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Blockade of the NLRP3 inflammasome improves metabolic
health and lifespan in obese mice
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Abstract Aging is the major risk factor for many
metabolic chronic diseases. Several metabolic path-
ways suffer a progressive impairment during aging
including body composition and insulin resistance
which are associated to autophagy dysfunction and
increased inflammation. Many of these alterations are
aggravated by non-healthy lifestyle such as obesity and
hypercaloric diet which have been shown to accelerate
aging. Here, we show that the deleterious effect of
hypercaloric diets is reverted by the NLRP3

inflammasome inhibition. NLRP3 deficiency extends
mean lifespan of adult mice fed a high-fat diet. This
lifespan extension is accompanied by metabolic health
benefits including reduced liver steatosis and cardiac
damage, improved glucose and lipid metabolism, and
improved protein expression profiles of SIRT-1,
mTOR, autophagic flux, and apoptosis. These findings
suggest that the suppression of NLRP3 prevented
many age-associated changes in metabolism impaired
by the effect of hypercaloric diets.
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Introduction

It is assumed that obesity is caused by excessive intake
of nutrients and possibly due to lack of exercise; how-
ever, this generates metabolic stress that is associated
with metabolic dysfunctions (Ren et al., 2018). This
condition is accompanied by the development of a pro-
gressive impairment of several metabolic pathways that
define body composition, insulin resistance, mitochon-
drial and autophagy dysfunction, and chronic low-grade
inflammation that is promoted by expanding adipose
tissue (Corica et al., 2015). Consequently, obesity is a
risk factor for several diseases, such as cardiovascular
disease, metabolic syndrome, or type I diabetes (Corica
et al., 2015). Obesity shares several biological similari-
ties with aging, such as chronic inflammation, cell se-
nescence, and immune and autophagy dysfunction, and
there is growing evidence that obesity and increased
adiposity accelerate the aging process and age-related
cardiac and metabolic dysfunction, mainly by promot-
ing inflammation (Chia et al., 2018). Accordingly, un-
derstanding the interplay between accelerated aging,
obesity, and adipose tissue dysfunction is essential to
gain insight into the aging process and the pathophysi-
ology of obesity resulting in insulin resistance.

Recently, the role of NLRP3 inflammasome in obe-
sity, cardiovascular, and metabolic diseases has been
studied. Mice deficient in NLRP3 were resistant to the
development of obesity induced by a high-fat diet,
protected from obesity-induced insulin resistance and
protected from cardiac damage (Stienstra et al., 2011;
Pavillard et al., 2017). The NLRP3 inflammasome is
upregulated after myocardial infarction, atherosclerosis,
ischemic heart disease, diabetic cardiomyopathy, chron-
ic heart failure, and hypertension and recently, NLRP3
and IL-1β have also been proposed as new biomarkers
of cardiovascular risk (Bullón et al., 2017; Liu et al.,
2017). Previous studies have also suggested a role for
NLRP3 inflammasome in several events associated with
aging. It has been shown that the genetic deletion of
NLRP3 in mice improves healthspan by attenuating
multiple age-related degenerative changes, such as gly-
cemic control, bone loss, cognitive function, and motor
performance (Youm et al., 2013). In addition, the dele-
tion of NLRP3 in older mice increased muscle strength

and endurance, and prevented age-related increase in the
number of myopathic fibers (McBride et al., 2017).
However, the role of the NLRP3 inflammasome in the
interaction between obesity and aging and its effect on
lifespan and healthspan in obese mice has not been
studied. Furthermore, studies in NLRP3 and obesity
typically implement a relatively short dietary interven-
tion that lasts between 4 and 16 weeks and the effect of a
long-term high-fat diet has not been evaluated. Hence,
we seek to determine whether the genetic deletion of
NLRP3 can have an effect on lifespan and potentially
prevent metabolic aging in mice fed with HFD for the
rest of their life.

Material and methods

Ethical statements

Animal studies were performed in accordance with the
European Union guidelines (2010/63/EU) and the cor-
responding Spanish regulations for the use of laboratory
animals in chronic experiments (RD 53/2013 on the care
of experimental animals). All experiments were ap-
proved by the local institutional animal care committee.

