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SUMMARY 

COPD and lung cancer (herein, non-small cell lung cancer, NSCLC) are worldwide health concerns. Epidemiological 
evidence highlight that COPD patients are 6.35 times more likely to develop lung cancer compared to the normal 
population, supporting the concept that COPD is one of the driving factors of lung cancer establishment. Because these 
two diseases share common etiological insults, i.e. cigarette smoke (CS) and environmental pollution, and common 
threatening lung-associated chronic inflammation, the main goal of this review is to describe what so-far identified as 
molecular/cellular mechanism/s that link COPD to lung cancer. Our data support the role of the inflammasome in both 
COPD and lung cancer establishment. In particular, we found that absent in melanoma 2 (AIM2) inflammasome paves 
the way for chronic inflammatory conditions at the basis of both COPD and NSCLC, standing at the crossroad for lung 
carcinogenesis. We believe that tracking down pathways and molecular interactions related to the inflammasome could 
open new prospective for therapeutic strategies for both COPD and NSCLC. 

Impact statement
Four out of ten COPD patients develop NSCLC, implying that COPD-related inflamma-
tory patterns can pave the way for lung cancer, which represents the first-in-class tu-
mor-derived death. We found that AIM2 inflammasome is highly expressed in smoker 
subjects who develop COPD leading to NSCLC, opening new perspective for a poten-
tial therapeutic target. 
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Acronyms, abbreviations, units of measurements
COPD: Chronic obstructive pulmonary disease; NSCLC: non-small cell lung cancer; CS: 
cigarette smoke; ASC: apoptosis-associated speck-like protein; NLRP3: nucleotide-bind-
ing domain-like receptor protein 3; PAMPs: pathogen-associated molecular patterns; 
DAMPs: damage-associated molecular patterns; ROS: reactive oxygen species; PM: 
particulate matter; CANTOS: Canakinumab Anti-inflammatory Thrombosis Outcomes 
Study; SCLC: small cell lung cancer; EMT: epithelial to mesenchymal transition; MMP9: 
matrix metalloproteinase 9; pDCs: plasmacytoid dendritic cells; PBMCs: peripheral 
blood mononuclear cells; IARC: International Agency for Research on Cancer; MDSCs: 
myeloid-derived suppressor cells; HMGB1: high mobility group box 1 protein; TLRs: 
Toll-like receptors; BAL: broncho-alveolar lavage; AIM2: absent in melanoma 2. 
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INTRODUCTION 
Chronic obstructive pulmonary disease (COPD) 
causes progressive and irreversible decline 
of lung function. Nowadays it is considered 
as a risk factor for non-small cell lung cancer 
(NSCLC) establishment (1). Epidemiological 
studies indicate that the incidence of NSCLC 
among COPD patients ranges from 40 up to 
70% (2). Based on the fact that COPD and NS-
CLC share common etiological insults, such 
as cigarette smoke (CS) and environmental 
pollutant exposure, and common threatening 
lung-associated chronic infl ammation, study-
ing molecular mechanisms that could underlie 
the development of lung cancer in COPD pa-
tients could pave the way for a new scientifi c 
window to improve therapeutical strategies. 
The impact of chronic infl ammation in both dis-
eases is widely described and further proved 
by the detection of pro-infl ammatory cyto-
kines and immune infi ltrates in samples col-
lected from COPD and lung cancer patients. 
In particular, IL-1 like cytokines, which expres-
sion is tightly regulated by the multiprotein 
complex referred to as “infl ammasome”, are 
highly present in biological samples obtained 
from COPD patients (3), and are detected in 
the plasma and tissues of lung cancer patients 
(4). The infl ammasome is a multimeric com-
plex which comprises an upstream receptor, 
that once triggered by its ligand, assembles to 
an adaptor protein (ASC, apoptosis-associated 
speck-like protein) which leads to the binding 
and then to the auto-cleavage of caspase-1, 
responsible for IL-1-like cytokines activa-
tion and release. An alternative, non-canon-
ical pathway, of the infl ammasome involves 
caspase-11 that acts upstream of caspase-1 
(5). The most characterized infl ammasome is 
NLRP3 (nucleotide-binding domain-like recep-
tor protein 3) which is activated, exogenously 
and/or endogenously, by various pathogen-as-
sociated molecular patterns (PAMPs) and dam-
age-associated molecular patterns (DAMPs), 
reactive oxygen species (ROS), potassium ef-
fl ux, changes in cell volume, calcium signaling, 
and lysosomal disruption (fi gure 1) (5).

