
Wang et al. Inflammation and Regeneration           (2025) 45:11  
https://doi.org/10.1186/s41232-025-00375-4

REVIEW Open Access

© The Author(s) 2025. Open Access This article is licensed under a Creative Commons Attribution 4.0 International License, which 
permits use, sharing, adaptation, distribution and reproduction in any medium or format, as long as you give appropriate credit to the 
original author(s) and the source, provide a link to the Creative Commons licence, and indicate if changes were made. The images or 
other third party material in this article are included in the article’s Creative Commons licence, unless indicated otherwise in a credit line 
to the material. If material is not included in the article’s Creative Commons licence and your intended use is not permitted by statutory 
regulation or exceeds the permitted use, you will need to obtain permission directly from the copyright holder. To view a copy of this 
licence, visit http://creativecommons.org/licenses/by/4.0/.

In�ammation and Regeneration

The dual roles of chemokines in peripheral 
nerve injury and repair
Fangyuan Wang1,3, Chenglin Zhao2,3, Zhou Jing1,3, Qingyi Wang1,3, Minghe Li1,3, Bingqi Lu1,3, Ao Huo1,3, 
Wulong Liang1,3, Weihua Hu1,3 and Xudong Fu1,3* 

Abstract 

Peripheral nerve injuries (PNI) occur in approximately 13–23 per 100,000 individuals, predominantly affecting young 
and middle-aged adults. These injuries often require a lengthy recovery period, placing substantial burdens on health-
care systems and national economies. Current treatment strategies have not significantly shortened this lengthy 
regenerative process, highlighting the urgent need for innovative therapeutic interventions. Chemokines were 
originally noted for their powerful ability to recruit immune cells; however, as research has advanced, it has become 
increasingly evident that their role in peripheral nerve repair has been underestimated. In this review, we provide 
the first comprehensive overview of chemokine expression and activity during peripheral nerve injury and regen-
eration. We summarize the existing literature on chemokine family members, detailing their expression patterns 
and localization in injured nerves to facilitate further mechanistic investigations. For chemokines that remain con-
troversial, such as CXCL1 and CCL2, we critically examine experimental methodologies and discuss factors underly-
ing conflicting results, ultimately affirming their contributions to promoting nerve repair. Importantly, we highlight 
the dual nature of chemokines: in the early stages of injury, they initiate reparative responses, activate Schwann cells, 
regulate Wallerian degeneration, and support nerve recovery; but when the axons are connected and the repair 
enters the later stages, their persistent proinflammatory effects during later stages may impede the healing process. 
Additionally, we emphasize that certain chemokines, including CXCL5, CXCL12, and CCL2, can act directly on neu-
rons/axons, thereby accelerating axonal regeneration. Future research should focus on precisely mapping the localiza-
tion and temporal expression profiles of these chemokines and exploring therapeutic approaches.
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Introduction
Peripheral nerve injuries (PNI) affect between 13 and 
23 per 100,000 individuals [1–4], predominantly occur-
ring in the young and middle-aged population, with an 

average age of onset of 39.9 years [5]. Despite the avail-
ability of various treatment strategies—including direct 
surgical repair [6], nerve grafting [7], nerve conduits, 
photochemical tissue bonding [8], electrical stimulation 
(ES) [9], neurotrophic factors [10], and stem cell ther-
apy [11]—recovery from PNI remains prolonged, and 
many patients are unable to achieve complete recovery 
throughout their lives. Furthermore, because these inju-
ries primarily impact individuals of working age, they 
impose a substantial burden on both healthcare and soci-
oeconomic systems [5]. Therefore, in-depth research into 
the mechanisms of PNI and its recovery methods is cru-
cial for alleviating its burden on individuals and society.
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The peripheral nervous system (PNS) consists of nerves 
outside the central nervous system (CNS) and differs sig-
nificantly from the CNS in terms of structure and func-
tion. In the CNS, oligodendrocytes form axonal myelin 
sheaths [12], whereas Schwann cells perform this role in 
the PNS [13]. Notably, the PNS has a greater regenerative 
capacity than the CNS does, largely because of its unique 
biological properties. Schwann cells undergo rapid repro-
gramming and proliferation after injury, secreting prore-
generative factors that reshape the microenvironment 
and form bands of Büngner to guide axonal regrowth 
[14]. Additionally, the relatively open immune system of 
the PNS allows immune cells to actively participate in 
repair processes. In contrast, CNS regeneration is lim-
ited by the restrictive blood‒brain barrier and the inhibi-
tory local microenvironment [15]. Thus, understanding 
PNS repair mechanisms requires examining both the 
roles of neurons and the contributions of the repair 
microenvironment.

Peripheral nerve repair involves a complex interplay of 
molecular and cellular events, and the coordination of 
neurons, Schwann cells, and immune cells is critical. Fol-
lowing axonal injury, Schwann cells in the distal stump 
are reprogrammed into repair Schwann cells (rSCs), 
which perform multiple functions: they clear debris, 
recruit macrophages for Wallerian degeneration, align 
to form bands of Büngner that guide axonal regrowth, 
and secrete neurotrophic factors such as BDNF and NGF 
[16–18]. Once regenerating axons reach the injury site, 
rSCs transition back to myelinating Schwann cells to 
restore axonal function. Immune cells, particularly mac-
rophages, also play vital roles. M1 macrophages facilitate 
debris clearance and inflammation, whereas M2 mac-
rophages promote tissue regeneration through the pro-
duction of reparative factors [19]. Other immune cells, 
such as T cells and neutrophils, modulate inflammation 
and support repair [20, 21]. Because various stem cells 
and immune cells are recruited to the injury site during 
the peripheral nerve repair process, especially in the early 
stages of healing, chemokines have long attracted the 
attention of researchers.

Chemokines, a class of cytokines with chemotac-
tic activity, regulate immune cell migration, localiza-
tion, and function [22]. They are categorized into four 
subfamilies—CXC, CC, CX3 C, and XC—based on the 
arrangement of cysteine residues at their N-terminus 
[23]. Early research in the field of chemokines typically 
focused on immune regulation, viewing them solely as 
tools for recruiting immune cells to damaged tissues. 
However, in recent years, increasing evidence has dem-
onstrated that chemokines can directly act on neurons 
and glial cells to promote axonal regeneration. This sug-
gests that chemokines have significant potential roles 

in nerve repair. Unfortunately, to date, no scholars have 
provided a systematic summary of the expression pat-
terns and mechanisms of chemokines in peripheral 
nerves, leaving researchers without comprehensive ref-
erences when conducting studies in this area. Therefore, 
we have reviewed the expression patterns and mecha-
nisms of the chemokine family in PNI and presented our 
perspectives on some controversial viewpoints to facili-
tate and support future research in this field. Addition-
ally, we were pleasantly surprised to find that the roles of 
the chemokine family closely align with the early stages 
of injury repair. However, once severed axons recon-
nect and the nerve repair process enters its later stages, 
an excessive inflammatory response may inhibit remy-
elination by Schwann cells and the shift of macrophages 
toward an anti-inflammatory phenotype, ultimately lead-
ing to unfavorable outcomes. This finding suggests that 
the early phase of repair may be a critical window for the 
action of the chemokine family.

