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Abstract
Innate immune responses are the host's first line of defense against human immunodeficiency virus type 1 (HIV-1) infection, with pat-
tern recognition receptors detecting viral specific pathogen-associatedmolecular patterns and initiating antiviral responses. In response
to HIV-1 nucleic acids or proteins, some pattern recognition receptors have the ability to assemble a large multiprotein complex called
the inflammasome, which triggers pro-inflammatory cytokine release and a form of lytic programmed cell death called pyroptosis.
Here, we review our current understanding of the mechanism of the inflammasome in sensing HIV-1 infection. Furthermore, we dis-
cuss the contribution of inflammasome activation in HIV-1 pathogenesis as well as potential strategies of targeting inflammasome ac-
tivation for the treatment of HIV-1 infection.
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Introduction

The innate immune system uses germline-encoded pattern recogni-
tion receptors that detect distinct conservedmicrobial structures or
activities to defend against infection.[1,2] A set of pattern recognition
receptors initiates the assembly of a multiprotein signaling complex
called the inflammasome.After detectionofmicrobial products or cyto-
solic danger signals,most canonical inflammasome sensors oligomerize
and recruit an adaptor protein called apoptosis-associated speck-like
protein containing CARD (ASC). This results in the formation of
inflammasome specks, within which ASC recruits and activates
the inflammatory caspase-1. Subsequently, active caspase-1 promotes
processing and secretion of pro-inflammatory cytokines interleukin
(IL)-1β and IL-18. Active caspase-1 also cleaves gasderminD, leading
to pyroptosis, a type of programmed cell death.[3,4]

Several inflammasome sensors have been directly or indirectly
implicated in the response to human immunodeficiency virus type
1 (HIV-1) infection, such as NOD-like receptor (NLR) family pyrin
domain-containing 3 (NLRP3), interferon inducible protein 16 (IFI16),
and caspase recruitmentdomain familymember8 (CARD8).[5–7]How-
ever, the specific contribution of each inflammasome to HIV-1 patho-
genesis and treatment is still poorly understood. In this review,
we summarize potential mechanisms of inflammasome activation
during the course of HIV-1 infection. Furthermore, we discuss
the critical role of inflammasome activation inHIV-1 pathogenesis
and its therapeutic implications.
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Inflammasome sensing of HIV-1

CD4+ T cell loss during chronic HIV-1 infection is a hallmark of
acquired immunodeficiency syndrome (AIDS) progression. The
molecular mechanisms of CD4+ T cell depletion during HIV-1 infec-
tion are not fully understood. It is generally believed that chronic im-
mune activation, rather than viral protein cytotoxicity, causesCD4+T
cell loss and HIV-1 pathogenesis.[8–10] Moreover, several species of
African nonhuman primates do not experience CD4+ T cell depletion
despite chronic infectionwith simian immunodeficiency viruses (SIVs)
and high levels of viral replication. One explanation for the resistance
of natural SIV hosts to SIV-associated CD4+ T cell loss may be that
they do not develop features of chronic immune activation.[11–13]

However, themechanisms throughwhich chronic immune activation
may be linked to CD4+ T cell depletion have not been elucidated.
Notably, one study showed that abortive HIV infection triggers
pyroptosis of resting CD4+ T cells, contributing toHIV-1 pathogenesis
by depletion of most CD4+ T cells.[14] Inflammasome activation also
leads to the release of certain cytokines that may contribute to chronic
immune activation,[15,16] although whether this plays a role in the pro-
gression to AIDS remains to be determined. Furthermore, what role
the inflammasome plays in adaptive immune responses duringHIV-1
infection warrants further study.

Recent studies have identified cytosolic inflammasome sensors
that recognize nucleic acids and protein components associatedwith
or generated fromHIV-1 infection. The inflammasome sensors cur-
rently known to be involved in HIV-1 infection include NLRP3,
IFI16, CARD8, and other inflammasomes [Table 1, Figure 1].
Sensing of HIV-1 through NLRP3

NLRP3 is one of the most broadly studied inflammasome sensors
and has the potential to sense a diverse set of ligands. The NLRP3
inflammasome may be activated by various stimuli including cy-
tosolic K+ efflux, cytosolic Ca2+ influx, or mitochondrial reac-
tive oxygen species (ROS).[33] NLRP3 inflammasome activation
results in caspase-1–dependent IL-1β and IL-18 secretion, as well
as gasdermin D–mediated pyroptosis [Figure 1].[3,33,34]
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Table 1: Inflammasome sensor for HIV-1

