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Cerebral aneurysms (CAs) have become a health burden not only because their rupture is life threatening, but for a series of
devastating complications left in survivors. It is well accepted that sustained chronic inflammation plays a crucial role in the
pathology of cerebral aneurysms. In particular, macrophages have been identified as critical effector cells orchestrating
inflammation in CAs. In recent years, dysregulated M1/M2 polarization has been proposed to participate in the progression of
CAs. Although the pathological mechanisms of M1/M2 imbalance in CAs remain largely unknown, recent advances have been
made in the understanding of the molecular basis and other immune cells involving in this sophisticated network. We provide a
concise overview of the mechanisms associated with macrophage plasticity and the emerging molecular targets.

1. Introduction

Cerebral aneurysms (CAs) are a major cause of subarach-
noid hemorrhage (SAH) [1]. Up to 50% of SAH patients
die within the first 30 days after aneurysm rupture, and
30–50% survivors suffer frommoderate-to-severe disabilities
[2]. Clarification of mechanisms underlying the pathogenesis
of CA is fundamental for developing effective therapies. In
recent years, it is well recognized that inflammation plays
an etiological role in the formation and rupture of CAs
[3, 4], though several other factors mainly hemodynamic,
genetic, environmental, and hormonal have been identified
[5–8]. In particular, macrophages have been confirmed as
critical effector cells in the progression of CAs [9]. In animal
models, both macrophage depletion and inhibition of mono-
cyte chemotactic protein-1 (MCP-1), a key chemoattractant
of macrophages, are associated with a reduced incidence of
CAs [10]. Macrophages are not homogeneous, and they are
generally categorized into two subsets known as classically
activated macrophages (M1-like) and alternatively activated
macrophages (M2-like), respectively [11]. In general, M1
cells exhibit a proinflammatory effect while M2 cells facilitate
resolution of inflammation and promote tissue repair. In
response to various environmental cues (e.g., microbial

products, damaged cells, and activated lymphocytes), mac-
rophages can acquire distinct functional phenotypes via
undergoing different phenotypic polarization, which are
finely regulated processes [12, 13]. Their imbalances have
been thought to be associated with various diseases [14].
Hasan et al. found that M1 andM2 cells were present in equal
proportions in unruptured aneurysms; however, a marked
predominance of M1 over M2 cells was documented in
ruptured aneurysms [15]. Therapies targeting macrophage
activation or preventing the M1/M2 imbalance may poten-
tially halt aneurysm formation and rupture. In this review,
we will focus on the factors that influence macrophage
polarization in CAs. We will also discuss potential targets
for CA therapies.

2. Molecular Mechanisms of Macrophage
Polarization in Cerebral Aneurysm

Extensive research efforts have been made in defining the
molecular networks underlying macrophage polarization.
As shown in Figure 1, IRF/STAT (interferon-regulatory
factor/signal transducer and activator of transcription) sig-
naling is a central pathway in modulating macrophage M1-
M2 polarization. A detailed description of these processes is
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provided in the excellent recent reviews on this subject
[12, 16]. Here, we focus on the molecular mechanisms of
macrophage polarization in cerebral aneurysm.

Toll-like receptor signaling, particularly the activation of
TLR4 (Toll-like receptor 4), drives macrophages to a prefer-
ential M1 phenotype in cerebral aneurysms [17, 18]. The sig-
naling pathway through the Myd88 (myeloid differentiation
primary response gene-88) adaptor results in the activation
of IKKβ (inhibitor kappa B kinase β). In addition, the activa-
tion of IKKβ leads to the phosphorylation and degradation
of IκB (inhibitor kappa B), which permits the translocation of
free NF-κB (nuclear factor kappa-light-chain-enhancer of
activated B cells) to the nucleus. As a key transcription factor
related to macrophage M1 polarization, NF-κB activates the
expression of a large number of inflammatory genes, result-
ing in tissue damage [19]. On the other hand, M2 phenotype
is promoted by several transcription factors. For example, a
recent study has shown that the activation of PPARγ (perox-
isome proliferator-activated receptor γ) by pioglitazone pro-
moted M2 activation to protect mice from CAs [20]. Besides,
it has been reported that ERK5 (extracellular signal-regulated
kinase 5) activation reduced the M1/M2 ratio by inhibiting
the NF-κB pathway in CAs [21]. Although these promising
results expand our knowledge of macrophage polarization
in CAs, the molecular mechanisms that govern the pheno-
type switch of macrophages remain largely unknown.
Recently, NLRP3 (nucleotide-binding domain and leucine-