Expression and localization of chemokine families
The expression and localization of chemokines and 
their receptors are critical for elucidating the mecha-
nisms by which chemokine families’ function in PNI 
and for exploring their potential roles. Table  1 summa-
rizes the expression and localization of chemokines and 
their receptors in the context of PNI, showing their dis-
tribution across different cell types and different time 
points post-injury. However, nearly all studies on the 
injury microenvironment are based on animal mod-
els, and to date, no studies have reported changes in the 
injury microenvironment following human nerve injury. 
Although this limitation is understandable owing to 
practical challenges, such as ethical restrictions and lim-
ited sample availability, it remains a critical gap in our 
understanding. In light of this challenge, we propose a 
potential solution: because harvesting nerve tissue itself 
causes additional harm to the patient and conflicts with 
the goal of nerve repair, it should not be performed dur-
ing standard procedures such as nerve anastomosis or 
transplantation. However, for patients requiring ampu-
tation, it may be possible—pending ethical approval and 
patient consent—to collect healthy or injured nerve tis-
sue. This approach could help overcome the current lack 
of human-based studies in this field. Investigating the 
expression levels and temporal dynamics of chemokines 
is of critical importance for identifying potential down-
stream pathways, exploring their functional roles, and 
informing intervention strategies. In PNI, the expression 
of chemokines and their receptors is influenced by vari-
ous factors, including time post-injury, immune cell infil-
tration, injury type and severity, nerve location, and age. 
Overall, neurons/axons and Schwann cells are important 
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Table 1  Expression and localization of chemokines in different families

Localization Summary of expression changes Model Reference

C-X-C chemokine subfamily

CXCR2 Neutrophils SNT [24]

Neurons/axons Transcript levels in the DRG increase immediately post-injury, peaking 
on day 1; protein levels significantly rise by day 3

CFA [25]

Macrophages Protein levels in the injured tissue gradually increase over the first 3 days 
post-injury, peaking on day 3

SNC [26]

CXCR3 Macrophages SNC
SNT

[27]

CXCR4 Neurons/axons Protein levels in the injured tissue increase post-injury SNC [28]

Schwann cells Protein levels in the tissue significantly decrease on the second day 
after nerve injury, gradually recover, and decrease again about 3 weeks 
post-injury

SNC [29]

CD34+ cells [30]

ADSCs [31]

Mesenchymal stem cells [32]

CXCL1 Neurons/axons Transcript levels in the DRG increase immediately after injury, peaking 
on day 1, with protein levels significantly elevated on days 1 and 3

CFA [25]

Schwann cells Transcript levels in the injured tissue rise immediately post-injury 
and then decrease; transcript levels on day 3 are much lower than those 
on day 1

SNT [33]

Schwann cells Protein levels in the injured tissue significantly increase within 24 h post-
injury

SNC [26]

CXCL2 Protein levels are increased on days 1 and 14 post-injury SNT [34]

No CXCL2 protein expression is detected from day 0 to day 30 post-injury Tellurium
SNC
SNT

[35]

CXCL3 Protein levels increase on day 1 post-injury in the injured tissue SNT [34]

CXCL5 Neurons/axons Protein levels increase by 1.5-fold in the SCG and 1.8-fold in the DRG 
at 48 h post-injury

ECNT
ICNT
SNT

[36]

CXCL6 Protein levels increase on day 1 post-injury in the injured tissue SNT [34]

CXCL9 Protein levels increase on day 1 post-injury in the injured tissue SNT [34]

CXCL10 Protein levels increase on days 3 and 7 post-injury in the injured tissue SNC [37]

CXCL11 Protein levels increase on day 1 post-injury in the injured tissue SNT [34]

CXCL12 Neurons/axons Transcript levels increase in the MPG on day 1 post-injury CNC [38]

Schwann cells No CXCL12 expression is detected in normal nerve tissue
Protein levels increase in the injured tissue on days 3 and 7 post-injury 
but nearly return to normal by day 7

SNC [28]

Protein levels in injured tissue show a strong but brief increase on day 1, 
decrease by day 14, and return to normal by day 28

FNC [39]

Protein levels increase on day 7 post-injury in the injured tissue CNC [40]

Protein levels peak between days 10 and 14 post-injury in the injured 
tissue

SNC [41]

CXCL13 Neurons/axons Transcript levels in the DRG increase between days 3 and 14 post-SNL L4 SNL [42]

Protein levels increase on day 1 post-injury in the injured tissue SNT [34]

C–C chemokine subfamily

CCR2 Macrophages SNT [43]

CCR4 Macrophages SNT [44]

ADSCs CNC [38]

CCL1 Protein levels increase on day 14 post-injury in the injured tissue SNT [34]
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Table 1  (continued)

Localization Summary of expression changes Model Reference

CCL2 Schwann cells (primary source), 
neurons/axons, macrophages, 
fibroblasts

The number of CCL2+ cells increases at 6 h post-injury, continues to rise, 
and peaks between 2 and 4 weeks

SNT [45]

Protein levels increase on days 1 and 14 post-injury in the injured tissue SNT [34]

Transcript levels in the distal injured tissue peak on day 1 post-injury, 
decrease on days 3 to 7, and rise to a second peak on day 14. Levels 
return to normal between days 21 and 28. In proximal tissue, CCL2 tran-
script levels remain elevated on day 28

SNT [46]

Transcript and protein levels in the injured tissue remain elevated for 21 
days post-injury compared to normal tissue

L5 transection [47]

Neurons/axons Transcript levels increase in the MPG on day 1 post-injury CNC [38]

Macrophages Both protein and transcript levels increase in macrophages post-injury; 
however, protein levels in repeatedly injured tissue are significantly lower 
than those in tissues that experience a single injury

SNC [48]

At 24 h post-injury, CCL2 transcript levels in the nerves in young mice are 
higher than those in in older mice

SNT [49]

Neurons/axons Transcript levels in the L5 DRG increase 2.9-fold on day 7 post-sciatic 
nerve injury

SNT [50]

Schwann cells
Macrophages

Transcript levels in Schwann cells are six times higher than those in mac-
rophages on day 14 post-injury

SNT [43]

Neurons/axons Transcript levels peak at 48 h post-injury in the pelvic ganglia after cav-
ernous nerve crush injury

CNC [51]

Transcript levels rise within 12 h post-injury, peaking between days 1 
and 3 in the injured tissue

SNT [33]

Neurons/axons Transcript levels increase in the DRG between days 1 and 16 post-injury SNT [52]

Transcript levels peak on day 3 post-injury in the injured tissue Tellurium
SNC
SNT

[35]