Sensor Ligand (activator) Cell type Refs

NLRP3 HIV-1 RNA, ROS PBMC 17
NLRP3 HIV-1 RNA, ROS PBMC, DCs 18
NLRP3 HIV-1 RNA, ROS Microglia, MDM 19,20
NLRP3 HIV-1 Vpu, K+ efflux MDM 21
NLRP3 HIV-1 gp120 Microglia 22,23
NLRP3 HIV-1 Tat Microglia 24
NLRP3 HIV-1 Vpr Microglia 25
NLRP3 ROS CD4+ T 26,27
IFI16 HIV-1 incomplete reverse transcripts Tonsil CD4+ T 28
CARD8 HIV-1 protease CD4+ T, MDM 29
NLRP1 Unknown PBMC 30,31
NLRC4 HIV-1 gp41 DCs, MDM 21
AIM2 Unknown PBMC 30,32

NLRP3: NLR family pyrin domain-containing protein 3; IFI16: Interferon-inducible protein 16; CARD8:
Caspase recruitment domain family member 8; NLRP1: NLR family pyrin domain-containing protein 1;
NLRC4: NLR family CARD domain-containing protein 4; AIM2: Absent in melanoma 2; HIV-1: Human im-
munodeficiency virus type 1; ROS: Reactive oxygen species; PBMC: Peripheral blood mononuclear cell;
DC: Dendritic cells; MDM: Monocyte-derived macrophage.
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NLRP3 inflammasome activation by HIV-1 in monocytes and
macrophages has been thoroughly studied. It has been proposed
that viral RNA may trigger NLRP3 inflammasome activation. In
addition, previous studies suggest that HIV-1 infection promotes
pro–IL-1β expression via Toll-like receptor 8 and then induces
IL-1β production through the NLRP3 inflammasome in mono-
cytes, macrophages, and microglia cells.[17,19,20] More recently, it
has also been reported that transfection of dendritic cells or periph-
eral blood mononuclear cells with HIV-1 single-stranded RNA
(ssRNA) results in protein kinase R activation and downstream
IL-1β production via NLRP3 inflammasome activation.[18] These
studies suggest that HIV-1 RNA may trigger the generation of
ROS or the release of protease cathepsin B through different mech-
anisms, contributing to NLRP3 activation. However, the specific
HIV-1 transcript required for NLRP3 inflammasome activation
during HIV-1 infection still remains unclear. It should also be noted
that transfection of ssRNAmay have limited in vivo relevance, as it
is different from natural HIV infection that ssRNA is typically not
exposed in the incoming viral particle because of protection by the
capsid coating.[35,36] In addition, HIV-1 infection triggers NLRP3
and NAIP/NLRC4 inflammasome activation in monocyte-derived
macrophages.[21] This suggests that IL-1β induction by HIV-1 viral
protein U is regulated through the NLRP3 inflammasome, whereas
IL-18 release by HIV-1 envelope glycoprotein gp41 is regulated via
the NAIP/NLRC4 inflammasome.[21] Furthermore, many studies
have reported NLRP3 inflammasome activation in microglia,
which has been implicated in HIV-1–associated neurocognitive
disorders.Multiple viral proteins have been described forNLRP3 in-
flammasome activation in microglia, including envelope glycoprotein
gp120, transactivator of transcription (Tat), and viral protein R.[22–25]

For instance, transfection of HIV-gp120 or Tat into microglia triggers
NLRP3 activation and IL-1β production. Gp120mediates NF-κB acti-
vation, which upregulates NLRP3 and pro–IL-1β levels, which in turn
activates the NLRP3 inflammasome through K+ efflux. By contrast,
Tat activates NLRP3 by inhibiting miR-223 degradation of NLRP3.

Although HIV-1 can infect macrophages and microglia, which
are associated with neurocognitive disorders,[37–40] CD4+ T cells are
the major targets of HIV-1 infection. Importantly, resting memory
CD4+ T cells make up the latent reservoir during HIV-1 infection.[41]

Several previous studies have provided evidence in support ofNLRP3
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inflammasome activation in CD4+ T cells during chronic HIV infec-
tion.[26,27] It has recently been reported that NLRP3 inflamma-
some activation plays a critical role in mediating the loss of
CD4+T cells in people living with HIV (PLHIV).[27] In this study,
Zhang et al.[27] evaluated active caspase-1 and caspase-3 level in
CD4+T cells fromHIV-negative individuals, PLHIVwho are viremic,
PLHIV on antiretroviral therapy, and elite controllers. They observed
that both apoptosis and pyroptosis occurred in CD4+ T cells from
PLHIV. More importantly, the authors demonstrated the contribu-
tion of the NLRP3 inflammasome to pyroptosis of CD4+ T cells
through ROS production, which is a predominant pathway for CD4+

T cell loss during chronic HIV-1 infection.
Together, these studies reveal that the NLRP3 inflammasome is

activated in HIV-1 targeted cells; however, exactly how NLRP3
senses HIV-1 and the key host factors that regulate NLRP3 activa-
tion in response to HIV-1 infection remain to be fully elucidated.