rich-repeat-containing protein 3) inflammasome has been
detected in T cells and macrophages in the tissue of human
CAs [22]; however, it remains unclear how NLRP3 inflam-
masome further regulates macrophage polarization. In
addition, the role of miRNA (microRNA) in the develop-
ment of cerebral aneurysm has been of particular interest.
Several miRNAs (e.g., miRNA-133, miRNA-140-3p, and
miRNA-145-5p) involved in the differentiation of macro-
phages have been identified in CAs, but their targets need
further investigation [23].

3. Classically Activated Macrophages in
Cerebral Aneurysm

Cerebral aneurysms are characterized by disruption of the
internal elastic lamina (IEL), phenotypic modulation of
smooth muscle cells (SMCs), apoptosis of mural cells, and
extracellular matrix (ECM) degradation, which are consid-
ered as the hallmarks of CA [24]. Mechanistic links between
chronic inflammatory response and these features have
been provided by repeated animal studies [25, 26]. Cerebral
aneurysm development is characterized by increasing polar-
ization towards the M1 macrophage phenotype. Nowicki
and coworkers have reported that the M1 to M2 macrophage
phenotype ratio increased during the 2-week period as aneu-
rysms developed in mice [27]. Inflammatory cytokines
derived from M1 cells initiate the pathological changes of
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Figure 1: Mechanisms of macrophage polarization. Activation of IRF/STAT signaling pathways by IFN and TLR signaling skews
macrophage function toward the M1 phenotype (via STAT1), while activation of IRF/STAT (via STAT6) signaling pathways by IL-4 and
IL-13 skews macrophage function toward the M2 phenotype. PPARγ and ERK 5 participate in the promotion of M2 macrophage in
cerebral aneurysms. NLRP3 inflammasome may contribute to M1 polarization.
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aneurysmal walls, especially mediated by tumor necrosis fac-
tor α (TNF-α) [28, 29] and interleukin-1β (IL-1β) [30]. For
example, TNF-α, an essential cytokine in the pathogenesis
of CAs, initiates SMC phenotypic modulation that is an alter-
ation from contractile to a proinflammatory and matrix
remodeling phenotype [31]. In addition, IL-1β inhibits
ECM biosynthesis in SMCs, thereby exacerbating degenera-
tion of CA walls [32]. Sustained inflammatory response
may eventually trigger apoptosis of mural cells, which ulti-
mately leads to aneurysm rupture. On the other hand, the
irritated SMCs further propagate the inflammatory cascades
by secreting cytokines [31], which drive macrophages to
M1 polarization. The interaction between M1 macrophages
and SMCs may exacerbate the progression of CA through a
positive feedback loop.

4. Inducing Alternative Activation of
Macrophages Relieves Inflammation in CAs

Sustained chronic inflammation may result from dysregu-
lated macrophage polarization. Macrophages can be driven
to M2 phenotype not only by canonical M2 stimuli (e.g., IL-
4, IL-13, and IL-10) but also by several transcription factors,
including PPARγ and Kruppel-like factor 4 (KLF-4) [13].
PPARγ was identified as a critical factor in modulating mac-
rophage M2 polarization induced by IL-4 or IL-13 [33, 34].
Recent study indicated that a PPARγ agonist, pioglitazone,
exhibited a protective effect on preventing CA rupture in
mice [35]. Moreover, Shimada et al. reported that decreased
infiltration of M1 macrophage into the CAs and the macro-
phage M1/M2 ratio were documented following pioglitazone
treatment. Interestingly, the beneficial effect of pioglitazone
treatment was abolished in macrophage-specific PPARγ
knockout mice. The authors concluded that activation of
PPARγ in macrophages may act against CA rupture through
reducing macrophage-related cytokines, including IL-1, IL-6,
and MCP-1 [20]. Their study sheds light on noninvasive
treatment of CAs by inducing inflammation regression, such
as promotingM2 shift. However, the underlying mechanisms
governing these processes remain to be elucidated.