CCL3 Transcript levels in the distal injured tissue peak on day 1, decrease 
on days 3 and 7, and rise to a second peak on day 14, returning to normal 
levels between days 21 and 28

SNT [46]

Protein levels increase on day 1 post-injury in the injured tissue SNT [34]

Schwann cells
Neurons/axons
Macrophages
Fibroblasts

The number of CCL3+ cells increase at 24 h post-injury, remains stable 
for over 4 weeks, and peaks on day 5

SNT [45]

Transcript and protein levels in the injured tissue remain elevated for 21 
days post-injury compared to those in normal tissue

L5 transection [47]

CCL5 Schwann cells
Neurons/axons
Macrophages
Fibroblasts

The number of CCL5+ cells increase at 24 h post-injury, remains stable 
for over 4 weeks, and peaks on day 3

SNT [45]

Transcript levels in the distal injured tissue peak on day 1, decrease 
on days 3 and 7, rise to a second peak on day 14, and return to normal 
between days 21 and 28
Proximal transcript levels show minimal changes on day 1 and return 
to control levels by day 3

SNT [46]

Transcript and protein levels in the injured tissue remain elevated for 21 
days post-injury compared to those in normal tissue

L5 transection [47]

Protein levels increase on day 14 post-injury in the injured tissue SNT [34]

CCL7 Protein levels increase on days 1 and 14 post-injury in the injured tissue SNT [34]

CCL15 Protein levels increase on day 14 post-injury in the injured tissue SNT [34]

CCL17 Protein levels increase on day 1 post-injury in the injured tissue SNT [34]
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sources of chemokines, and the expression of many 
chemokines is rapidly upregulated in the early stages fol-
lowing PNI. This upregulation is significantly associated 
with the recruitment of various immune cells and poten-
tially stem cells during the early phase of nerve injury, 
which aligns with the traditional view that chemokines 
play a key role in the recruitment of immune cells during 
the initial stages of injury. However, certain chemokines, 
such as CXCL10, are predominantly expressed at later 
stages of nerve repair. By this point, severed axons have 
already reconnected, and the elevated levels of CXCL10 
bind to the CXCR3 receptor on macrophages, pro-
moting their recruitment and inflammatory polariza-
tion. Consequently, these chemokines do not facilitate 
early clearance of necrotic tissue or the establishment 
of a regenerative environment; instead, their late-stage 
expression may contribute to excessive inflammation, 
ultimately hindering nerve recovery.

Furthermore, it is important to note that some studies 
have only investigated protein levels in upstream gan-
glia or neurons in the injured nerve, but these data may 
not accurately reflect changes in protein levels within 
the local microenvironment at the site of injury. Pro-
tein expression patterns in neurons, such as those in the 
dorsal root ganglion (DRG), can differ significantly from 
those at the local injury site, such as the sciatic nerve. 
Local cells, including Schwann cells and infiltrating 
immune cells, have a major impact on protein expres-
sion within the injury microenvironment. Additionally, 
although retrograde axonal transport conveys injury 
signals to neuronal cell bodies to initiate transcriptional 
and translational responses, the resulting proteins are not 
always transported back to the injury site.

The localization of chemokines and their recep-
tors is also of substantial importance. Specifically, 
understanding receptor localization helps identify 
chemokine targets, thereby guiding subsequent research 
toward examining their effects on particular cell types. 

Unfortunately, studies in this area are notably lim-
ited. Most existing work focuses solely on the overall 
expression of chemokines within injured tissue, with-
out addressing their precise cellular localization. This 
knowledge gap complicates our efforts to elucidate the 
exact mechanisms governing chemokine expression and 
to characterize their cellular effects following activation. 
To assist future researchers, we present the localization 
of chemokine family members in Fig.  1. The available 
findings indicate that chemokine receptors are widely 
distributed across injured tissues, including neurons/
axons, glial cells, immune cells, and stem cells. This broad 
distribution underscores the critical role of chemokine/
receptor signaling in nerve injury and repair, highlight-
ing the potential of chemokines as therapeutic targets. 
Chemokine ligands are derived primarily from Schwann 
cells and neurons/axons. However, as previously men-
tioned, whether chemokines secreted by neuronal cell 
bodies can be transported through axons to the injury 
site to exert their effects requires further investigation.

The C‑X‑C chemokine subfamily
The CXC chemokine family is a chemokine subfamily 
named for the presence of one amino acid (X) between 
two N-terminal cysteine residues. CXC chemokines play 
significant roles in inflammatory responses, immune 
regulation, tumor development, and nerve injury and 
repair processes. The CXC chemokine subfamily com-
prises seven receptors (CXCR1–CXCR7) and 17 ligands 
(CXCL1–CXCL17), among which CXCL1, CXCL5, and 
CXCL12 play important roles in nerve repair.

CXCL1/CXCR2 may exert neuroprotective effects 
via a neutrophil‑dependent mechanism
Currently, the role of CXCL1/CXCR2 in nerve repair 
remains controversial. However, we tend to view the 
CXCL1/CXCR2 axis as a neutrophil-dependent neuro-
protective pathway. Studies have shown that recombinant 

Table 1  (continued)

Localization Summary of expression changes Model Reference

C-X3-C chemokine subfamily

CX3 CR1 ADSCs CNC [38]

CX3 CL1 Neurons/axons Transcript levels increase in the MPG on day 1 post-injury CNC [38]

X-C chemokine subfamily

XCR1 ADSCs CNC [38]

Neurons/axons
CD45+ WBC
Schwann cells

Protein levels increase on days 1 and 3 post-injury, and XCR1 transcript 
levels increase on day 3 post-injury in the injured tissue

CCI [53]

XCL1 Neurons/axons Transcript levels increase in the MPG on day 1 post-injury CNC [38]

SNT sciatic nerve transection, SNC sciatic nerve crush, FNC facial nerve crush, CNC cavernous nerve crush, CCI chronic constriction injury, SNL sciatic nerve ligation, 
ADSCs adipose-derived stem cells, ECNT external carotid nerve transection, ICNT internal carotid nerve transection, MPG major pelvic ganglion



Page 6 of 15Wang et al. Inflammation and Regeneration           (2025) 45:11 

CXCL1 can exert neuroprotective effects by mediating 
neutrophil infiltration [47]. Additionally, elevated reac-
tive oxygen species (ROS) levels in damaged muscle can 
recruit CXCR2-positive neutrophils to indirectly injured 
muscle tissue via a CXCL1-dependent pathway, thereby 
delaying muscle atrophy [24].