Sensing of HIV-1 through IFI16

IFI16 is a member of the interferon-inducible PYHIN protein
family and includes a pyrin domain and twoDNA-binding hemato-
poietic interferon-inducible nuclear (HIN) domains [Figure 1].[42]

IFI16 has been described to act as a restriction factor for viral DNA
by inducing STING-dependent interferon production, resulting in re-
striction of DNA virus and lentivirus replication.[42,43] IFI16 has also
been reported as an inflammasome sensor that can sense viral
DNA, leading to ASC-dependent inflammasome activation.[44,45]

InHIV-1, caspase-1 activation is implicated in cellular responses to
abortive HIV-1 infection in CD4+ T cells in secondary lymphoid tis-
sues, indicating that inflammasome signaling plays an important role
in CD4+ T cell loss and progression to AIDS. It has been proposed
that, in abortive HIV-1 infection of quiescent tonsillar CD4+ T cells,
incomplete HIV-1 reverse transcription products accumulate and
are sensed by IFI16, which triggers caspase-1 activation and pyropto-
sis [Figure 1].[14,28] However, IFI16 is unable to sense abortive HIV-1
infection in peripheral blood CD4+ T cells,[46] suggesting that other
mechanisms may be involved in capsase-1 activation by HIV-1 in
nonlymphoid resident CD4+ T cells. Notably, IFI16 can bind to and
inhibit Sp1, a host transcription factor, thus suppressing HIV-1 gene
expression.[47] Thus, further studies are warranted to elucidate the
confounding role of IFI16 inHIV-1 sensing and viral gene expression.

Sensing of HIV-1 through CARD8

CARD8 contains anN-terminal unstructured region followed by a
function-to-find domain and a caspase activation and recruitment
domain (CARD). CARD8 undergoes autoproteolytic processing
between the ZU5 (found in ZO-1 andUNC5) and UPA (conserved
inUNC5, PIDD, and ankyrins) subdomains of the function-to-find
domain, which results in two noncovalently associated polypeptide
chains: N terminal and C terminal fragments [Figure 1].[48,49] The
dipeptidyl peptidase 8/9 inhibitor Val-boroPro (VbP) was shown
to induce degradation of the N-terminal fragments in acute myeloid
leukima–derived cell lines in a proteasome-dependent manner.[50]

This results in the release of the C-terminal UPA-CARD domains
and formation of the CARD8 inflammasome. DPP9 suppresses
CARD8 activation through sequestration of the C-terminal fragment.
Treatment with VbP results in CARD8 inflammasome activa-
tion because VbP induces N-terminal degradation and inhibits
C-terminal fragment capture, resulting in disruption of the
DPP9-ternary complex.[51] Importantly, CARD8 has been shown
to play a role in inflammasome activation and pyroptosis of resting
CD4+ T cells through DPP9 inhibition.[52,53]
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Figure 1: Inflammasomesensor forHIV-1.NLR family pyrin domain–containingprotein 3 (NLRP3) encodes nucleotide-bindingdomain (NACHT)-, leucine-rich repeat
(LRR)-, and pyrin domain–containing protein 3. Human immunodeficiency virus type 1 ssRNA and gp120, Vpu, Vpr, and Tat protein are involved in triggering NLRP3
inflammasomeactivation by inducing cytosolic K+ efflux, cytosolic Ca2+ influx, ormitochondrial ROSproduction, resulting in ASC-dependent inflammasomeassembly
and caspase-1 activation. Interferon-inducible protein 16 (IFI16) contains a pyrin domain and two DNA-binding hematopoietic interferon-inducible nuclear (HIN)
domains. During abortive human immunodeficiency virus type 1 (HIV-1) infection, incomplete HIV-1 reverse transcripts are sensed by IFI16, leading to
ASC-dependent IFI16 inflammasome assembly, caspase-1 activation, and pyroptosis. Caspase recruitment domain containing protein 8 (CARD8) has an
N-terminal unstructured region followed by a FIIND and a CARD. The FIIND undergoes autoproteolytic processing between ZU5 (found in ZO-1 and UNC5) and
UPA (conserved in UNC5, PIDD, and ankyrins) subdomains, creating N-terminal and C-terminal fragments that remain noncovalently associated. HIV-1 protease
directly cleaves the N-terminus of CARD8, generating an unstable neo-N-terminus, resulting in proteasome-mediated degradation of CARD8 to release of the
bioactive C-terminal fragment and ASC-independent inflammasome assembly, leading to caspase-1 activation and pyroptosis. ASC: apoptosis-associated
speck-like protein containing CARD; CARD: caspase activation and recruitment domain; FIIND: function-to-find domain; ROS: reactive oxygen species; ssRNA:
single-stranded RNA; Tat: transactivator of transcription; Vpr: viral protein R; Vpu: viral protein U.
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We recently reported that HIV-1 protease can directly cleave
the N-terminus of CARD8, creating an unstable neo-N-terminus.
The neo-N-terminus is targeted for proteasomal degradation, upon
which the bioactive C-terminal fragment is released. This leads to in-
flammasome assembly, caspase-1 recruitment and activation, and
pyroptosis.[29] In HIV-1–infected cells, the viral protease re-
mains in an inactive state as a subunit of the Gag-Pol polyprotein
precursor. We found that premature activation of intracellular
HIV-1 protease by nonnucleoside reverse transcriptase inhibitors
(NNRTIs) triggers CARD8 inflammasome activation and medi-
ates killing of HIV-infected macrophages and CD4+ T cells.[29]

