury.9 According to this concept, the
alveolar epithelium is subject to clinically silent microinjuries over a prolonged period. As injuries accumulate, a theoretical threshold is reached, and AECs
are aberrantly activated.10,11 The dysfunctional
epithelial cells then activate pro-fibrotic signalling
pathways, involving growth factors and chemokines,
such as TGF-β1.12–14 Subsequent migration, proliferation and activation of mesenchymal cells leads to
the formation of fibroblastic foci and exuberant
extracellular matrix (ECM) deposition.14,15 The consequences of such signalling result in a‘fibroproliferative
disorder’, with fibroblastic foci being the primary sites
of pro-fibrotic responses.16
This paradigm shift is supported by the PANTHERIPF clinical trial, a randomized, double-blind,
placebo-controlled study that evaluated the safety and
efficacy of a three-drug immunosuppressive regimen
of oral prednisone, azathioprine and N-acetylcysteine
in patients with IPF.17 In comparison to placebo,
immunosuppressive therapy was associated with an
increased risk of death and hospitalization. Conversely, therapeutic agents, such as pirfenidone and
nintedanib, which target key pro-fibrotic signalling
pathways, have recently been shown in large
randomized trials to be safe and efficacious.18–20
Clearly, the importance of approaching IPF as a
‘fibroproliferative disorder’ cannot be understated.
Although inflammation is never a prominent
histopathological finding in UIP, its role in IPF should
not be fully abandoned, as it cannot be ignored that
low-level inflammation and immune activation are
relevant components of wound repair.21 A complex
interplay between lymphocyte subsets exists, with
regulatory T cells acting as pro-fibrotic elements.22
The role of CD4+ T cells is variable depending on the
local microenvironment, while B-lymphocytes have
been implicated in the production of auto-antibodies
against AEC antigens and immune-complex mediated inflammatory reactions.23,24 Furthermore, circulating B-lymphocyte stimulating factor (BLyS), a
molecule necessary for B-cell development and survival, has been correlated with acute exacerbations
and survival in IPF patients.25 Through pro-fibrotic
cytokines and growth factors, macrophages regulate
ECM composition and fibroblast function.26–28
The accumulation of fibroblasts into fibroblastic foci, the differentiation and proliferation of
myofibroblasts, and the subsequent synthesis of ECM
are hallmarks of IPF.14 Myofibroblasts are not native to
the lung and differentiate in response to tissue injury.
They are mobile cells with contractile ability and are
the primary producer of collagen and other ECM proteins. These cells can exhibit anchorage independent
growth, analogous to that of malignancies.29,30 The
role of the myofibroblast is further convoluted by the
fact that several cell types have been proposed as their
putative precursor: tissue-resident fibroblasts, epithelial cells (via epithelial to mesenchymal transition), pleural mesothelial cells, bone marrow-derived
fibrocytes and pericytes.31,32
© 2015 Asian Pacific Society of Respirology
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Figure 1 Potential biomarkers for idiopathic pulmonary fibrosis and how they fit into the current understanding of the underlying
pathobiology of the disease. ECM, exuberant extracellular matrix; ER, endoplasmic reticulum; UPR, unfolded protein response.

The lung matrix is a complex and dynamic network of collagens, elastin, proteoglycans and glycoproteins.31 Traditionally regarded as a mere structural
support for the complex lung architecture, the ECM
is now considered a key signalling entity in the development of progressive fibrosis. A stiff fibrotic matrix
promotes fibroblast proliferation and reduces fibroblast apoptosis. Matrix stiffness can also transform
fibroblasts from a quiescent state to a self-sustained
activated state that drives progressive fibrosis.33,34
The most important enzymes in ECM turnover are
matrix metalloproteinases (MMP), which degrade
multiple components of the ECM, activate and
degrade biological mediators, and facilitate cell
migration.35
Hence, the progressive fibrosis observed in IPF is
dependent on a plethora of intricate signalling pathways activating numerous disparate effector cells
(Fig. 1). This complexity complicates the development of reliable biomarkers and effective treatments
(Fig. 1). We will use these core mechanistic pathways
to exemplify the various candidate biomarkers that
have been described to date (Table 1).
© 2015 Asian Pacific Society of Respirology

MOLECULAR BIOMARKERS
The term ‘molecular biomarker’ generally refers to
any objectively quantifiable biological measurement
(e.g. protein level in serum or bronchoalveolar lavage
fluid (BALF), or specific genetic mutation or polymorphism) that may act as a surrogate marker for clinically meaningful variables.53 An ideal biomarker
should be easily acquired through non-invasive
means, have high validity and reliability, and be available for serial monitoring. Rather than represent epiphenomenon, molecular biomarkers should reflect
the pathobiological mechanisms driving progressive
fibrosis. From a clinical perspective, a biomarker is
particularly useful when the information it entails
permits the provision of superior patient care beyond
that of conventional practices.
In theory, molecular biomarkers have the potential
for dramatic clinical impact in IPF, influencing multiple aspects of patient care. Validated biomarkers
could be used as (i) predisposition biomarkers
that identify patients at risk of developing IPF;
(ii) screening biomarkers that identify individuals
Respirology (2015)
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Key: The strength of evidence supporting each putative biomarker is denoted below. Emboldened items have stronger evidence supporting their use.
+, Consistent or strong evidence supporting candidate biomarker.
+/−, Conflicting or poor quality evidence to support candidate biomarker.
−, Consistent or strong evidence against a candidate biomarker.
Blank, Lack of evidence.
BLyS, B-lymphocyte stimulating factor; cCK18, cleaved cytokeratin 18; CCL18, CC chemokine ligand 18; CXCL13, C-X-C motif chemokines 13; FVC, forced vital capacity; ILD, interstitial lung disease; IPF, idiopathic
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Table 1 Currently explored biomarkers for IPF
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with subclinical disease; (iii) diagnostic biomarkers to
assist in the diagnostic assessment and classification
of patients with fibrotic lung disease; (iv) prognostic
biomarkers that assist in appraising disease severity,
predicting disease progression and determining
overall prognosis; and (v) treatment efficacy
biomarkers that have the ability to either isolate
patients with the greatest likelihood of treatment
response or substitute for clinically meaningful outcomes.54,55 This last point is critical as molecular
biomarkers are at the forefront of the ‘personalized
medicine’ movement, permitting the development of
therapies that target the signalling pathways responsible for disease progression and the patients most
likely to benefit.
Considering their wide range of potential clinical
and research applications, the interest garnered by
biomarkers is not surprising. ‘Hypothesis-driven’
research and high-throughput proteomic and
genomic technologies have identified multiple candidate molecular biomarkers in patients with IPF.
Unfortunately, despite these advances, no specific
marker has been internationally accepted for widespread implementation. This disparity is related to
the multiple challenges encountered with biomarker
discovery, validation and clinical evaluation, particularly in a disease state as complex as IPF.

Biomarkers associated with alveolar epithelial
cell injury and dysfunction
Krebs von den Lungen-6
Krebs von den Lungen-6 (KL-6) is a mucin-like glycoprotein expressed on the extracellular surface of
regenerating alveolar type II epithelial cells (AEC-II)
and bronchiolar epithelial cells.56,57 Upon epithelial
damage, KL-6 leaks into the circulation where it can
be measured. It acts as a chemotactic factor, promoting the migration, proliferation and survival of lung
fibroblasts.58,59
Compared with healthy volunteers, serum KL-6
levels are significantly elevated in patients with
IPF.60,61 Unfortunately, the specificity of KL-6 in IPF is
poor, with elevated levels observed in the setting of
non-specific interstitial pneumonia (NSIP) and systemic sclerosis-related ILD.41 Moreover, elevated
serum measurements are observed in lung cancer
and tuberculosis.62,63 Hence, the value of KL-6 as a
diagnostic biomarker is limited.
KL-6 has been studied as a prognostic marker in
multiple forms of ILD. Satoh et al. prospectively
evaluated serum KL-6 levels in 152 patients with idiopathic interstitial pneumonia and 67 patients with
CTD-ILD.41 Patients with a KL-6 level >1000 U/mL
experienced poorer survival compared with those
with lower levels. In a smaller study of 14 patients,
Yokoyama et al. found that serial increases in KL-6
concentration were associated with poor survival.64
Elevated levels have also been observed in patients
experiencing an acute exacerbation of IPF. In the
largest study involving IPF patients, baseline KL-6
levels did not improve the prediction of survival
© 2015 Asian Pacific Society of Respirology
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beyond traditional clinical predictors.65 Interestingly,
the same authors report that the addition of KL-6 to a
multivariate equation that included surfactant
protein A (SP-A) and MMP7 significantly improved
the prediction of prognosis. Unfortunately, when
evaluated prospectively in randomized treatment
trials, changes in KL-6 do not correlate with treatment
response.42,66 These results emphasize that although
increased KL-6 levels may indicate a worse prognosis
in ILD patients, larger studies are needed before a
definitive statement can be made on its value beyond
that of routine clinical practice.