Mouse longevity study

For all experiments, only male mice were used. The
strain of NLRP3−/− mice was originally generated and
characterized in the laboratory of J. Tschopp. Young and
old NLRP3−/− transgenic mice (C57BL/6J back-
ground) and controls of littermate WT/NLRP3+/+ with
a weight of 25–30 g were maintained in a regular light/
dark cycle of 12 h. The mice were housed in groups of
four to eight same-sex littermates under specific
pathogen-free conditions. Two groups of 3 months old
WT and NLRP3−/− mice were divided with different
nutritional status. These groups correspond to the fol-
lowing dietary regimens: (i) regular chow or standard
diet (SD) from Teklad Global 14% Protein Rodent
Ma i n t e n a n c e D i e t , H a r l a n L a b o r a t o r i e s
(carbohydrate:protein:fat ratio of 48:14:4% of kcal)
and (ii) an HFD consisting of Teklad Global modified
to provide 45% of fat calories. Individuals were moni-
tored daily and weighed monthly but otherwise they
were not bothered until they died. Survival was assessed
using a first cohort of male mice (50 per group), and all
animals were dead by the time of this report. Kaplan–

GeroScience (2020) 42:715–725716



Meier survival curves were constructed using known
birth and death dates, and differences between groups
were evaluated by the log rank test. Body weight and
food intake were monitored monthly in this cohort. A
second cohort was used under the same conditions for
different experimental procediments using between 6
and 8 mice per experiment. All groups had ad libitum
access to their prescribed diet and water throughout the
study. Body weight and food intake were monitored
weekly. The animals’ rooms were kept at 20–22 °Cwith
a relative humidity of 30–70%.

Reagents

Monoclonal antibodies specific for Beclin-1 and p62
were purchased from Sigma-Aldrich (Saint Louis,
USA). Anti-GAPDH monoclonal antibody was ac-
quired from Calbiochem-Merck Chemicals Ltd. (Not-
tingham, UK). Similarly, anti-active caspase-3, anti-
SIRT-1, p-mTOR, and mTOR were obtained from Cell
Signaling Technology (Beverly, MA, USA). Finally,
anti-Bcl-2, anti-Bax, and anti-MAP-LC3 antibodies
from (Santa Cruz Biotechnology). A cocktail of prote-
ase inhibitors (Complete™ Protease Inhibitor Cocktail)
was purchased from Boehringer Mannheim (Indianap-
olis, IN). The Immun Star HRP substrate kit was ob-
tained from Bio-Rad Laboratories Inc. (Hercules, CA).

Glucose and insulin tolerance test

Glucose tolerance tests were performed in young
(3 months) and old (20 months) mice after fasting over-
night for 16 h and then injecting glucose (1 g/kg), intra-
peritoneally. Glucose measurements were performed
using a Bayer Contour blood glucose meter and test
strips. For ITT, mice were starved for 6 h and injected
(i.p.) with 0.75 U/kg of recombinant human insulin
(Sigma). Blood was obtained from the tail at the time
points for glucose measurement.

Leptin, adiponectin and IGF-1

Serum leptin, adiponectin, and IGF-1 levels were
assayed in young (3 months) and old (20 months) mice
in duplicate using commercial ELISA kits (R&D Sys-
tems, Minneapolis, USA).

TNF-α levels

Serum TNF-α (Biosource, UK, and GenWay, San
Diego, USA) were assayed in young (3 months) and
old (20 months) mice in duplicate using commercial
ELISA kits.

Serum biomarkers

Serum levels of glucose, triglycerides, cholesterol, uric
acid, aspartate aminotransferase, alanine aminotransfer-
ase, and creatine kinase were assayed using commercial
kits (Randox Laboratories, Antrim, UK).

Immunoblotting

The mouse heart was collected and immediately frozen
in liquid nitrogen, then tissues were homogenized in
liquid nitrogen using pestle and mortar to obtain pow-
dered tissue.Western blotting was performed using stan-
dard methods. After protein transfer, the membrane was
incubated with various primary antibodies diluted
1:1000, and then with the corresponding secondary
antibodies coupled to horseradish peroxidase at a
1:10000 dilution. Specific protein complexes were iden-
tified using the Immun Star HRP substrate kit (Biorad
Laboratories Inc., Hercules, CA, USA).

Histological study

All data are expressed as means ± SEM. After the
normality assessment using the Shapiro–Wilk test, sta-
tistical differences between the different groups were
measured by an unpaired Student’s t test or a one-way
analysis of variance (ANOVA) when appropriate with
the Tukey’s post hoc test. A P value of ≤ 0.05 was
considered statistically significant. Statistical analyses
were performed with Prism software version 5.0a
(GraphPad, San Diego, CA). The asterisks in the figures
represent the following: *P ≤ 0.05, **P ≤ 0.01, and
***P ≤ 0.001.