As HIV-1 protease directly activates CARD8 in both macro-
phages and CD4+ T cells, it will be of interest to investigate how
the host regulates CARD8 inflammasome activation and whether
natural HIV-1 infection can activate CARD8. Furthermore, unlike
the other inflammasome sensors that have been identified and
characterized in macrophages, burgeoning evidence shows that
the CARD8 inflammasome can be activated in T cells.[29,52,53] Fur-
ther studies are needed to better understand and compare the phys-
iological role of CARD8 in T cells and macrophages.
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Sensing of HIV-1 through other inflammasomes

Some studies have demonstrated that other inflammasomes might
also have an impact on HIV-1 infection, such as NLR family pyrin
domain–containing protein 1 (NLRP1), NLR family CARD domain-
containing 4 (NLRC4), and absent in melanoma 2 (AIM2). Several
groups have demonstrated that NLRP1 expression is associated
with CD4+ T cell loss.[30,31] NLRC4 has been reported to play a
role in dendritic cells from PLHIV and also in monocyte-derived
macrophages during HIV-1 infection.[21,54] Furthermore, increased
AIM2 expression has been reported in the course of HIV-1 infec-
tion.[30,32] Nonetheless, the strong supporting evidence for activa-
tion of these inflammasomes warrants further study of their action
during the course of HIV-1 infection.

Targeting the inflammasome for the treatment
of HIV-1 infection

Despite antiretroviral therapy (ART) effectively suppressingHIV-1
in PLHIV, ART cannot eliminate HIV-1–infected cells, allowing
lifelong persistence of HIV-1 latent reservoirs. This reservoir of
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latently infected resting CD4+ T cells is the major barrier to a func-
tional HIV cure.[41,55–57] Inspired by the results from animalmodel
studies and a few clinical cases of HIV cures, several strategies have
been proposed for HIV cure research, including cell and gene ther-
apy, targeting the provirus by enhancing the function of immune
cell.[58,59] One strategy for HIV-1 latent reservoir eradication called
“shock-and-kill,” involves induction ofHIV-1 expression using latency
reversing agents (LRAs), allowing latently infected cells to be exposed
to viral cytopathic effects or clearance by the immune system.[60,61]

However, LRAs alone are insufficient to induce cell death.[62–64]

Thus, additional approaches to eliminate the latent reservoir are
needed. We recently reported that targeting the CARD8 inflamma-
some may be a viable strategy to eliminate residual HIV-1–infected
cells. We showed that premature activation of intracellular HIV-1
protease by NNRTI triggers CARD8 sensing and pyroptosis of
HIV-infected macrophages and CD4+ T cells. In this study, we
targeted an immutable component of viral protease function, which
induced cell killing independent of apoptosis. More importantly, we
found that CARD8 can recognize all subtypes of HIV-1 despite
substantial viral diversity, which overcomes the challenge of the
breadth of adaptive immune responses since the adaptive immune
system only recognizes conserved epitopes.[29]

However, it is worth noting that there are at least two factors
that may affect the strategy of targeting the CARD8 inflamma-
some. First, cells harboring transcriptionally silent HIV-1 do not
express Gag-Pol, so potent LRAs are required to induce viral gene
expression. Second, the clinically relevant concentration of NNRTIs
may be suboptimal to trigger cell killing. Thus, more potent Gag-Pol
dimerizers or drugs for sensitization of the CARD8 inflammasome
are needed for this strategy. Based on this concept, our group re-
cently found that DPP9 inhibition reduces the threshold concentra-
tion of NNRTIs needed to trigger pyroptosis in HIV-infected cells.[65]