Surfactant proteins
Pulmonary surfactants are lipoprotein complexes
synthesized by AEC-II and secreted into a liquid layer
lining the epithelium, where they decrease the surface
tension at the air–liquid interface. The reduction in
surface tension allows the lung to inflate with lower
transpulmonary pressures and prevents collapse with
exhalation. In addition, surfactants play key roles in
host defence against pathogens that reach the terminal airways.67 Surfactant proteins A (SP-A) and D
(SP-D) have been studied extensively as diagnostic
and prognostic biomarkers in patients with ILD.
Abnormal surfactant proteins increase alveolar
endoplasmic reticulum (ER) stress and trigger the
unfolded protein response (UPR), both processes
being involved in cell injury and dysfunction.68
Defects in the genes encoding SP-A1 and SP-A2 are
associated with familial PF, suggesting that these gene
loci may play a key role in IPF.69–77
Both serum SP-A and SP-D are significantly
elevated in IPF patients compared with healthy controls.60,78 Elevated serum SP-A and SP-D levels are
thought to reflect a combination of increased permeability of the epithelial barrier and increased
secretion from AEC-II. This may also explain why
SP-D levels are elevated in patients with acute exacerbations of IPF in comparison to stable disease.79
The utility of serum SP-A and/or SP-D levels in IPF
versus other forms of ILD has been evaluated in
numerous small trials.80 Although these studies
suggest that elevated surfactant protein levels
distinguish IPF from other ILD, there remains insufficient evidence to use these proteins as diagnostic
markers.
An increased serum level of either surfactant
protein at the time of diagnosis has been demonstrated to be independent predictor of death or
requirement for lung transplantation.81–83 Interestingly, a prediction model recently published by Song
et al. in 118 patients with IPF found that neither
serum SP-A or SP-D provided greater prognostic discrimination in comparison to routine clinical assessment with regular pulmonary function testing.65
Similar to KL-6, prospective trials evaluating the efficacy of pirfenidone showed no difference in serum
surfactant protein levels between treatment and
placebo groups.42,66 Although both SP-A and SP-D
have potential as prognostic biomarkers, further evidence is required before regular serum assessments
are implemented into routine clinical practice.
Respirology (2015)
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Telomeres
The ends of each chromosome are capped by a region
of non-coding repetitive nucleotide sequences called
telomeres. Telomeres are disposable buffers at the
ends of chromosomes that are truncated during cell
division; their presence protects the downstream
coding segments from being shortened.84 Telomerase,
a ribonucleoprotein complex composed of a specialized reverse transcriptase enzyme (telomerase
reverse transcriptase, TERT) and a RNA primer
sequence (telomerase RNA component, TERC), acts
to protect the terminal ends of chromosomes from
degradation. When telomeres reach a critical length,
apoptotic or cell senescence pathways are activated.
Telomere attrition is a hallmark of cellular ageing and
may contribute to impaired AEC integrity.32
Mutations in both TERT and TERC have been
reported in 8–15% of familial PF cases, creating a
pathogenic link between short telomeres and PF.37,38
Short telomeres are common in IPF, with approximately 25% of patients demonstrating blood leucocyte telomere lengths below the 10th percentile.55 The
utility of telomere length as a diagnostic biomarker,
however, is limited by the fact that short telomeres
have also been associated with chronic obstructive
pulmonary disease (COPD).85,86 A recent observational study found that blood leucocyte telomere
length was predictive of transplant-free survival,
independent of conventional markers.39 Larger prospective studies are required to further validate
telomere length as a mechanistic biomarker of
significance.
Mucin 5b
In 2011, Seibold et al. identified a single nucleotide
polymorphism in the promoter region of the Mucin
5B (MUC5B) gene (rs35705950), on the short arm of
chromosome 11, which was highly associated with
both familial PF and sporadic IPF, with odds ratios of
6.3 and 8.3, respectively.36 What makes the association
between the MUC5B promoter variant and PF unique
is that this is a rare example of a common genetic
variant with a very large genetic effect, as it has been
noted in 31–42% of patients with IPF.87–91 Despite its
very recent identification, the association between
the MUC5B promoter variant and IPF is both the most
consistently reproduced observation and dominant
genetic finding in genome-wide association studies
investigating IPF.87,89 Both American and European
cohorts have independently confirmed these
results.87,89 Most of the 19–20% of control subjects with
this polymorphism, however, do not develop PF. No
association has been found with systemic sclerosisrelated ILD or sarcoidosis.88
The term ‘interstitial lung abnormality (ILA)’ is
used to describe a phenotype defined by specific patterns of increased lung densities on lung imaging
without the presence of additional clinical information to formulate a diagnosis.92 Evidence regarding
ILA is primarily derived from subjects from population samples and smokers participating in research
studies. Longitudinal studies evaluating patients with
ILA have demonstrated that a small proportion will
progress from a non-UIP pattern to a UIP pattern over
Respirology (2015)
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a 2- to 4-year period.93–95 Data from the Framingham
Heart Study, a population-based cohort, found that
for each copy of the MUC5B promoter variant there
was an allele dose-dependent increased prevalence of
ILA, particularly in patients with computed tomography evidence of PF.96 These data strengthen the argument that the MUC5B promoter variant represents a
critical predisposition biomarker in patients without
clinically recognized ILD.
The MUC5B promoter variant also appears to have
prognostic value, as it is associated with decreased
mortality when compared with the wild-type form.97
This somewhat paradoxical observation is independent of clinical factors and significantly improves the
prediction of mortality when included in a clinical
prediction tool.97 One possible explanation for these
seemingly discordant findings is that the MUC5B promoter variant confers a strong increase in the risk of a
less severe form of PF. Alternatively, these findings
may purely be a reflection of a survival bias, with only
healthier less severe presentations being enrolled in
trials.92 Although the mechanism by which the
MUC5B promoter variant leads to PF is still unknown,
a recent animal model suggested that MUC5B may be
involved in regulating homeostatic and pathological
microbial populations in the lung.98
A recent case–control study by Molyneaux et al.
found that patients with IPF have a higher BALF bacterial load and a significant reduction in the diversity
of the alveolar microbiota in comparison to control.99
An increased bacterial load at the time of diagnosis
identified patients at greatest risk of disease progression and death. Interestingly, bacterial burden was
independently associated with MUC5B, further promoting a link between the promoter variant and
immune dysfunction.99

