
 

 

 University of Groningen

The role of MIF in chronic lung diseases
Florez-Sampedro, Laura; Soto-Gamez, Abel; Poelarends, Gerrit J; Melgert, Barbro N

Published in:
American Journal of Physiology - Lung Cellular and Molecular Physiology

DOI:
10.1152/ajplung.00521.2019

IMPORTANT NOTE: You are advised to consult the publisher's version (publisher's PDF) if you wish to cite from
it. Please check the document version below.

Document Version
Final author's version (accepted by publisher, after peer review)

Publication date:
2020

Link to publication in University of Groningen/UMCG research database

Citation for published version (APA):
Florez-Sampedro, L., Soto-Gamez, A., Poelarends, G. J., & Melgert, B. N. (2020). The role of MIF in
chronic lung diseases: Looking beyond inflammation. American Journal of Physiology - Lung Cellular and
Molecular Physiology, 318(6), L1183-L1197. https://doi.org/10.1152/ajplung.00521.2019

Copyright
Other than for strictly personal use, it is not permitted to download or to forward/distribute the text or part of it without the consent of the
author(s) and/or copyright holder(s), unless the work is under an open content license (like Creative Commons).

The publication may also be distributed here under the terms of Article 25fa of the Dutch Copyright Act, indicated by the “Taverne” license.
More information can be found on the University of Groningen website: https://www.rug.nl/library/open-access/self-archiving-pure/taverne-
amendment.

Take-down policy
If you believe that this document breaches copyright please contact us providing details, and we will remove access to the work immediately
and investigate your claim.

Downloaded from the University of Groningen/UMCG research database (Pure): http://www.rug.nl/research/portal. For technical reasons the
number of authors shown on this cover page is limited to 10 maximum.

Download date: 04-06-2022

https://doi.org/10.1152/ajplung.00521.2019
https://research.rug.nl/en/publications/41d67860-c5dc-4ef7-b00d-52beddc4bdac
https://doi.org/10.1152/ajplung.00521.2019


1  

The role of MIF in chronic lung diseases: looking beyond inflammation  1 
 2 
Laura Florez-Sampedro1,2,3, Abel Soto-Gamez1,4, Gerrit J. Poelarends1,  3 
Barbro N. Melgert2,3 4 
 5 
 6 
Affiliations: 7 

1. University of Groningen, Groningen Research Institute of Pharmacy (GRIP), Department of Chemical and 8 

Pharmaceutical Biology, Groningen, The Netherlands 9 

2. University of Groningen, Groningen Research Institute of Pharmacy (GRIP), Department of Molecular 10 

Pharmacology, Groningen, The Netherlands 11 

3. University of Groningen, University Medical Center Groningen (UMCG), Groningen Research Institute for 12 

Asthma and COPD (GRIAC), Groningen, The Netherlands 13 

4. University of Groningen, University Medical Center Groningen (UMCG), European Institute for the Biology of 14 

Aging (ERIBA), Groningen, The Netherlands 15 

 16 
 17 

Running head: MIF in chronic lung diseases 18 
 19 
Key words: MIF, COPD, asthma, pulmonary fibrosis, lung cancer. 20 
 21 
Author contributions:  22 
L.F.S. and A.S.G. performed literature research and drafted the manuscript. L.F.S. prepared 23 
figures. L.F.S., A.S.G., G.J.P. and B.N.M. edited, revised and approved final version of the 24 
manuscript. 25 
 26 
Corresponding author:  27 
Prof Dr Barbro N. Melgert 28 
University of Groningen 29 
Groningen Research Institute for Pharmacy 30 
Department of Molecular Pharmacology 31 
Antonius Deusinglaan 1 32 
9713 AV Groningen 33 
The Netherlands 34 
Tel: +31 50 3632947 35 
Email: B.N.Melgert@rug.nl 36 
 37 
 38 
 39 
 40 
  41 

Downloaded from journals.physiology.org/journal/ajplung at University of Groningen (129.125.058.221) on April 7, 2020.



2  

Abstract 42 
Macrophage migration inhibitory factor (MIF) is a pleiotropic cytokine that has been associated 43 
with many diseases. Most studies found in literature describe MIF as a proinflammatory cytokine 44 
involved in chronic inflammatory conditions, but evidence from last years suggests that many of 45 
its key effects are not directly related to inflammation. In fact, MIF is constitutively expressed in 46 
most human tissues and in some cases in high levels, which does not reflect the pattern of 47 
expression of a classic proinflammatory cytokine. Moreover, MIF is highly expressed during 48 
embryonic development and decreases during adulthood, which point towards a more likely role 49 
as growth factor. Accordingly, MIF knockout mice develop age-related spontaneous 50 
emphysema, suggesting that MIF presence (e.g. in younger individuals and wild-type animals) 51 
is part of a healthy lung. In view of this new line of evidence, we aimed to review data on the 52 
role of MIF in the pathogenesis of chronic lung diseases.  53 
  54 
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1. Introduction 55 
Macrophage migration inhibitory factor (MIF) is a conserved protein found across eukaryotes, as 56 
illustrated by (84), which in mammals is known by its function as a pleiotropic cytokine. In 57 
humans, the MIF gene is located on chromosome 22 and contains around 840 bp, which leads 58 
to 115 amino acids and a 12.5 kDa protein (9). From its crystal structure it is known that the MIF 59 

protein assembles into a homotrimer with each monomer containing a  motif (Fig.1). 60 
Unlike most cytokines, MIF has enzymatic activity as a phenylpyruvate tautomerase and D-61 
dopachrome tautomerase. Due to its sequence, structure and enzymatic activity, MIF was 62 
classified as a member of the tautomerase superfamily of proteins (20). To date it is still 63 
unknown whether the enzymatic activity of MIF plays a physiological role in mammals, and 64 
there are no known endogenous substrates for MIF enzymatic activity in mammals or other 65 
eukaryotes.  66 
 67 
In contrast to the physiological role of MIF’s enzymatic function in vivo, the role of its cytokine 68 
activity has been studied widely and it is known that MIF exerts many of its effects through 69 
binding to the surface receptors CD74, CXCR4, CXCR2 and CXCR7 (7, 54, 86). To date MIF 70 
has been investigated mainly in the context of inflammatory conditions. This particular focus is 71 
partly explained by how MIF was discovered. MIF was identified in the mid-1960s by Bloom and 72 
Bennett and was named after observing inhibition of macrophage migration due to a soluble 73 
substance produced by sensitized lymphocytes in the presence of an antigen (8). Despite its 74 
early discovery, most MIF studies started in the 1990s and most reports since then refer to MIF 75 
as a proinflammatory cytokine, although many other activities of MIF have been described since 76 
(35). Some authors have even questioned the key proinflammatory effect of MIF, i.e. MIF-77 