Statistics

All data are expressed as means ± SEM. After, evalua-
tion of normality using Shapiro–Wilk test, statistical
differences among the different groups were measured
using either an unpaired Student’s t test or one-way
analysis of variance (ANOVA) when appropriate with
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Tukey’s post hoc test. A P value of ≤ 0.05 was consid-
ered statistically significant. Statistical analyses were
performed using Prism software version 5.0a
(GraphPad, San Diego, CA). Asterisks in the figures
represent the following: *P ≤ 0.05, **P ≤ 0.01, and
***P ≤ 0.001.

Results

NLRP3 deficiency improved lifespan in aged obese
mice

To assess the impact of NLRP3 deletion on survival and
metabolic changes during aging in obese mice, we
placed 3-month-old NLRP3-deficient (NLRP3−/−) and
NLRP3+/+ littermate control (WT) mice on a high-fat
diet (HFD) and monitored them for the rest of their
lifespan. The survival of NLRP3−/− mice compared to
littermate controls using a Kaplan–Meier survival curve
was increased with a 27% mean lifespan (Fig. 1a). Sur-
vival among the high-fat groups was significantly dif-
ferent by the log rank test, with NLRP3−/− mice fed
HFD living longer (16%) than their WT HFD counter-
parts. Body weight and food intake were not different
between groups throughout the observation period with
increase inWTand NLRP3−/−mice fed with HFD (Fig.
1b and c). Twenty-month-old WT animals displayed an
increase in aged-related alopecia compared to their
NLRP3 knockout mice. One of the inflammatory con-
ditions observed in WT mice fed with HFD is severe
ulcerating dermatitis that was not presented by NLRP3
−/− (Fig. 1d and e). Ulcerating dermatitis is a severe
inflammatory skin disorder with an unknown etiology,
but associated with aging due to the effect of HFD
(Brandhorst et al., 2015; Neuhaus et al., 2012). These
observations indicate that NLRP3 ablation protects
against inflammation and HFD-induced skin lesions
associated with inflammation.

NLRP3 deficiency diminished metabolic impairment
induced by HFD during aging

The old NLRP3−/− mice fed with HFD were signifi-
cantly more glucose tolerant at the OGTT peak (>
15 min) compared to the old WT mice fed with HFD
(Fig. 2a and b), indicating a higher glucose tolerance
measured as a trend towards unchanged in the values of
the area under the curve (AUC) of the glucose tolerance

test (insert of Fig. 2a and b), which was corroborated
after the insulin tolerance test showing that NLRP3 old
and obese mice were more insulin sensitive compared to
wild-type animals (Figure S1). Further, leptin is a
known regulator of body weight, and dysregulation of
the leptin/adiponectin ratio has been associated with
cardiovascular disease, metabolic syndrome, and non-
alcoholic fatty liver disease (DiNicolantonio et al.,
2016). The old NLRP3−/− mice maintained low serum
levels of leptin and a low leptin/adiponectin ratio, not
only under standard diet but also under HFD, while
these parameters increased in WT mice with age (Fig.
2c–e). Fasting blood glucose levels and circulating IGF-
1 are predictors of diabetes and short lifespan, and these
were reduced in young and old NLRP3−/−mice, includ-
ing those fed with HFD compared toWTmice (Table S1
and Fig. 2f). Reduced glucose levels and IGF-1 have
been associated with stress resistance and anti-aging
effect (Brandhorst et al., 2015). Plasma lipid levels were
reduced in old NLRP3−/− HFDmice accompanied by a
significant reduction of hepatic transaminases, creatine
phosphokinase and lactate dehydrogenase (Table S1).
However, although increased levels of TNF-α were
observed in old and obese WT and NLRP3−/− mice,
NLRP3 deficiency resulted in reduced levels compared
to WT (Fig. 2g). Together, these results suggest that the
absence of NLRP3 improved metabolic homeostasis in
obese mice during aging.