Vascular endothelial growth factor
Vascular endothelial growth factor (VEGF) is a
glycoprotein expressed in AEC that promotes vascular permeability and regulates angiogenesis.43,100
Angiogenesis may contribute to the development of
IPF.101 Two separate studies found that BALFVEGF concentrations were significantly lower in patients with
IPF in comparison to healthy individuals.102,103 Meyer
et al. reported that BALF VEGF levels correlated with
diffusing capacity in IPF and sarcoidosis.103 In a cohort
of 41 IPF patients, Ando and colleagues found that an
increase in serum VEGF levels was associated with
poor gas exchange with a high alveolar–arterial oxygen
difference (AaDO2).43 Although serum VEGF levels did
not correlate with baseline pulmonary function, an
inverse relationship was observed between baseline
VEGF and change in vital capacity over time. In
addition, IPF patients with serum VEGF levels greater
than the median tended to have shorter survival
(P = 0.075).43 Although these results are derived from a
single-centre retrospective study, they suggest that
serum VEGF may be an effective prognostic biomarker
reflecting disease severity and outcome.
Cleaved cytokeratin 18
ER stress leading to activation of the UPR and
subsequent AEC apoptosis may play a role in the
© 2015 Asian Pacific Society of Respirology
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pathogenesis of IPF. During apoptosis, a cytoskeletal
protein named cytokeratin 18 is cleaved by caspases
yielding a fragment—cleaved cytokeratin 18
(cCK18).104 Using immunohistochemistry, Cha et al.
confirmed the presence of cCK18 in AEC in IPF lung,
but not in control.44 Furthermore, cCK18 and mediators of the UPR increased following thapsigargintriggered ER stress, suggesting that cCK18 may be a
suitable surrogate biomarker to assess UPR-induced
AEC apoptosis. Although serum cCK18 levels have not
been associated with disease severity or outcome,
they are significantly elevated in the serum of IPF
patients in comparison to normal controls, and
patients with either HP or NSIP. This suggests that
cCK18 may also be a valuable diagnostic biomarker.44
Further studies will be necessary to validate this
promising molecule.

Biomarkers associated with extracellular
matrix remodelling and fibroproliferation
Matrix metalloproteinases
MMP are a structurally and functionally related family
of 23 known zinc-dependent proteases. They play
an important role in the pathogenesis of fibrosis by
ECM turnover regulation, chemokine metabolism,
cell migration and mediator activation.35,105 Normally
expressed at low levels in healthy tissue, MMP are
highly expressed in IPF lungs.106 MMP1 is responsible
for the degradation of fibrillar collagens and is
increased in IPF lung tissue and BALF. Serum MMP1
levels are elevated in IPF compared with HP, sarcoidosis and COPD.107
MMP7 is the smallest member of the MMP superfamily and is capable of degrading multiple components of the ECM (including signalling molecules and
receptors), positioning itself as a key contributor to
fibrosis.35 Using a MMP7 knockout model, Zuo et al.
demonstrated that deficient mice were protected
from bleomycin-induced PF.108 Elevated serum MMP7
levels are observed in IPF patients compared with
patients with HP, sarcoidosis and COPD.107 In comparison, MMP7 concentrations in BALF and lung
tissue samples from IPF patients are similar to those
observed in other forms of ILD.109,110
By combining the serum measurements of both
MMP1 and MMP7, Rosas et al. were able to distinguish IPF from HP with 96% sensitivity and 87%
specificity.107 This study also demonstrated that serum
MMP7 concentrations were elevated in patients with
ILA and negatively correlated with forced vital capacity (FVC) and diffusing capacity. Thus, increased
MMP7 levels may be relevant screening and prognostic biomarkers, indicative of asymptomatic disease
and predictors of disease progression.
Richards and colleagues prospectively analysed the
prognostic value of 95 potential biomarkers in a derivation cohort of 140 patients.45 A subsequent validation cohort of 101 patients demonstrated that high
concentrations of MMP7, ICAM-1, IL-8, VCAM-1
and S100A12 were significantly associated with
transplant-free survival. Interestingly, the longest
transplant-free survival (4.3 years) was seen in
© 2015 Asian Pacific Society of Respirology
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patients with low MMP7. The group then developed a
personal clinical and molecular mortality prediction
index (PCMI) using gender, FVC, diffusing capacity
and MMP7 concentration as variables. In the replication cohort, the PCMI was highly predictive of mortality, suggesting that the use of molecular markers
may improve clinical predictions in IPF. Finally, in a
clinical trial cohort of 438 patients, MMP7 was an
independent predictor of survival in a model that
included clinical parameters and MUC5B genotype,
further solidifying its place as a reliable prognostic
biomarker that may augment routine clinical care.97

Periostin
Periostin is an ECM protein that promotes ECM deposition, mesenchymal cell proliferation and parenchymal fibrosis.111 Bronchial epithelial cells secrete
periostin in response to interleukin-13 (IL-13).46
Immunohistochemical analyses suggest that expression of periostin is greater in IPF tissue when compared with controls and patients with other ILD.
Serum periostin levels are elevated in IPF and correlate with physiological progression.46 Mouse models
demonstrate that periostin is upregulated after
bleomycin-induced lung injury, and that periostinnull mice are protected from fibrosis.112 This evidence
has led to a randomized control trial evaluating the
use of a monoclonal antibody directed against IL-13
in patients with IPF (NCT01872689). In this trial, the
utility of periostin as a biomarker and therapeutic
target will hopefully be clarified.
Osteopontin
Osteopontin is a phosphorylated glycoprotein that
functions as an inflammatory cytokine involved in
tissue repair.113,114 Mouse models of bleomycininduced PF demonstrate that osteopontin promotes
the migration, adhesion and proliferation of fibroblasts.115 Pardo et al. provided a mechanistically plausible role for osteopontin in the development of
fibrosis, with osteopontin playing a key role in fibroblast recruitment and ECM deposition.116 Interestingly, osteopontin upregulates MMP7 expression and
colocalizes with MMP7 in the AEC of IPF lungs.116,117
Osteopontin is elevated in the BALF and serum of
IPF patients, but this does not differ from other
ILD.47,116 In a small study cohort of 17 patients with
ILD, osteopontin levels of 300–380 ng/mL distinguished between patients with ILD and controls
with 100% specificity and sensitivity. Serum osteopontin concentrations were inversely correlated
with PaO2, but not FVC or diffusing capacity. Further
studies involving this intriguing molecule are warranted to clarify its utility in clinical practice.
Circulating fibrocytes
Fibrocytes are spindle-shaped circulating bone
marrow-derived mesenchymal progenitor cells that
produce ECM and have the ability to differentiate
into fibroblasts and myofibroblasts during wound
healing.118 A pathogenic role for fibrocytes in PF has
been demonstrated in murine models where the
blockage of fibrocyte recruitment protected against
Respirology (2015)
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fibrosis.119 Fibrocyte recruitment involves the
CXCL12-CXCR4 and CCL2-CCR2 axes.120 In a cohort of
58 patients with IPF, an increased proportion of circulating fibrocytes was observed in patients with IPF in
comparison to controls (2.72% vs 1% of peripheral
blood leucocytes, respectively). Furthermore, circulating fibrocytes increase during acute exacerbations
of IPF, and have been observed to return to baseline in
instances of successful recovery.48 Moeller et al. went
on to report that survival was poorer in patients with
more than 5% circulating fibrocytes. The majority of
those with elevated levels, however, had experienced
an acute exacerbation, which in itself carries prognostic significance.
Recently, Trimble and colleagues evaluated
whether the number and phenotype of circulating
fibrocytes predicted outcome in patients with
Hermansky–Pudlak syndrome, a genetic form of ILD
that manifests in early adulthood.121 Blood fibrocyte
counts were markedly elevated in a subset of subjects
with Hermansky–Pudlak syndrome who had ILD but
not subjects without lung disease. Elevations in
fibrocyte counts were strongly associated with death
from ILD. Further research is required to better
understand the role of circulating fibrocytes in both
the pathogenesis of IPF and as diagnostic and prognostic biomarkers.