5. Regulation of Macrophage Plasticity by Other
Immune Cells

Besides macrophages, the representation of several other
immune cell populations, such as neutrophils, natural killer
(NK) cells, mast cells, and lymphocytes, is altered in CA walls
[36]. As the initial responder to cellular stress, macrophages
can contribute to the further recruitment and activation of
adaptive immune cells. These immune populations elicit their
effects on the potentiation or repression of inflammation by
altering the activation state of macrophages, suggesting a
highly complex regulation of the inflammatory processes in
vascular wall (Figure 2). Over the last decade, orchestration
of inflammation by these immune cells in CAs has been
extensively investigated. For example, it has been reported
that neutrophil blockade using anti-CXCL1 (C-X-C motif
ligand 1) antibody attenuated polarization towards the M1
phenotype during the 2 weeks postaneurysm induction in

mice, suggesting that CXCL1-dependent neutrophil inflam-
mation may have an important role in macrophage polari-
zation to M1 phenotype in the development of CAs [27].

Although best known for the contribution of mast cells in
microbial defense and allergy, previous study has found that
mast cells were invariably present in CA walls and were more
pronounced in ruptured than in unruptured human CAs
[15]. Reduced infiltration and activation of mast cells effec-
tively attenuate destruction in aneurysmal walls, suggesting
their roles in CA development [37]. Degranulation of mast
cells led to increased expression of MMP-2 (matrix metallo-
proteinase-2) and MMP-9 and induced nitric oxide synthase,
which result in damage to the vascular wall [38]. Moreover,
they release cytokines, including TNF-α, IL-1β, and MCP-
1, which potently activate M1 macrophages. By using mast
cell degranulation inhibitors, decreased macrophage infiltra-
tion was evident in a rat model [37]. However, the biological
mechanisms underlying interaction between M1 macro-
phages and mast cells remain unclear. Further studies are
needed to determine the potential role of mast cells in macro-
phage polarization and the pathology of CAs.

Studies of specimens of human CAs have shown that
both T and B lymphocytes robustly infiltrate the vessel wall,
especially around the site of CA rupture; presumably, they
are involved in the progression of CAs [36]. Nonetheless,
the role of lymphocytes in the pathogenesis of CAs is contro-
versial. Sawyer et al. found that CA formation and rupture in
lymphocyte-deficient mice were significantly less prevalent
than that in wild-type group, though they were equally sub-
jected to a robust CA induction protocol [39]. Conversely, a
recent study indicated that deficiency of T cells in rats failed
to affect CA progression, degenerative changes of arterial
walls, and macrophage infiltration in lesions [40]. As T lym-
phocytes can differentiate into distinct subsets following the
local stimuli within the CA walls, it is tempting to speculate
that a certain subset of T cells may contribute to the patho-
genesis of CAs. In clinical, patients with CAs exhibited a
CD4+ T cell skewing in their peripheral blood, with more
Th17 (T helper cell 17) and fewer Th2 cells. In line with these
findings, IL-17 level was elevated while IL-10 was decreased.
Although the representation of Th1 and Treg cells (regula-
tory T cells) in CA patients was not distinguished from that
of healthy controls, altered cytokine profiles were detected.
In patients suffered from CAs, the Th1 cytokines (IFN-γ,
TNF-α) were increased whereas the production of IL-10
was declined significantly [41]. The imbalance of CD4+ T cell
was likely to facilitate inflammation in CAs. Their findings
do not fully describe the range of functions that activated
macrophages exert, but specialized T cells (Th1, Th2, Th17,
and Treg cells) presumably participate in macrophage polar-
ized activation [42, 43]. Considering their crucial roles in
adaptive immune response, the effect of specific T subsets
on macrophage polarization remains to be revealed.

