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It is now well established that intra-articular deposition of endogenous particulates, such 
as osteoarthritis-associated basic calcium phosphate crystals, gout-associated monoso-
dium urate crystals, and calcium deposition disease-associated calcium pyrophosphate 
crystals, contributes to joint destruction through the production of cartilage-degrading 
enzymes and pro-inflammatory cytokines. Furthermore, exogenous wear-debris parti-
cles, generated from prosthetic implants, drive periprosthetic osteolysis which impacts 
on the longevity of total joint replacements. Over the last few years, significant insight has 
been gained into the mechanisms through which these particulates exert their effects. 
Not only has this increased our understanding of the pathological processes associated 
with crystal deposition but it has also led to the identification of a number of therapeutic 
targets to treat particulate-associated disease. In this review, we discuss recent devel-
opments regarding the cellular events triggered by joint-associated particulates, as well 
as future directions in therapy for particulate-related arthropathies.
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inTRODUCTiOn

Immune responses driven by microparticles are implicated in the pathogenesis of a number of inflam-
matory diseases, including atherosclerosis, silicosis, and asbestosis (1). In the joint, endogenous 
crystals, including uric acid and calcium-containing crystals, are formed as a result of dysregulated 
metabolic processes. These particulates are associated with gout, calcium pyrophosphate deposi-
tion (CPPD) disease, and osteoarthritis (OA), and a number of studies have demonstrated that 
they contribute to synovial inflammation, cartilage destruction, and subchondral bone remodeling  
(2–5). In cases of severe joint degeneration, total joint replacement (TJR) is the only remaining 
option to improve pain and ambulation in patients. However, the gradual wear of orthopedic 
implants over time results in the generation of particulate matter derived from various components 
of the prosthesis. The presence of these particles is associated with periprosthetic osteolysis which 
is characterized by inflammation and osteoclastic resorption of bone surrounding the implant  
(6, 7). Examination of the cell types and pathways activated following crystal deposition has shed 
light on the pathogenesis of crystal-related arthropathies and peri-implant inflammation, all of 
which are steadily becoming more prevalent as the lifespan of the general population increases. 
In this review, we discuss the molecular mechanisms underlying particulate matter-induced inflam-
matory and catabolic processes in the joint. We also highlight potential therapeutic targets for  
the treatment of particulate matter-induced inflammation.
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MOnOSODiUM URATe (MSU)  
CRYSTALS AnD GOUT

Gout is a chronic inflammatory disease characterized by high 
serum urate concentrations (>6.8 mg/dL) which in turn leads to 
MSU crystal deposition in joints and peri-articular tissues. While  
genetic and environmental factors contribute to the develop-
ment of hyperuricaemia, the underexcretion of urate by specia-
lized transporters in the gastrointestinal tract and kidney is 
considered a leading cause of elevated serum urate levels (8, 9). 
The precise mechanism(s) leading to MSU-crystal formation is 
not entirely understood; however, peripheral temperature, tissue  
pH, and synovial fluid components are all thought to play a con-
tributory role when serum urate levels exceed maximal solubility. 
Clinical features of gout include acute inflammatory flares that 
tend to resolve spontaneously and, if untreated, can eventually 
advance to chronic gouty arthritis which is characterized by 
chronic inflammation and the formation of granulomatous lesions,  
known as tophi (10–12). Current treatments include urate lower-
ing drugs, NSAID administration, and dietary modification; 
however, ongoing research into the mechanisms surrounding 
MSU crystal-induced cell activation has led to the identification 
of a number of novel targets that may also limit inflammation.

Monosodium urate crystals induce matrix metalloprotease 
(MMP) expression by chondrocytes (13), prostaglandin, and 
CCL2 production by fibroblasts and synoviocytes (14) and 
TGFβ1, IL-6, tumor necrosis factor (TNF)-α, and IL-8 secretion 
by monocytes (15–17). However, the acute joint inflammation 
observed during flare-ups is primarily driven by macrophage 
derived IL-1β, via activation of NOD-like receptor related pro-
tein 3 (NLRP3). MSU crystals are, therefore, classified as “danger 
signals” and, together with extracellular ATP and CPPD crystals, 
were the first endogenous activators of NLRP3 identified (18). 
Persistent NLRP3 activation has been linked to the pathogenesis 
of a number of inflammatory diseases and has been reviewed in 
detail elsewhere (19, 20). Briefly, activation of NLRP3 results in 
the assembly of a large multiprotein complex called the inflam-
masome which is involved in the processing of pro-IL-1 β and 
pro-IL-18 into their active forms. A “priming signal” (signal 1)  
upregulates expression of pro IL-1β/pro-IL-18 as well as com-
ponents of the inflammasome complex and is mediated, for 
example, by TLR agonists. A second signal (Signal 2), caused by  
a disruption in cellular homeostasis, results in assembly of a com-
plex comprised of NLRP3 oligomers and the adapter protein, 
ASC. Inactive pro-caspase-1 is recruited to the complex where it 
undergoes auto-activation and catalyzes the cleavage of pro-IL-1 
β and pro-IL-18 into their mature forms which are secreted from 
the cell (21, 22). In the context of gout, a number of endogenous 
molecules, including free fatty acids, have been proposed to act  
as a priming signal, while MSU crystals act as signal 2 (23).

Crystal-induced inflammasome activation is linked to lysoso-
mal rupture, ROS production and ATP driven P2X7-dependent 
pore formation (24). Potassium efflux is also involved in NLRP3 
activation, and it has been proposed that fusion of MSU crystal-
containing phagosomes with acidic lysosomes causes a massive 
release of sodium ions from the phagolysosome which is balanced 
by passive water influx. The accompanying drop in intracellular  

potassium concentration in turn drives NLRP3 assembly/ 
activation (25). Targeting these aspects of NLRP3 inflammasome 
activation is currently being explored as a means of limiting the 
pathological effects of MSU crystals. For example, the ketone 
body, b-hydroxybutyrate, which specifically inhibits NLRP3 
inflam masome activation via potassium efflux blockade, and the 
naturally derived antioxidant, sulforaphane, have been shown 
to attenuate MSU-induced responses in murine models of gout  
(26, 27). Furthermore, the anti-inflammatory phytochemical, 
caffeic acid phenyl ester, was shown to suppress MSU crystal-
induced IL-1β production in vivo by directly blocking NLRP3/
ASC interactions (28). It is worth noting that neutrophil-derived 
serine proteases are also capable of processing pro-IL-1β; therefore, 
direct neutralization of IL-1β may be of greater benefit in some 
patients (29). Indeed, canakinumab (anti-IL-1β) is recommended 
for the treatment of acute flares when other anti-inflammatory 
drugs are ineffective.