Biomarkers associated with
immune dysfunction
YKL-40
YKL-40 is a chitinase-like protein that regulates the
proliferation and survival of many cell types.
Increased levels are observed in many inflammatory
disorders, including fibrotic liver disease, sarcoidosis,
COPD and asthma.122–124 Although the exact role of
YKL-40 in the pathogenesis of IPF is unclear, it
appears to facilitate the release of fibrotic and inflammatory mediators from alveolar macrophages and
has a mitogenic effect on lung fibroblasts.125 This signalling appears to be mediated through Th2lymphocyte/IL-13 signalling pathways.126 In comparison to normal controls, YKL-40 is significantly
elevated in the lung tissue, BALF and serum of
patients with IPF.49,127 Although there is a poor correlation between serum and BALF YKL-40 levels, a small
single-centre study demonstrated that both are associated with worse survival.49 Interestingly, in this same
trial, patients with both low-serum and low-BALF
YKL-40 levels demonstrated no IPF related mortality.
Investigating the correlation of YKL-40 and physiological variables, Furuhashi and colleagues have
shown that serum YKL-40 is negatively associated
with diffusing capacity and PaO2, and positively with
AaDO2.127 Hence, preliminary evidence supports
YKL-40 as a potential prognostic marker, and future
studies are required to clarify its role in IPF and validate its clinical utility.
CC chemokine ligand 18
CC chemokine ligand 18 (CCL18) is a chemokine
protein that stimulates collagen production and difRespirology (2015)
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ferentiation in fibroblasts.128–130 Produced by alveolar
macrophages, CCL18 levels are increased in a variety
of fibrotic lung diseases, including IPF, sarcoidosis
and systemic sclerosis-related ILD.50,130 When measured in serum and BALF, CCL18 levels are elevated in
IPF in comparison to controls.129,130 Elevated CCL18
levels are not only associated with a decline in total
lung capacity and diffusing capacity, but serial measurements correlated well with pulmonary function.
Prasse et al. prospectively evaluated the relationship
between serum CCL18 and physiological variables in
72 patients with IPF.50 Baseline serum CCL18 was a
predictor of subsequent physiological progression,
and serum levels >150 ng/mL were independently
associated with death (hazard ratio 7.98, 95% CI: 2.49–
25.51, P = 0.005). These data suggest that CCL18 may
not only have potential as a prognostic marker, but
that it could also possibly be used serially in the
ongoing assessment of patients.

Toll-like receptor 3
Toll-like receptor 3 (TLR3) is a receptor that mediates
the innate immune response to tissue injury, inflammation and infection. O’Dwyer et al. investigated the
function of TLR3 in primary human lung fibroblasts
from the lungs of patients with IPF who were either
wild-type, heterozygous or homozygous for the TLR3
L412F polymorphism.40 Defective cytokine, type-1
interferon and fibroproliferative responses were
observed in those carrying at least one copy of the
L412F polymorphism. Furthermore, the study confirmed an association with early mortality and an
accelerated decline in lung function in those carrying
the mutation. Such information may be critical in
identifying those patients with a rapidly progressive
phenotype.
Adaptive immunity and inflammation in
idiopathic pulmonary fibrosis
As previously described, inflammation is not a prominent histopathological finding in IPF. This being said,
it cannot be ignored that inflammation and immune
activation are found in IPF lungs, and that immune
markers may provide useful information for patient
stratification and innovative treatment strategies. For
instance, IgG autoantibodies to heat shock protein 70
(HSP70) have been found in the serum of 25% of
patients with IPF compared with 3% of controls.24
Animal models of bleomycin-induced PF propose
that HSP70 plays a protective role and attenuates
injury, inflammation and fibrosis. Preliminary evidence suggests that auto-antibodies targeted against
HSP70 may play a role in IPF, and that positive antiHSP70 serology is associated with worse lung function and survival.24 This is supported by evidence
which suggests that circulating B cells in IPF subjects
are more differentiated, with increased plasmablast
proportions, in comparison to healthy controls.25 The
degree of differentiation is inversely correlated to
FVC. CD20+ B-cell aggregates, parenchymal and
perivascular immune complexes, and complement
deposition have also been shown to be increased in
IPF patients. Plasma concentrations of circulating
BLyS, a trophic factor necessary for B-cell survival,
© 2015 Asian Pacific Society of Respirology
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maturation and antibody production, are significantly greater in IPF patients than in normal controls.
BLyS concentrations were highest among those subjects with pulmonary hypertension and also predicted transplant-free survival at 1 year.25
Implicated in the pathogenesis of numerous immunological disorders, C-X-C chemokine 13 (CXCL13) is
a critical agent for B-cell trafficking to lymphoid
aggregates and inflammatory foci. Circulating
CXCL13 levels have been demonstrated to be elevated
in patients with IPF, particularly in the setting of pulmonary hypertension.51 Patients developing or
experiencing an acute exacerbation also had significantly greater concentrations of CXCL13. Furthermore, both baseline CXCL13 levels and increases in
CXCL13 over time were associated with reduced
survival.51
T cells are the predominant mononuclear cell type
isolated from IPF lungs, and have been associated
with disease severity and survival.131 The level of
expression of genes associated with the costimulatory
signal during T-cell activation, including CD28, ICOS,
LCK and ITK, was shown to predict prognosis in two
IPF cohorts.22 Furthermore, increased CD8 + T-cell
density in the pulmonary interstitium and the
downregulation of serum CD28 CD4 + cells both correlate with progressive disease.52,132 These findings
provide insight into the complex pathogenesis of IPF
and the plethora of ‘inflammatory’ biomarkers that
potentially have clinical relevance.

USING GENE EXPRESSION ANALYSIS
TO ENHANCE PERSONALIZED
MEDICINE
Gene expression profiling has been widely utilized to
generate new hypotheses regarding molecular events
that drive the natural history of IPF. Such analyses
have the potential to identify novel and clinically relevant molecular biomarkers that can provide insight
into the aberrant processes associated with disease
pathology. For instance, using microarray analysis on
autopsy-derived or explanted lung tissue, Konishi
et al. found that IPF patients with stable disease or
acute exacerbation exhibited overall similar gene
expression signatures in comparison to control
samples.133 However, on direct comparison of the IPF
subgroups, more than 500 of the 30 000 on the array
were differently expressed. Interestingly, the gene
expression profile in exacerbating patients did not
exhibit an increase in inflammatory response, but
rather a signal pointing to excessive AEC proliferation
and apoptosis. Taken together, these results indicate
the central role of the pulmonary epithelium in acute
exacerbations. In another study, Boon et al. evaluated
the differences between the molecular phenotypes of
patients with stable versus progressive IPF.134 In
patients with progressive disease, a total of 102 transcripts were noted to be upregulated, many of them
also engaged in epithelial cell proliferation and activation.
Recently, DePianto and colleagues performed
genome-wide transciptomic analysis of lung biopsy
© 2015 Asian Pacific Society of Respirology

tissue from 40 patients with IPF and 8 controls.135 Two
clusters of co-regulated genes were found to be
upregulated in IPF. The first cluster comprised genes
related to the bronchiolar epithelium, and the second
consisted of T- and B-cell markers, Fc receptor genes,
and chemokines. These clusters of genes were termed
the ‘bronchiolar signature’ and ‘lymphoid signature’,
respectively. Within these signatures, the genes
encoding MMP3 and CXCL13 were identified as being
upregulated and found to be negatively correlated
with survival over a 3-year follow-up period.
Many other research findings have been published
in this area, but covering these would go beyond the
scope of this review.