6. Current Antiinflammatory Therapeutic
Strategies and Future Directions

Since chronic inflammation is a key etiologic factor in CA
formation and rupture, therapeutic attempts to interfere with
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inflammatory response have potential importance. Several
clinical agents have been investigated with varied success,
perhaps the most promising one being aspirin [44]. Both
direct macrophage imaging and histological examination
have confirmed that aspirin ameliorates the inflammation
of CA walls in human [45, 46]. Growing evidences indicate
that administration of aspirin is associated with the reduced
risk of CA rupture in humans [47, 48]. A detailed discussion
of this subject can be found in recent reviews [49, 50].

Given the critical role of macrophages in the etiology
of cerebral aneurysm to rupture, macrophage-mediated
therapies, by directly effecting on macrophages or indi-
rectly targeting other immune cells that regulate M1/M2
polarization, are likely to represent novel strategies for
CA treatment [16]. As mentioned above, PPARγ was identi-
fied as a key factor inducing alternative M2 phenotype. In
human atherosclerotic lesion, PPARγ activation primes
monocyte toward an alternative M2 phenotype [51]. In
parallel, reduced infiltration of M1 macrophage and the
M1/M2 ratio are observed following pioglitazone in mouse
model, raising the possibility that inflammatory cell PPARγ
is emerging as a potential target for preventing CA rupture.
Recently, NLRP3 inflammasome, a multiprotein complex
initiating the maturation of pro-IL-1β and pro-IL-18, is
detected in T cells and macrophages within the wall of
human CAs [22]. Activation of NLRP3 inflammasome

results in IL-1β and IL-18 production, which potently induce
M1 polarization. It has been confirmed that Nlrp3-knockout
mice show decreased M1 but increased M2 gene expression
in adipose tissue macrophages [52]. These studies implicate
that genetic elimination of the components of NLRP3
inflammasome may dampen the inflammatory response
mediated by M1 macrophage. In contrast to recruitment of
monocytes to arterial walls, the process of macrophage emi-
gration from CAs may be impaired. In murine models of ath-
erosclerosis, Netrin-1 was found to block macrophage
movement by inhibiting actin reorganization, making cells
refractory to emigration from plaques [53]. The mechanisms
preventing macrophage egress from CAs warrant further
exploration. Finally, with our refined recognition of the
complex interactions between macrophages and other
immune cells in CA wall, we are likely to enter a new era in
which immune modulation can be proposed as a therapeutic
strategy against cerebral aneurysm.

7. Concluding Remarks

In recent years, progress has been made in our understanding
of dysregulated macrophage polarization in CAs; however,
detailed processes remain fragmentary. It is likely that in
the next few years, ongoing work in this field will continue.
Future studies to delineate the mechanisms involving
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Figure 2: Summary of mediators and immune cells involved in M1/M2 polarization. The proinflammatory cytokines released by neutrophil,
Th1 cells, and mast cells contribute to the maintenance of classically activated macrophage. Polarized M1 cells increase inflammation gene
expression, promoting the progression of cerebral aneurysm to rupture. Conversely, alternatively activated macrophages may halt
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macrophage plasticity in the environment of aneurysmal
walls will enable new strategies for attacking CAs.

Abbreviations

CA: Cerebral aneurysm
SAH: Subarachnoid hemorrhage
MCP-1: Monocyte chemotactic protein-1
IRF: Interferon-regulatory factor
STAT: Signal transducer and activator of transcription
TLR4: Toll-like receptor 4
Myd88: Myeloid differentiation primary response gene-88
IκB: Inhibitor kappa B
IKKβ: Inhibitor kappa B kinase beta
NF-κB: Nuclear factor kappa-light-chain-enhancer of

activated B cells
PPAR: Peroxisome proliferator-activated receptor
ERK: Extracellular signal-regulated kinase
NLRP3: Nucleotide-binding domain and leucine-rich-

repeat-containing protein 3
miRNA: MicroRNA
IEL: Internal elastic lamina
SMC: Smooth muscle cell
ECM: Extracellular matrix
TNF-α: Tumor necrosis factor α
IL-1β: Interleukin-1β
KLF-4: Kruppel-like factor 4
NK: Natural killer
CXCL1: C-X-C motif ligand 1
MMP: Matrix metalloproteinase
Th17: T helper cell 17
Treg: Regulatory T cell
TGF-β: Transforming growth factor-β
IFN-γ: Interferon-γ
SOCS3: Suppressor of cytokine signaling 3
iNOS: Inducible nitric oxide synthase.