The genetic ablation and pharmacological in-
hibition of caspase-1 in experimental mouse 
models of CS and particulate matter (PM) 
exposure prevented the release of infl am-
masome-dependent cytokines (IL-1α, IL-1β, 
IL-33, IL-18) (6), suggesting that the infl am-
masome may be involved in COPD patho-
genesis after (7, 8). On the other side, several 
preclinical (9-12) and clinical studies identifi ed 
the infl ammasome as pro-carcinogenic. Sev-
eral studies have focused on the pro-carcino-
genic activity of NLRP3 (5). It was found that 
NLRP3 polymorphism is associated to higher 
susceptibility to melanoma (5), and to lower 
survival rate for colorectal cancer (13) and my-
eloma (14) patients. Moreover, altered NLRP3 
and/or NLRP1 expression/activity is correlated 
to high serum and tissue levels of IL-1β and 
IL-18 which are as bad prognostic biomarkers 
in cancer patients (15). Although Casp1-/-Casp-
11129mt/129mt mice showed enhanced tumorigen-
esis during colitis-associated cancer develop-
ment (16-18), the absence of caspase-1/-11 
signifi cantly reduced the establishment of lung 
adenocarcinoma (9, 12). In support, data from 
CANTOS (Canakinumab Anti-infl ammatory 
Thrombosis Outcomes Study, phase III) trial 
demonstrated that the neutralization of IL‐1β 
by means of canakinumab, a monoclonal an-
tibody that selectively blocks IL-1β, prevented 
lung cancer incidence and lung cancer‐associ-
ated mortality in atherosclerosis patients (19). 
Moreover, two ongoing Phase III clinical trials 
launched by Novartis pharmaceuticals (CANO-
PY-1 and CANOPY-2) are currently investigat-
ing pembrolizumab plus chemotherapy with or 
without canakinumab, or docetaxel with canak-
inumab in NSCLC (ClinicalTrials.gov Identifi er: 
NCT03626545, NCT03631199) (https://clini-
caltrials.gov/ct2/show/NCT03626545; https://
clinicaltrials.gov/ct2/show/NCT03631199), fur-
ther underlying the relevance of the infl am-
masome in lung cancer. 
Nevertheless, many controversies are still pres-
ent in literature about the role of this complex 
in both COPD and lung cancer establishment. 
The scope of this review is to highlight the yin 
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Figure 1. Signals for inflammasome activation.
It is postulated that two signals are required for the canonical activation of the inflammasome. The first signal for 
inflammasome activation in involves the recognition of PAMPs or DAMPs by specific pattern recognition receptors 
(PRR). The second signal leads to the assembly of the components into the inflammasome structure and provides 
the intracellular recognition of DAMPs or PAMPs. Inflammasome is turned on by ROS production and the release 
of mitochondrial DNA in oxidized form, potassium (K+) efflux, alterations in calcium (Ca+) concentration, change 
in cell volume and lysosome-mediated cathepsin B release.

and yang of the inflammasome involvement 
in the establishment of NSCLC starting by 
COPD, a pathological condition that in most 
cases establishes after cigarette exposure. 

COPD AND LUNG CANCER:  
TWO LINKED DISEASES?
COPD is currently the fourth-leading causes 
of death worldwide after cancer, heart disease 
and stroke, and it is estimated to become the 
third leading cause of death in the world by 
2030 as predicted by World Health Organiza-
tion (https://www.who.int/gard/news_events/
World_Health_Statistics_2008/en/). COPD leads 
to progressive and irreversible decline of lung 
function (20) and is characterized by cough, 