induced TNF- release (48). This effect is more likely to be caused by lipopolysaccharide 78 
contaminating the recombinant MIF used in studies showing proinflammatory effects of MIF. 79 
This suggestion supports the idea that MIF activity goes beyond inflammation and there is in 80 
fact evidence that MIF most frequently induces other effects such as induction of cell migration, 81 
induction of proliferation and inhibition of apoptosis. While these effects could indirectly promote 82 
inflammation when acting on proinflammatory cells, the effects per se are not proinflammatory. 83 
In addition to the evidence from research publications, the data available in protein databases 84 
(i.e. the Protein Atlas www.proteinatlas.org, the Proteomics Database www.proteomicsdb.org) 85 
suggest that MIF is primarily not a proinflammatory cytokine. When comparing MIF expression 86 
patterns to those of classic proinflammatory cytokines such as IL-6 it is clear that while IL-6 is 87 
expressed at intermediate levels and only in a few selected tissues, MIF is widely expressed 88 
across tissues and in some cases in high levels. While this evidence does not prove MIF’s 89 
biological function, it suggests that it may not be proinflammatory because constitutive 90 
ubiquitous high expression of a proinflammatory cytokine would hamper homeostasis and would 91 
lead to tissue dysfunction and a higher incidence of chronic proinflammatory diseases. It is 92 
expected, however, that proteins involved in basic cellular functions (i.e. proliferation, migration) 93 
or in protecting tissue integrity are widely found across tissues. Moreover, MIF has been shown 94 
to be highly expressed during embryonic development (77, 78), suggesting that MIF is more 95 
likely to behave as a growth and/or protective factor than as a proinflammatory cytokine.  96 
 97 
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Surprisingly, despite being an ubiquitous and constitutively expressed protein, MIF-deficient 98 
mice have a normal development, a normal size and behavior, are fertile and do not appear to 99 
present tissue abnormalities in several organs (10). They do, however, develop spontaneous 100 
age-related emphysema and respond differently to the development of diseases such as 101 
asthma, COPD and lung cancer (61, 64, 81). Additional evidence also supports that MIF exerts 102 
special protective roles in the lung. For instance, in contrast to cardiac tissue, MIF protein levels 103 
appear to decrease in the lungs of aged mice (60, 77, 81). MIF knockout mice display higher 104 
levels of senescence markers in the lung (p16, p19, p53 and p21) compared to wild type mice, 105 
especially in old age (81). Furthermore, bronchoalveolar lavage from MIF-deficient mice display 106 
a decreased antioxidant activity compared to that of wild-type mice and the differences in 107 
antioxidant activity increase further as the mice aged (60). This suggests that in the lung MIF 108 
may actually play a beneficial role by protecting from tissue senescence and damage. With that 109 
in mind, it is clear why MIF dysregulation can be implicated in the development of chronic 110 
diseases in the lung.  111 
 112 
Chronic lung diseases are conditions with persistent and long-lasting effects. They usually 113 
present with a complex pathogenesis, which complicates and delays their full understanding 114 
and the design of accurate therapies or cures. Chronic lung diseases affect millions of people 115 
worldwide and represent an economic burden for society by means of research, medical care, 116 
disabilities and deaths (1, 12, 36). Therefore, it is key to identify dysregulated pathways playing 117 
a role in chronic lung diseases that could be used in the future for the development of diagnostic 118 
tools or therapeutic strategies. 119 
 120 
Here we review the available data on MIF levels in chronic lung diseases and on the biological 121 
activity described for MIF with the aim of understanding the versatile function of MIF in chronic 122 
lung diseases. For the sake of clarity, we focused on the effect MIF has at a general cellular 123 
level and not as a modulator of responses of immune populations. Moreover, due to the 124 
presence of MIF homologues in microorganisms we have decided not to include any evidence 125 
from infectious diseases, for a clear identification of the effects of mammalian MIFs and not the 126 
ones from microbial MIF homologues. 127 
 128 
2. Chronic lung diseases and MIF 129 
The lung is the primary organ of the respiratory system, composed of specialized cell types that 130 
provide structure and perform the necessary tasks for the lung to function properly (reviewed in 131 
(65)). It is estimated that we breathe 10,000 liters of air every day and with it we also take in 132 
airborne particles that can injure the lung, which in many cases do not come out again during 133 
exhalation. In healthy conditions these threats do not necessarily cause a problem due to the 134 
fact that the lung has evolved to balance responses to maintain homeostasis, whereby it 135 
responds efficiently to threats without causing an exaggerated response that hampers the 136 
respiratory process. However, when the threat becomes repetitive and/or when the conditions 137 
alter basic cell functions (e.g. ageing, genetic predispositions, immune disorders) the response 138 
of the lung to tissue damage becomes distorted and may lead to lung diseases (Fig. 2). 139 
 140 
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MIF has been associated with several chronic lung diseases including chronic obstructive 141 
pulmonary disease (COPD), asthma, pulmonary fibrosis, lung cancer, and pulmonary 142 
hypertension. MIF’s association with pulmonary hypertension has been described in detail in an 143 
excellent recent review by Jalce and Guignabert, and is therefore not discussed in our review 144 
(40).  145 
 146 
There is broad evidence on altered MIF expression in chronic lung diseases compared to 147 
healthy conditions. However, the role that MIF plays in most of these chronic diseases has not 148 
been fully elucidated. In many cases MIF is thought to associate with the inflammatory 149 
processes that are part of these diseases, given that it is often described as a proinflammatory 150 
cytokine. However, the most frequently described activities for MIF in vitro or in vivo are 151 
induction of proliferation, promotion of cell survival by inhibition of apoptosis, and -unlike its 152 
name suggests- induction of cell migration. These effects have been described for lung cells but 153 
also for cells from other tissues (Table 1). The versatile effects of MIF can be caused by binding 154 
to surface receptors such as CD74 or by direct interaction with intracellular proteins such as 155 
p53, as shown in table 1 and discussed in a recent review by Jankauskas and colleagues (41). 156 
The overall contribution of MIF to the pathogenesis of these chronic diseases can therefore be 157 
due to one of these activities and will be defined by MIF’s effects on cells promoting the disease 158 
state. 159 
 160 