Anothermajorobstacle for targeting the inflammasome for the treatment
of HIV-1 infection is cytokine release during inflammasome activation.
However, it is generally accepted that CD4+ T cells do not secrete the in-
flammatory cytokines IL-1β or IL-18. Moreover, the frequency of la-
tently infected CD4+ T cells of PLHIV on ART is approximately 1
in 105 to 108 total CD4+ T cells.[66] Thus, CARD8-mediated pyrop-
tosis of HIV-1–infected CD4+ T cells in PLHIV is not likely to cause
excessive inflammation. Nonetheless, cytokine secretion of tissue
macrophage reservoirs of HIV should be considered.[67]

It has been shown that targeting caspase-1 via specific inhibitor
VX-765 can prevent lymphoid CD4+ T cell death, suggesting that
blocking pyroptosis may be a therapeutic option to prevent CD4+

T cell loss.[14] In addition, becauseNLRP3 inflammasome activation
in microglia has been implicated in HIV-1–associated neurocogni-
tive disorders and other related complications, the development of
therapeutic strategies aimed at targeting the NLRP3 inflammasome
may be a promising direction to alleviate chronic inflammation.
Conclusion

Much has been learned about the interface between the inflamma-
some and HIV-1 infection in the past few years. This information
demonstrates the role of inflammasome activation in HIV-1 patho-
genesis and treatment. Nonetheless, several fundamental questions
have yet to be answered. For instance, the exact ligand and mecha-
nisms that activate NLRP3- and IFI16-mediated inflammasomes
and which cell types they function within are still unknown.
Moreover, more detailed studies are necessary to elucidate the
mechanisms that regulate inflammasome functions. Investigating
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these questions will be key to informing the development of therapeu-
tic strategies for the management and prevention of HIV-1 infection.

Acknowledgments

The authors thankKolin Clark and JoshKim for proofreading and
discussion.

Funding

This work was supported by the NIH grant R01AI162203.

Conflicts of Interest

None.

References

[1] JanewayCA Jr,MedzhitovR. Innate immune recognition. AnnuRev Immunol
2002;20:197–216. doi:10.1146/annurev.immunol.20.083001.084359.

[2] Brubaker SW, BonhamKS, Zanoni I, et al. Innate immune pattern recognition:
a cell biological perspective. Annu Rev Immunol 2015;33:257–290. doi:10.
1146/annurev-immunol-032414-112240.

[3] Broz P, Dixit VM. Inflammasomes: mechanism of assembly, regulation and
signalling. Nat Rev Immunol 2016;16(7):407–420. doi:10.1038/nri.2016.58.

[4] Man SM, Karki R, Kanneganti TD. Molecular mechanisms and functions
of pyroptosis, inflammatory caspases and inflammasomes in infectious
diseases. Immunol Rev 2017;277(1):61–75. doi:10.1111/imr.12534.

[5] JinX,ZhouR,HuangY.Roleof inflammasomes inHIV-1 infectionandtreatment.
Trends Mol Med 2022;28(5):421–434. doi:10.1016/j.molmed.2022.02.010.

[6] Ekabe CJ, Clinton NA, Kehbila J, et al. The role of inflammasome
activation in early HIV infection. J Immunol Res 2021;2021:1487287.
doi:10.1155/2021/1487287.

[7] Leal VNC, Reis EC, Pontillo A. Inflammasome in HIV infection: lights and
shadows.Mol Immunol 2020;118:9–18. doi:10.1016/j.molimm.2019.12.001.

[8] Douek DC, Picker LJ, Koup RA. T cell dynamics in HIV-1 infection. Annu Rev
Immunol 2003;21:265–304. doi:10.1146/annurev.immunol.21.120601.141053.

[9] McCune JM. The dynamics of CD4+ T-cell depletion in HIV disease.
Nature 2001;410(6831):974–979. doi:10.1038/35073648.

[10] Okoye AA, Picker LJ. CD4(+) T-cell depletion in HIV infection: mechanisms of
immunological failure. ImmunolRev2013;254(1):54–64.doi:10.1111/imr.12066.

[11] Chahroudi A, Bosinger SE, Vanderford TH, et al. Natural SIV hosts:
showing AIDS the door. Science 2012;335(6073):1188–1193. doi:10.1126/
science.1217550.

[12] Silvestri G, Sodora DL, Koup RA, et al. Nonpathogenic SIV infection of
sooty mangabeys is characterized by limited bystander immunopathology
despite chronic high-level viremia. Immunity 2003;18(3):441–452. doi:
10.1016/s1074-7613(03)00060-8.

[13] Sodora DL, Allan JS, Apetrei C, et al. Toward an AIDS vaccine: lessons
from natural simian immunodeficiency virus infections of African nonhuman
primate hosts. Nat Med 2009;15(8):861–865. doi:10.1038/nm.2013.