However, it is worth noting that a study by Jiang et al. 
proposed a different viewpoint. Their findings suggested 
that CXCL1 promotes macrophage migration by bind-
ing to CXCR2 on the macrophage surface. This interac-
tion not only accelerates macrophage recruitment but 
also activates inflammatory pathways (such as the NLRP3 
inflammasome pathway), inducing the production of 
proinflammatory cytokines such as IL- 1β and thereby 
inhibiting functional recovery after sciatic nerve injury. 
Importantly, that study mainly relied on the application 
of the CXCR2 antagonist SB225002 rather than the use 
of specific CXCL1 inhibitors, CXCL1 knockout mod-
els, or recombinant CXCL1 protein injections to verify 

its conclusions. This experimental design may be insuf-
ficient to accurately define the role of CXCL1. Further-
more, CXCL1 protein expression significantly increased 
within 24 h after nerve injury but rapidly decreased after 
72 h. These findings suggest that the time window for the 
action of CXCL1 may be concentrated during the early 
stages after injury, especially on the first day. Clearly, the 
long-term use of SB225002 by Jiang et al. differs from the 
expression pattern of CXCL1 [26].Thus, this administra-
tion approach does not align with the expression profile 
of CXCL1. On the basis of these findings, the role of the 
CXCL1–CXCR2–NLRP3–IL- 1β pathway in nerve repair 
requires further exploration, and the CXCL1/CXCR2 
axis is more likely to be a protective pathway.

In summary, after a thorough analysis of these two 
opposing perspectives, we conclude that the CXCL1/
CXCR2 axis exhibits a neuroprotective role through 
neutrophil-mediated mechanisms. However, further 
research using more precise experimental approaches is 

Fig. 1  Localization of the chemokine family. Neutrophils express CXCR2. Macrophages express CXCR2, CXCR3, CCR2, and CCR4 on the cell surface 
and secrete CCL2, CCL3, and CCL5. Neurons/axons express CXCR2, CXCR4, and XCR1 on the cell surface and secrete CXCL1, CXCL5, CXCL12, 
CXCL13, CCL2, CCL3, CCL5, CX3 CL1, and XCL1. Schwann cells express CXCR4 and XCR1 on the cell surface and secrete CXCL1, CXCL12, CCL2, CCL3, 
and CCL5. Adipose-derived stem cells (ADSCs) express CXCR4, CCR4, CX3 CR1, and XCR1 on the cell surface. CD34⁺ cells and mesenchymal stem 
cells express CXCR4 on the cell surface. CD45⁺ WBC express XCR1 on the cell surface. Fibroblasts secrete CCL2, CCL3, and CCL5
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crucial to address current controversies and comprehen-
sively clarify its role in nerve repair.

CXCL5/CXCR2 induces neuronal sensitization but promotes 
nerve repair
PNI often leads to increased neuronal responsiveness 
to stimuli, resulting in exaggerated reactions to exter-
nal stimuli or strong responses to minor ones—a condi-
tion known as neuronal sensitization. This phenomenon 
is particularly prominent in pain perception and plays a 
critical role in the development of chronic pain. Conse-
quently, many animal models of chronic inflammation 
are established by inducing peripheral nerve damage. 
However, studies have shown that neuronal sensitiza-
tion and nerve regeneration are two independent events. 
For example, Zhu et al. reported that although CCL2 can 
induce nociceptive sensitization, it simultaneously pro-
motes the regeneration of dorsal root ganglion (DRG) 
neurons [54]. Similarly, CXCL5 may play dual roles in 
neuropathic pain induction and nerve repair.

Previous studies have generally recognized the role of 
CXCL5 in nerve repair. For example, CXCL5 secreted 
by adipose-derived stem cells can promote neurite out-
growth in major pelvic ganglion (MPG) neurons and 
activate the JAK/STAT pathway in Schwann cells, pro-
moting cavernous nerve regeneration [55]. Platelet-rich 
plasma (PRP) contains high levels of CXCL5; its injection 
into the corpus cavernosum can stabilize CXCR2 and 
increase CXCL5 expression in the MPG in a bilateral cav-
ernous nerve crush (BCNC) model, thereby enhancing 
nerve repair capacity [56]. Low-energy defocused shock 
wave (DLSW) therapy increases the secretion of CXCL5 
and VEGF from bone marrow-derived mesenchymal 
stromal cells (BMSCs), increasing the neurite outgrowth 
ability of pelvic ganglion neurons [57]. Interestingly, 
CXCL5 has also been defined as a protective factor in the 
context of injury to the optic nerve, which is part of the 
central nervous system. Although the optic nerve belongs 
to the central nervous system, the molecular pathways 
and cellular responses involved in axon regeneration are 
similar in both central and peripheral neurons/axons. Liu 
et  al. reported that recombinant CXCL5 can promote 
neurite growth in retinal ganglion cells (RGCs) in reti-
nal explants and facilitate axon regeneration after optic 
nerve crush injury by activating the Akt and STAT3 sign-
aling pathways [58]. These molecular pathways and cel-
lular responses may similarly occur in neurons and axons 
within the PNI environment, where they could play a 
direct role in neuroprotection and axonal regeneration. 
This warrants further investigation.

Moreover, the ability of CXCL5 to mediate neuronal 
hypersensitivity is also worth noting. Xu et al. reported 

that the intrathecal injection of CXCL5 can induce 
nociceptive hypersensitivity and is associated with 
neuropathic pain in spinal dorsal horn neurons in a rat 
model of chronic constriction injury (CCI) [59]. Over-
all, CXCL5 may play dual roles in neuropathic pain 
induction and nerve repair. Given that research on the 
role of CXCL5 in nerve repair is relatively limited and 
that the expression patterns and localization of CXCL5 
remain unclear, future studies should explore this topic 
in depth to verify the nerve regeneration effects and 
specific mechanisms of CXCL5.

CXCL12/CXCR4: a key axis in nerve repair
CXCL12, the only high-affinity endogenous ligand 
for CXCR4, is widely regarded as beneficial for nerve 
repair. CXCR4 agonists such as NUCC- 390 enhance 
neuromuscular recovery, axonal elongation, and repair 
efficiency [28]. This axis directly exerts neurotrophic 
effects by increasing neurofilament light chain (NF-L) 
expression, neuronal differentiation, and axonal growth 
[60, 61]. CXCL12 at the injury site acts on neural pro-
genitor cells via CXCR4, regulating migration speed 
through the ERK1/2 and p38 MAPK pathways and 
directionality via the Akt and JNK pathways[40, 62–64]. 
Additionally, CXCL12 indirectly facilitates repair by 
recruiting multiple cell types through the widespread 
expression of CXCR4. For example, CXCL12 promotes 
Schwann cell migration and autophagy through the PI3 
K/AKT/mTOR pathway without affecting prolifera-
tion or apoptosis[39]. It also enhances the migration of 
CD34 + hematopoietic and adipose-derived stem cells 
(ADSCs) [30, 31]. Zhang et al. reported that the overex-
pression of Neuritin increased CXCL12 levels in sciatic 
nerve tissue and regulated the migration of bone mar-
row-derived mesenchymal stem cells (MSCs) through 
the CXCL12/CXCR4-PI3 K/Akt signaling pathway, 
thereby promoting nerve repair [32].