 161 
2.1 COPD 162 
COPD is one of the most common chronic lung diseases, and according to the WHO is the 163 
fourth cause of death worldwide (95). The primary cause of COPD is exposure to cigarette 164 
smoke and/or air pollution.  165 
 166 
The pathogenesis of COPD develops as an exaggerated inflammation in response to cell 167 
damage caused by the repetitive exposure to toxic components such as those found in cigarette 168 
smoke or air pollution (74). Exposure of lung epithelial cells to these toxic agents leads to 169 
epithelial cell injury. Due to the repetitive nature of the toxic exposure, persistent inflammatory 170 
and repair responses may occur, leading to the overall destruction of lung tissue, known as 171 
emphysema and to airway fibrosis associated with chronic bronchitis (89). The airflow limitation 172 
characteristic of COPD is therefore caused by a combination of bronchitis and emphysema, the 173 
presence of which varies between patients. COPD patients present with dyspnea, chronic 174 
cough, sputum production and a progressive decline of lung function determined by FEV1 175 
(Forced expiratory volume in 1 second) and FVC (Forced vital capacity), measured by 176 
spirometry. COPD is diagnosed as a lung function impairment when the FEV1/FVC ratio is lower 177 
than 0.7 (32). The severity of COPD is then classified according to the loss of FEV1 and is 178 
divided into four GOLD stages: 1 (mild), 2 (moderate), 3 (severe) and 4 (very severe). Additional 179 
to the progressive course of the disease, COPD patients can develop exacerbations, which are 180 
defined as acute worsening of respiratory symptoms, usually associated with respiratory viral 181 
infections, and often leading to hospitalization and death (92). 182 
 183 
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Many mediators are involved in the complex pathogenesis of COPD. Regarding the role of MIF 184 
in COPD, there are four studies in patients and four in mouse models, directly assessing this 185 
association. In humans, two studies found higher levels of MIF in COPD patients, in serum, 186 
sputum and bronchoalveolar lavage macrophages (39, 80), while the other two studies found 187 
lower levels of MIF in COPD patients in plasma and in serum (24, 81). These studies appear to 188 
show a trend towards higher MIF expression in lung-derived samples but lower levels of MIF in 189 
circulation in COPD patients. This could suggest a role for MIF directly in the area affected by 190 
the disease, i.e. the lung. Accordingly, one study evaluating gene expression signatures in 191 
peripheral blood mononuclear cells in COPD patients found that MIF gene expression in these 192 
cells (i.e. circulating cells) positively correlated with FEV1 and FEV1/FVC values, meaning MIF 193 
expression in these cells was the lowest in patients with COPD with the lowest FEV1 (4). 194 
Additionally, Russell and colleagues found that MIF levels in bronchoalveolar lavage 195 
macrophages and sputum (i.e. lung-derived samples) are the highest in COPD, intermediate in 196 
healthy smokers, and the lowest in non-smoking controls, suggesting that cigarette smoke is the 197 
cause of higher MIF levels (80). Results from in vitro studies are in line with this suggestion, as 198 
it has been shown that pulmonary endothelial cells exposed to cigarette smoke extract 199 
produced higher levels of MIF than untreated cells and that inhibition of MIF expression 200 
enhanced the sensitivity of these cells to cigarette smoke extract (19). This also suggests that 201 
the increase in MIF levels in the COPD lung may be a response to the cigarette smoke-related 202 
injury and that MIF release into the bronchoalveolar space is in fact aiming to protect cells from 203 
further damage.  204 
 205 
The studies with COPD patients also show that MIF levels are affected by disease severity. One 206 
of the studies showing lower MIF levels in COPD serum also showed even lower MIF levels in 207 
patients with more severe COPD (24). Another study found that the 5 repeats of the MIF -794 208 
CATT microsatellite, which leads to lower MIF gene expression, was associated with a decrease 209 
in diffusion capacity for carbon monoxide (DLCO), a measure of the gas exchange capacity of 210 
the alveoli (105). This is interesting because it has been shown that a lower DLCO is associated 211 
with more COPD symptoms (5). Additionally, MIF levels are also affected by exacerbations. 212 
Husebø and colleagues, who found higher MIF levels in COPD serum, showed that MIF levels 213 
were even higher during acute exacerbations (39). This suggests that an increase in levels of 214 
circulating MIF can be caused by an underlying exacerbation. Together, the observations in 215 
patients suggest that variations in MIF levels in COPD depend on the nature of the sample, 216 
GOLD stage, the types of components to which the patients were exposed (e.g. cigarette 217 
smoke), and whether patients presented exacerbations. Moreover, sample preparation has 218 
been shown to have an additional effect on the accurate and reproducible detection of MIF 219 
levels in human samples (83). 220 
 221 
In mice, two studies using a mouse model of ozone-induced COPD found higher MIF mRNA 222 
and protein levels in lungs and bronchoalveolar lavage from ozone-exposed mice compared to 223 
the air-exposed mice (80, 96). A third study using a mouse model of cigarette smoke-induced 224 
COPD found lower MIF mRNA and protein levels in lung samples from cigarette smoke-225 
exposed mice compared to air-exposed mice (24). The authors also found that MIF can protect 226 
endothelial cells from cigarette smoke-induced apoptosis. The fourth study found that the 227 
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response to cigarette smoke exposure was age-dependent and that while 3 month-old mice had 228 
higher MIF protein levels, 6 month-old mice had lower MIF protein expression in 229 
bronchoalveolar lavage (81). This study also found that MIF-KO mice develop age-related 230 