CONCLUSIONS
In the past two decades, numerous putative molecular biomarkers for IPF have been identified. These
may provide insight into the activation and propagation of fibrosis and hold great promise in advancing
the care of patients who suffer from IPF. Considering
the complexity of the pathogenesis of IPF, it is clear
that a single biomarker assay is unlikely to have
transformative effects on clinical practice. In contrast,
implementation of multi-marker panels, assessing
the many pathobiological processes involved in IPF,
may provide clinicians with the information needed
to improve patient care. Unfortunately, the majority
of studies evaluating molecular biomarkers in IPF are
underpowered, retrospective and lack necessary validation. These facts preclude the rapid incorporation
of biomarkers into routine clinical practice. Which of
these putative biomarkers will have the greatest clinical utility remains uncertain. To date, only MUC5B
and MMP7 have been studied in large validation
cohorts, and perhaps more importantly demonstrated clinical utility beyond that achieved with conventional clinical predictors.
Diagnostic and therapeutic biomarkers will continue to evolve as larger cohorts are studied in prospective interventional trials. Of great interest will be
the isolation of specific ‘subphenotypes’ of IPF
defined by a distinct molecular signature. Stratifying
patients based on their unique biology may provide
clinicians with the personalized information required
to optimize diagnostic, prognostic and therapeutic
assessments. Only then will the visionary goal of personalized medicine come to fruition and advance the
care of all those who suffer from IPF.
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33 Marinković A, Mih JD, Park JA, Liu F, Tschumperlin DJ.
Improved throughput traction microscopy reveals pivotal role
for matrix stiffness in fibroblast contractility and TGF-β responsiveness. Am. J. Physiol. Lung Cell. Mol. Physiol. 2012; 303: L169–
80.
34 Marinkovic A, Liu F, Tschumperlin DJ. Matrices of physiologic
stiffness potently inactivate idiopathic pulmonary fibrosis
fibroblasts. Am. J. Respir. Cell Mol. Biol. 2013; 48: 422–30.
35 Pardo A, Selman M. Role of matrix metaloproteases in idiopathic pulmonary fibrosis. Fibrogenesis Tissue Repair 2012;
5(Suppl. 1): S9.
36 Seibold MA, Wise AL, Speer MC, Steele MP, Brown KK, Loyd JE,
Fingerlin TE, Zhang W, Gudmundsson G, Groshong SD et al. A
common MUC5B promoter polymorphism and pulmonary
fibrosis. N. Engl. J. Med. 2011; 364: 1503–12.
37 Armanios MY, Chen JJ, Cogan JD, Alder JK, Ingersoll RG, Markin
C, Lawson WE, Xie M, Vulto I, Phillips JA 3rd et al. Telomerase
mutations in families with idiopathic pulmonary fibrosis. N.
Engl. J. Med. 2007; 356: 1317–26.
38 Tsakiri KD, Cronkhite JT, Kuan PJ, Xing C, Raghu G, Weissler JC,
Rosenblatt RL, Shay JW, Garcia CK. Adult-onset pulmonary
fibrosis caused by mutations in telomerase. Proc Natl Acad Sci
USA 2007; 104: 7552–7.
© 2015 Asian Pacific Society of Respirology

Molecular classification of IPF
39 Stuart BD, Lee JS, Kozlitina J, Noth I, Devine MS, Glazer CS,
Torres F, Kaza V, Girod CE, Jones KD et al. Effect of telomere
length on survival in patients with idiopathic pulmonary fibrosis: an observational cohort study with independent validation.
Lancet Respir Med 2014; 2: 557–65.
40 O’Dwyer DN, Armstrong ME, Trujillo G, Cooke G, Keane MP,
Fallon PG, Simpson AJ, Millar AB, McGrath EE, Whyte MK et al.
The toll-like receptor 3 L412F polymorphism and disease progression in idiopathic pulmonary fibrosis. Am. J. Respir. Crit.
Care Med. 2013; 188: 1442–50.
41 Satoh H, Kurishima K, Ishikawa H, Ohtsuka M. Increased levels
of KL-6 and subsequent mortality in patients with interstitial
lung diseases. J. Intern. Med. 2006; 260: 429–34.
42 Azuma A, Nukiwa T, Tsuboi E, Suga M, Abe S, Nakata K, Taguchi
Y, Nagai S, Itoh H, Ohi M et al. Double-blind, placebocontrolled trial of pirfenidone in patients with idiopathic pulmonary fibrosis. Am. J. Respir. Crit. Care Med. 2005; 171:
1040–7.
43 Ando M, Miyazaki E, Ito T, Hiroshige S, Nureki SI, Ueno T,
Takenaka, Fukami T, Kumamoto. Significance of serum vascular endothelial growth factor level in patients with idiopathic
pulmonary fibrosis. Lung 2010; 188: 247–52.
44 Cha SI, Ryerson CJ, Lee JS, Kukreja J, Barry SS, Jones KD, Elicker
BM, Kim DS, Papa FR, Collard HR et al. Cleaved cytokeratin-18
is a mechanistically informative biomarker in idiopathic pulmonary fibrosis. Respir. Res. 2012; 13: 105.
45 Richards TJ, Kaminski N, Baribaud F, Flavin S, Brodmerkel C,
Horowitz D, Li K, Choi J, Vuga LJ, Lindell KO et al. Peripheral
blood proteins predict mortality in idiopathic pulmonary fibrosis. Am. J. Respir. Crit. Care Med. 2012; 185: 67–76.
46 Sidhu SS, Yuan S, Innes AL, Kerr S, Woodruff PG, Hou L, Muller
SJ, Fahy JV. Roles of epithelial cell-derived periostin in TGF-beta
activation, collagen production, and collagen gel elasticity in
asthma. Proc Natl Acad Sci USA 2010; 107: 14170–5.
47 Kadota J, Mizunoe S, Mito K, Mukae H, Yoshioka S, Kawakami K,
Koguchi Y, Fukushima K, Kon S, Kohno S et al. High plasma
concentrations of osteopontin in patients with interstitial
pneumonia. Respir. Med. 2005; 99: 111–17.
48 Moeller A, Gilpin SE, Ask K, Cox G, Cook D, Gauldie J, Margetts
PJ, Farkas L, Dobranowski J, Boylan C et al. Circulating
fibrocytes are an indicator of poor prognosis in idiopathic pulmonary fibrosis. Am. J. Respir. Crit. Care Med. 2009; 179: 588–
94.
49 Korthagen NM, van Moorsel CH, Barlo NP, Ruven HJ, Kruit A,
Heron M, van den Bosch JM, Grutters JC. Serum and BALF
YKL-40 levels are predictors of survival in idiopathic pulmonary
fibrosis. Respir. Med. 2011; 105: 106–13.
50 Prasse A, Probst C, Bargagli E, Zissel G, Toews GB, Flaherty KR,
Olschewski M, Rottoli P, Muller-Quernheim J. Serum
CC-chemokine ligand 18 concentration predicts outcome in
idiopathic pulmonary fibrosis. Am. J. Respir. Crit. Care Med.
2009; 179: 717–23.
51 Vuga LJ, Tedrow JR, Pandit KV, Tan J, Kass DJ, Xue J, Chandra D,
Leader JK, Gibson KF, Kaminski N et al. C-X-C motif chemokine
13 (CXCL13) is a prognostic biomarker of idiopathic pulmonary
fibrosis. Am. J. Respir. Crit. Care Med. 2014; 189: 966–74.
52 Gilani SR, Vuga LJ, Lindell KO, Gibson KF, Xue J, Kaminski N,
Valentine VG, Lindsay EK, George MP, Steele C et al. CD28
down-regulation on circulating CD4 T-cells is associated with
poor prognoses of patients with idiopathic pulmonary fibrosis.
PLoS ONE 2010; 5: e8959.
53 Zhang Y, Kaminski N. Biomarkers in idiopathic pulmonary
fibrosis. Curr. Opin. Pulm. Med. 2012; 18: 441–6.
54 Biomarkers Definitions Working Group. Biomarkers and surrogate endpoints: preferred definitions and conceptual framework. Clin. Pharmacol. Ther. 2001; 69: 89–95.
55 Cronkhite JT, Xing C, Raghu G, Chin KM, Torres F, Rosenblatt
RL, Garcia CK. Telomere shortening in familial and sporadic
pulmonary fibrosis. Am. J. Respir. Crit. Care Med. 2008; 178:
729–37.
© 2015 Asian Pacific Society of Respirology