Innovative drug delivery systems utilizing CXCL12 
have shown promise; for example, Jian et al. employed a 
glycosaminoglycan-based hybrid hydrogel with encap-
sulated polyelectrolyte complex nanoparticles (PCNs) 
based on sulfated glycosaminoglycans as a delivery 
platform for CXCL12 and bFGF. This hydrogel facili-
tated the recruitment of endogenous neural stem cells 
(NSCs) through CXCL12 signaling [65]. Additionally, 
incorporating CXCL12 and bFGF into nerve conduits 
significantly enhanced the recruitment of CD34 + cells 
and promoted angiogenesis, thereby effectively accel-
erating nerve regeneration [66]. Overall, the CXCL12–
CXCR4 axis is a robust therapeutic target for nerve 
repair.
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Roles of additional C‑X‑C family members in peripheral 
nerve repair
In addition to the ligands of CXCR2 and CXCR4, other 
CXC chemokine subfamily members, such as CXCL10 
and CXCL13, also play pivotal roles in peripheral nerve 
repair.

The expression pattern of CXCL10, the specific ligand 
of CXCR3, is tightly correlated with that of CXCR3. 
Notably, CXCR3 knockout significantly reduces CXCL10 
expression in tissues. Research has indicated that 
CXCL10 expression begins on day 3 after nerve injury 
and progressively increases over time, although the pre-
cise localization of CXCL10 remains to be fully eluci-
dated. Functionally, the knockout of CXCR3 significantly 
reduces macrophage recruitment, and CXCR3-deficient 
mice exhibit enhanced nerve repair capabilities [37]. 
Interestingly, CXCL10 expression begins around day 3 
post-injury and remains elevated during the later stages 
of repair. Based on this delayed expression pattern, we 
hypothesize that macrophages recruited by CXCL10 
may not sufficiently participate in early Wallerian degen-
eration but instead contribute to excessive inflammation 
during the late phase of repair. Could modulating the 
timing of CXCL10-CXCR3 activation—inducing rapid 
activation in the early phase and suppressing it in the 
late phase—offer better therapeutic outcomes compared 
to full suppression of CXCR3 throughout the repair 
process?

CXCL13, which binds both CXCR3 and CXCR5 [67, 
68], is secreted by the DRG and has a unique regulatory 
mechanism following nerve injury. ZNF382a is a nuclear 
transcription factor that interacts with the distal silencer 
region of the CXCL13 gene and forms a complex with 
HDAC1 and SETDB1 at the promoter region. This com-
plex occupies the promoter and 5′-UTR regions of the 
CXCL13 gene, forming a silencer–promoter loop that 
suppresses CXCL13 transcription in normal DRG neu-
rons. Following PNI, ZNF382 expression in the DRG 
decreases, leading to increased acetylation of histone 
H3 (ac-H3) in the F11 fragment and reduced H3 K9 me3 
enrichment in the F10 fragment within the promoter 
and 5′-UTR regions of the CXCL13 gene. This results in 
the activation of CXCL13 transcription in injured DRG 
neurons. Functionally, CXCL13 binding to CXCR5 con-
tributes to pain hypersensitivity, highlighting the role of 
CXCL13 in neuropathic pain [42].

In conclusion, CXCL10 and CXCL13 participate in 
peripheral nerve repair and pathology through immune 
cell recruitment and epigenetic regulation, respectively. 
These findings identify these two chemokines as promis-
ing therapeutic targets, providing new opportunities for 
improving nerve regeneration and managing neuropathic 
pain.

The C–C chemokine subfamily
The CC chemokine subfamily comprises 10 receptors 
(CCR1–CCR10) and 28 ligands (CCL1–CCL28). Omics 
studies have revealed a significant increase in the expres-
sion of several CC family members, including CCL1, 
CCL2, CCL3, CCL5, CCL7, CCL15, and CCL17, after 
PNI. These chemokines are heavily involved in various 
nerve repair processes, such as macrophage recruitment 
and polarization, Wallerian degeneration, Schwann cell 
function regulation, and the promotion of nerve growth 
[34, 46, 69]. Among these chemokines, CCL2 and its 
receptor CCR2 play critical roles in nerve injury and 
repair. Although some studies have shown that CCL2 
can act directly on neurons or axons, there is currently 
no definitive evidence showing the presence of CCR2 
in cell types other than macrophages within the PNI 
microenvironment.

TLR signaling, ER stress, and ion channels mediate CCL2 
upregulation after nerve injury
The mechanisms underlying the increased expression of 
CCL2 after nerve injury have been widely investigated. 
Necrotic neurons or nerve tissue homogenates can acti-
vate Schwann cells through Toll-like receptors (TLR2, 
TLR3, and TLR4), promoting the expression of multiple 
genes, including CCL2 [70, 71]. Research has confirmed 
that TLR2 and TLR4 ligands enhance CCL2 expression 
via a MyD88-dependent pathway. S100 A8/A9 may also 
play an important role in this process [72]. The genes 
S100a8 and S100a9 are highly upregulated on the first 
day after nerve injury in mice, and the heterodimeric 
noncovalent S100 A8/A9 complex is directly associated 
with the upregulation of Ccl2, Ccl7, and Cxcl2 expression 
in Schwann cells [73].

Moreover, disruption of endoplasmic reticulum (ER) 
homeostasis contributes to increased expression of 
CCL2. Following PNS or CNS injury, ER protein home-
ostasis is disrupted, leading to protein-folding stress 
responses in neurons and glial cells. ER stress activates 
the unfolded protein response (UPR), which results in 
splicing of the Xbp1 mRNA by IRE1α, generating the 
active transcription factor XBP1 s. This, in turn, enhances 
CCL2 expression [74].

Voltage-gated ion channels are also involved in the 
regulation of CCL2 expression in neurons. For example, 
ropivacaine can reduce the expression levels of Nav1.8 in 
sciatic nerve axons (Nav1.8 is expressed mainly in sub-
stance P-positive peptidergic axons), thereby promoting 
the release of CCL2 from axons to recruit macrophages 
(primarily the M1 type). Additionally, ropivacaine can 
induce the polarization of M1 macrophages toward the 
M2 phenotype [75].



Page 9 of 15Wang et al. Inflammation and Regeneration           (2025) 45:11 	

In summary, the upregulation of CCL2 following 
nerve injury is orchestrated by TLR signaling, ER stress 
responses, and voltage-gated ion channel activity, collec-
tively contributing to the inflammatory milieu and influ-
encing nerve repair processes.