spontaneous emphysema and are also more susceptible to cigarette smoke-induced 231 
emphysema. This is supported by a study by Marsh and colleagues, in which they found that 232 
MIF induces type 2 alveolar epithelial cell proliferation via CD74, suggesting that in the absence 233 
of MIF the alveolar epithelium may not be efficiently replenished after damage (59). The data 234 
from these COPD mouse models suggest that MIF levels change depending on the model used 235 
and the age at the time of exposure. This is in agreement with what was observed in the COPD 236 
human studies, suggesting that MIF levels in COPD are affected by diverse variables. 237 
 238 
Altogether, the studies on MIF in COPD suggest that MIF levels vary according to age, disease 239 
severity, exacerbations and origin of the sample (local vs. circulatory) (Fig. 3). However, 240 
throughout the data there is a pattern indicating that MIF levels increase locally in lung tissue 241 
upon exposure to cigarette smoke, especially at a younger age. Moreover, the inhibition, 242 
decrease or absence of MIF leads to an increased sensitivity to apoptosis and to lung tissue 243 
destruction, highlighting the protective and non-inflammatory role of MIF in COPD. This could 244 
explain why COPD severity associates with lower MIF levels, suggesting that in more advance 245 
stages of the disease, or perhaps older age, the protective mechanisms of the lung are less 246 
active. Of note, in vitro studies have shown that MIF promotes proliferation of fibroblasts and 247 
smooth muscle cells (51, 101, 104). This suggests that while MIF release may promote alveolar 248 
epithelium proliferation, preventing emphysema, it may also induce proliferation of fibroblasts 249 
and smooth muscle cells, possibly promoting the development of bronchitis. Therefore, MIF 250 
appears to support a pro-repair response in COPD, although more studies are needed to fully 251 
elucidate MIF’s function and variable expression in the context of COPD. 252 
 253 
2.2 Asthma 254 
Asthma is a chronic inflammatory disease, affecting children and adults, characterized by airway 255 
obstruction and bronchial hyperresponsiveness (reviewed in (71)). Asthma is thought to develop 256 
as a complex gene-environment interaction in response to allergens, pollutants, microbes 257 
and/or oxidative stress. It is therefore a heterogeneous condition with diverse pathological 258 
features that lead to different endotypes of asthma. Overall, the different endotypes of asthma 259 
are all characterized by airway hyperresponsiveness, a consequence of immune and 260 
physiological responses to allergens or pollutants. The immune response in asthma patients 261 
may include activation of eosinophils, neutrophils, dendritic cells, macrophages, mast cells and 262 
CD4+ T cells of the T helper 2 type. Another distinctive pathophysiological feature of asthma is 263 
airway remodeling, characterized by thickening of the basement membrane, an increase in 264 
airway smooth muscle mass, bronchial epithelium damage and cilial dysfunction, goblet cell 265 
hyperplasia and increased mucus production. Together, in terms of airway function, these 266 
features translate to a hypercontractile airway with a poor barrier function and an immune 267 
system ready to respond. Consequently, asthma patients present with episodes of cough, 268 
wheeze, shortness of breath, and chest tightness (71). Although asthma has a lower fatality rate 269 
compared to other chronic lung diseases, it affects 300 million people world-wide and therefore 270 
is a major chronic disease (97).  271 
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 272 
Overall, the studies on MIF in asthma have found higher levels of MIF in asthmatic compared to 273 
control conditions. One study found higher MIF levels in bronchoalveolar lavage of asthma 274 
patients and found that activated eosinophils are an important source of MIF, as eosinophils 275 
stimulated with phorbol myristate acetate (PMA) produced high levels of MIF (79). Another 276 
study also found higher levels of MIF in serum and induced sputum of asthma patients, with the 277 
highest levels in symptomatic patients, intermediate in asymptomatic patients and the lowest in 278 
controls, suggesting that MIF levels are positively associated with disease severity (102).   279 
 280 
Genetic studies have shown that the -173 G/C single nucleotide polymorphism in the MIF 281 
promoter influences MIF gene expression, with the C nucleotide leading to higher MIF gene 282 
expression than the G nucleotide. Two studies in Egyptian and in Northeastern Chinese 283 
population found significantly higher frequency of the MIF -173CC genotype in children with 284 
asthma, compared to healthy children (23, 98). This supports what was observed in the 285 
aforementioned studies with asthma patients, in which they found higher levels of MIF in 286 
patients compared to controls. 287 
 288 
The studies in patients suggest that MIF levels are higher in asthma, and results from animal 289 
models for asthma not only agree with this finding but suggest that elevated MIF levels promote 290 
the pathogenic process. There are six studies using a mouse/rat model of ovalbumin-induced 291 
allergic lung inflammation. The majority of those studies found that ovalbumin-treated animals 292 
had higher levels of MIF than untreated animals and that upon MIF deficiency or inhibition, 293 
asthma features were significantly lower (i.e. eosinophil counts, neutrophil counts, airway 294 
hyperresponsiveness, airway smooth muscle thickness) (2, 13, 45, 58, 64). One of these 295 
studies also found that MIF-deficiency led to lower levels of Th2 cytokines (i.e. IL-5 and eotaxin) 296 
(64), but two other studies using anti-MIF antibodies did not observe an effect on the levels of 297 
these cytokines or IgE titers (45, 58). Additionally, one study using a model of house dust mite-298 
induced allergic lung inflammation found that the use of MIF inhibitor ISO-1 ameliorated airway 299 