shortness of breath, mucus hypersecretion, 
chronic bronchitis, airway remodeling, emphy-
sema and airway limitation due to alveolar ab-
normalities (3). 
Lung cancer is the most common solid tu-
mor, accounting for an estimated 2.09 mil-
lion of cases in 2018 and the leading cause 
of cancer-related death worldwide (cancer.
org/cancer/non-small-cell-lung-cancer/about/
key-statistics.html). Lung cancers are broad-
ly classified into 3 major types: NSCLC, small 
cell lung cancer (SCLC) and lung carcinoid tu-
mor. In particular, NSCLC is the most frequent 
(about 85% of cases) classified into three ma-
jor histopathological subtypes: squamous cell 
carcinoma, adenocarcinoma and large cell car-
cinoma; SCLC and lung carcinoid tumor, that 
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represent, respectively, about 10-15% and 
fewer than 5% cases of lung cancer.
COPD and NSCLC may represent two sides 
of the same coin: cigarette exposure (21). The 
relationship between COPD and NSCLC has 
been studied since 1986 when Skillrud and 
colleagues demonstrated that lung cancer in-
cidence increased in individuals with COPD 
and was correlated to decrease in respirato-
ry airfl ow and chronic infl ammation in these 
patients (22). Since then, a huge number of 
epidemiological studies were performed. A 
recent meta-analysis has showed that the 
prevalence of lung cancer in COPD is great-
er than in other patient population, and that 
COPD patients are 6.35 times more likely to 

develop lung cancer compared to the normal 
population (23). Although, confl icting results 
over the time have not been able to defi ne 
any crosstalk between the two pathologies, 
several mechanisms were associated to both 
COPD and lung cancer such us DNA damage 
caused by aging and/or telomere shortening, 
familial predisposition, genetic and epigenetic 
alterations, epithelial to mesenchymal transi-
tion (EMT), chronic infl ammation and oxidative 
stress (1) (fi gure 2). 
To date, tobacco smoke and air pollution 
represent the main risk factors for COPD and 
NSCLC (who.int/gard/publications/Risk%20fac-
tors.pdf). Every year tobacco kills 8 million 
of people, among which 1 million of deaths 

Figure 2. Putative mechanisms at the interface between COPD and Lung Cancer.
COPD and lung cancer share smoke and air pollution exposure, which are strongly associated to oxidative stress 
and chronic lung infl ammation. Although familial predisposition is involved, both COPD and lung cancer are 
correlated to genetic and epigenetic alterations, DNA damage, and following recruitment of immunesuppressive 
immune cells and pro-infl ammatory mediators (cytokines, chemokines, proteinases) leading to lung structural 
damage and functional impairment. Based on the concept that the infl ammasome may play a critical role in 
COPD onset and lung cancer establishment, the activation of this multimeric complex may be at the crosstalk 
between COPD and lung carcinogenesis. 
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among COPD patients and 0.85 million of 
subjects affected by lung cancer (24). So far, 
it is known that both cigarette smoking and 
air pollution alter the physiological cellular 
oxidative state, the epigenetic and genom-
ic signature (25, 26), which have been found 
in tissues of lung cancer patients (27); More-
over, both PM and CS induce epithelial in-
flammation via oxidative stress induction and 
release of pro-inflammatory mediators (28). In 
response to toxic particles derived by CS and 
air pollution the respiratory tract releases che-
moattractant mediators and proteases, such 
as matrix metalloproteinase 9 (MMP9) (29), 
which induce the recruitment of neutrophils, 
monocytes and T cells. The recruitment of 
monocytes in inflamed tissues turns them into 
macrophages, that in both COPD and NSCLC 
are in their M2 phenotype, which is correlat-
ed to an immunosuppressive environment, 
that in NSCLC is associated to poor survival 
rate (30) and in COPD to an increased sever-
ity of the disease (31). Therefore, it is likely 
to speculate that macrophage polarization in 
COPD could play a pro-tumorigenic role, fa-
voring the onset of lung cancer. In this regard, 
we found that M2 cells and plasmacytoid 
dendritic cells (pDCs) populated lung tumor 
masses which were induced to proliferate in 
an IL-1α and IL-1β-dependent manner (9, 10). 
Similarly, we found that smoker-derived or 
COPD-derived peripheral blood mononucle-
ar cells (PBMCs) released IL-1-like cytokines 
in a canonical (caspase-1) and non-canonical 
(caspase-4) inflammasome dependent man-
ner (7, 32). These data well correlated to the 
immunosuppressive environment in both ex-
perimental conditions, strengthening the hy-
pothesis that the inflammasome is involved in 
both COPD and lung cancer following chron-
ic carcinogen (CS- or PM-derived) exposure. 
In support, our research group and others (3) 
demonstrated that both the underlying in-
flammasome-dependent IL-1-like cytokines 
and caspase-1 and caspase-11 (caspase-4 in 
humans) are involved in lung cancer estab-
lishment (9-11). 