NLRP3 deletion preserved cardiac and liver integrity

Heart weight normalized to body weight increased in
old WT HFD mice, but not in old NLRP3−/− HFD
animals (p < 0.001) (Fig. 3a). As a typical pathophysio-
logical feature of cardiac aging (Dutta et al., 2012),
cardiac hypertrophy measured by the thickness of the
left ventricular wall was increased significantly in old
WT mice and even more so in WT HFD mice (Fig. 3
c1–3) compared to NLRP3−/− mice (Fig. 3 c7–9). To
assess the impact of aging and cardiac hypertrophy due
to HFD on myocardial histology, cardiomyocyte cross-
sectional areas were quantified. In the hematoxylin and
eosin-stained sections, HFD induced in aged WT mice
an increased cardiomyocyte cross-sectional areas but
not in NLRP3−/− mice (Fig. 3 b and c4–6 and 10–12).

The examination of the livers also revealed that
NLRP3-deficient mice fed with HFD exhibited normal
liver coloration, which contrasted with the characteristic
pale color of old and obese WT mice (Figure S1).
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Histological analysis of the liver indicated a clear in-
crease in lipid accumulation and a significant steatosis
recognized by hematoxylin and eosin staining in obese
mice during aging compared to NLRP3−/− mice
(Figure S2).

Age-associated metabolic changes were prevented
in NLRP3−/− animals

To gain insight on the metabolic pathways “regulating
longevity,” we investigated the signaling pathways of
mTOR and autophagy in the heart. The phosphorylation
of mTOR (Ser2448) (Fig. 4a) decreased in the heart of
NLRP3−/− elderly and obese mice. These data are con-
sistent with previous observations of the role of mTOR
inhibition for healthspan (Wu et al., 2013a). Further-
more, mTOR is associated with autophagy, which is
involved in cell homeostasis through protein degrada-
tion and removal of damaged intracellular organelles
(Pyo et al., 2013). Autophagic dysfunction has also been

linked to aging and obesity with blocked autophagic
flux and the accumulation of non-degraded substrates
in the form of autophagosome (Ren et al., 2018; Dutta
et al., 2012). Interestingly, NLRP3−/− mice showed
normal levels of LC3II protein expression in old and
obese NLRP3−/− mice, but with a reduction of p62/
SQSTM1 showing this a high quality autophagic pro-
cess (Fig. 4b and c). This could be explained when the
NLRP3 inhibition induced an improved quality of au-
tophagy in the heart during aging and is preserved from
the effect of the hypercaloric diet.

Because the high-fat diet and aging are also as-
sociated with cardiomyocyte apoptosis, which is
combined with oxidative stress and inflammation
dysregulation (Ren et al., 2018; Hsu et al., 2016),
we determined several apoptotic biomarkers. Aging
resulted in a significant increase in protein expres-
sion of cardiac BAX, but its reduction under HFD
feeding (Fig. 4d) accompanied by a moderate in-
crease in anti-apoptotic Bcl-2 protein levels (Fig.

Fig. 1 NLRP3 signaling suppression in obese mice extended the
lifespan and preserved mental health. a Kaplan–Meier graph
showing a significant increase in mean and maximum lifespan in
obese and non-obese NLRP3 mice (violet and green, respectively)
compared to WT mice (blue and red, respectively). b, c Body

weights and average daily oral food intake. d, e Incidence of
dermatitis in two cohorts in % in obese mice. Representative
photographs of 20-month-old mice fed with HFD with dermatitis
progression. All data are presented as means ± SEM, n = 50 mice
per group; ***P < 0.001 young vs old and obese WT mice
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4e) in WT mice, which resulted in a higher propor-
tion in all groups of BAX/Bcl2 in WT compared to
NLRP3−/− mice (Fig. 4f). NLRP3−/− mice showed
reduced contents of the pro-apoptotic Bax protein,
together with a significant accumulation of the anti-
apoptotic Bcl-2 protein (Fig. 4d–f). Interestingly,

these observations were also accompanied by an
increase in the expression levels of the SIRT-1 pro-
tein in elderly and HFD NLRP3−/− mice (Fig. 4g)
that has a role in heart protection and metabolic
improvement during aging by mTOR inhibition
and autophagy induction (North & Sinclair, 2012a).