11
56 Ishikawa N, Hattori N, Yokoyama A, Kohno N. Utility of KL-6/
MUC1 in the clinical management of interstitial lung diseases.
Respir Investig 2012; 50: 3–13.
57 Bandoh S, Fujita J, Ohtsuki Y, Ueda Y, Hojo S, Tokuda M,
Dobashi H, Kurata N, Yoshinouchi T, Kohno N et al. Sequential
changes of KL-6 in sera of patients with interstitial pneumonia
associated with poly- myositis/dermatomyositis. Ann. Rheum.
Dis. 2000; 59: 257–62.
58 Hirasawa Y, Kohno N, Yokoyama A, Inoue Y, Abe M, Hiwada K.
KL-6, a human MUC1 mucin, is chemotactic for human fibroblasts. Am. J. Respir. Cell Mol. Biol. 1997; 17: 501–7.
59 Ohshimo S, Yokoyama A, Hattori N, Ishikawa N, Hirasawa Y,
Kohno N. KL-6, a human MUC1 mucin, promotes proliferation
and survival of lung fibroblasts. Biochem. Biophys. Res.
Commun. 2005; 338: 1845–52.
60 Ishii H, Mukae H, Kadota J, Kaida H, Nagata T, Abe K, Matsukura
S, Kohno S. High serum concentrations of surfactant protein A
in usual interstitial pneumonia compared with non-specific
interstitial pneumonia. Thorax 2003; 58: 52–7.
61 Ohnishi H, Yokoyama A, Kondo K, Hamada H, Abe M,
Nishimura K, Hiwada K, Kohno N. Comparative study of KL-6,
surfactant protein-A, surfactant protein-D, and monocyte
chemoattractant protein-1 as serum markers for interstitial
lung diseases. Am. J. Respir. Crit. Care Med. 2002; 165:
378–81.
62 Hirasawa Y, Kohno N, Yokoyama A, Kondo K, Hiwada K, Miyake
M. Natural autoantibody to MUC1 is a prognostic indicator for
non-small cell lung cancer. Am. J. Respir. Crit. Care Med. 2000;
161: 589–94.
63 Inoue Y, Nishimura K, Shiode M, Akutsu H, Hamada H, Fujioka
S, Fujino S, Yokoyama A, Kohno N, Hiwada K. Evaluation of
serum KL-6 levels in patients with pulmonary tuberculosis.
Tuber. Lung Dis. 1995; 76: 230–3.
64 Yokoyama A, Kohno N, Hamada H, Sakatani M, Ueda E, Kondo
K, Hirasawa Y, Hiwada K. Circulating KL-6 predicts the outcome
of rapidly progressive idiopathic pulmonary fibrosis. Am. J.
Respir. Crit. Care Med. 1998; 158: 1680–4.
65 Song JW, Do KH, Jang SJ, Colby TV, Han S, Kim DS. Blood
biomarkers MMP-7 and SP-A: predictors of outcome in idiopathic pulmonary fibrosis. Chest 2013; 143: 1422–9.
66 Taniguchi H, Ebina M, Kondoh Y, Ogura T, Azuma A, Suga M,
Taguchi Y, Takahashi H, Nakata K, Sato A et al. Pirfenidone in
idiopathic pulmonary fibrosis. Eur. Respir. J. 2010; 35: 821–9.
67 Goerke J. Pulmonary surfactant: functions and molecular composition. Biochim. Biophys. Acta 1998; 1408: 79–89.
68 Tanjore H, Blackwell TS, Lawson WE. Emerging evidence for
endoplasmic reticulum stress in the pathogenesis of idiopathic
pulmonary fibrosis. Am. J. Physiol. Lung Cell. Mol. Physiol. 2012;
302: L721–9.
69 Bridges JP, Wert SE, Nogee LM, Weaver TE. Expression of a
human surfactant protein C mutation associated with interstitial lung disease disrupts lung development in transgenic mice.
J. Biol. Chem. 2003; 278: 52739–46.
70 Chibbar R, Shih F, Baga M, Torlakovic E, Ramlall K, Skomro R,
Cockcroft DW, Lemire EG. Nonspecific interstitial pneumonia
and usual interstitial pneumonia with mutation in surfactant
protein C in familial pulmonary fibrosis. Mod. Pathol. 2004; 17:
973–80.
71 Lawson WE, Cheng DS, Degryse AL, Tanjore H, Polosukhin VV,
Xu XC, Newcomb DC, Jones BR, Roldan J, Lane KB et al.
Endoplasmic reticulum stress enhances fibrotic remodeling in
the lungs. Proc Natl Acad Sci USA 2011; 108: 10562–7.
72 Selman M, Lin HM, Montano M, Jenkins AL, Estrada A, Lin Z,
Wang G, DiAngelo SL, Guo X, Umstead TM et al. Surfactant
protein A and B genetic variants predispose to idiopathic pulmonary fibrosis. Hum. Genet. 2003; 113: 542–50.
73 Nogee LM, Dunbar AE 3rd, Wert SE, Askin F, Hamvas A,
Whitsett JA. A mutation in the surfactant protein C gene associated with familial interstitial lung disease. N. Engl. J. Med.
2001; 344: 573–9.
Respirology (2015)

12
74 Lawson WE, Crossno PF, Polosukhin VV, Roldan J, Cheng DS,
Lane KB, Blackwell TR, Xu C, Markin C, Ware LB et al.
Endoplasmic reticulum stress in alveolar epithelial cells is
prominent in IPF: association with altered surfactant protein
processing and herpesvirus infection. Am. J. Physiol. Lung Cell.
Mol. Physiol. 2008; 294: L1119–11126.
75 Lawson WE, Grant SW, Ambrosini V, Womble KE, Dawson EP,
Lane KB, Markin C, Renzoni E, Lympany P, Thomas AQ et al.
Genetic mutations in surfactant protein C are a rare cause of
sporadic cases of IPF. Thorax 2004; 59: 977–80.
76 Maitra M, Wang Y, Gerard RD, Mendelson CR, Garcia CK.
Surfactant protein A2 mutations associated with pulmonary
fibrosis lead to protein instability and endoplasmic reticulum
stress. J. Biol. Chem. 2010; 285: 22103–13.
77 Markart P, Ruppert C, Wygrecka M, Schmidt R, Korfei M,
Harbach H, Theruvath I, Pison U, Seeger W, Guenther A et al.
Surfactant protein C mutations in sporadic forms of idiopathic
interstitial pneumonias. Eur. Respir. J. 2007; 29: 134–7.
78 Greene KE, King TE Jr, Kuroki Y, Bucher-Bartelson B,
Hunninghake GW, Newman LS, Nagae H, Mason RJ. Serum
surfactant proteins- A and -D as biomarkers in idiopathic pulmonary fibrosis. Eur. Respir. J. 2002; 19: 439–46.
79 Collard HR, Calfee CS, Wolters PJ, Song JW, Hong SB, Brady S,
Ishizaka A, Jones KD, King TE Jr, Matthay MA et al. Plasma
biomarker profiles in acute exacerbation of idiopathic pulmonary fibrosis. Am. J. Physiol. Lung Cell. Mol. Physiol. 2010; 299:
L3–7.
80 Ishii H, Mukae H, Kadota J, Kaida H, Nagata T, Abe K, Matsukura
S, Kohno S. High serum concentrations of surfactant protein A
in usual interstitial pneumonia compared with nonspecific
interstitial pneumonia. Thorax 2003; 58: 52–7.
81 Greene KE, King TE Jr, Kuroki Y, Bucher-Bartelson B,
Hunninghake GW, Newman LS, Nagae H, Mason RJ. Serum
surfactant proteins-A and -D as biomarkers in idiopathic pulmonary fibrosis. Eur. Respir. J. 2002; 19: 439–46.
82 Kinder BW, Brown KK, McCormack FX, Ix JH, Kervitsky A,
Schwarz MI, King TE Jr. Serum surfactant protein-A is a strong
predictor of early mortality in idiopathic pulmonary fibrosis.
Chest 2009; 135: 1557–63.
83 Takahashi H, Fujishima T, Koba H, Murakami S, Kurokawa K,
Shibuya Y, Shiratori M, Kuroki Y, Abe S. Serum surfactant proteins A and D as prognostic factors in idiopathic pulmonary
fibrosis and their relationship to disease extent. Am. J. Respir.
Crit. Care Med. 2000; 162: 1109–14.
84 Alder JK, Chen JJ, Lancaster L, Danoff S, Su SC, Cogan JD, Vulto
I, Xie M, Qi X, Tuder RM et al. Short telomeres are a risk factor
for idiopathic pulmonary fibrosis. Proc Natl Acad Sci USA 2008;
105: 13051–6.
85 Rode L, Bojesen SE, Weischer M, Vestbo J, Nordestgaard BG.
Short telomere length, lung function and chronic obstructive
pulmonary disease in 46,396 individuals. Thorax 2013; 68: 429–
35.
86 Ley B, Brown KK, Collard HR. Molecular biomarkers in idiopathic pulmonary fibrosis. Am. J. Physiol. Lung Cell. Mol.
Physiol. 2014; 307: L681–91.
87 Zhang Y, Noth I, Garcia JG, Kaminski N. A variant in the promoter of MUC5B and idiopathic pulmonary fibrosis. N. Engl. J.
Med. 2011; 364: 1576–7.
88 Stock CJ, Sato H, Fonseca C, Banya WA, Molyneaux PL, Adamali
H, Russell AM, Denton CP, Abraham DJ, Hansell DM et al.
Mucin 5B promoter polymorphism is associated with idiopathic pulmonary fibrosis but not with development of lung
fibrosis in systemic sclerosis or sarcoidosis. Thorax 2013; 68:
436–41.
89 Borie R, Crestani B, Dieude P, Nunes H, Allanore Y,
Kannengiesser C, Airo P, Matucci-Cerinic M, Wallaert B,
Israel-Biet D et al. The MUC5B variant is associated with idiopathic pulmonary fibrosis but not with systemic sclerosis
interstitial lung disease in the European Caucasian population.
PLoS ONE 2013; 8: e70621.
Respirology (2015)