CROSSTALK BETWEEN COPD AND 
LUNG CANCER: INSIGHTS INTO 
AIR POLLUTION- AND TOBACCO 
SMOKE-INDUCED INFLAMMASOME 
ACTIVATION 
In the following paragraphs we will focus on 
air pollution and tobacco smoke as inflam-
masome triggers at the basis of lung cancer 
establishment in COPD condition. 

Air pollution as inflammasome activator 
in COPD and lung cancer 
The association between noxious particles in 
the air and the activation of the inflammasome 
was firstly found by Li et al., 2016 (30). The au-
thors found that the exposure to biomass fuel 
smoke led to the release of DAMPs and the 
following activation of NLRP3 inflammasome 
and caspase-1 (33). In our lab we demonstrat-
ed that PBMCs obtained by healthy smoker 
subjects and treated with ultrafine particles 
derived from combustion processes typical 
of modern engines (80-120 nm diameter par-
ticles), were more susceptible to IL-1-like cy-
tokines release in a canonical, caspase-1-de-
pendent, NLRP3 inflammasome (7). Instead, 
PBMCs from non-smokers had an immunesup-
pressive behavior (7). According to the sterile 
inflammation theory, sterile and non-infectious 
exogenous insults can induce chronic inflam-
mation (5). Therefore, it is possible to speculate 
that the immune system recognizes combus-
tion-derived particles and other noxious pol-
lutants in the air as dangerous stimuli, which in 
turn may be sensed by the inflammasome am-
plifying the inflammatory pattern (34) (figure 
3). Because inflammation plays a key role in 
cancer establishment and air pollution was de-
fined by the International Agency for Research 
on Cancer (IARC) as a cancer-causing agent 
(28), based on these latter results, we could 
hypothesize that smoker subjects, a high-risk 
population, exposed to ultrafine particles may 
be more susceptible to the inflammatory pro-
cesses involved in lung cancer development 
than non-smokers. It has to be pointed out 
though, that the precise mechanism/s involved 
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in the pulmonary effects of air pollution are still 
not clear, and the role of the infl ammasome in 
the establishment and progression of COPD is 
not fully known due to controversial data in lit-
erature (3). However, based on the strict rela-
tionship between air pollution and the patho-
genesis of COPD, it is possible to speculate 
that the oxidative stress induced by exposure 
to noxious particles in the air mediates infl am-
matory pathways which may trigger activation/
alteration of immune cells functions and may 
lead to the infl ammasome activation in COPD 
conditions. Indeed, while several clinical stud-
ies have demonstrated that the levels of IL-1-
like cytokines are elevated in the lungs of pa-
tients with COPD (8), Di Stefano et al found 
no correlation between NLRP3, caspase-1, and 
IL-1β responses when comparing a cohort of 
stable COPD patients to healthy smoker sub-
jects (35), but the same authors suggested a 
key role of the infl ammasome in the exacer-
bated stage of COPD (34). In accordance to 
this latter study, we found that that the expo-
sure to very small pollutant air-derived parti-
cles (2-40 nm diameter) induced the release 
of IL-1-like cytokines (IL-18 and IL-33) from the 
sole exacerbated COPD-derived circulating 
cells (36). Indeed, PBMCs isolated from sta-
ble COPD patients, who are patients receiving 
corticosteroids after an exacerbation event, 
were not responsive/reactive against combus-
tion-generated particles. These data could 
explain the ineffi cacy of Canakinumab and 
other drugs targeting infl ammasome-related 
effectors in clinical trial on stable COPD pa-
tients (3) in that corticosteroid-based therapy 
should be able to inhibit infl ammasome com-
ponents and effectors (37). However, we found 
that neither the canonical, caspase-1-, nor the 
non-canonical, caspase-8-dependent, NLRP3 
infl ammasome pathways were involved in the 
infl ammatory response typical of exacerbated 
COPD patients. The exposure of unstable/ex-
acerbated COPD-derived PBMCs to combus-
tion-derived particles induced IL-18 and IL-33 
release, which was not abrogated by the phar-
macological inhibition of caspase-1, NLRP3 