[14] Doitsh G, Galloway NL, Geng X, et al. Cell death by pyroptosis drives
CD4 T-cell depletion in HIV-1 infection. Nature 2014;505(7484):509–514.
doi:10.1038/nature12940.

[15] Deets KA, Vance RE. Inflammasomes and adaptive immune responses.
Nat Immunol 2021;22(4):412–422. doi:10.1038/s41590-021-00869-6.

[16] Linder A, Hornung V. Inflammasomes in T cells. J Mol Biol 2022;434(4):
167275. doi:10.1016/j.jmb.2021.167275.

[17] Guo H, Gao J, Taxman DJ, et al. HIV-1 infection induces interleukin-1β
production via TLR8 protein-dependent and NLRP3 inflammasome
mechanisms in human monocytes. J Biol Chem 2014;289(31):21716–21726.
doi:10.1074/jbc.M114.566620.

[18] Stunnenberg M, van Hamme JL, Trimp M, et al. Abortive HIV-1 RNA induces
pro-IL-1β maturation via protein kinase PKR and inflammasome activation in
humans. Eur J Immunol 2021;51(10):2464–2477. doi:10.1002/eji.202149275.

[19] Campbell GR, To RK, Hanna J, et al. SARS-CoV-2, SARS-CoV-1, and
HIV-1 derived ssRNA sequences activate the NLRP3 inflammasome in human
macrophages through a non-classical pathway. iScience 2021;24(4):102295.
doi:10.1016/j.isci.2021.102295.

[20] Rawat P, Teodorof-Diedrich C, Spector SA. Human immunodeficiency
virus Type-1 single-stranded RNA activates the NLRP3 inflammasome
and impairs autophagic clearance of damaged mitochondria in human
microglia. Glia 2019;67(5):802–824. doi:10.1002/glia.23568.

http://www.idi-cma.org


Wang et al., Infectious Diseases & Immunity 2022; 2(4) www.idi-cma.org
[21] Triantafilou K, Ward CJK, Czubala M, et al. Differential recognition of
HIV-stimulated IL-1β and IL-18 secretion through NLR and NAIP
signalling in monocyte-derived macrophages. PLoS Pathog 2021;17(4):
e1009417. doi:10.1371/journal.ppat.1009417.

[22] Walsh JG, Reinke SN, Mamik MK, et al. Rapid inflammasome activation
in microglia contributes to brain disease in HIV/AIDS. Retrovirology
2014;11:35. doi:10.1186/1742-4690-11-35.

[23] HeX, YangW, ZengZ, et al. NLRP3-dependent pyroptosis is required for
HIV-1 gp120-induced neuropathology. Cell Mol Immunol 2020;17(3):
283–299. doi:10.1038/s41423-019-0260-y.

[24] Chivero ET, GuoML, Periyasamy P, et al. HIV-1 Tat primes and activates
microglial NLRP3 inflammasome-mediated neuroinflammation. J Neurosci
2017;37(13):3599–3609. doi:10.1523/JNEUROSCI.3045-16.2017.

[25] Mamik MK, Hui E, Branton WG, et al. HIV-1 viral protein R activates
NLRP3 Inflammasome in microglia: implications for HIV-1 associated
Neuroinflammation. J Neuroimmune Pharmacol 2017;12(2):233–248.
doi:10.1007/s11481-016-9708-3.

[26] Bandera A, Masetti M, Fabbiani M, et al. The NLRP3 Inflammasome is
upregulated in HIV-infected antiretroviral therapy–treated individuals
with defective immune recovery. Front Immunol 2018;9:214. doi:10.
3389/fimmu.2018.00214.

[27] Zhang C, Song JW, Huang HH, et al. NLRP3 inflammasome induces
CD4+ T cell loss in chronically HIV-1-infected patients. J Clin Invest 2021;
131(6):e138861. doi:10.1172/JCI138861.

[28] Monroe KM, Yang Z, Johnson JR, et al. IFI16 DNA sensor is required for
death of lymphoid CD4 T cells abortively infected withHIV. Science 2014;
343(6169):428–432. doi:10.1126/science.1243640.

[29] Wang Q, Gao H, Clark KM, et al. CARD8 is an inflammasome sensor for
HIV-1 protease activity. Science 2021;371(6535):eabe1707. doi:10.1126/
science.abe1707.

[30] FeriaMG, TabordaNA, Hernandez JC, et al. HIV replication is associated
to inflammasomes activation, IL-1β, IL-18 and caspase-1 expression in
GALT and peripheral blood. PLoS One 2018;13(4):e0192845. doi:10.
1371/journal.pone.0192845.