Targeting upstream of NLRP3 activation is also a possibility 
and recent studies have provided insight into the cellular events 
triggered upon binding of MSU crystals to the cell membrane. 
Barabe et  al. demonstrated that MSU crystals bind directly 
to the surface Fc receptor, FcgRIII, in human neutrophils (30) 
while Desaulniers et al. demonstrated that MSU crystals trigger 
activation of the downstream signaling molecule, Syk (31). It was  
subsequently demonstrated that Syk is a substrate of conven-
tional PKCs, which are activated in a Src kinase-dependant 
manner (32). Phosphorylation of Syk by PKC facilitates the inter-
action of Syk with PI3 kinase driving subsequent phagocytosis 
of MSU crystals (33). These effects may, however, be cell-type 
specific as it was later demonstrated that Syk is activated by MSU 
crystals in a receptor-independent manner in dendritic cells, 
via a process known as membrane affinity-triggered signaling 
(MATS) (34). This involves direct binding of particulate matter 
to the cell membrane which results in clustering of lipid rafts 
and aggregation of proteins that are partitioned into membrane 
lipids. Atomic force microscopy confirmed the direct interaction 
of MSU crystals with cell-surface lipids, particularly cholesterol. 
This in turn leads to aggregation of immunoreceptor tyrosine-
based activation motif-containing molecules which then recruit 
and activate Syk (35). Inhibition of Src family kinases prevented 
MSU-induced Syk phosphorylation while PI3 kinase was found 
to be activated downstream of Syk; however, unlike neutrophils, 
surface receptors were not required for this interaction as treat-
ment with pronase had no effect on MSU uptake (34).

While Syk inhibitors can attenuate MSU-induced IL-1β pro-
duction in vitro (36), it remains to be seen whether direct intra-
articular administration of Syk inhibitors can ameliorate the 
effects of MSU crystals in a clinical setting. Indeed a number of 
kinases are likely to be activated downstream of Syk. Of note, 
the broad spectrum tyrosine kinase inhibitor, imatinib mesylate, 
was recently shown to suppress MSU crystal-induced synovial 
inflammation in an acute gouty arthritis model (37).

Neutrophil necroptosis, a regulated form of necrosis, has also 
been implicated in MSU-induced responses (38, 39). In contrast to 
apoptosis, necroptosis occurs independently of caspase activa-
tion and may exacerbate inflammation via the release of addi-
tional danger signals (40). Receptor interacting protein kinase-1,  
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FiGURe 1 | Inflammatory processes driven by endogenous joint-associates particulates. Monosodium urate (MSU), basic calcium phosphate (BCP) and calcium 
pyrophosphate (CPP) crystals can act on a number of cell types in the joint to drive pro-inflammatory cytokine production, matrix metalloprotease (MMP) expression, 
and release of additional damage-associated molecular patterns (DAMPs) that contribute further to joint inflammation and cartilage destruction. Inflammasome 
activation, membrane affinity-triggered signaling, and neutrophil-mediated neutrophil extracellular trap (NET) formation have been implicated in these responses.
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RIP3, and mixed lineage kinase domain-like (MLKL), play key 
roles in necroptosis. Targeting RIP1 and MLKL was shown to 
suppress MSU-induced cell death in vitro while MLKL-deficient 
mice lacked tophus formation in a gouty arthritis model, 
providing further confirmation of the involvement of the RIP1-
RIP3-MLKL axis (38). Neutrophil extracellular traps (NETs) are 
formed during MSU-induced necroptosis but whether this is  
an active process or a passive consequence of unregulated nec-
rosis has yet to be determined and is discussed in more detail  
in Ref. (41). While it was previously reported that ROS pro-
duction is required for macroscopic aggregation of NETs and 
crystals (42), a recent study by Chatfield et al., involving direct 
quantitation of key aspects of NET formation, has demonstrated 
that ROS production is dispensable for MSU-induced NET 
formation in human neutrophils (43). Furthermore, neutrophils 
from patients with a functional NOX2 deficiency are capable of 
producing NETs in response to MSU crystal stimulation (44).

Neutrophil extracellular traps have been detected in synovial 
fluid from acutely inflamed joints of gouty patients and also 
surrounding crystals in non-inflamed tophi of chronic gout 
patients (43). NETs are released by neutrophils to trap and kill 
invading microbes during infection and neutrophil granule 
proteases have been shown to activate cytokines such as IL-1α 
and IL-33 (45); however, it has been suggested that they may 
actually play a pro-resolving role in acute gout via degrada-
tion of pro-inflammatory cytokines and chemokines (42). 
Further study is clearly required to fully appreciate the role 
of neutrophil-mediated processes in the pathogenesis of gout.  
The cell types and mediators of MSU-induced inflammation are 
highlighted in Figure 1.

CALCiUM-COnTAininG CRYSTALS  
in OA AnD CPPD DiSeASe

Basic calcium phosphate (BCP) crystals, of which the hydroxy-
apatite (HA) form is most prevalent, are found in 70% of total OA 
cases where their concentration closely correlates with the extent 
of cartilage degradation and lesion severity (46, 47). They are 
thought to form as a result of dysregulated ossification processes 
(48) and, given that crystal deposition does not occur in healthy 
cartilage, it is becoming more widely accepted that cartilage cal-
cification plays a pathogenic role in OA (3). Like MSU crystals, 
BCP crystals are now considered a “danger signal” as they can 
activate a number of cell types and contribute to joint degenera-
tion through the production of cartilage-degrading proteases and 
pro-inflammatory mediators. Early studies demonstrated that 
BCP crystals drive MMP and inflammatory gene expression in 
fibroblasts (49, 50), while more recent studies have focused on their 
effects on macrophages, chondrocytes, and osteoclasts (51–54). 
Macrophage derived-IL-1β has been given a lot of consideration 
in the context of BCP crystals and OA, and while BCP crystals 
induce potent IL-1β production in  vitro, reports from in  vivo 
studies have been conflicting (55, 56). Indeed, Nasi et al. recently 
demonstrated that neither IL-1α nor IL-1β mediate the patho-
logy seen in the murine menisectomy model of OA (57), a finding 
that may explain the lack of efficacy of IL-1 inhibitors in human 
OA. Based on these studies, focus has shifted to other potential 
targets including IL-6 which is produced by chondrocytes in 
response to BCP stimulation and acts in an autocrine manner to 
promote calcium-containing crystal formation and upregulation 
of genes involved in calcification (51).
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We recently demonstrated that, like MSU crystals, BCP 
crystals also activate, Syk, and its downstream interacting part-
ner, PI3K, in primary macrophages, and that pharmacological 
inhibition of these kinases leads to reduced MMP expression 
and pro-inflammatory cytokine production (53, 54). Whether 
Syk and/or PI3K activity is heightened in OA joints is yet to 
be determined, however, targeting membrane-proximal events 
induced by BCP crystals is a therapeutic option worth exploring. 
We have also demonstrated that both MSU and BCP crystals may 
contribute to bone erosion via inhibition of anti-osteoclastogenic 
cytokine signaling (58); therefore, targeting synovial inflamma-
tion induced by crystal deposition may suppress early destructive 
processes, while targeting the osteoclastogenic effects of crystals 
may suppress excessive bone remodeling. Indeed, preventing the 
actual intra-articular deposition of calcium crystals, as recently 
demonstrated by Nasi et  al. using sodium thiosulphate, could 
limit inflammatory responses at the outset (59).