and caspase-8 (36). It is to point out that, be-
sides their immunological activity, IL-18 and IL-
33 released in response to air pollutants, play 
a critical role in lung structural cells (lung alve-
olar type II pneumocytes and bronchial epithe-
lial cells) where they could infl uence the de-
velopment of chronic airway infl ammation and 
tissue remodeling (38, 39), events that could 
be at the basis of lung carcinogenesis. 
Along with these data, which were limited to 
COPD-derived circulating cells, to better un-
derstand lung alteration/s during air pollut-
ant exposure we took advantage of a mouse 
model (40). We found that the lung of mice 
exposed to noxious particles was character-
ized by an immunosuppressive environment, 
populated by Arginase I positive macrophages 
and  myeloid-derived suppressor cells (MD-
SCs) (40), which are well-known to facilitate 
the tolerogenic arm of the adaptive immune 
system (10), making the lung more suscepti-
ble to latent chronic infl ammation, which could 
pave the way for cancer. In the attempt to un-
derstand the role of the infl ammasome, we 
found that the pharmacological inhibition of 
caspase-1 by means of Ac-YVAD did not alter 
M2 macrophages and MDSCs recruitment (40), 
leading to the postulation that the non-canoni-
cal infl ammasome could be responsible for the 
IL-1-like cytokines released in the lung of air 
pollutant-exposed mice. In this regard, unpub-
lished studies are ongoing. 

Cigarette smoke as infl ammasome 
activator in COPD and lung cancer 
The activation of the infl ammasome by CS 
could be explained by several mechanisms (3): 
1. CS increases the levels of ATP, endoge-

nous alarmin (3), which leads to NLRP3 ac-
tivation via purine-receptor P2X7 binding, 
which allows potassium effl ux increasing cy-
tosolic calcium, responsible for NLRP3 acti-
vation (3); 

2. CS increases ROS levels which, directly or 
indirectly can activate the infl ammasome, 
especially NLRP3, leading to the secre-
tion of  high mobility group box 1 protein 
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(HMGB1) that amplifies inflammasome-de-
pendent response via Tool-like receptors 
(TLRs) signaling (3). 

To note, most of the literature is exclusively 
focused on the role of NLRP3 inflammasome. 
In support, ATP is highly present in the bron-
cho-alveolar lavage (BAL) fluid of patients with 
COPD compared to healthy subjects (3), and 
its concentration is associated to a decline of 
lung function (41). Moreover, NLRP3 is overex-
pressed in the lung of stable COPD patients 
rather than non-smoker and smoker subjects, 
implying an inverse correlation between NLRP3 
mRNA and the severity of airflow obstruction 
(42). In contrast, the same authors found that 
NLRP3 is not responsible for caspase-1-de-
pendent increase of IL-1β and IL-18 levels (42). 
We found that the stimulation of NLRP3 by 
means of LPS ± ATP did not induce neither 

non-smoker-, nor smoker-, nor-COPD-derived 
PBMCs to release IL-1-like cytokines (35), but 
high levels of IL-1β and IL-18 were found in 
the lungs of COPD patients after CS expo-
sure (43, 44). These latter data imply that oth-
er inflammasome receptors could be involved. 
Indeed, for the first time to our knowledge, 
we demonstrated that absent in melanoma 2 
(AIM2) inflammasome plays a key role in the 
exacerbation stage of COPD (32). AIM2 stim-
ulation via Poly dA:dT led to the release of IL-
1α in a canonical, caspase-1-dependent, and 
non-canonical, caspase-4-dependent manner, 
which in turn, was responsible for the release 
of the immunosuppressive and pro-fibrotic cy-
tokine TGF-β (32, 45). In contrast to these data, 
Eltom et al., 2014 reported that AIM2 inflam-
masome is not involved in IL-1α/caspase-1/11 
axis in a CS-induced neutrophil inflammation 
in mice (46). However, this discrepancy prob-