[31] Xu J, Pan J, Liu X, et al. Landscape of T cells transcriptional and metabolic
modules during HIV infection based on weighted gene co-expression network
analysis. Front Genet 2021;12:756471. doi:10.3389/fgene.2021.756471.

[32] Atluri VS, Pilakka-Kanthikeel S, Garcia G, et al. Effect of cocaine on HIV
infection and Inflammasome gene expression profile in HIV infected
macrophages. Sci Rep 2016;6:27864. doi:10.1038/srep27864.

[33] Swanson KV, Deng M, Ting JP. The NLRP3 inflammasome: molecular
activation and regulation to therapeutics. Nat Rev Immunol 2019;19(8):
477–489. doi:10.1038/s41577-019-0165-0.

[34] Munoz-Planillo R, Kuffa P,Martinez-ColonG, et al. K(+) efflux is the common
trigger of NLRP3 inflammasome activation by bacterial toxins and particulate
matter. Immunity 2013;38(6):1142–1153. doi:10.1016/j.immuni.2013.05.016.

[35] Zila V, Margiotta E, Turonova B, et al. Cone-shaped HIV-1 capsids are
transported through intact nuclear pores. Cell 2021;184(4):1032–1046.
e18. doi:10.1016/j.cell.2021.01.025.

[36] Muller TG, Zila V, Peters K, et al. HIV-1 uncoating by release of viral
cDNA from capsid-like structures in the nucleus of infected cells. Elife
2021;10:e64776. doi:10.7554/eLife.64776.

[37] Heneka MT, McManus RM, Latz E. Inflammasome signalling in brain
function and neurodegenerative disease. Nat Rev Neurosci 2018;19(10):
610–621. doi:10.1038/s41583-018-0055-7.

[38] Wong ME, Jaworowski A, Hearps AC. The HIV reservoir in monocytes and
macrophages. Front Immunol 2019;10:1435. doi:10.3389/fimmu.2019.01435.

[39] Katuri A, Bryant J, Heredia A, et al. Role of the inflammasomes in HIV-
associated neuroinflammation and neurocognitive disorders. Exp Mol
Pathol 2019;108:64–72. doi:10.1016/j.yexmp.2019.03.008.

[40] Veenhuis RT, Abreu CM, Shirk EN, et al. HIV replication and latency in
monocytes and macrophages. Semin Immunol 2021;51:101472. doi:10.
1016/j.smim.2021.101472.

[41] Siliciano JD, Kajdas J, Finzi D, et al. Long-term follow-up studies confirm
the stability of the latent reservoir for HIV-1 in resting CD4+ T cells. Nat
Med 2003;9(6):727–728. doi:10.1038/nm880.

[42] UnterholznerL,Keating SE,BaranM, et al. IFI16 is an innate immune sensor for
intracellularDNA.Nat Immunol 2010;11(11):997–1004. doi:10.1038/ni.1932.

[43] JakobsenMR, Bak RO, Andersen A, et al. IFI16 senses DNA forms of the
lentiviral replication cycle and controls HIV-1 replication. Proc Natl Acad
Sci U S A 2013;110(48):E4571–E4580. doi:10.1073/pnas.1311669110.

[44] Johnson KE, Chikoti L, Chandran B. Herpes simplex virus 1 infection
induces activation and subsequent inhibition of the IFI16 and NLRP3
inflammasomes. J Virol 2013;87(9):5005–5018. doi:10.1128/JVI.00082-13.
252
[45] Kerur N, Veettil MV, Sharma-Walia N, et al. IFI16 acts as a nuclear
pathogen sensor to induce the inflammasome in response to Kaposi
sarcoma-associated herpesvirus infection. Cell Host Microbe 2011;9(5):
363–375. doi:10.1016/j.chom.2011.04.008.

[46] Munoz-Arias I, Doitsh G, Yang Z, et al. Blood-derived CD4 T cells
naturally resist Pyroptosis during abortive HIV-1 infection. Cell Host
Microbe 2015;18(4):463–470. doi:10.1016/j.chom.2015.09.010.

[47] Hotter D, BossoM, Jonsson KL, et al. IFI16 targets the transcription factor
Sp1 to suppress HIV-1 transcription and latency reactivation. Cell Host
Microbe 2019;25(6):858–872.e13. doi:10.1016/j.chom.2019.05.002.

[48] D'Osualdo A,Weichenberger CX,Wagner RN, et al. CARD8 andNLRP1
undergo autoproteolytic processing through a ZU5-like domain. PLoS
One 2011;6(11):e27396. doi:10.1371/journal.pone.0027396.

[49] Finger JN, Lich JD, Dare LC, et al. Autolytic proteolysis within the function to
find domain (FIIND) is required for NLRP1 inflammasome activity. J Biol
Chem 2012;287(30):25030–25037. doi:10.1074/jbc.M112.378323.