CCL2 promotes peripheral nerve repair 
via macrophage‑dependent pathways and direct 
neurotrophic effects
CCL2 plays a pivotal role in nerve repair by acting as 
a crucial mediator that bridges various cellular pro-
cesses that are highly dependent on the recruitment 
and polarization of macrophages. In the context of PNI, 
macrophage recruitment primarily depends on CCR2 
expression [76]. As a CCL2 is a key factor that activates 
CCR2 and mediates macrophage recruitment, reduced 
expression of CCL2 significantly inhibits macrophage 
recruitment and impedes Wallerian degeneration. When 
CCL2 is knocked out, CCL7 and CCL12 can partially 
compensate for its absence, maintaining effective clear-
ance of damaged tissues during the early stages of injury 
[77]. Macrophages activated via the CCL2/CCR2 axis 
polarize toward the M1 phenotype through signaling 
pathways such as the Jak-STAT and Ras pathways; they 
then secrete IL- 6 and IL- 1 to enhance the inflamma-
tory response, promote angiogenesis at the injury site, 
and support neurite growth [43, 51, 69]. Furthermore, 
resident macrophages are critical for neurogenesis and 
maturation; depletion of macrophages leads to increased 
neuronal death and reduced neurogenesis in the olfac-
tory epithelium of mice [78].

CCL2 can also directly promote neuronal regenera-
tion through a STAT3-dependent mechanism. Stud-
ies have demonstrated that the overexpression of CCL2 
selectively increases LIF mRNA levels and activates 
STAT3, which is essential for neurite growth. Inhibition 
of STAT3 phosphorylation eliminates these regenerative 
effects [50]. The neurotrophic effect of CCL2 has been 
validated in dorsal root ganglion (DRG) neurons, where 
it increases the expression of GAP43 and ATF3, signifi-
cantly promoting nerve regeneration [54].

In summary, the CCR family—particularly the CCL2/
CCR2 axis—plays multiple critical roles in nerve repair. 
It not only promotes nerve growth by directly acting on 
neurons and axons but also accelerates Wallerian degen-
eration and facilitates angiogenesis through the recruit-
ment and polarization of macrophages. Therapeutic 
strategies targeting the CCL2/CCR2 axis have shown 
significant clinical potential. For example, overexpress-
ing CCL2 in DRG neurons via viral vectors significantly 
promoted sensory nerve axon regeneration in a rat model 
of spinal cord injury [50]. Chitooligosaccharide (COS) 
downregulates miR- 327, preventing miR- 327 from 

post-transcriptionally downregulating CCL2 expression 
in Schwann cells by targeting its 3′-UTR [79]. Addi-
tionally, the serum-free conditioned medium secreted 
by stem cells from human exfoliated deciduous teeth 
(SHED-CM), when implanted in collagen sponges, effec-
tively restores nerve function after facial nerve tran-
section in rats; this functional recovery is significantly 
dependent on CCL2 and sialic acid-binding immuno-
globulin-like lectin- 9 (sSiglec- 9) [80].

Nonetheless, it should not be overlooked that in some 
nontargeted CCL2/CCR2 therapeutic strategies (e.g., 
TET2 overexpression or hyperbaric oxygen therapy) [81, 
82], nerve repair outcomes remain significantly improved 
despite decreased CCL2 expression. This phenome-
non may be attributed to the dynamic and dual roles of 
inflammation in nerve repair. However, we still tend to 
view the activation of the CCL2/CCR2 axis as a neuro-
protective factor because overexpressing CCL2 alone sig-
nificantly promotes nerve repair, whereas knocking out 
CCR2 markedly inhibits the repair process. These find-
ings underscore the critical and irreplaceable role of the 
CCL2/CCR2 axis in nerve injury repair.

The C‑X3‑C chemokine subfamily
Currently, the CX3 C chemokine subfamily consists only 
of CX3 CR1 and its ligand CX3 CL1. Studies have shown 
that the CX3 C family plays a crucial role in the repair 
process after nerve injury by recruiting macrophages and 
adipose-derived stem cells (ADSCs).

CX3 CR1-positive macrophages are considered key fac-
tors in nerve repair. For example, in a sciatic nerve injury 
model, researchers reported that CX3 CR1-positive mac-
rophages recruited to the site of injury release exosomes 
containing functional NADPH oxidase 2 (NOX2) com-
plexes. Active NOX2 enters damaged nerve axons via 
endocytosis and is to the cell body through retrograde 
transport via an importin-β1–dynein–dependent mech-
anism. This process leads to the oxidation and inactiva-
tion of PTEN, thereby activating the PI3 K–Akt signaling 
pathway and promoting nerve regeneration [27]. Clini-
cally, targeting the CX3 CR1–NOX2 axis may enhance 
nerve repair. Supporting CX3 CR1-positive macrophages 
could bolster NOX2 signaling, promoting axon regrowth 
via PTEN oxidation and PI3 K–Akt activation. However, 
excessive ROS scavenging may hinder this effect, so anti-
oxidant timing and dosage require caution. Pharmaco-
logical modulation of PTEN or PI3 K–Akt might further 
aid recovery. Additional studies are needed to define safe, 
effective treatments for nerve injury patients. Similar 
findings have been validated in optic nerve (central nerv-
ous system) injury models. Investigators have reported 
that activation of the CX3 CL1‒CX3 CR1 axis promotes 
the expression of regeneration-associated proteins—such 
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as βIII-tubulin, BRN3 A, and GAP43—in retinal ganglion 
cells (RGCs), thereby facilitating RGC regeneration [83]. 
Additionally, the CX3 CL1/CX3 CR1 signaling pathway 
may accelerate cavernous nerve repair by promoting 
homing of ADSCs to the site of injury [38].

Notably, other studies have demonstrated that the 
CX3 CL1/CX3 CR1 axis plays an important role in the 
proliferation, maturation, and dendrite development of 
newborn hippocampal neurons[84]. These findings sug-
gest that CX3 CL1/CX3 CR1 may also directly promote 
peripheral nerve regeneration. Future research should 
further explore the specific mechanisms by which this 
axis exerts its effects in the context of different types of 
nerve injuries.

The X‑C chemokine subfamily
The XC chemokine subfamily is a unique subgroup 
within the chemokine superfamily, characterized by 
members containing only a single cysteine residue, which 
significantly differentiates their structure from that of 
members of other chemokine families. Known XC fam-
ily members include XCL1 (lymphotactin-α) and XCL2 
(lymphotactin-β), both of which exert their biological 
effects by binding to the specific receptor XCR1.

Studies have indicated that the XCL1-XCR1 axis may 
play an important role following nerve injury. For exam-
ple, researchers have reported that XCL1 increases the 
excitability of trigeminal neurons by binding to XCR1, 
thereby mediating trigeminal neuralgia [53]. Similar find-
ings were obtained in other studies, where XCL1 was 
observed not only to bind to XCR1 but also to activate 
ITGA9 (a transmembrane receptor protein belonging 
to the integrin family), leading to neuropathic pain after 
chronic constriction injury (CCI) [85]. Moreover, similar 
to the CX3 CL1/CX3 CR1 axis, XCL1 was found to be 
significantly upregulated in major pelvic ganglion (MPG) 
cells 24 h after cavernous nerve (CN) injury. XCL1 has 
been identified as a factor that may promote homing of 
adipose-derived stem cells (ADSCs) to the MPG. How-
ever, research on this topic remains quite limited [38]. 
Thus, the currently available findings are insufficient 
to definitively determine the specific role of XC family 
members in nerve repair. Additional studies are needed 
to elucidate the mechanisms and potential therapeutic 
applications of the XC chemokine subfamily in neural 
regeneration.