Figure 3. The recognition of ultrafine particles by the immune system could amply the inflammation through the 
inflammasome activation.
Combustion-derived ultrafine particles and other environmental pollutants (such as PM) could be recognized 
as dangerous stimuli by the immune system leading to the inflammasome activation which in turn boost the 
inflammation processes. Indeed, our data demonstrated that the exposure to combustion-derived ultrafine 
particles led to the release of pro-inflammatory IL-1-like cytokines from smoker subjects-derived PBMCs through 
the activation of the canonical, caspase-1-dependent, inflammasome pathway.
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ably stands on the difference between studies 
performed on humans and mice. 
An important aspect deserving attention and 
that limits the study of the infl ammasome in 
COPD and possible relationship with lung 
cancer is due fi rstly to the diffi culties to obtain 
human samples from COPD patients at differ-
ent status, exacerbated or stable disease, and 
realize an animal model that perfectly mimics 
what happens in humans during COPD exac-
erbation (47). Nowadays, the best methods to 
circumvent the diffi culty to obtain lung sam-
ples from COPD patients, is to take advantage 
of a mouse model of CS-induced COPD or 
non-cancerous lung tissues from NSCLC pa-
tients undergoing surgical resection (3). In our 
laboratory, we demonstrated that smoke-ex-
posed mice have emphysema-like features, 
bronchial tone impairment and release of IL-
1-like cytokines (IL-1α, IL-1β, IL-33, IL-18) in a 
caspase-1 independent manner (48). Rather, 
a dysfunctional caspase-11 in 129Sv smok-
ing mice, who lack a functional caspase-11, 
showed that both bronchial infl ammation, col-
lagen deposition and IL-1-like infl ammation 
were signifi cantly reduced (48). In addition, 
for the fi rst time, we found that AIM2 infl am-
masome is involved in lung infl ammation in 
smoking and COPD, in that its expression was 
higher in smoke-exposed C57Bl/6 compared 
to 129Sv smoking mice, who instead did not 
show any alteration of AIM2 in both macro-
phages and DCs. These latter data were of 
crucial importance to point at IL-1-like cyto-
kines, caspase-11/-4 and AIM2 infl ammasome 
as critical players in both COPD-derived PB-
MCs during the exacerbation stage of the dis-
ease and in a mouse model of COPD induced 
by smoke inhalation. Looking at the role of 
caspase-11, as well as of the human analogue 
of caspase-11, caspase-4, it has been already 
demonstrated as involved in lung infl amma-
tion (50, 51). In addition, caspase-4 was identi-
fi ed as a novel diagnostic tool to predict lung 
cancer establishment in that its levels are high-
ly present in the blood samples collected from 
both smokers and COPD patients up to lung 

cancer patients (12, 51, 52). Although the poor 
data in literature regarding the role of AIM2 in 
cancer, it was demonstrated that its activation 
in tumor-associated pDCs leads to high IL-1α 
levels which favor lung tumor cell proliferation 
(10). In accordance to this latter study, the role 
of AIM2 in lung cancer was further supported 
by Zhang et al., 2019 whose results revealed 
that AIM2 functioned as an oncogene in NS-
CLC in an infl ammasome-dependent manner 
(53). Moreover, the inhibition of AIM2 in DCs 
was suggested as an innovative therapeutic 
tool for melanoma patients (54). However, we 
demonstrated that the expression of AIM2 in 
tumoral tissue from lung adenocarcinoma pa-
tients was affected by COPD and particularly 
by the smoking status, supporting our murine 
data (48). Indeed, according to the expression 
of AIM2, lung adenocarcinoma patients with 
COPD had lower survival rate than non-COPD 
adenocarcinoma patients. 

CONCLUSIONS
The release of pro-infl ammatory cytokines 
could result in lung structural damage and 
functional impairment (3), all events that link 
COPD to lung carcinogenesis. Data reported 
by the literature suggest that both air pollution 
and CS, two common risk factors for COPD 
and lung cancer (https://www.who.int/gard/
publications/Risk%20factors.pdf), can lead to 
the activation of the infl ammasome complex 
in both circulating cells and structural cells. Al-
though data in literature are still discordant, our 
studies demonstrated that air pollution and CS 
stimulate the canonical, caspase-1-dependent, 
infl ammasome pathway in circulating cells, 
but induce the activation of the non-canoni-
cal, caspase-1-independent, caspase-11/4-de-
pendent infl ammasome pathway in structural 
cells (fi gure 4) (7, 32, 36, 40, 48). On the other 
side, we found that AIM2 is highly expressed 
in the lung of both COPD and lung adenocar-
cinoma patients (458). Therefore, it is plausible 
to speculate that AIM2 is at the crossroad be-
tween COPD and lung cancer. Further studies 
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are needed, but according to the published 
and unpublished data, we could suggest that 
the biology of the AIM2 inflammasome could 
pave the way for innovative pharmacologi-
cal target/s.
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