N Hambly et al.
90 Noth I, Zhang Y, Ma SF, Flores C, Barber M, Huang Y, Broderick
SM, Wade MS, Hysi P, Scuirba J et al. Genetic variants associated with idiopathic pulmonary fibrosis susceptibility and mortality: a genome-wide association study. Lancet Respir Med
2013; 1: 309–17.
91 Fingerlin TE, Murphy E, Zhang W, Peljto AL, Brown KK, Steele
MP, Loyd JE, Cosgrove GP, Lynch D, Groshong S et al. Genomewide association study identifies multiple susceptibility loci for
pulmonary fibrosis. Nat. Genet. 2013; 45: 613–20.
92 Putman RK, Rosas IO, Hunninghake GM. Genetics and early
detection in idiopathic pulmonary fibrosis. Am J Resp Crit Care
Med 2014; 189: 770–8.
93 Tsushima K, Sone S, Yoshikawa S, Yokoyama T, Suzuki T, Kubo
K. The radiological patterns of interstitial change at an early
phase: over a 4-year follow-up. Respir. Med. 2010; 104: 1712–
21.
94 Sverzellati N, Guerci L, Randi G, Calabro E, La Vecchia C,
Marchiano A, Pesci A, Zompatori M, Pastorino U. Interstitial
lung diseases in a lung cancer screening trial. Eur. Respir. J. 2011;
38: 392–400.
95 Jin GY, Lynch D, Chawla A, Garg K, Tammemagi MC, Sahin H,
Misumi S, Kwon KS. Interstitial lung abnormalities in a CT lung
cancer screening population: prevalence and progression rate.
Radiology 2013; 268: 563–71.
96 Hunninghake GM, Hatabu H, Okajima Y, Gao W, Dupuis J,
Latourelle JC, Nishino M, Araki T, Zazueta OE, Kurugol S et al.
MUC5B promoter polymorphism and interstitial lung abnormalities. N. Engl. J. Med. 2013; 368: 2192–200.
97 Peljto AL, Zhang Y, Fingerlin TE, Ma SF, Garcia JG, Richards TJ,
Silveira LJ, Lindell KO, Steele MP, Loyd JE et al. Association
between the MUC5B promoter polymorphism and survival in
patients with idiopathic pulmonary fibrosis. JAMA 2013; 309:
2232–9.
98 Fletcher AA, Evans CM. Regulation of microbial populations
and immune functions by Muc5b. Ann Am Thorac Soc 2014; 11:
S80. doi: 10.1513/AnnalsATS.201308-263MG.
99 Molyneaux PL, Cox MJ, Willis-Owen SAG, Mallia P, Russell KE,
Russell AM, Murphy E, Johnston SL, Schwartz DA, Wells AU
et al. The role of bacteria in the pathogenesis and progression
of idiopathic pulmonary fibrosis. Am. J. Respir. Crit. Care Med.
2014; 190: 906–13.
100 Monacci WT, Merrill MJ, Oldfield EH. Expression of vascular
permeability factor/vascular endothelial growth factor in
normal rat tissues. Am. J. Physiol. 1993; 264: C995–1002.
101 Hanumegowda C, Farkas L, Kolb M. Angiogenesis in pulmonary
fibrosis. Too much or not enough? Chest 2012; 142: 200–7.
102 Koyama S, Sato E, Haniuda M, Numanami H, Nagai S, Izumi T.
Decreased level of vascular endothelial growth factor in
bronchoalveolar lavage fluid of normal smokers and patients
with pulmonary fibrosis. Am. J. Respir. Crit. Care Med. 2002; 166:
382–5.
103 Meyer KC, Cardoni A, Xiang ZZ. Vascular endothelial growth
factor in bronchoalveolar lavage from normal subjects and
patients with diffuse parenchymal lung disease. J. Lab. Clin.
Med. 2000; 135: 332–8.
104 Leers MP, Kolgen W, Bjorklund V, Bergman T, Tribbick G,
Persson B, Bjorklund P, Ramaekers FC, Bjorklund B, Nap M
et al. Immunocytochemical detection and mapping of a
cytokeratin 18 neo-epitope exposed during early apoptosis. J.
Pathol. 1999; 187: 567–72.
105 Pardo A, Selman M. Matrix metalloproteinases in aberrant
tissue remodeling. Proc. Am. Thorac. Soc. 2006; 3: 383–8.
106 Selman M, Pardo A, Barrera L, Estrada A, Watson SR, Wilson K,
Aziz N, Kaminski N, Zlotnik A. Gene expression profiles distinguish idiopathic pulmonary fibrosis from hypersensitivity
pneumonitis. Am. J. Respir. Crit. Care Med. 2006; 173: 188–98.
107 Rosas IO, Richards TJ, Konishi K, Zhang Y, Gibson K, Lokshin
AE, Lindell KO, Cisneros J, Macdonald SD, Pardo A et al. MMP1
and MMP7 as potential peripheral blood biomarkers in idiopathic pulmonary fibrosis. PLoS Med. 2008; 5: e93.
© 2015 Asian Pacific Society of Respirology