hyperreactivity, neutrophil and eosinophil counts, but also decreased the levels of Th2 cytokines 300 
and IgE titers (50). Given the fact that this reduction in IgE levels was observed in a different 301 
model than the one from other animal studies described above, it is difficult to discern whether 302 
this effect is model-dependent. Furthermore, the contrasting results on Th2 cytokines could be 303 
due to differential effects of MIF inhibitors versus anti-MIF antibodies on intracellular MIF levels, 304 
as anti-MIF antibodies would only influence extracellular MIF levels, while MIF inhibitors could 305 
potentially influence both. Future studies should confirm this hypothesis. 306 
 307 
All together the studies of MIF in asthma, both in patients and in animal models, consistently 308 
show higher MIF expression in disease compared to control conditions (Fig. 4). Moreover, the 309 
data suggest that MIF expression positively correlates to disease severity and that MIF inhibition 310 
improves the pathological features. This is not surprising, as in vitro evidence suggests that MIF 311 
promotes the proliferation of airway smooth muscle and migration of eosinohils (22, 51), which 312 
can both contribute to asthma pathogenesis. However, it seems that MIF inhibition, unlike MIF-313 
deficiency, has no effect on atopy-related features (i.e. IgE levels). Since many asthma patients 314 
have an atopic background, it is necessary to evaluate whether MIF inhibition can be beneficial 315 
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for those patients. Considering that the pathogenesis of asthma in a majority of patients and in 316 
most animal model is predominantly Th2-driven, the positive association of MIF with asthma 317 
suggests a role for MIF in Th2-related responses. Therefore, MIF in asthma positively 318 
associates with a lung allergic inflammation and not necessarily with classic Th1 inflammation. 319 
 320 
2.3 Pulmonary fibrosis 321 
Pulmonary fibrosis is a type of interstitial lung disease characterized by the accumulation of 322 
extracellular matrix in the alveolar interstitium. It can develop as the end-stage of other diseases 323 
such as scleroderma, due to the exposure of toxic components such as silica, or as a side effect 324 
of chemotherapeutic drugs such as bleomycin, but often its cause is unknown and is called 325 
idiopathic pulmonary fibrosis (IPF) (99). Here we focus mostly on IPF because it is the best 326 
characterized interstitial lung disease, the most common of the idiopathic interstitial 327 
pneumonias, and the one with most research studies. 328 
 329 
Many types of pulmonary fibrosis, and especially IPF, do not present with an inflammatory 330 
component at the moment of diagnosis, but it is believed that fibrosis begins with lung injury 331 
(99). It is widely hypothesized that the pathogenesis of pulmonary fibrosis involves damage of 332 
alveolar epithelial cells and a subsequent exaggerated repair response (reviewed in (26)). The 333 
fibrotic lung is characterized by fibrotic foci formed by active and hyperproliferating fibroblasts 334 
that produce high amounts of extracellular matrix. Additionally, there is a predominant Th2 335 
cytokine profile (e.g., IL-4, IL-13), produced by mast cells and other cells, that promotes the 336 
polarization of macrophages towards a pro-repair phenotype. The accumulation of extracellular 337 
matrix in the interstitium thickens the alveolar wall, and decreases the oxygen uptake 338 
contributing to organ dysfunction and ultimately to a lethal respiratory failure. 339 
 340 
Pulmonary fibrosis is more likely to affect men than women and is more likely to occur in 341 
smokers. This disease has a prognosis of 3 to 5 years after diagnosis and to date there is no 342 
cure for this disease (76). Although in some cases lung transplantation is an option, this is not 343 
always possible or available for all patients. Additionally, there are two FDA-approved drugs for 344 
the treatment of IPF, i.e. nintedanib and pirfenidone, that slow down lung function decline 345 
although they do not fully halt the progression of fibrosis (72). There is thus an urgent need to 346 
identify therapeutic targets for this disease. 347 
 348 
Among the different chronic lung diseases associated with MIF, pulmonary fibrosis was the first 349 
one to be described. In 1976 Kravis and colleagues showed that in the presence of collagen, 350 
peripheral blood lymphocytes from IPF patients produced more MIF than lymphocytes from 351 
control individuals (47). Three decades later another study found higher levels of MIF in 352 
bronchoalveolar lavage of IPF patients compared to control individuals (6). They also found MIF 353 
staining in lung tissue to be stronger in bronchial epithelium, alveolar epithelium and in fibroblast 354 
foci in IPF patients. This pattern is confirmed by another study from the same group in which 355 
they showed MIF expression in IPF lung tissue to be high in alveolar epithelium, bronchial 356 
epithelium, in epithelial metaplastic areas and in areas of active fibrosis; there was higher MIF 357 
expression in the peripheral zones of the fibroblast foci rather than in the central areas (69). The 358 
high expression of MIF in fibrotic foci is also supported by in vitro studies showing that 359 
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bleomycin-treated fibroblasts have higher MIF mRNA levels and release more MIF protein (16). 360 
This suggests that MIF expression increases in areas directly affected by fibrosis. 361 
 362 
Two studies in a mouse model of bleomycin-induced pulmonary fibrosis have found higher MIF 363 
levels in lung tissue, serum, and bronchoalveolar lavage compared to controls (33, 85). Both 364 
studies assessed the impact of inhibiting MIF on the development of lung fibrosis. Tanino and 365 
colleagues used a neutralizing anti-MIF antibody and found less infiltration of inflammatory cells, 366 