Pathological calcification is also a feature of CPPD disease. 
Acute CPPD disease is caused by the deposition of calcium 
pyrophosphate (CPP) crystals and is accompanied by symp-
toms overlapping with acute gouty arthritis, hence it is often 
referred to as pseudogout [reviewed in Ref. (5)]. A local excess 
of pyrophosphate (PPi) has been observed in the cartilage of 
affected patients and it is believed that high levels of extracel-
lular PPi complex with calcium in the chondrocyte pericellular 
matrix to form CPP crystals. Like MSU crystals, CPPD crystals 
are pha gocytosed by macrophages leading to NLRP3 dependent 
IL-1β processing and secretion and there is some evidence to 
suggest that anti-IL-1 therapies may be of benefit to patients 
(18). CPPD crystals have also been shown to drive the formation 
of NETs in vitro (60); however, whether this contributes to joint 
inflam mation or plays a pro-resolving role in vivo has yet to be 
determined. Cartilage destruction is driven largely by the action 
of MMPs produced by synovial fibroblasts and chondrocytes 
and in patients with severe disease, joint replacement may be 
required. One potential therapeutic target for CPPD disease that 
has received a lot of attention of late is the multipass membrane 
protein, ANK (protein product of the progressive ankylosis 
gene), which regulates levels of inorganic phosphate. A gain of 
function mutation in human ANK is associated with familial 
cases of CPPD while expression of the protein was found to be 
increased in the cartilage of patients with sporadic CPPD disease 
(61). Given the potential link between crystal deposition and 
ANK activity, modulation of this pathway may be of benefit for 
the treatment, not just of pseudogout, but other arthopathies 
involving pathological CPP deposition.

weAR-DeBRiS PARTiCLeS AnD 
PeRiPROSTHeTiC OSTeOLYSiS

Total joint replacement is a highly successful procedure used to 
alleviate pain and restore function in individuals suffering from 
end-stage joint disease. Implants are commonly composed of a 
metal, e.g., titanium or ultra-high-molecular-weight polyethyl-
ene, and are coated with a bioceramic, such as HA, to enhance 
integration with surrounding bone. The implant is then typically 
fixed into place with poly-methyl methacrylate (PMMA) bone 

cement. While excellent patient outcomes are associated with 
this procedure, revision surgeries are often required due to the 
limited lifespan of orthopedic devices. The gradual wear and 
tear of implants over time results in the continuous generation 
of wear-debris particles from the articulating surface of the pros-
thesis (62). Due to their insoluble nature, most wear particles 
are resistant to digestion by macrophages and thus, a chronically 
activated macrophage population persists in the joint (63). This 
then culminates in periprosthetic osteolysis which is character-
ized by the osteoclastic resorption and degradation of bone 
surrounding the implant, a process that ultimately leads to aseptic 
implant loosening (64–66).

A number of cell types, including osteoclasts, fibroblasts, 
and osteoblasts, have been implicated in wear-debris induced 
osteolysis (Figure  2) (67, 68). More recently, various types of 
nanoparticles have been shown to act on neutrophils, inducing the 
formation of NETs (69–73). For example, Vitkov et al. demonstrated 
that PMN cells incubated with sandblasted large-grit acid etched 
(SLA) implants undergo histone citrullination, nuclear swelling, 
and chromatin alterations (70), while Muñoz et al. demonstrated 
that carbon and polystyrene nanopowders increase NET forma-
tion in a size-dependent manner (72). Macrophages play a key 
role in osteolysis where particle uptake culminates in a chronic 
inflammatory state mediated by cytokines, such as IL-1, IL-6, 
TNF-α, and RANKL, which can also contribute to osteoclast 
differentiation and thus exacerbate bone resorption (74–78). 
Chemokine production is also central to wear-debris particle-
induced inflammatory responses (79). For example, MIF, MCP1, 
MIP 1α RANTES, and IL-8 levels are elevated in macrophages 
in response to PMMA and titanium particles (80–82), while 
fibroblasts produce elevated levels of MCP-1 after exposure to 
titanium and PMMA particles (83).

Like other disease-associated particulates, it is likely that 
wear-debris particles are binding to scavenger receptors on the 
cell surface or are inducing MATS. We have recently demon-
strated that this is the case for HA and PMMA particles and 
that inhibition of Syk prevented wear particle-induced M1 
macrophage polarization in  vitro (84). Indeed, modulation of 
macrophage phenotype has been suggested as a potential thera-
peutic avenue for periprosthetic osteolysis and administration 
of the M2 polarizing cytokine, IL-4, has shown some efficacy, 
at least in murine models (85, 86). There are, however, no drugs 
specifically approved for the prevention of periprosthetic oste-
olysis. Bisphosphonates have been shown to inhibit enzymes in 
the mevalonate pathway which results in apoptosis of osteoclasts 
(68). They are commonly used for metabolic bone diseases (87) 
and several experimental studies have demonstrated a significant 
decrease in osteolysis/bone resorption after treatment with these 
compounds (88, 89). Modulating pro-inflammatory cytokine 
production may also prove beneficial for osteolysis patients 
assuming inflammation is targeted prior to extensive bone dam-
age. Bortezomib (Bzb) is a reversible 26S proteasome inhibitor 
currently approved for the treatment of relapsed/refractory 
multiple myeloma (90). As well as antitumor effects, it has been 
shown to limit inflammation and bone resorption in arthritis 
models (91, 92). Bzb inhibits NF-κB, a master regulator of 
inflammation, by blocking degradation of the NF-κB inhibitor, 
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FiGURe 2 | Cellular mediators of periprosthetic osteolysis. Wear-debris particles generated from prostheses activate resident and infiltrating macrophages, 
fibroblasts, and neutrophils at the site of implantation. Neutrophil recognition of biomaterials drives neutrophil extracellular trap (NET) formation while macrophage 
and fibroblast-induced chemokine production facilitates further leukocyte recruitment to the implant interface. Cytokines, such as tumor necrosis factor (TNF)-α and 
IL-1, drive inflammation and, together with RANKL, can induce the differentiation of osteoclast precursor cells (OCPs) into activated bone resorbing cells. Matrix 
metalloprotease (MMPs) and collagenases contribute further to catabolic processes and aseptic implant loosening.
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IkB. Mao et al. recently demonstrated that Bzb can inhibit tita-
nium particle-induced inflammation in murine macrophages, 
a finding that warrants further in  vivo study as it may have 
implications for the treatment of periprosthetic inflammation.

Finally, autophagy is associated with a number of physiological 
processes including basal inhibition of inflammation (93). Crişan 
et al. recently demonstrated that uric acid can inhibit autophagy, 
a finding that has implications not just for gout but other diseases 
associated with elevated uric acid levels including cancer and type 
2 diabetes (94). Indeed, titanium particles can downregulate the 
expression of osteocyte-derived IFNβ in an autophagy-dependent 
manner (95). IFNβ is a negative regulator of osteoclastogenesis 
(96); therefore, therapeutic interventions to boost autophagy, for 
example with mTOR inhibitors or naturally derived autophagy 
inducers such as trehalose (97), may be of benefit for both gout 
and osteolysis patients.

COnCLUSiOn

While much progress has been made in elucidating the events 
contributing to crystal deposition diseases, the complex nature 
of these conditions has hampered the development of effective 
treatments. Urate-lowering drugs have proven efficacy in gout; 

however; in the case of OA, and in some instances, CPPD dis-
ease, TJR remains the only option for patients with significant 
joint destruction. This in itself is associated with the added 
compli cation of periprosthetic osteolysis and potential implant 
failure. The development of more durable biomaterials with low 
immunogenicity may prevent the occurrence of periprosthetic 
inflammation, while the identification of successful disease-
modifying drugs for severe arthropathies may relinquish the 
need for joint replacement in the first instance. Therefore, gain-
ing a better understanding of the inflammatory and destructive 
processes driven by disease-associated particulates, coupled 
with advances in disease monitoring technology, will be of huge 
benefit for the development of future prevention/treatment 
strategies.