Fig. 2 NLRP3 signaling suppression in obese mice improved
metabolic homeostasis. a, b Oral glucose tolerance test with area
under the curve of agedmice fedwith HFD and standard diet (SD).
c–e Leptin, adiponectin levels, and ratio in plasma. Blood samples
were collected after overnight fasting. f, g Circulating levels of

IGF-1 and TNF-α. All data are presented as means ± SEM, n = 8
mice; ***P < 0.001 young vs old and obeseWTmice. aaP < 0.005
and aaaP < 0.001 young vs old and obese NLRP3−/− mice. bbP <
0.005 and bbbP < 0.001, WT vs NLRP3−/− mice
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Again, the examination of the livers also revealed
similar data on the reduction of mTOR and im-
proved the quality of autophagy with the reduction
of p62 in NLRP3 deficient mice fed with HFD
compared to WT mice (Figure S3). However, a loss
of consistency was observed in the expression of
SIRT-1 in liver compared to heart, which could be
associated with previous observation of reduced
SIRT-1 expression in liver after caloric restriction,
which correlated with the reduced role of this organ
in fat synthesis, and the protective role of SIRT-1 in
heart (Nogueiras et al., 2012).

Discussion

Aging is the major risk factor for cardiovascular and
metabolic diseases. The main molecular pathways im-
paired during aging comprise nutrient sensing pathways
such as glucose metabolism, insulin response, dysregu-
lation of mTOR and SIRT1, and inflammation, which
can be a primary and/or secondary event in the meta-
bolic dysfunction (López-Otín et al., 2016). These age-
dependent changes are highly associated with lifestyle
and may be exacerbated by hypercaloric nutrition and
sedentary lifestyle (López-Otín et al., 2016). This study

Fig. 3 NLRP3 signaling suppression in mice induced cardiac
protection. a Heart weight normalized to body weight. b Quanti-
tative analysis of the cross-sectional (transverse) area of
cardiomyocytes with measurements of ≈ 100 cardiomyocytes
from 3 to 6 mice per group. **P < 0.005 and ***P < 0.001 young
vs old and obese WT mice. aP < 0.05 and aaP < 0.005, WT vs

NLRP3−/− mice. c Representative images of centripetal concen-
tric LV hypertrophy and hematoxylin and eosin (H&E)-stained
section (left) of cardiac tissues from young and old WT and
NLRP3−/− mice and fed with HFD. All data are presented as
means ± SEM, n = 6 mice
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showed that NLRP3 is associated with damage induced
by the hypercaloric diet during aging by improving
lifespan and healthspan by modifying several of the
hallmarks of aging. Our results provide evidence that
NLRP3 deficiency can increase longevity and
healthspan despite the effect of the hypercloric diet.
NLRP3−/− mice fed with HFD showed no weight gain.
This observation is difficult to explain; however, this
could be associated with the activation of metabolic
parameters such as AMPK which, therefore counteracts
diabetes, obesity and aging (López-Otín et al., 2016).

However, NLRP3−/− mice fed with a normal diet
showed a similar weight gain compared to WT mice.
These findings could show that the protective effect of
NLRP3 deficiency is not related to obesity during aging
but with downstream effectors that arise from the intake
of HFD and induce IL-1β and IL-18 after NLRP3-
inflammasome activation. Therefore, this could also be
mediated by several of the metabolic changes associated
with obesity and aging such as increased glucose toler-
ance, reduced leptin, increased adiponectin, and regula-
tion of dyslipidemia typically linked to inflammaging

Fig. 4 Changes in the SIRT-1, mTOR, and autophagy pathway
observed in cardiac tissues of young and old mice and the effect of
HFD. Densitometric analysis with representative western blot
showing mTOR, SIRT-1, and autophagic flux by LC3 and p62
expression in the heart of aged and obese NLRP3−/− mice

compared to WT. Apoptosis levels were determined by Bcl-2
and BAX proteins. Densitometric analysis are presented as means
± SEM, n = 6mice; *P < 0.05; **P < 0.01; ***P < 0.001 young vs
old mice. aaP < 0.01; aaaP < 0.001, WT vs NLRP3−/− mice
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(Latz & Duewell, 2018). Insulin hypersensitivity has
been previously described as a key phenotype of the
NLRP3-deficient mouse (Haneklaus & O'Neill, 2015).
Our study showed that this insulin hypersensitivity is
maintained throughout the life of the mouse. Recently,
insulin sensitivity was associated with visceral fat and
this visceral fat with inflammation (Bennis et al., 2017;
Fang et al., 2017). In this regard, long-life visceral fat
transplantation has been shown to improve insulin sen-
sitivity (Bennis et al., 2017; Fang et al., 2017). Insulin
hypersensitivity of NLRP3 KO mice may be associated
with the reduction of inflammasome-related cytokines.
Furthermore, despite the differential level of another
cytokine such as TNF-α in WT and NLRP3−/−, the
NLRP3 ablation also showed an increase in TNF-α.
This result supports the known role of low-grade in-
flammation in obesity and aging (López-Otín et al.,
2016).