lower levels of TNF-, less lung injury, and less mortality, but not less collagen deposition. 367 
Günther and colleagues used MIF inhibitors in the bleomycin model and found that MIF 368 
inhibition led to less fibrosis (assessed by collagen deposition), lower pulmonary hypertension 369 
(assessed by percentage of muscularized pulmonary arteries) and fewer perivascular 370 
macrophages. These results suggest that MIF expression in fibrotic conditions is positively 371 
associated with features of a repair process (i.e. cell infiltration, cytokine levels and injury score) 372 
and may also be directly associated with fibrosis development, but that requires further testing. 373 
 374 
While both human and mouse studies found higher levels of MIF in fibrotic conditions, it is not 375 
completely clear what role MIF is playing in the development of fibrosis. The mouse studies 376 
suggest that MIF inhibition may be beneficial by hampering features of fibrosis development. 377 
Nonetheless, the bleomycin model used in these studies develops with an initial inflammatory 378 
phase that later transforms into fibrosis, which may resolve later (87). Since inflammation is not 379 
a contributing factor to IPF, at least at the diagnosis stage, the high MIF levels in these patients 380 
may have a different source than inflammatory processes seen in the bleomycin model. One 381 
hypothetical option is that the high levels of MIF originate from senescent cells, as MIF 382 
production is higher in these cells(25), and higher expression of senescence markers has been 383 
found in lung tissue of pulmonary fibrosis patients (49, 82). In addition, a mouse study from 384 
Schafer and colleagues showed that bleomycin induces senescence in lung epithelial cells and 385 
lung fibroblasts and that the elimination of senescent cells improves pulmonary function and 386 
physical health (82). Their results also show that senescent fibroblasts have a profibrotic 387 
secretome. Considering that MIF has been described as a protein secreted by senescent cells, 388 
it is possible that MIF also contributes to the profibrotic effect of the senescent cell secretome 389 
(15). This, however, is a hypothetical scenario and requires further experimentation.  390 
 391 
The evidence thus far points towards MIF playing a profibrotic and pathogenic role in pulmonary 392 
fibrosis (Fig. 5). Although based on a different pathogenesis, the evidence from asthma shows 393 
that MIF is associated with a Th2 (pro-repair) profile, which supports the association of MIF with 394 
fibrotic processes. This association could be pointing at a direct effect of MIF on fibrotic 395 
responses or at the fact that MIF influences other cells that contribute in some way to the fibrotic 396 
process. Such indirect effects could include MIF-induced migration and proliferation of immune 397 
cells that respond to lung injury, caused by bleomycin or otherwise. It is likely that MIF release 398 
influences different lung cells in various ways, as in vitro studies have shown that MIF can 399 
protect cells from cellular senescence and apoptosis (38, 70, 93, 100). While the high levels of 400 
MIF in pulmonary fibrosis could protect epithelial cells from senescence or cell death, the effect 401 
of MIF on immune cells and fibroblasts may be promoting a repair response that contributes to 402 
the development of fibrosis. However, we cannot conclude this with certainty yet and more 403 
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research is necessary to clarify the actual role of MIF in pulmonary fibrosis and the cell type-404 
dependent effects that MIF can have in the context of fibrosis and fibrosis-associated 405 
senescence. 406 
 407 
2.4 Lung Cancer 408 
Lung cancer is the excessive and uncontrolled cell proliferation of lung epithelial cells (in most 409 
cases), eventually leading to impairment of tissue function, tissue failure, and death. A healthy 410 
cell can become cancerous after DNA damage leads to alterations in genes associated with 411 
DNA repair and regulation of cell growth (63). Such mutations can be caused by extrinsic 412 
factors (e.g. cigarette smoke) and intrinsic factors (e.g. radical oxygen species). Cancer cells 413 
will then have a characteristic uncontrolled growth, a higher invasive capacity, and an inability to 414 
respond to apoptotic stimuli. This will be accompanied by an increased ability to induce 415 
vascularization (angiogenesis) for the direct supply of nutrients to the tumor area (53). 416 
 417 
Lung cancer is highly heterogeneous arising in many different sites in the lung, and can be 418 
classified as small cell lung carcinoma (10%-15% of lung cancer cases) or non-small cell lung 419 
carcinoma (85%-90% of lung cancer cases). Non-small cell carcinomas can be further classified 420 
as squamous cell carcinoma, usually originating in the main bronchi, adenocarcinomas, arising 421 
in peripheral bronchi, or large cell carcinomas, more proximal in location and with a rapid 422 
spread. Small cell lung cancers, on the other hand, derive from hormonal cells in the lung, are 423 
the most dedifferentiated cancers and are extremely aggressive (53). 424 
 425 
According to the WHO, cancer is the second leading cause of death worldwide, and lung cancer 426 
is the most common type of cancer with an estimated 2,09 million cases in 2018. The survival 427 
rate for lung cancer is lower than for many other cancers and according to the U.S. National 428 
Institute of Health, more than half of the people with lung cancer die within one year of diagnosis 429 
(37). These statistics reflect the persistent need to develop appropriate tools for early diagnosis 430 
and therapeutic strategies for this disease. 431 
 432 
Regarding MIF expression levels in lung cancer, there is a clear pattern of higher expression in 433 
cancer compared to healthy conditions. Studies on non-small cell lung cancer patients 434 
consistently show higher levels of MIF mRNA and protein in tumorous lung tissue, compared to 435 
regions of healthy tissue or to lung tissue from control individuals (30, 43, 88). Additionally, one 436 
of these studies found that higher MIF mRNA expression in patients with non-small cell lung 437 
cancer was associated with unfavorable prognosis (88). High MIF levels have also been shown 438 
to correlate with higher levels of angiogenic chemokines and higher vascularity and a 439 
subsequent increase in the risk of lung cancer recurrence (94). Interestingly, a study by Nolen 440 
and colleagues found that serum MIF levels in patients with non-small cell lung cancer can be 441 
used within a biomarker panel, including prolactin and thrombospondin, to effectively identify 442 
control individuals and lung cancer patients (67). This three-biomarker diagnosis model was 443 
shown to identify even control individuals according to the presence of pulmonary nodules with 444 
low and high levels of suspicion with around 90% specificity, showing its potential for the early 445 
diagnosis of lung cancer.  446 
 447 
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The evidence of higher MIF levels and correlation with poor prognosis in lung cancer patients 448 
demonstrates the importance of MIF in a clinical context but does not definitely prove that MIF is 449 
promoting cancer. Nonetheless, mouse studies on lung cancer show that if MIF levels are low, 450 
fewer or smaller tumors develop and that the presence of MIF during lung injury creates a 451 
suitable environment to potentiate the carcinogenic potential of mutated cells. One of such 452 
studies, by Arenberg and colleagues, was performed using mouse models of bleomycin- or 453 
naphthalene-induced lung injury. They found that injured lungs had high MIF levels and bigger 454 
orthotopic tumors (Lewis lung carcinoma, injected after lung injury) due to higher levels of 455 
proliferation and reduced apoptosis (3). This effect of increased tumor growth was not observed 456 
after lung injury in MIF-deficient mice, and MIF overexpression was sufficient to accelerate the 457 
growth of orthotopic tumors. Mawhinney and colleagues also confirmed the boosting effect that 458 
MIF has on cancer development with another mouse study of Lewis lung carcinoma. Their 459 
results show that primary tumor growth was significantly attenuated in MIF-deficient mice or 460 
mice containing a MIF variant with a mutation that blocks its enzymatic activity (61). While the 461 
relevance of MIF’s enzymatic activity has yet to be elucidated, it is possible that a mutation that 462 