AUTHOR COnTRiBUTiOnS

AD conceived and wrote the paper with contribution from OM.

FUnDinG

This work was supported by the Health Research Board, Ireland 
(HRA-POR-2014-582).

https://www.frontiersin.org/Immunology/
https://www.frontiersin.org
https://www.frontiersin.org/Immunology/archive


6

Mahon and Dunne Inflammatory Microparticles and Joint Inflammation

Frontiers in Immunology | www.frontiersin.org May 2018 | Volume 9 | Article 1145

ReFeRenCeS

1. Nakayama M. Macrophage recognition of crystals and nanoparticles. Front 
Immunol (2018) 9:103. doi:10.3389/fimmu.2018.00103 

2. Pascart T, Lioté F. Gout: state of the art after a decade of developments. 
Rheumatology (2018) 1–18. doi:10.1093/rheumatology/key002 

3. Conway R, McCarthy GM. Calcium-containing crystals and osteoarthritis: 
an unhealthy alliance. Curr Rheumatol Rep (2018) 20:13. doi:10.1007/s11926- 
018-0721-9 

4. So A, Busso N. Osteoarthritis: crystal-gazing into the pathogenesis of osteo-
arthritis. Nat Rev Rheumatol (2011) 7:688–9. doi:10.1038/nrrheum.2011.165 

5. Rosenthal AK, Ryan LM. Calcium pyrophosphate deposition disease. N Engl 
J Med (2016) 374:2575–84. doi:10.1056/NEJMra1511117 

6. Beck RT, Illingworth KD, Saleh KJ. Review of periprosthetic osteolysis in  
total joint arthroplasty: an emphasis on host factors and future directions. 
J Orthop Res (2012) 30:541–6. doi:10.1002/jor.21554 

7. Sukur E, Akman YE, Ozturkmen Y, Kucukdurmaz F. Particle disease: a current 
review of the biological mechanisms in periprosthetic osteolysis after hip 
arthroplasty. Open Orthop J (2016) 10:241–51. doi:10.2174/1874325001610
010241 

8. Dalbeth N, Merriman TR, Stamp LK. Gout. Lancet (2016) 388:2039–52. 
doi:10.1016/S0140-6736(16)00346-9 

9. Kuo C-F, Grainge MJ, Zhang W, Doherty M. Global epidemiology of gout: 
prevalence, incidence and risk factors. Nat Rev Rheumatol (2015) 11:649. 
doi:10.1038/nrrheum.2015.91 

10. Dalbeth N, Pool B, Gamble GD, Smith T, Callon KE, McQueen FM, et  al. 
Cellular characterization of the gouty tophus: a quantitative analysis. Arthritis 
Rheum (2010) 62:1549–56. doi:10.1002/art.27356 

11. Dalbeth N, Clark B, Gregory K, Gamble G, Sheehan T, Doyle A, et  al. 
Mechanisms of bone erosion in gout: a quantitative analysis using plain 
radiography and computed tomography. Ann Rheum Dis (2009) 68:1290–5. 
doi:10.1136/ard.2008.094201 

12. Ragab G, Elshahaly M, Bardin T. Gout: an old disease in new perspective –  
a review. J Adv Res (2017) 8:495–511. doi:10.1016/j.jare.2017.04.008 

13. Liu R, Lioté F, Rose DM, Merz D, Terkeltaub R. Proline-rich tyrosine kinase 2 
and Src kinase signaling transduce monosodium urate crystal-induced nitric 
oxide production and matrix metalloproteinase 3 expression in chondrocytes. 
Arthritis Rheum (2004) 50:247–58. doi:10.1002/art.11486 

14. Scanu A, Oliviero F, Gruaz L, Sfriso P, Pozzuoli A, Frezzato F, et  al. High-
density lipoproteins downregulate CCL2 production in human fibroblast-like 
synoviocytes stimulated by urate crystals. Arthritis Res Ther (2010) 12:R23. 
doi:10.1186/ar2930 

15. Yagnik DR, Evans BJ, Florey O, Mason JC, Landis RC, Haskard DO. 
Macrophage release of transforming growth factor beta1 during resolution 
of monosodium urate monohydrate crystal-induced inflammation. Arthritis 
Rheum (2004) 50:2273–80. doi:10.1002/art.20317 

16. Martin WJ, Walton M, Harper J. Resident macrophages initiating and driving 
inflammation in a monosodium urate monohydrate crystal-induced murine 
peritoneal model of acute gout. Arthritis Rheum (2009) 60:281–9. doi:10.1002/
art.24185 

17. Terkeltaub R, Zachariae C, Santoro D, Martin J, Peveri P, Matsushima  K. 
Monocyte-derived neutrophil chemotactic factor/interleukin-8 is a poten-
tial mediator of crystal-induced inflammation. Arthritis Rheum (1991) 
34:894–903. doi:10.1002/art.1780340716 

18. Martinon F, Pétrilli V, Mayor A, Tardivel A, Tschopp J. Gout-associated uric 
acid crystals activate the NALP3 inflammasome. Nature (2006) 440:237–41. 
doi:10.1038/nature04516 

19. Place DE, Kanneganti T-D. Recent advances in inflammasome biology. Curr 
Opin Immunol (2018) 50:32–8. doi:10.1016/j.coi.2017.10.011 

20. Malik A, Kanneganti T-D. Inflammasome activation and assembly at a  
glance. J Cell Sci (2017) 130:3955–63. doi:10.1242/jcs.207365 

21. Yamin TT, Ayala JM, Miller DK. Activation of the native 45-kDa precursor 
form of interleukin-1-converting enzyme. J Biol Chem (1996) 271:13273–82. 
doi:10.1074/jbc.271.22.13273 

22. Thornberry NA, Bull HG, Calaycay JR, Chapman KT, Howard AD, Kostura MJ, 
et al. A novel heterodimeric cysteine protease is required for interleukin-1βpro-
cessing in monocytes. Nature (1992) 356:768–74. doi:10.1038/356768a0 

23. Joosten LAB, Netea MG, Mylona E, Koenders MI, Malireddi RKS, Oosting M, 
et al. Engagement of fatty acids with toll-like receptor 2 drives interleukin-1β 

production via the ASC/caspase 1 pathway in monosodium urate monohy-
drate crystal-induced gouty arthritis. Arthritis Rheum (2010) 62:3237–48. 
doi:10.1002/art.27667 

24. Gong T, Yang Y, Jin T, Jiang W, Zhou R. Orchestration of NLRP3 inflam-
masome activation by ion fluxes. Trends Immunol (2018) 39:393–406.  
doi:10.1016/j.it.2018.01.009 

25. Schorn C, Frey B, Lauber K, Janko C, Strysio M, Keppeler H, et al. Sodium 
overload and water influx activate the NALP3 inflammasome. J Biol Chem 
(2011) 286:35–41. doi:10.1074/jbc.M110.139048 

26. Goldberg EL, Asher JL, Molony RD, Shaw AC, Zeiss CJ, Wang C, et  al.  
β-Hydroxybutyrate deactivates neutrophil NLRP3 inflammasome to relieve 
gout flares. Cell Rep (2017) 18:2077–87. doi:10.1016/j.celrep.2017.02.004 