13

Molecular classification of IPF
108 Zuo F, Kaminski N, Eugui E, Allard J, Yakhini Z, Ben-Dor A,
Lollini L, Morris D, Kim Y, DeLustro B et al. Gene expression
analysis reveals matrilysin as a key regulator of pulmonary
fibrosis in mice and humans. Proc Natl Acad Sci USA 2002; 99:
6292–7.
109 Vuorinen K, Myllärniemi M, Lammi L, Piirilä P, Rytilä P,
Salmenkivi K, Kinnula VL. Elevated matrilysin levels in
bronchoalveolar lavage fluid do not distinguish idiopathic pulmonary fibrosis from other interstitial lung diseases. APMIS
2007; 115: 969–75.
110 Huh JW, Kim DS, Oh YM, Shim TS, Lim CM, Lee SD, Koh Y, Kim
WS, Kim WD, Kim KR. Is metalloproteinase-7 specific for idiopathic pulmonary fibrosis? Chest 2008; 133: 1101–6.
111 Okamoto M, Hoshino T, Kitasato Y, Sakazaki Y, Kawayama T,
Fujimoto K, Ohshima K, Shiraishi H, Uchida M, Ono J et al.
Periostin, a matrix protein, is a novel biomarker for idiopathic
interstitial pneumonias. Eur. Respir. J. 2011; 37: 1119–27.
112 Naik PK, Bozyk PD, Bentley JK, Popova AP, Birch CM, Wilke CA,
Fry CD, White ES, Sisson TH, Tayob N et al. Periostin promotes
fibrosis and predicts progression in patients with idiopathic
pulmonary fibrosis. Am. J. Physiol. Lung Cell. Mol. Physiol. 2012;
303: L1046–56.
113 Denhardt DT, Noda M, O’Regan AW, Pavlin D, Berman JS.
Osteopontin as a means to cope with environmental insults:
regulation of inflammation, tissue remodeling, and cell survival. J. Clin. Invest. 2001; 107: 1055–61.
114 O’Regan A, Berman JS. Osteopontin: a key cytokine in cellmediated and granulomatous inflammation. Int. J. Exp. Pathol.
2000; 81: 373–90.
115 Takahashi F, Takahashi K, Okazaki T, Maeda K, Ienaga H, Maeda
M, Kon S, Uede T, Fukuchi Y. Role of osteopontin in the pathogenesis of bleomycin-induced pulmonary fibrosis. Am. J. Respir.
Cell Mol. Biol. 2001; 24: 264–71.
116 Pardo A, Gibson K, Cisneros J, Richards TJ, Yang Y, Becerril C,
Yousem S, Herrera I, Ruiz V, Selman M et al. Up-regulation and
profibrotic role of osteopontin in human idiopathic pulmonary
fibrosis. PLoS Med. 2005; 2: e251.
117 Agnihotri R, Crawford HC, Haro H, Matrisian LM,
Havrda MC, Liaw L. Osteopontin, a novel substrate for
matrix metalloproteinase-3 (stromelysin-1) and matrix
metalloproteinase-7 (matrilysin). J. Biol. Chem. 2001; 276:
28261–7.
118 Bellini A, Mattoli S. The role of the fibrocyte, a bone marrowderived mesenchymal progenitor, in reactive and reparative
fibroses. Lab. Invest. 2007; 87: 858–70.
119 Moore BB, Kolodsick JE, Thannickal VJ, Cooke K, Moore TA,
Hogaboam C, Wilke CA, Toews GB. CCR2-mediated recruitment of fibrocytes to the alveolar space after fibrotic injury. Am.
J. Pathol. 2005; 166: 675–84.
120 Andersson-Sjöland A, de Alba CG, Nihlberg K, Becerril C,
Ramírez R, Pardo A, Westergren-Thorsson G, Selman M.
Fibrocytes are a potential source of lung fibroblasts in idiopathic pulmonary fibrosis. Int. J. Biochem. Cell Biol. 2008; 40:
2129–40.
121 Trimble A, Gochuico BR, Markello TC, Fischer R, Gahl WA,
Lee JK, Kim Y, Burdick MD, Strieter RM, Mehrad B.
Circulating fibrocytes as biomarker of prognosis in HermanskyPudlak syndrome. Am. J. Respir. Crit. Care Med. 2014; 190: 1395–
401.
122 Kruit A, Grutters JC, Ruven HJ, van Moorsel CC, van den Bosch
JM. A CHI3L1 gene polymorphism is associated with serum

© 2015 Asian Pacific Society of Respirology

123

124

125

126

127

128

129

130

131

132

133

134

135

levels of YKL-40, a novel sarcoidosis marker. Respir. Med. 2007;
101: 1563–71.
Létuvé S, Kozhich A, Arouche N, Grandsaigne M, Reed J,
Dombret MC, Kiener PA, Aubier M, Coyle AJ, Pretolani M.
YKL-40 is elevated in patients with chronic obstructive pulmonary disease and activates alveolar macrophages. J. Immunol.
2008; 181: 5167–73.
Chupp GL, Lee CG, Jarjour N, Shim YM, Holm CT, He S, Dziura
JD, Reed J, Coyle AJ, Kiener P et al. A chitinase-like protein in
the lung and circulation of patients with severe asthma. N. Engl.
J. Med. 2007; 357: 2016–27.
Ober C, Chupp GL. The chitinase and chitinase-like proteins: a
review of genetic and functional studies in asthma and
immune-mediated diseases. Curr. Opin. Allergy Clin. Immunol.
2009; 9: 401–8.
Lee CG, Da Silva CA, Dela Cruz CS, Ahangari F, Ma B, Kang MJ,
He CH, Takyar S, Elias JA. Role of chitin and chitinase/chitinaselike proteins in inflammation, tissue remodeling, and injury.
Annu. Rev. Physiol. 2011; 73: 479–501.
Furuhashi K, Suda T, Nakamura Y, Inui N, Hashimoto D, Miwa
S, Hayakawa H, Kusagaya H, Nakano Y, Nakamura H et al.
Increased expression of YKL-40, a chitinase-like protein, in
serum and lung of patients with idiopathic pulmonary fibrosis.
Respir. Med. 2010; 104: 1204–10.
Kodera M, Hasegawa M, Komura K, Yanaba K, Takehara K, Sato
S. Serum pulmonary and activation-regulated chemokine/
CCL18 levels in patients with systemic sclerosis: a sensitive
indicator of active pulmonary fibrosis. Arthritis Rheum. 2005;
52: 2889–96.
Prasse A, Pechkovsky DV, Toews GB, Jungraithmayr W, Kollert F,
Goldmann T, Vollmer E, Muller-Quernheim J, Zissel G. A vicious
circle of alveolar macrophages and fibroblasts perpetuates pulmonary fibrosis via CCL18. Am. J. Respir. Crit. Care Med. 2006;
173: 781–92.
Prasse A, Pechkovsky DV, Toews GB, Schafer M, Eggeling S,
Ludwig C, Germann M, Kollert F, Zissel G, Muller-Quernheim J.
CCL18 as an indicator of pulmonary fibrotic activity in idiopathic interstitial pneumonias and systemic sclerosis. Arthritis Rheum. 2007; 56: 1685–93.
Parra ER, Kairalla RA, Ribeiro de Carvalho CR, Eher E, Capelozzi
VL. Inflammatory cell phenotyping of the pulmonary
interstitium in idiopathic interstitial pneumonia. Respiration
2007; 74: 159–69.
Daniil Z, Kitsanta P, Kapotsis G, Mathioudaki M, Kollintza A,
Karatza M, Milic-Emili J, Roussos C, Papiris SA. CD8+ T lymphocytes in lung tissue from patients with idiopathic pulmonary
fibrosis. Respir. Res. 2005; 6: 81.
Konishi K, Gibson KF, Lindell KO, Richards TJ, Zhang Y, Dhir R,
Bisceglia M, Gilbert S, Yousem SA, Song JW et al. Gene expression profiles of acute exacerbations of idiopathic pulmonary
fibrosis. Am. J. Respir. Crit. Care Med. 2009; 180: 167–75.
Boon K, Bailey NW, Yang J, Steel MP, Groshong S, Kervitsky D,
Brown KK, Schwarz MI, Schwartz DA. Molecular phenotypes
distinguish patients with relatively stable from progressive idiopathic pulmonary fibrosis. PLoS ONE 2009; 4: e5134. doi:
10.1371/journal.pone.0005134.
DePianto DJ, Chandriani S, Abbas AR, Jia G, N’Diaye EN,
Caplazi P, Kauder SE, Biswas S, Karnik SK, Ha C et al. Heterogeneous gene expression signatures correspond to distinct lung
pathologies and biomarkers of disease severity in idiopathic
pulmonary fibrosis. Thorax 2015; 70: 48–56.

Respirology (2015)