Conflicts of Interest

The authors declare that there are no conflicts of interest
regarding the publication of this review.

Acknowledgments

This study was supported by the Science Foundation for
Youth Scholars of Wuhan University (no. 2042016kf0128
to Lingmin Shao) and the National Natural Science Founda-
tion of China (no. 81571147 to Xiaoxing Xiong). The authors
thank Xueting Wu for her artistic drawing.

References

[1] J. L. Brisman, J. K. Song, and D. W. Newell, “Cerebral aneu-
rysms,” New England Journal of Medicine, vol. 355, no. 9,
pp. 928–939, 2006.

[2] E. S. Connolly Jr, A. A. Rabinstein, J. R. Carhuapoma et al.,
“Guidelines for the management of aneurysmal subarachnoid
hemorrhage: a guideline for healthcare professionals from
the American Heart Association/American Stroke Associa-
tion,” Stroke, vol. 43, no. 6, pp. 1711–1737, 2012.

[3] N. Chalouhi, M. S. Ali, P. M. Jabbour et al., “Biology of intra-
cranial aneurysm: role of inflammation,” Journal of Cerebral
Blood Flow & Metabolism, vol. 32, no. 9, pp. 1659–1676, 2012.

[4] K. Hosaka and B. L. Hoh, “Inflammation and cerebral aneu-
rysms,” Translational Stroke Research, vol. 5, no. 2, pp. 190–
198, 2014.

[5] T. Qiu, G. Jin, H. Xing, and H. Lu, “Association between
hemodynamics, morphology, and rupture risk of intracranial
aneurysms: a computational fluid modeling study,” Neurolog-
ical Sciences, vol. 38, no. 6, pp. 1009–1018, 2017.

[6] C. B. Theodotou, B. M. Snelling, S. Sur, D. C. Haussen,
E. C. Peterson, and M. S. Elhammady, “Genetic associations
of intracranial aneurysm formation and sub-arachnoid hem-
orrhage,” Asian Journal of Neurosurgery, vol. 12, no. 3,
pp. 374–381, 2017.

[7] A. Can, V. M. Castro, Y. H. Ozdemir et al., “Association
of intracranial aneurysm rupture with smoking duration,
intensity, and cessation,” Neurology, vol. 89, no. 13, pp. 1408–
1415, 2017.

[8] H. Maekawa, Y. Tada, K. Yagi et al., “Bazedoxifene, a selective
estrogen receptor modulator, reduces cerebral aneurysm rup-
ture in ovariectomized rats,” Journal of Neuroinflammation,
vol. 14, no. 1, p. 197, 2017.

[9] Y. Kanematsu, M. Kanematsu, C. Kurihara et al., “Critical roles
of macrophages in the formation of intracranial aneurysm,”
Stroke, vol. 42, no. 1, pp. 173–178, 2011.

[10] T. Aoki, H. Kataoka, R. Ishibashi, K. Nozaki, K. Egashira, and
N. Hashimoto, “Impact of monocyte chemoattractant protein-
1 deficiency on cerebral aneurysm formation,” Stroke, vol. 40,
no. 3, pp. 942–951, 2009.

[11] P. J. Murray, J. E. Allen, S. K. Biswas et al., “Macrophage acti-
vation and polarization: nomenclature and experimental
guidelines,” Immunity, vol. 41, no. 1, pp. 14–20, 2014.

[12] A. Sica and A. Mantovani, “Macrophage plasticity and polari-
zation: in vivo veritas,” The Journal of Clinical Investigation,
vol. 122, no. 3, pp. 787–795, 2012.