27. Yang G, Yeon SH, Lee HE, Kang HC, Cho YY, Lee HS, et  al. Suppression 
of NLRP3 inflammasome by oral treatment with sulforaphane alleviates 
acute gouty inflammation. Rheumatology (2018) 57:727–36. doi:10.1093/
rheumatology/kex499 

28. Lee HE, Yang G, Kim ND, Jeong S, Jung Y, Choi JY, et  al. Targeting ASC  
in NLRP3 inflammasome by caffeic acid phenethyl ester: a novel strategy to 
treat acute gout. Sci Rep (2016) 6:38622. doi:10.1038/srep38622 

29. Netea MG, Simon A, van de Veerdonk F, Kullberg B-J, Van der Meer JWM, 
Joosten LAB. IL-1β processing in host defense: beyond the inflammasomes. 
PLoS Pathog (2010) 6:e1000661. doi:10.1371/journal.ppat.1000661 

30. Barabe F, Gilbert C, Liao N, Bourgoin SG, Naccache PH. Crystal-induced 
neutrophil activation VI. Involvement of Fc{gamma}RIIIB (CD16) and 
CD11b in response to inflammatory microcrystals. FASEB J (1998) 12:209–20. 
doi:10.1096/fasebj.12.2.209 

31. Desaulniers P, Fernandes M, Gilbert C, Bourgoin SG, Naccache PH. Crystal-
induced neutrophil activation. VII. Involvement of Syk in the responses to 
monosodium urate crystals. J Leukoc Biol (2001) 70:659–68. doi:10.1189/
jlb.70.4.659

32. Popa-Nita O, Proulx S, Paré G, Rollet-Labelle E, Naccache PH. Crystal-
induced neutrophil activation: XI. Implication and novel roles of classical 
protein kinase C. J Immunol (2009) 183:2104–14. doi:10.4049/jimmunol. 
0900906 

33. Popa-Nita O, Rollet-Labelle E, Thibault N, Gilbert C, Bourgoin SG,  
Naccache PH. Crystal-induced neutrophil activation. IX. Syk-dependent 
activation of class Ia phosphatidylinositol 3-kinase. J Leukoc Biol (2007) 
82:763–73. doi:10.1189/jlb.0307174 

34. Ng G, Sharma K, Ward SM, Desrosiers MD, Stephens LA, Schoel WM, 
et al. Receptor-independent, direct membrane binding leads to cell-surface 
lipid sorting and Syk kinase activation in dendritic cells. Immunity (2008) 
29:807–18. doi:10.1016/j.immuni.2008.09.013 

35. Shi Y, Mucsi AD, Ng G. Monosodium urate crystals in inflammation and 
immunity. Immunol Rev (2010) 233:203–17. doi:10.1111/j.0105-2896.2009. 
00851.x 

36. Lin Y-C, Huang D-Y, Wang J-S, Lin Y-L, Hsieh S-L, Huang K-C, et al. Syk 
is involved in NLRP3 inflammasome-mediated caspase-1 activation through 
adaptor ASC phosphorylation and enhanced oligomerization. J Leukoc Biol 
(2015) 97:825–35. doi:10.1189/jlb.3HI0814-371RR 

37. Reber LL, Starkl P, Balbino B, Sibilano R, Gaudenzio N, Rogalla S, et  al. 
The tyrosine kinase inhibitor imatinib mesylate suppresses uric acid crys-
tal-induced acute gouty arthritis in mice. PLoS One (2017) 12:e0185704. 
doi:10.1371/journal.pone.0185704 

38. Desai J, Kumar SV, Mulay SR, Konrad L, Romoli S, Schauer C, et al. PMA 
and crystal-induced neutrophil extracellular trap formation involves RIPK1-
RIPK3-MLKL signaling. Eur J Immunol (2016) 46:223–9. doi:10.1002/eji. 
201545605 

39. Desai J, Mulay SR, Nakazawa D, Anders HJ. Matters of life and death. How 
neutrophils die or survive along NET release and is “NETosis” = necroptosis? 
Cell Mol Life Sci (2016) 73:2211–9. doi:10.1007/s00018-016-2195-0 

40. Garg AD, Galluzzi L, Apetoh L, Baert T, Birge RB, Bravo-San Pedro JM, et al. 
Molecular and translational classifications of DAMPs in immunogenic cell 
death. Front Immunol (2015) 6:588. doi:10.3389/fimmu.2015.00588 

41. Konig MF, Andrade F. A critical reappraisal of neutrophil extracellular traps 
and NETosis mimics based on differential requirements for protein citrulli-
nation. Front Immunol (2016) 7:461. doi:10.3389/fimmu.2016.00461 

42. Schauer C, Janko C, Munoz LE, Zhao Y, Kienhöfer D, Frey B, et al. Aggregated 
neutrophil extracellular traps limit inflammation by degrading cytokines and 
chemokines. Nat Med (2014) 20:511–7. doi:10.1038/nm.3547 

https://www.frontiersin.org/Immunology/
https://www.frontiersin.org
https://www.frontiersin.org/Immunology/archive
https://doi.org/10.3389/fimmu.2018.00103
https://doi.org/10.1093/rheumatology/key002
https://doi.org/10.1007/s11926-
018-0721-9
https://doi.org/10.1007/s11926-
018-0721-9
https://doi.org/10.1038/nrrheum.2011.165
https://doi.org/10.1056/NEJMra1511117
https://doi.org/10.1002/jor.21554
https://doi.org/10.2174/1874325001610010241
https://doi.org/10.2174/1874325001610010241
https://doi.org/10.1016/S0140-6736(16)00346-9
https://doi.org/10.1038/nrrheum.2015.91
https://doi.org/10.1002/art.27356
https://doi.org/10.1136/ard.2008.094201
https://doi.org/10.1016/j.jare.2017.04.008
https://doi.org/10.1002/art.11486
https://doi.org/10.1186/ar2930
https://doi.org/10.1002/art.20317
https://doi.org/10.1002/art.24185
https://doi.org/10.1002/art.24185
https://doi.org/10.1002/art.1780340716
https://doi.org/10.1038/nature04516
https://doi.org/10.1016/j.coi.2017.10.011
https://doi.org/10.1242/jcs.207365
https://doi.org/10.1074/jbc.271.22.13273
https://doi.org/10.1038/356768a0
https://doi.org/10.1002/art.27667
https://doi.org/10.1016/j.it.2018.01.009
https://doi.org/10.1074/jbc.M110.139048
https://doi.org/10.1016/j.celrep.2017.02.004
https://doi.org/10.1093/rheumatology/kex499
https://doi.org/10.1093/rheumatology/kex499
https://doi.org/10.1038/srep38622
https://doi.org/10.1371/journal.ppat.1000661
https://doi.org/10.1096/fasebj.12.2.209
https://doi.org/10.1189/jlb.70.4.659
https://doi.org/10.1189/jlb.70.4.659
https://doi.org/10.4049/jimmunol.0900906
https://doi.org/10.4049/jimmunol.0900906
https://doi.org/10.1189/jlb.0307174
https://doi.org/10.1016/j.immuni.2008.09.013
https://doi.org/10.1111/j.0105-2896.2009.
00851.x
https://doi.org/10.1111/j.0105-2896.2009.
00851.x
https://doi.org/10.1189/jlb.3HI0814-371RR
https://doi.org/10.1371/journal.pone.0185704
https://doi.org/10.1002/eji.
201545605
https://doi.org/10.1002/eji.
201545605
https://doi.org/10.1007/s00018-016-2195-0
https://doi.org/10.3389/fimmu.2015.00588
https://doi.org/10.3389/fimmu.2016.00461
https://doi.org/10.1038/nm.3547