lowers this activity also affects MIF’s conformation and/or its interactions with its receptors and 463 
other proteins. Moreover, in vitro studies with various lung cancer cell lines have shown that MIF 464 
overexpression promotes cell proliferation and that MIF inhibition or downregulation leads to a 465 
decrease in cell proliferation, cell migration and adhesion and to a higher apoptosis rate (18, 34, 466 
56, 75, 107). Interestingly, MIF can be a target of miRNAs, some of which are expressed at 467 
lower levels in lung cancer tissue (and in lung cancer cell lines) compared to healthy tissue (e.g. 468 
miR-608 and miR-146a) (91, 103). Furthermore, a study by Yu and colleagues showed that the 469 
use of an inhibitor for miR-608 led to higher invasion and migration of cancer cells, which 470 
decreased significantly when MIF was downregulated (103). This evidence supports the 471 
observation that MIF promotes the invasion and migration of cancer cells and shows the 472 
potential of miRNAs as tools to decrease MIF levels and the pathogenicity of lung cancer cells. 473 
The positive effects of MIF on cell proliferation, apoptosis inhibition and cell migration have been 474 
shown in other cancer cell lines and in healthy conditions as well (Table 1). Combined these 475 
studies provide evidence that in the context of lung cancer, MIF can lead to promote the 476 
pathogenic features of lung cancer cells (i.e. proliferation, migration and adhesion), explaining 477 
the higher levels of MIF in cancer patients with a corresponding poor prognosis.  478 
 479 
All human, mouse and in vitro studies on MIF in cancer consistently show that MIF levels are 480 
higher in lung cancer, that MIF presence is potentiating the proliferation and migration of lung 481 
cancer cells, and that MIF levels can be used as part of a biomarker panel for the diagnosis of 482 
lung cancer (Fig. 6). Therefore, it is wise that future studies test the use of MIF inhibition as a 483 
therapy to directly target cancer cells in the lung. Considering the roles MIF can play in healthy 484 
conditions, future tests of MIF inhibitory therapies for cancer treatment should also study the 485 
possible effects occurring from off-target MIF inhibition in healthy cells/tissues of cancer 486 
patients. Of note, MIF levels and its effects in cancer appear to be consistent across tissues 487 
(reviewed in (66)), suggesting that MIF inhibition is likely a therapeutic alternative for cancer in 488 
other tissues too. 489 
 490 
3. Concluding remarks 491 
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The evidence presented here shows that MIF plays an important role in the pathogenesis of 492 
chronic lung diseases and that its role is not always proinflammatory as suggested before. MIF 493 
appears to be produced/released during tissue damage and can protect cells from toxicity of 494 
certain agents. In fact, there seems to be a stronger association of MIF with a pro-repair 495 
response (Th2) than with a proinflammatory response (Th1). This is observed in the 496 
pathogenesis of asthma and pulmonary fibrosis and confirmed by the fact that in the absence of 497 
MIF emphysema develops in mice. MIF release can also stimulate the migration and 498 
proliferation of immune cells, but does not necessarily lead to the production of proinflammatory 499 
cytokines.  500 
 501 
While in some diseases like lung cancer the role of MIF is clearly pathogenic and there is 502 
potential for the development of a diagnostic or therapeutic tool, there is also a need for more 503 
research to fully elucidate the role of MIF in COPD, pulmonary fibrosis and asthma. A summary 504 
of the general conclusions regarding MIF and each of these diseases is shown in Figure 7. Due 505 
to the focus of this review we did not discuss the different effects MIF may have directly on 506 
immune cells. It is therefore important to elucidate whether manipulation of MIF levels may 507 
affect immune responses before moving forward with any MIF-related therapeutic strategy. 508 
 509 
Moreover, MIF is not the only member of this protein family that appears to be involved in 510 
human diseases. The MIF homologue D-dopachrome tautomerase (DDT, also known as MIF-2) 511 
has been shown to share some activities with MIF, probably due to its ability to bind to MIF 512 
receptor CD74. In fact, there is evidence that MIF and DDT can work in a synergistic manner 513 
and there are a few studies showing a positive association of DDT with lung cancer (11, 14). 514 
However, DDT and MIF only share 34% sequence identity despite the fact that they have similar 515 
overall structures. It is therefore likely that MIF and DTT participate in different molecular 516 
interactions and signaling cascades. This highlights the importance of future studies elucidating 517 
the role of DDT in other chronic lung diseases as well and discovering how it functions together 518 
with or in comparison to MIF. 519 
 520 
Future studies on MIF in lung diseases should also consider studying the cell-specific effect of 521 
MIF and whether the role of MIF differs in disease endotypes. Moreover, it is important to 522 
evaluate whether MIF can be used as a therapeutic strategy for chronic lung diseases. There is 523 
currently an ongoing clinical trial of an anti-MIF antibody for the treatment of solid intestinal 524 
tumors (ClinicalTrials.gov Identifier: NCT01765790); it is thus likely that there are more MIF-525 
related trials on the horizon. Given the evidence shown here, future research in these areas 526 
should consider and test the possibility that MIF inhibition in the lung may promote the 527 
development of emphysema or other lung alterations. Further investigation in this area should 528 
elucidate in what way MIF manipulation can work as a therapeutic strategy for chronic lung 529 
diseases. 530 
 531 
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FIGURE LEGENDS 536 
 537 
Figure 1. MIF structure and  motif. A) MIF tertiary structure viewed from the top. Each color 538 
represents one monomer. B) MIF tertiary structure viewed from the side. C) Representation of a beta 539 
strand-alpha helix-beta strand motif () present in proteins from the tautomerase superfamily. The 540 
structure of MIF (PDB ID 1MIF)3 was obtained from the RCSB protein database (www.rcsb.org).  541 
 542 
Figure 2. Structure and composition of a healthy lung and alterations leading to chronic lung 543 
diseases. The lung is composed of alveoli and airways. The airway epithelium is composed of 544 
specialized cells such as ciliated cells, goblet cells and basal cells. The alveoli are formed by type I and 545 
type II alveolar epithelial cells. The lung also contains macrophages that patrol the tissue and air spaces 546 
to protect from infections and harmful particles. They are found in the alveolar space -alveolar 547 
macrophages- or in the interstitial space -interstitial macrophages-. Exposure to cigarette smoke, air 548 
pollution, carcinogenic components and allergens can lead to alterations in lung structure and function 549 
and to the development of pathogenic conditions. Alterations in the alveolar structure are associated with 550 
pulmonary fibrosis and COPD. Airway alterations are associated with COPD and asthma. An uncontrolled 551 
proliferation of lung epithelial cells, caused by mutagens, is associated with lung cancer. 552 
 553 
Figure 3. Pathological features of COPD and evidence of MIF expression in COPD from human, 554 
mouse and in vitro studies. BAL: Bronchoalveolar lavage. MIF-KO: MIF knockout (mouse). CS: 555 
Cigarette smoke. 556 
 557 
Figure 4. Pathological features of asthma and evidence of MIF expression in asthma from human, 558 
mouse and in vitro studies. BAL(F): Bronchoalveolar lavage (fluid). PMA: Phorbol myristate acetate. 559 
OVA: Ovalbumin. HDM: House dust mite. MIF-KO: MIF knockout (mouse).   560 
 561 
Figure 5. Pathological features of pulmonary fibrosis and evidence of MIF expression in 562 
pulmonary fibrosis from human, mouse and in vitro studies. BAL: Bronchoalveolar lavage 563 
 564 
Figure 6. Pathological features of lung cancer and evidence of MIF expression in lung cancer from 565 
human, mouse and in vitro studies. 566 
 567 
Figure 7. Overall (non-inflammatory) contribution of MIF to the pathogenesis of COPD, asthma, 568 
pulmonary fibrosis and lung cancer 569 
 570 
  571 
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Table 1. Most frequently described functions of MIF and cell types it affects in the lung and in 572 
other organs.  573 