Our results can also be associated with the observed
changes in nutrient sensing pathways such as reduced
levels of IGF-1, decreased mTOR phosphorylation, in-
creased expression of SIRT-1, and improved autophagy
proteins that are described as metabolic “longevity reg-
ulatory” pathways (López-Otín et al., 2016; Finkel,
2015). Despite the contradictory protective role of
IGF-1, the data suggests that low serum levels of IGF-
1 are the end product of reduced insulin/IGF-1 signaling
that prolongs lifespan in both invertebrates and verte-
brates, and agree with the demonstrated longevity of
animals with reduced IGF pathway activity such as
Ames dwarf mice (Finkel, 2015; Fontana et al., 2012).
In addition, low levels of IGF-1 in the early period of life
are associated with a greater capacity for cell DNA
repair (Podlutsky et al., 2017); these levels during the
early period will be associated with the improvement of
life- and healthspan (Ashpole et al., 2017), which could
be associated with the protective effect during aging of
the reduced levels of IGF-1 from 3months age observed
in NLRP3 KO mice.

It has been shown that the genetic and pharmacolog-
ical inhibition of mTOR, a serine-threonine kinase that
functions as an intracellular energy sensor, extends the
lifespan in a wide range of organisms (Wu et al., 2013b;
Cordero et al., 2018). Since it is known that mTOR
inhibition induces autophagy, NLRP3 deficiency also
showed high quality of autophagy in obese and aged
mice, showing a maintained autophagy throughout the
life of the mouse despite the hypercaloric diet with
respect to our previous data that showed the effect of

NLRP3 inhibition on autophagy after short-term
hypercaloric diet (Pavillard et al., 2017).

Cardiac aging is characterized by the presence of
hypertrophy, fibrosis, dysfunctional mitochondria, and
compromised autophagy, and obesity causes premature
cardiac aging (North & Sinclair, 2012b). In this sense,
because autophagy and autophagic flux decrease in
cardiac tissues during aging, a stimulation of autophagy
would improve cardiac function by removing accumu-
lated cellular content. Our results show that NLRP3
ablation can reduce p62/SQSTM1 and increase levels
of autophagic flux in cardiac tissues in obese and aged
mice. This mechanism could be key in improving the
longevity and healthspan induced by the inhibition of
NLRP3 in obese mice during aging with similar strate-
gies used to improve the extension of lifespan and
healthspan by demonstrated anti-aging interventions
such as rapamycin, caloric restriction metformin, or
resveratrol, which have two common mechanisms: an
improvement of autophagy and NLRP3-inflammasome
inhibition (Cordero et al., 2018). Furthermore, obesity
has also been associated with endothelial dysfunction
with a clear inflammatory component (Csipo et al.,
2018; Fulop et al., 2018). Weight loss was shown to
reverse microvascular endothelial dysfunction (Csipo
et al., 2018). Because NLRP3 has previously been re-
lated to endothelial dysfunction (Zhang et al., 2017), our
data may be consistent with the possibility that NLRP3
inhibition prevents endothelial dysfunction related to
age and obesity.

We recognize several limitations of this study. Au-
tophagy has been studied using tissues, so an in vitro
model design of the effect of HFD in cells during aging
could help study the molecular mechanism of the au-
tophagy response observed by us. In addition, the iden-
tification of autophagosome by electron microscopy
would also help the interpretation of autophagy. We also
recognize the limitations of using only male mice, so the
study of female mice will be a very interesting gender
effect.

In conclusion, our findings suggest that NLRP3 de-
ficiency attenuates the deleterious effects of obesity
during aging by preventing metabolic and cardiac aging
and prolongs the lifespan in male obese mice. For this,
the ablation of NLRP3 improves the metabolic charac-
teristics related to hypercaloric diets during aging, such
as glucose tolerance, lipid metabolism, and leptin/
adiponectin, and modulate IGF-1 signaling and mTOR
pathway improving autophagic flux. Our study shows a
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central role of NLRP3 in the modulation of several
metabolic effects of a lifestyle associated with a
hypercaloric diet during aging that represents a highly
prevalent lifestyle on the industrialized countries. Ac-
cordingly, NLRP3 offers a promising target for the
prevention of the metabolic consequences of an un-
healthy diet during aging.
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