7

Mahon and Dunne Inflammatory Microparticles and Joint Inflammation

Frontiers in Immunology | www.frontiersin.org May 2018 | Volume 9 | Article 1145

43. Chatfield SM, Grebe K, Whitehead LW, Rogers KL, Nebl T, Murphy JM, 
et  al. Monosodium urate crystals generate nuclease-resistant neutrophil  
extracellular traps via a distinct molecular pathway. J Immunol (2018) 200: 
1802–16. doi:10.4049/jimmunol.1701382 

44. Van Der Linden M, Westerlaken GHA, Van Der Vlist M, Van Montfrans J, 
Meyaard L. Differential signalling and kinetics of neutrophil extracellular 
trap release revealed by quantitative live imaging. Sci Rep (2017) 7:6529. 
doi:10.1038/s41598-017-06901-w 

45. Clancy DM, Sullivan GP, Moran HBT, Henry CM, Reeves EP, McElvaney NG, 
et al. Extracellular neutrophil proteases are efficient regulators of IL-1, IL-33, 
and IL-36 cytokine activity but poor effectors of microbial killing. Cell Rep 
(2018) 22:2809–17. doi:10.1016/j.celrep.2018.02.062 

46. Ea HK, Nguyen C, Bazin D, Bianchi A, Guicheux J, Reboul P, et al. Articular 
cartilage calcification in osteoarthritis: insights into crystal-induced stress. 
Arthritis Rheum (2011) 63:10–8. doi:10.1002/art.27761 

47. Stack J, McCarthy G. Basic calcium phosphate crystals and osteoarthritis 
pathogenesis: novel pathways and potential targets. Curr Opin Rheumatol 
(2016) 28:122–6. doi:10.1097/BOR.0000000000000245 

48. Dreier R. Hypertrophic differentiation of chondrocytes in osteoarthritis:  
the developmental aspect of degenerative joint disorders. Arthritis Res Ther 
(2010) 12:216. doi:10.1186/ar3117 

49. McCarthy GM, Augustine JA, Baldwin AS, Christopherson PA, Cheung HS, 
Westfall PR, et  al. Molecular mechanism of basic calcium phosphate crys-
tal-induced activation of human fibroblasts: role of nuclear factor κB, activator 
protein 1, and protein kinase C. J Biol Chem (1998) 273:35161–9. doi:10.1074/
jbc.273.52.35161 

50. Reuben PM, Brogley MA, Sun Y, Cheung HS. Molecular mechanism of 
the induction of metalloproteinases 1 and 3 in human fibroblasts by basic 
calcium phosphate crystals. J Biol Chem (2002) 277:15190–8. doi:10.1074/jbc.
M200278200 

51. Nasi S, So A, Combes C, Daudon M, Busso N. Interleukin-6 and chondrocyte 
mineralisation act in tandem to promote experimental osteoarthritis. Ann 
Rheum Dis (2016) 75:1372–9. doi:10.1136/annrheumdis-2015-207487 

52. Pazar B, Ea H-K, Narayan S, Kolly L, Bagnoud N, Chobaz V, et  al. Basic  
calcium phosphate crystals induce monocyte/macrophage IL-1 secretion 
through the NLRP3 inflammasome in vitro. J Immunol (2011) 186:2495–502. 
doi:10.4049/jimmunol.1001284 

53. Corr EM, Cunningham CC, Helbert L, McCarthy GM, Dunne A. 
Osteoarthritis-associated basic calcium phosphate crystals activate mem-
brane proximal kinases in human innate immune cells. Arthritis Res Ther  
(2017) 19:23. doi:10.1186/s13075-017-1225-0 

54. Cunningham CC, Mills E, Mielke LA, O’Farrell LK, Lavelle E, Mori A, et al. 
Osteoarthritis-associated basic calcium phosphate crystals induce pro- 
inflammatory cytokines and damage-associated molecules via activation of 
Syk and PI3 kinase. Clin Immunol (2012) 144:228–36. doi:10.1016/j.clim. 
2012.06.007 

55. Jin C, Frayssinet P, Pelker R, Cwirka D, Hu B, Vignery A, et al. NLRP3 inflam-
masome plays a critical role in the pathogenesis of hydroxyapatite-associated 
arthropathy. Proc Natl Acad Sci U S A (2011) 108:14867–72. doi:10.1073/
pnas.1111101108 

56. Ea H-K, Chobaz V, Nguyen C, Nasi S, van Lent P, Daudon M, et al. Patho-
genic role of basic calcium phosphate crystals in destructive arthropathies. 
PLoS One (2013) 8:e57352. doi:10.1371/journal.pone.0057352 

57. Nasi S, Ea HK, So A, Busso N. Revisiting the role of interleukin-1 pathway 
in osteoarthritis: interleukin-1α and -1β, and NLRP3 inflammasome are not 
involved in the pathological features of the murine menisectomy model of 
osteoarthritis. Front Pharmacol (2017) 8:282. doi:10.3389/fphar.2017.00282 

58. Cunningham CC, Corr EM, McCarthy GM, Dunne A. Intra-articular basic 
calcium phosphate and monosodium urate crystals inhibit anti-osteoclas-
togenic cytokine signalling. Osteoarthritis Cartilage (2016) 24:2141–52. 
doi:10.1016/j.joca.2016.07.001 

59. Nasi S, Ea HK, Lioté F, So A, Busso N. Sodium thiosulfate prevents chondro-
cyte mineralization and reduces the severity of murine osteoarthritis. PLoS 
One (2016) 11:e0158196. doi:10.1371/journal.pone.0158196 

60. Pang L, Hayes CP, Buac K, Yoo D-G, Rada B. Pseudogout-associated inflam-
matory calcium pyrophosphate dihydrate microcrystals induce formation of 
neutrophil extracellular traps. J Immunol (2013) 190:6488–500. doi:10.4049/
jimmunol.1203215 

61. Uzuki M, Sawai T, Ryan LM, Rosenthal AK, Masuda I. Upregulation of 
ANK protein expression in joint tissue in calcium pyrophosphate dihydrate 
crystal deposition disease. J Rheumatol (2014) 41:65–74. doi:10.3899/jrheum. 
111476 

62. Nich C, Takakubo Y, Pajarinen J, Ainola M, Salem A, Sillat T, et al. Macro-
phages – key cells in the response to wear debris from joint replacements. 
J Biomed Mater Res A (2013) 101:3033–45. doi:10.1002/jbm.a.34599 

63. Schmalzried TP, Jasty M, Harris WH. Periprosthetic bone loss in total hip 
arthroplasty. Polyethylene wear debris and the concept of the effective 
joint space. J Bone Joint Surg Am (1992) 74:849–63. doi:10.2106/00004623- 
199274060-00006 

64. Laquerriere P, Grandjean-Laquerriere A, Jallot E, Balossier G, Frayssinet P, 
Guenounou M. Importance of hydroxyapatite particles characteristics on 
cytokines production by human monocytes in  vitro. Biomaterials (2003) 
24:2739–47. doi:10.1016/S0142-9612(03)00089-9 