[13] P. J. Murray, “Macrophage activation and polarization,” Sem-
inars in Immunology, vol. 27, no. 4, pp. 235-236, 2015.

[14] C. D. Mills, “M1 and M2 macrophages: oracles of health and
disease,” Critical Reviews in Immunology, vol. 32, no. 6,
pp. 463–488, 2012.

[15] D. Hasan, N. Chalouhi, P. Jabbour, and T. Hashimoto,
“Macrophage imbalance (M1 vs. M2) and upregulation of
mast cells in wall of ruptured human cerebral aneurysms: pre-
liminary results,” Journal of Neuroinflammation, vol. 9, no. 1,
p. 222, 2012.

[16] N. Wang, H. Liang, and K. Zen, “Molecular mechanisms
that influence the macrophage m1-m2 polarization balance,”
Frontiers in Immunology, vol. 5, p. 614, 2014.

[17] T. Aoki, M. Nishimura, R. Ishibashi, H. Kataoka, Y. Takagi,
and N. Hashimoto, “Toll-like receptor 4 expression during
cerebral aneurysm formation. Laboratory investigation,” Jour-
nal of Neurosurgery, vol. 113, no. 4, pp. 851–858, 2010.

[18] M. I. Kurki, S. K. Häkkinen, J. Frösen et al., “Upregulated
signaling pathways in ruptured human saccular intracranial
aneurysm wall: an emerging regulative role of Toll-like
receptor signaling and nuclear factor-κB, hypoxia-inducible
factor-1A, and ETS transcription factors,” Neurosurgery,
vol. 68, no. 6, pp. 1675-1676, 2011.

[19] T. Aoki, J. Frȍsen, M. Fukuda et al., “Prostaglandin E2-EP2-
NF-κB signaling in macrophages as a potential therapeutic

5Journal of Immunology Research



target for intracranial aneurysms,” Science Signaling, vol. 10,
no. 465, article eaah6037, 2017.

[20] K. Shimada, H. Furukawa, K. Wada et al., “Protective role
of peroxisome proliferator-activated receptor-γ in the devel-
opment of intracranial aneurysm rupture,” Stroke, vol. 46,
no. 6, pp. 1664–1672, 2015.

[21] T. Ikedo, M. Minami, H. Kataoka et al., “Dipeptidyl
peptidase-4 inhibitor anagliptin prevents intracranial aneu-
rysm growth by suppressing macrophage infiltration and
activation,” Journal of the American Heart Association, vol. 6,
no. 6, article e004777, 6 pages, 2017.

[22] D. Zhang, H. Yan, Y. Hu, Z. Zhuang, Z. Yu, and C. Hang,
“Increased expression of NLRP3 inflammasome in wall of rup-
tured and unruptured human cerebral aneurysms: preliminary
results,” Journal of Stroke and Cerebrovascular Diseases,
vol. 24, no. 5, pp. 972–979, 2015.

[23] Y. Jiang, M. Zhang, H. Hua et al., “MicroRNA/mRNA profil-
ing and regulatory network of intracranial aneurysm,” BMC
Medical Genomics, vol. 6, no. 1, p. 36, 2013.

[24] T. Krings, D. M. Mandell, T. R. Kiehl et al., “Intracranial aneu-
rysms: from vessel wall pathology to therapeutic approach,”
Nature Reviews Neurology, vol. 7, no. 10, pp. 547–559, 2011.

[25] T. Aoki, H. Kataoka, M. Morimoto, K. Nozaki, and
N. Hashimoto, “Macrophage-derived matrix metalloproteinase-
2 and -9 promote the progression of cerebral aneurysms in
rats,” Stroke, vol. 38, no. 1, pp. 162–169, 2007.

[26] S. Marbacher, J. Marjamaa, K. Bradacova et al., “Loss of mural
cells leads to wall degeneration, aneurysm growth, and even-
tual rupture in a rat aneurysm model,” Stroke, vol. 45, no. 1,
pp. 248–254, 2014.