Discussion
PNI have a substantial negative impact on society, 
and current treatment approaches still fail to signifi-
cantly shorten the lengthy recovery period. In fact, 
some patients may never achieve full recovery [86, 87]. 
As a form of traumatic damage, inflammation plays an 

irreplaceable role in PNI. Chemokines, a classic family 
of inflammatory mediators, have long attracted attention 
for their powerful ability to recruit immune cells. How-
ever, recent research has led to a growing realization that 
their roles in peripheral nerve injury and regeneration 
have been underestimated. In this review, we provide the 
first comprehensive overview of the expression and func-
tions of the chemokine family in nerve injury and repair. 
We summarize existing findings on chemokine expres-
sion patterns and localization, laying a foundation for 
future investigations into their potential mechanisms. For 
chemokines whose functions remain controversial, such 
as CXCL1 and CCL2, we scrutinize previous experimen-
tal methodologies to clarify the underlying reasons for 
these opposing viewpoints and confirm their protective 
roles in nerve injury. Additionally, we hypothesize that 
chemokines exhibit dual characteristics in nerve injury, 
with the timing of chemokine pathway activation likely 
determining whether their effects are beneficial or det-
rimental. Based on these insights, we propose that early 
administration of certain chemokines—such as CXCL5, 
CXCL12, and CCL2—that can directly act on neurons/
axons may represent a promising therapeutic strategy to 
enhance peripheral nerve repair [50, 55, 61].

Inflammation is an indispensable part of the injury 
repair process, and chemokines, as classical inflamma-
tory mediators, play a pivotal role in this context [88]. 
Recent advancements in transcriptomics and prot-
eomics have revealed the critical regulatory functions 
of chemokines in peripheral nerve repair. However, to 
date, studies have predominantly focused on analyz-
ing the transcript or protein levels of chemokines at the 
whole-tissue level, with insufficient exploration of the 
specific sources of chemokines and their receptors. Sev-
eral key questions remain unanswered: In which cells are 
chemokine receptors expressed? Which cells are the pri-
mary sources of chemokines in injured tissues? Which 
cells secrete these chemokines? Answers to these ques-
tions are crucial for developing new treatments. Clarify-
ing the localization of chemokine receptors can reveal 
potential targets of differentially expressed chemokines 
within tissues. Additionally, tracing the origins of neuro-
protective chemokines can inform therapeutic strategies 
aimed at increasing chemokine protein levels in injured 
tissues via exosome technology or stem cell transplanta-
tion. We therefore look forward to future studies that will 
clarify the precise localization of chemokines and their 
receptors in injured tissues, and comprehensively eluci-
date the origins and fates of these chemokines through-
out both the injury and repair processes.

It is also essential to distinguish between the 
expression of chemokines in specific cell types and 
the overall expression of chemokines in the injury 
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microenvironment. PNI primarily occurs in the distal 
axons of neurons. Protein levels in this microenviron-
ment are influenced not only by anterograde axonal 
transport from proximal neuronal cell bodies but also by 
local cells such as Schwann cells, fibroblasts, infiltrating 
immune cells, and various stem cells [89]. For example, 
studies have shown elevated transcript or protein levels 
of CXCL5, CX3 CL1, and XCL1 in neuronal cell bodies 
following nerve injury [36, 38]. However, owing to a lack 
of expression data for these proteins in local cells and in 
the overall injured tissue, comprehensively assessing their 
expression within the injury microenvironment is cur-
rently challenging.

Chemokine receptors are widely expressed across vari-
ous cell types, including neurons/axons, Schwann cells, 
fibroblasts, immune cells, and tissue-derived stem cells. 
This broad distribution allows chemokines to influence 
multiple aspects of the nerve repair process through 
both direct and indirect mechanisms. As illustrated in 
Fig. 2, the core functions of chemokine family members 
focus on neurotrophic support and inflammation regula-
tion, including the secretion of inflammatory factors and 
chemotactic activity.

Schwann cells: In Schwann cells, homogenates of 
necrotic neurons or nerve tissues activate TLR2, TLR3, 
and TLR4 to release CCL2, with TLR2 and TLR4 promot-
ing CCL2 expression via a MyD88-dependent pathway. 
IRE1α catalyzes splicing of the Xbp1 mRNA to generate 
the active transcription factor XBP1 s, increasing CCL2 
expression. S100 A8/A9 upregulates CCL2, CCL7, and 
CXCL2 expression. CXCL5 activates the JAK-STAT path-
way. CXCL12 activates the PI3 K/AKT/mTOR pathway, 
enhancing Schwann cell migration and autophagy. Neu-
trophils: In neutrophils, CXCL1/CXCR2 mediates neu-
trophil recruitment. Neurons/axons: In neurons, ZNF382 
interacts with the distal silencer region of the CXCL13 
gene and forms a complex with HDAC1 and SETDB1 
in the promoter region. This complex occupies the pro-
moter and 5′-UTR regions, creating a silencer–promoter 
loop that suppresses CXCL13 transcription in normal 
DRG neurons. Neural injury reduces ZNF382 expres-
sion, leading to the release of CXCL13. CXCL5/CXCR2 
promotes axonal growth. CXCL12/CXCR4 increases 
NF-L expression, facilitating nerve growth. CCL2 directly 
promotes neuronal regeneration via a STAT3-dependent 
mechanism. CCL2 overexpression selectively increases 
LIF mRNA levels and activates STAT3 to promote nerve 
growth. Additionally, CCL2 increases the expression of 
GAP43 and ATF3 in DRG neurons, significantly enhanc-
ing nerve regeneration. NSCs: In NSCs, CXCL12/CXCR4 
regulates migration speed via the ERK1/2-p38MAPK 
pathway and directs migration through the AKT‒JNK 
pathway.

A classical function of chemokines is regulation of the 
inflammatory response, which encompasses the release 
of inflammatory factors and the recruitment of immune 
cells—an essential aspect of nerve repair. After PNI, 
macrophages and neutrophils recruited by chemokines 
play central roles in Wallerian degeneration by clearing 
myelin debris and creating an environment conducive 
to subsequent nerve regeneration [21, 76]. However, as 
Wallerian degeneration concludes and the proximal and 
distal axons begin to reconnect—signaling the late stage 
of nerve repair—excessive inflammatory responses may 
inhibit the remyelination capacity of repair Schwann cells 
and impede the transition of macrophages from the M1 
to M2 phenotype [90]. This dual role of inflammation may 
explain why studies of some anti-inflammatory agents 
that do not specifically target chemokines reported sig-
nificant therapeutic effects even when chemokine levels 
were reduced. Therefore, we propose that the therapeutic 
window for chemokines is likely concentrated during the 
early stages of acute injury, whereas sustained high lev-
els of chemokines during the later stages of injury may be 
detrimental to tissue repair.