65. Howie DW, Neale SD, Haynes DR, Holubowycz OT, McGee MA, Solomon LB, 
et al. Periprosthetic osteolysis after total hip replacement: molecular patho-
logy and clinical management. Inflammopharmacology (2013) 21:389–96. 
doi:10.1007/s10787-013-0192-6 

66. Bitar D, Parvizi J. Biological response to prosthetic debris. World J Orthop 
(2015) 6:172. doi:10.5312/wjo.v6.i2.172 

67. Purdue PE, Koulouvaris P, Nestor BJ, Sculco TP. The central role of wear  
debris in periprosthetic osteolysis. HSS J (2006) 2:102–13. doi:10.1007/s11420- 
006-9003-6 

68. Noordin S, Masri B. Periprosthetic osteolysis: genetics, mechanisms and 
potential therapeutic interventions. Can J Surg (2012) 55:408–17. doi:10.1503/
cjs.003711 

69. Farrera C, Bhattacharya K, Lazzaretto B, Andon FT, Hultenby K, Kotchey GP,  
et  al. Extracellular entrapment and degradation of single-walled carbon 
nanotubes. Nanoscale (2014) 6:6974–83. doi:10.1039/c3nr06047k 

70. Vitkov L, Krautgartner W-D, Obermayer A, Stoiber W, Hannig M,  
Klappacher M, et al. The initial inflammatory response to bioactive implants 
is characterized by NETosis. PLoS One (2015) 10:e0121359. doi:10.1371/ 
journal.pone.0121359 

71. Jhunjhunwala S, Aresta-DaSilva S, Tang K, Alvarez D, Webber MJ, Tang BC, 
et  al. Neutrophil responses to sterile implant materials. PLoS One (2015) 
10:e0137550. doi:10.1371/journal.pone.0137550 

72. Muñoz LE, Bilyy R, Biermann MHC, Kienhöfer D, Maueröder C, Hahn J, 
et  al. Nanoparticles size-dependently initiate self-limiting NETosis-driven 
inflammation. Proc Natl Acad Sci U S A (2016) 113:E5856–65. doi:10.1073/
pnas.1602230113 

73. Biermann MHC, Podolska MJ, Knopf J, Reinwald C, Weidner D,  
Maueröder C, et al. Oxidative burst-dependent NETosis is implicated in the 
resolution of necrosis-associated sterile inflammation. Front Immunol (2016) 
7:557. doi:10.3389/fimmu.2016.00557 

74. Abu-Amer Y, Darwech I, Clohisy JC. Aseptic loosening of total joint  
replacements: mechanisms underlying osteolysis and potential therapies. 
Arthritis Res Ther (2007) 9:S6. doi:10.1186/ar2170 

75. Purdue PE. Alternative macrophage activation in periprosthetic osteolysis. 
Autoimmunity (2008) 41:212–7. doi:10.1080/08916930701694626 

76. Wooley PH, Morren R, Andary J, Sud S, Yang SY, Mayton L, et al. Inflam-
matory responses to orthopaedic biomaterials in the murine air pouch. 
Biomaterials (2002) 23:517–26. doi:10.1016/S0142-9612(01)00134-X 

77. St Pierre CA, Chan M, Iwakura Y, Ayers DC, Kurt-Jones EA, Finberg RW. 
Periprosthetic osteolysis: characterizing the innate immune response to tita-
nium wear-particles. J Orthop Res (2010) 28:1418–24. doi:10.1002/jor.21149 

78. Horowitz SM, Doty SB, Lane JM, Burstein AH. Studies of the mechanism 
by which the mechanical failure of polymethylmethacrylate leads to bone 
resorption. J Bone Joint Surg Am (1993) 75:802–13. doi:10.2106/00004623- 
199306000-00002 

79. Gu Q, Shi Q, Yang H. The role of TLR and chemokine in wear parti-
cle-induced aseptic loosening. J Biomed Biotechnol (2012) 2012:596870. 
doi:10.1155/2012/596870 

80. Lind M, Trindade MCD, Schurman DJ, Goodman SB, Smith RL. Monocyte 
migration inhibitory factor synthesis and gene expression in particle-activated 
macrophages. Cytokine (2000) 12:909–13. doi:10.1006/cyto.1999.0647 

81. Kaufman AM, Alabre CI, Rubash HE, Shanbhag AS. Human macrophage 
response to UHMWPE, TiAlV, CoCr, and alumina particles: analysis of 

https://www.frontiersin.org/Immunology/
https://www.frontiersin.org
https://www.frontiersin.org/Immunology/archive
https://doi.org/10.4049/jimmunol.1701382
https://doi.org/10.1038/s41598-017-06901-w
https://doi.org/10.1016/j.celrep.2018.02.062
https://doi.org/10.1002/art.27761
https://doi.org/10.1097/BOR.0000000000000245
https://doi.org/10.1186/ar3117
https://doi.org/10.1074/jbc.273.52.35161
https://doi.org/10.1074/jbc.273.52.35161
https://doi.org/10.1074/jbc.M200278200
https://doi.org/10.1074/jbc.M200278200
https://doi.org/10.1136/annrheumdis-2015-207487
https://doi.org/10.4049/jimmunol.1001284
https://doi.org/10.1186/s13075-017-1225-0
https://doi.org/10.1016/j.clim.
2012.06.007
https://doi.org/10.1016/j.clim.
2012.06.007
https://doi.org/10.1073/pnas.1111101108
https://doi.org/10.1073/pnas.1111101108
https://doi.org/10.1371/journal.pone.0057352
https://doi.org/10.3389/fphar.2017.00282
https://doi.org/10.1016/j.joca.2016.07.001
https://doi.org/10.1371/journal.pone.0158196
https://doi.org/10.4049/jimmunol.1203215
https://doi.org/10.4049/jimmunol.1203215
https://doi.org/10.3899/jrheum.
111476
https://doi.org/10.3899/jrheum.
111476
https://doi.org/10.1002/jbm.a.34599
https://doi.org/10.2106/00004623-
199274060-00006
https://doi.org/10.2106/00004623-
199274060-00006
https://doi.org/10.1016/S0142-9612(03)00089-9
https://doi.org/10.1007/s10787-013-0192-6
https://doi.org/10.5312/wjo.v6.i2.172
https://doi.org/10.1007/s11420-
006-9003-6
https://doi.org/10.1007/s11420-
006-9003-6
https://doi.org/10.1503/cjs.003711
https://doi.org/10.1503/cjs.003711
https://doi.org/10.1039/c3nr06047k
https://doi.org/10.1371/
journal.pone.0121359
https://doi.org/10.1371/
journal.pone.0121359
https://doi.org/10.1371/journal.pone.0137550
https://doi.org/10.1073/pnas.1602230113
https://doi.org/10.1073/pnas.1602230113
https://doi.org/10.3389/fimmu.2016.00557
https://doi.org/10.1186/ar2170
https://doi.org/10.1080/08916930701694626
https://doi.org/10.1016/S0142-9612(01)00134-X
https://doi.org/10.1002/jor.21149
https://doi.org/10.2106/00004623-
199306000-00002
https://doi.org/10.2106/00004623-
199306000-00002
https://doi.org/10.1155/2012/596870
https://doi.org/10.1006/cyto.1999.0647