[27] K. W. Nowicki, K. Hosaka, F. J. Walch, E. W. Scott, and
B. L. Hoh, “M1 macrophages are required for murine cere-
bral aneurysm formation,” Journal of Neurointerventional
Surgery, 2017.

[28] T. Aoki, M. Fukuda, M. Nishimura, K. Nozaki, and
S. Narumiya, “Critical role of TNF-alpha-TNFR1 signaling in
intracranial aneurysm formation,” Acta Neuropathologica
Communications, vol. 2, no. 1, p. 34, 2014.

[29] R. M. Starke, N. Chalouhi, P. M. Jabbour et al., “Critical
role of TNF-α in cerebral aneurysm formation and progres-
sion to rupture,” Journal of Neuroinflammation, vol. 11,
no. 1, pp. 1–10, 2014.

[30] T. Moriwaki, Y. Takagi, N. Sadamasa, T. Aoki, K. Nozaki, and
N. Hashimoto, “Impaired progression of cerebral aneurysms
in interleukin-1beta-deficient mice,” Stroke, vol. 37, no. 3,
pp. 900–905, 2006.

[31] M. S. Ali, R. M. Starke, P. M. Jabbour et al., “TNF-α induces
phenotypic modulation in cerebral vascular smooth muscle
cells: implications for cerebral aneurysm pathology,” Journal
of Cerebral Blood Flow & Metabolism, vol. 33, no. 10,
pp. 1564–1573, 2013.

[32] T. Aoki, H. Kataoka, R. Ishibashi, K. Nozaki, R. Morishita, and
N. Hashimoto, “Reduced collagen biosynthesis is the hallmark
of cerebral aneurysm: contribution of interleukin-1β and
nuclear factor-κB,” Arteriosclerosis Thrombosis and Vascular
Biology, vol. 29, no. 7, pp. 1080–1086, 2009.

[33] A. Chawla, “Control of macrophage activation and function
by PPARs,” Circulation Research, vol. 106, no. 10, pp. 1559–
1569, 2010.

[34] I. G. Luzina, A. D. Keegan, N. M. Heller, G. A. Rook, T. Shea-
Donohue, and S. P. Atamas, “Regulation of inflammation by

interleukin-4: a review of “alternatives”,” Journal of Leukocyte
Biology, vol. 92, no. 4, pp. 753–764, 2012.

[35] D. M. Hasan, R. M. Starke, H. Gu et al., “Smooth muscle
peroxisome proliferator-activated receptor γ plays a critical
role in formation and rupture of cerebral aneurysms in mice
in vivo,” Hypertension, vol. 66, no. 1, pp. 211–220, 2015.

[36] J. Frosen, A. Piippo, A. Paetau et al., “Remodeling of saccular
cerebral artery aneurysm wall is associated with rupture: histo-
logical analysis of 24 unruptured and 42 ruptured cases,”
Stroke, vol. 35, no. 10, pp. 2287–2293, 2004.

[37] R. Ishibashi, T. Aoki, M. Nishimura, N. Hashimoto, and
S. Miyamoto, “Contribution of mast cells to cerebral aneurysm
formation,” Current Neurovascular Research, vol. 7, no. 2,
pp. 113–124, 2010.

[38] J. M. Xu and G. P. Shi, “Emerging role of mast cells and mac-
rophages in cardiovascular and metabolic diseases,” Endocrine
Reviews, vol. 33, no. 1, pp. 71–108, 2012.

[39] D. M. Sawyer, L. A. Pace, C. L. Pascale et al., “Lymphocytes
influence intracranial aneurysm formation and rupture: role
of extracellular matrix remodeling and phenotypic modulation
of vascular smooth muscle cells,” Journal of Neuroinflamma-
tion, vol. 13, no. 1, pp. 185–189, 2016.

[40] H. Miyata, H. Koseki, K. Takizawa et al., “T cell function is
dispensable for intracranial aneurysm formation and pro-
gression,” Plos One, vol. 12, no. 4, article e0175421, 2017.

[41] H. F. Zhang, M. G. Zhao, G. B. Liang et al., “Dysregulation
of CD4+ T cell subsets in intracranial aneurysm,” DNA and
Cell Biology, vol. 35, no. 2, pp. 96–103, 2016.