[50] JohnsonDC,TaabazuingCY,OkondoMC, et al.DPP8/DPP9 inhibitor-induced
pyroptosis for treatment of acute myeloid leukemia. Nat Med 2018;24(8):
1151–1156. doi:10.1038/s41591-018-0082-y.

[51] Sharif H, Hollingsworth LR, Griswold AR, et al. Dipeptidyl peptidase 9
sets a threshold for CARD8 inflammasome formation by sequestering its
active C-terminal fragment. Immunity 2021;54(7):1392–1404.e10. doi:
10.1016/j.immuni.2021.04.024.

[52] Linder A, Bauernfried S, Cheng Y, et al. CARD8 inflammasome activation
triggers pyroptosis in human T cells. EMBO J 2020;39(19):e105071. doi:
10.15252/embj.2020105071.

[53] Johnson DC, Okondo MC, Orth EL, et al. DPP8/9 inhibitors activate the
CARD8 inflammasome in resting lymphocytes. Cell Death Dis 2020;11
(8):628. doi:10.1038/s41419-020-02865-4.

[54] Dos Reis EC, Leal VNC, Soares J, et al. Flagellin/NLRC4 pathway rescues
NLRP3-Inflammasome defect in dendritic cells fromHIV-infected patients:
perspective for new adjuvant in immunocompromised individuals. Front
Immunol 2019;10:1291. doi:10.3389/fimmu.2019.01291.

[55] ChunTW, Stuyver L,Mizell SB, et al. Presence of an inducibleHIV-1 latent
reservoir during highly active antiretroviral therapy. Proc Natl Acad Sci U
S A 1997;94(24):13193–13197. doi:10.1073/pnas.94.24.13193.

[56] Finzi D, Hermankova M, Pierson T, et al. Identification of a reservoir for
HIV-1 in patients on highly active antiretroviral therapy. Science 1997;
278(5341):1295–1300. doi:10.1126/science.278.5341.1295.

[57] Wong JK,HezarehM, GunthardHF, et al. Recovery of replication-competent
HIV despite prolonged suppression of plasma viremia. Science 1997;
278(5341):1291–1295. doi:10.1126/science.278.5341.1291.

[58] Deeks SG, Archin N, Cannon P, et al. Research priorities for an HIV cure:
international AIDS society global scientific strategy 2021. Nat Med 2021;
27(12):2085–2098. doi:10.1038/s41591-021-01590-5.

[59] Ward AR, Mota TM, Jones RB. Immunological approaches to HIV cure.
Semin Immunol 2021;51:101412. doi:10.1016/j.smim.2020.101412.

[60] Archin NM, Liberty AL, Kashuba AD, et al. Administration of vorinostat
disrupts HIV-1 latency in patients on antiretroviral therapy. Nature 2012;
487(7408):482–485. doi:10.1038/nature11286.

[61] Deeks SG. HIV: Shock and kill. Nature 2012;487(7408):439–440. doi:10.
1038/487439a.

[62] ClaytonKL,CollinsDR, Lengieza J, et al. Resistance ofHIV-infectedmacrophages
to CD8(+) T lymphocyte-mediated killing drives activation of the immune
system. Nat Immunol 2018;19(5):475–486. doi:10.1038/s41590-018-0085-3.

[63] Deng K, Pertea M, Rongvaux A, et al. Broad CTL response is required to
clear latent HIV-1 due to dominance of escape mutations. Nature 2015;
517(7534):381–385. doi:10.1038/nature14053.

[64] Kim Y, Anderson JL, Lewin SR. Getting the "kill" into "shock and kill":
strategies to eliminate latent HIV. Cell Host Microbe 2018;23(1):14–26.
doi:10.1016/j.chom.2017.12.004.

[65] ClarkK,WangQ, ShanL.CARD8 inflammasome sensitization throughDPP9
inhibition enhances NNRTI-triggered killing of HIV-1-infected cells. BioRxiv.
2022. doi:10.1101/2021.09.01.458624. Preprint.

[66] MassanellaM, Richman DD.Measuring the latent reservoir in vivo. J Clin
Invest 2016;126(2):464–472. doi:10.1172/JCI80567.

[67] Kim JG, Shan L. Beyond Inhibition: A Novel Strategy of Targeting HIV-1
Protease to Eliminate Viral Reservoirs. Viruses 2022;14(6):1179. doi:10.
3390/v14061179.

Edited By Haijuan Wang

How to cite this article: Wang Q, Shan L. Inflammasomes in human immunodefi-
ciency virus type 1 infection. Infect Dis Immun 2022;2(4):248–252. doi: 10.1097/
ID9.0000000000000070

http://www.idi-cma.org