8

Mahon and Dunne Inflammatory Microparticles and Joint Inflammation

Frontiers in Immunology | www.frontiersin.org May 2018 | Volume 9 | Article 1145

multiple cytokines using protein arrays. J Biomed Mater Res A (2008) 84:464–
74. doi:10.1002/jbm.a.31467 

82. Nakashima Y, Sun DH, Trindade MC, Chun LE, Song Y, Goodman SB, 
et  al. Induction of macrophage C-C chemokine expression by titanium 
alloy and bone cement particles. J Bone Joint Surg Br (1999) 81:155–62. 
doi:10.1302/0301-620X.81B1.0810155 

83. Yaszay B, Trindade MCD, Lind M, Goodman SB, Smith RL. Fibroblast 
expression of C-C chemokines in response to orthopaedic biomaterial par-
ticle challenge in  vitro. J Orthop Res (2001) 19:970–6. doi:10.1016/S0736- 
0266(01)00003-1 

84. Mahon OR, O’Hanlon S, Cunningham CC, McCarthy GM, Hobbs C,  
Nicolosi V, et  al. Orthopaedic implant materials drive M1 macrophage 
polarization in a spleen tyrosine kinase- and mitogen-activated protein 
kinase-dependent manner. Acta Biomater (2018) 65:426–35. doi:10.1016/j.
actbio.2017.10.041 

85. Rao AJ, Gibon E, Ma T, Yao Z, Smith RL, Goodman SB. Acta biomaterialia 
revision joint replacement, wear particles, and macrophage polarization.  
Acta Biomater (2012) 8:2815–23. doi:10.1016/j.actbio.2012.03.042 

86. Sato T, Pajarinen J, Behn A, Jiang X, Lin T, Loi F, et al. The effect of local IL-4 
delivery or CCL2 blockade on implant fixation and bone structural properties 
in a mouse model of wear particle induced osteolysis. J Biomed Mater Res A 
(2016) 104:2255–62. doi:10.1002/jbm.a.35759

87. Fleisch HA. Bisphosphonates: preclinical aspects and use in osteoporosis.  
Ann Med (1997) 29:55–62. doi:10.3109/07853899708998743 

88. Trevisan C, Nava V, Mattavelli M, Parra CG. Bisphosphonate treatment for 
osteolysis in total hip arthroplasty. A report of four cases. Clin Cases Miner 
Bone Metab (2013) 10:61–4. doi:10.11138/ccmbm/2013.10.1.061 

89. Teng S, Yi C, Krettek C, Jagodzinski M. Bisphosphonate use and risk of  
implant revision after total hip/knee arthroplasty: a meta-analysis of obser-
vational studies. PLoS One (2015) 10:e0139927. doi:10.1371/journal.pone. 
0139927 

90. Richardson PG, Barlogie B, Berenson J, Singhal S, Jagannath S, Irwin D, et al. 
A phase 2 study of bortezomib in relapsed, refractory myeloma. N Engl J Med 
(2003) 348:2609–17. doi:10.1056/NEJMoa030288 

91. Yannaki E, Papadopoulou A, Athanasiou E, Kaloyannidis P, Paraskeva A, 
Bougiouklis D, et al. The proteasome inhibitor bortezomib drastically affects 
inflammation and bone disease in adjuvant-induced arthritis in rats. Arthritis 
Rheum (2010) 62:3277–88. doi:10.1002/art.27690 

92. Lee SW, Kim JH, Park YB, Lee SK. Bortezomib attenuates murine collagen- 
induced arthritis. Ann Rheum Dis (2009) 68:1761–7. doi:10.1136/ard.2008. 
097709 

93. Cadwell K. Crosstalk between autophagy and inflammatory signalling path-
ways: balancing defence and homeostasis. Nat Rev Immunol (2016) 16:661–75. 
doi:10.1038/nri.2016.100 

94. Crişan TO, Cleophas MCP, Novakovic B, Erler K, van de Veerdonk FL, 
Stunnenberg HG, et  al. Uric acid priming in human monocytes is driven 
by the AKT-PRAS40 autophagy pathway. Proc Natl Acad Sci U S A (2017) 
114:5485–90. doi:10.1073/pnas.1620910114 

95. Wang Z, Deng Z, Gan J, Zhou G, Shi T, Wang Z, et  al. TiAl6V4particles 
promote osteoclast formation via autophagy-mediated downregulation of 
interferon-beta in osteocytes. Acta Biomater (2017) 48:489–98. doi:10.1016/j.
actbio.2016.11.020 

96. Hayashida C, Ito J, Nakayachi M, Okayasu M, Ohyama Y, Hakeda Y, et  al. 
Osteocytes produce interferon-beta as a negative regulator of osteoclastogen-
esis. J Biol Chem (2014) 289:11545–55. doi:10.1074/jbc.M113.523811 

97. Towers CG, Thorburn A. Therapeutic targeting of autophagy. EBioMedicine 
(2016) 14:15–23. doi:10.1016/j.ebiom.2016.10.034 

Conflict of Interest Statement: The authors declare that the research was con-
ducted in the absence of any commercial or financial relationships that could be 
construed as a potential conflict of interest.

Copyright © 2018 Mahon and Dunne. This is an open-access article distributed under 
the terms of the Creative Commons Attribution License (CC BY). The use, distribution 
or reproduction in other forums is permitted, provided the original author(s) and the 
copyright owner are credited and that the original publication in this journal is cited, 
in accordance with accepted academic practice. No use, distribution or reproduction 
is permitted which does not comply with these terms.

https://www.frontiersin.org/Immunology/
https://www.frontiersin.org
https://www.frontiersin.org/Immunology/archive
https://doi.org/10.1002/jbm.a.31467
https://doi.org/10.1302/0301-620X.81B1.0810155
https://doi.org/10.1016/S0736-0266(01)00003-1
https://doi.org/10.1016/S0736-0266(01)00003-1
https://doi.org/10.1016/j.actbio.2017.10.041
https://doi.org/10.1016/j.actbio.2017.10.041
https://doi.org/10.1016/j.actbio.2012.03.042
https://doi.org/10.1002/jbm.a.35759
https://doi.org/10.3109/07853899708998743
https://doi.org/10.11138/ccmbm/2013.10.1.061
https://doi.org/10.1371/journal.pone.
0139927
https://doi.org/10.1371/journal.pone.
0139927
https://doi.org/10.1056/NEJMoa030288
https://doi.org/10.1002/art.27690
https://doi.org/10.1136/ard.2008.
097709
https://doi.org/10.1136/ard.2008.
097709
https://doi.org/10.1038/nri.2016.100
https://doi.org/10.1073/pnas.1620910114
https://doi.org/10.1016/j.actbio.2016.11.020
https://doi.org/10.1016/j.actbio.2016.11.020
https://doi.org/10.1074/jbc.M113.523811
https://doi.org/10.1016/j.ebiom.2016.10.034
https://creativecommons.org/licenses/by/4.0/

	Disease-Associated Particulates and Joint Inflammation; Mechanistic Insights and Potential Therapeutic Targets
	Introduction
	Monosodium Urate (MSU) Crystals and Gout
	Calcium-Containing Crystals in OA and CPPD Disease
	Wear-Debris Particles and Periprosthetic Osteolysis
	Conclusion
	Author Contributions
	Funding
	References