[42] D. M. Sawyer, P. S. Amenta, R. Medel, and A. S. Dumont,
“Inflammatory mediators in vascular disease: identifying
promising targets for intracranial aneurysm research,”Media-
tors of Inflammation, vol. 2015, Article ID 896283, 10 pages,
2015.

[43] S. K. Biswas and A. Mantovani, “Macrophage plasticity and
interaction with lymphocyte subsets: cancer as a paradigm,”
Nature Immunology, vol. 11, no. 10, pp. 889–896, 2010.

[44] M. Tymianski, “Aspirin as a promising agent for decreasing
incidence of cerebral aneurysm rupture,” Stroke, vol. 42,
no. 11, pp. 3003-3004, 2011.

[45] D. M. Hasan, N. Chalouhi, P. Jabbour, V. A. Magnotta, D. K.
Kung, and W. L. Young, “Imaging aspirin effect on macro-
phages in the wall of human cerebral aneurysms using
ferumoxytol-enhanced MRI: preliminary results,” Journal of
Neuroradiology, vol. 40, no. 3, pp. 187–191, 2013.

[46] D. M. Hasan, N. Chalouhi, P. Jabbour et al., “Evidence that
acetylsalicylic acid attenuates inflammation in the walls of
human cerebral aneurysms: preliminary results,” Journal of
the American Heart Association, vol. 2, no. 1, article e000019,
2013.

[47] L. A. Garcíarodríguez, D. Gaist, J. Morton, C. Cookson, and
A. Gonzálezpérez, “Antithrombotic drugs and risk of hemor-
rhagic stroke in the general population,” Neurology, vol. 82,
no. 13, p. 1193, 2014.

[48] B. A. Gross, P. M. R. Lai, U. F. Kai, and R. Du, “Aspirin and
aneurysmal subarachnoid hemorrhage,” World Neurosurgery,
vol. 82, no. 6, pp. 1127–1130, 2014.

[49] N. Chalouhi, P. Jabbour, R. M. Starke, and D. M. Hasan,
“Aspirin for prophylaxis against cerebral aneurysm rupture,”
World Neurosurgery, vol. 81, no. 1, pp. e2–e3, 2014.

[50] R. M. Starke, N. Chalouhi, D. Ding, and D. M. Hasan, “Poten-
tial role of aspirin in the prevention of aneurysmal

6 Journal of Immunology Research



subarachnoid hemorrhage,” Cerebrovascular Diseases, vol. 39,
no. 5-6, pp. 332–342, 2015.

[51] M. A. Bouhlel, B. Derudas, E. Rigamonti et al., “PPARγ activa-
tion primes human monocytes into alternative M2 macro-
phages with anti-inflammatory properties,” Cell Metabolism,
vol. 6, no. 2, pp. 137–143, 2007.

[52] B. Vandanmagsar, Y. H. Youm, A. Ravussin et al., “The
NLRP3 inflammasome instigates obesity-induced inflamma-
tion and insulin resistance,” Nature Medicine, vol. 17, no. 2,
pp. 179–188, 2011.

[53] J. M. V. Gils, M. C. Derby, L. R. Fernandes et al., “The neu-
roimmune guidance cue netrin-1 promotes atherosclerosis by
inhibiting macrophage emigration from plaques,” Nature
Immunology, vol. 13, no. 2, pp. 136–143, 2012.

7Journal of Immunology Research


	Macrophage Polarization in Cerebral Aneurysm: Perspectives and Potential Targets
	1. Introduction
	2. Molecular Mechanisms of Macrophage Polarization in Cerebral Aneurysm
	3. Classically Activated Macrophages in Cerebral Aneurysm
	4. Inducing Alternative Activation of Macrophages Relieves Inflammation in CAs
	5. Regulation of Macrophage Plasticity by Other Immune Cells
	6. Current Antiinflammatory Therapeutic Strategies and Future Directions
	7. Concluding Remarks
	Abbreviations
	Conflicts of Interest
	Acknowledgments