 Lung Other organs 

 
Cell type 

Mechanism / 
pathway reported 

* 
Species Reference Cell type 

Mechanism / 
pathway reported * 

Species Reference 

P
ro

lif
er

at
io

n
 

Lung cancer 
cell lines 

H524, H358, 
JL-1, DM-3, 
H28, H2052, 

H2452, 
MSTO, A549 

and H460 

Via CD74 Human 
(18, 34, 56, 

75) 

Cancer cell lines 
293T, MCF7, 

HCT116, Capan 2 
and Panc1, MGC-
8226, Hela, SiHa, 

RPMI-8226, 
Glioblastoma cells. 

Stabilizes the p53-Mdm2 
binding, avoiding p53 

phosphorylation; Induces 
the expression of cyclin 

D1; inhibition of 
p27(Kip1) expressionl via 

the PI3K/Akt pathway 

Human 
(28, 29, 42, 44, 

55, 90) 

Primary human 
umbilical artery 

smooth muscle cells 
  Human (27) 

Neural stem 
progenitor cells & 
Cardiac stem cells 

By increasing nuclear β-
catenin expression;  By 

activation of the 
PI3K/Akt/mTOR and 

AMPK pathways 

Mouse (17, 68, 106) 

Smooth 
muscle cells 

By p21 
downregulation; 

cyclin D1, cyclin D3, 
and Cdk6 

upregulation; MEK, 
ERK1/2 and JNK 
phosphorylation 

Rat (51, 104) 
Retinal pigment 
epithelial cells; 
Keratinocytes 

Via phosphorylation of 
p38 and ERK signaling 

pathways 
Human (31, 73) 

Type II 
alveolar 
epithelial 

cells 

Via CD74 Mouse (59) Cardiac fibroblasts 
Via Src kinase signaling 

pathway 
Rat (101) 

C
el

l s
u

rv
iv

al
 / 

p
ro

te
ct

io
n

 / 
an

ti
-a

p
o

p
to

si
s 

Human 
pulmonary 

macrovascul
ar endothelial 

cell 

Via p53 inhibition Human (19) 

Cancer cell lines 
MCF-12A, MCF7, 

ZR-75-1, MDA-MB-
468, HepG2, 

HCT116, Hela, 
Capan2 and Panc1 

Via MIF-CD74 interaction 
and subsequent 

activation of PI3K/Akt; 
Via regulation of Bax, 

Bcl-xL, Bcl-2, Bad, Bax, 
and p53 

Mouse / 
Human 

(21, 29, 57) 

Neural stem 
progenitor cells 

Via Bcl-2 and Bcl-xl 
activation 

Mouse (68) 

Smooth 
muscle cells 

By increasing Bcl-xl 
and decreasing Bax 

Rat (51) 

Mesenchymal stem 
cell 

By inhibiting oxidative 
stress and activating the 

PI3K-Akt signaling 
pathway 

Rat (100) 

Cardiomyocites / 
Cardiac fibroblasts 

  Mouse (46, 62) 

M
ig

ra
ti

o
n

 

Smooth 
muscle cells 

By upregulating the 
expression of MMP-2 

Rat (51) 

Primary Human 
Umbilical Artery 
Smooth Muscle 

Cells 

  Human (27) 

Cancer cell lines 
Capan 2,  Panc1, 
Hela, SiHa, JJ012 

By decreasing e-cadherin 
and increasing Vimentin; 

By increasing avb3 
integrin through 
PI3K/Akt/NF-kB  

Human (29, 52, 90) 
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Eosinophils 
 

Human (22) 

Neural stem 
progenitor cells 

Via CD74 Mouse (68) 

* Mechanism / pathway reported by at least one of the studies 574 
 575 
 576 
  577 
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