Certain models of chronic neuronal sensitization 
induced by persistent injury may not be suitable for 
evaluating the role of chemokines in nerve repair. First, 
neuronal sensitization and nerve regeneration are two 
distinct processes. Although the proinflammatory effects 
of chemokines may lead to neuronal sensitization and 
contribute to pain hypersensitivity, this does not neces-
sarily impede nerve repair and regeneration. For example, 
CXCL5 and CCL2 have been shown in previous studies 
to have dual roles—in both promoting neuronal sensi-
tization and facilitating nerve repair [54, 56, 59]. Fur-
thermore, in models such as chronic constriction injury 
(CCI) [91], spinal nerve ligation (SNL) [92], and chronic 
compression of the dorsal root ganglion (CCD) [92], the 
continual presence of injurious factors prevents effec-
tive nerve repair. This makes it challenging to accurately 
assess interventions aimed at promoting nerve regenera-
tion. Consequently, we suggest that using crush or tran-
section models may provide a more direct and observable 
measure of how interventions affect nerve repair. Addi-
tionally, when conducting behavioral assessments, it is 
important to consider the influence of neuronal sensiti-
zation in order to accurately reflect the true progress of 
nerve recovery.

Conclusions
In conclusion, numerous chemokines have been reported 
to promote peripheral nerve repair through direct or 
indirect mechanisms. Future research should focus on 
elucidating the precise localization and temporal expres-
sion patterns of these chemokines, as well as exploring 
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therapeutic approaches—such as recombinant protein 
technology, exosome technology, and stem cell therapy—
that modulate chemokine levels in tissues to enhance 
nerve repair. It is also essential to closely consider the 
timing of chemokine-based therapies and compare their 
effects during the early and late phases of injury, as well 

as throughout the entire healing process, to determine 
the optimal administration window and mitigate poten-
tial adverse effects. Moreover, CXCL5, CXCL12, and 
CCL2 may have a particularly critical role in peripheral 
nerve repair due to their direct neuroprotective effects, 
warranting further focused investigation.

Fig. 2  Expression and mechanism of action of chemokine family members in PNI. Macrophages: In macrophages, CXCL1/CXCR2 promotes 
the expression of NLRP3, thereby facilitating the release of IL- 1β. CCL2/CCR2 activates signaling pathways such as the JAK-STAT and Ras 
pathways to promote M1 polarization. The activation of CX3 CR1 results in the release of NOX2, which enters damaged axons via endocytosis 
and is transported to the cell body via retrograde transport through an importin-β1-dynein-dependent mechanism. NOX2 oxidizes PTEN, leading 
to its inactivation and subsequent activation of the PI3 K‒Akt signaling pathway, thus promoting nerve regeneration



Page 13 of 15Wang et al. Inflammation and Regeneration           (2025) 45:11 	

Abbreviations
PNI	� Peripheral nerve injuries
ES	� Electrical stimulation
PNS	� Peripheral nervous system
CNS	� Central nervous system
rSCs	� Repair Schwann cells
DRG	� Dorsal root ganglion
ADSCs	� Adipose-derived stem cells
ROS	� Reactive oxygen species
MPG	� Major pelvic ganglion
PRP	� Platelet-rich plasma
BCNC	� Bilateral cavernous nerve crush
DLSW	� Low-energy defocused shock wave
BMSCs	� Bone marrow-derived mesenchymal stromal cells
RGCs	� Retinal ganglion cells
CCI	� Chronic constriction injury
NF-L	� Neurofilament light chain neurofilament light chain
MSCs	� Mesenchymal stem cells
PCNs	� Polyelectrolyte complex nanoparticles
NSCs	� Neural stem cells
ac-H3	� Acetylation of histone H3
ER	� Endoplasmic reticulum
UPR	� Unfolded protein response
COS	� Chitooligosaccharide
sSiglec-9	� Sialic acid-binding immunoglobulin-like lectin-9
SHED-CM	� Stem cells from human exfoliated deciduous teeth 
NOX2	� NADPH oxidase 2
XCL1	� Lymphotactin-α
XCL2	� Lymphotactin-β
CN	� Cavernous nerve
CCD	� Chronic compression of the dorsal root ganglion
SNL	� Spinal nerve ligation

Acknowledgements
Not applicable.

Authors’ contributions
Conceptualization was done by Fangyuan Wang and Xudong Fu. Writing—
original draft preparation, review, and editing were done by Fangyuan Wang, 
Chenglin Zhao, Ao Huo, Zhou Jing, Qingyi Wang, Minghe Li, Bingqi Lu, Wulong 
Liang, Weihua Hu, and Xudong Fu. Supervision was done by Wulong Liang, 
Weihua Hu, and Xudong Fu. Funding acquisition was done by Wulong Liang, 
Weihua Hu, and Xudong Fu.

Funding
This work is funded by Science and Technology Department of Henan Prov-
ince (Item number: 232102311134), Health Commission of Henan province 
(Item number: YXKC2022020), National Natural Science Foundation of China‌ 
(Item number: 82303029), and the Zhengzhou Science and Technology Inno-
vation Project for Healthcare (Item number: 2024YLZDJH027).

Data availability
Not applicable.

Declarations

Ethics approval and consent to participate
Not applicable.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.

Received: 8 January 2025   Accepted: 3 April 2025

References
	1.	 Babaei-Ghazani A, Eftekharsadat B, Samadirad B, Mamaghany V, Abdol-

lahian S. Traumatic lower extremity and lumbosacral peripheral nerve 
injuries in adults: electrodiagnostic studies and patients symptoms. J 
Forensic Leg Med. 2017;52:89–92.

	2.	 Dong S, Feng S, Chen Y, Chen M, Yang Y, Zhang J, et al. Nerve suture 
combined with ADSCs injection under real-time and dynamic NIR-II fluo-
rescence imaging in peripheral nerve regeneration in vivo. Front Chem. 
2021;9: 676928.

	3.	 Al-Temimi MH, Chandrasekaran B, Phelan MJ, Pigazzi A, Mills SD, Stamos 
MJ, et al. Incidence, risk factors, and trends of motor peripheral nerve 
injury after colorectal surgery: analysis of the national surgical quality 
improvement program database. Dis Colon Rectum. 2017;60:318–25.

	4.	 Balog BM, Askew T, Lin DL, Kuang M, Hanzlicek B, Damaser MS. The 
pudendal nerve motor branch regenerates via a brain derived neuro-
trophic factor mediated mechanism. Exp Neurol. 2020;334: 113438.

	5.	 Bergmeister KD, Große-Hartlage L, Daeschler SC, Rhodius P, Böcker A, 
Beyersdorff M, et al. Acute and long-term costs of 268 peripheral nerve 
injuries in the upper extremity. PLoS ONE. 2020;15: e0229530.

	6.	 Clark WL, Trumble TE, Swiontkowski MF, Tencer AF. Nerve tension and 
blood flow in a rat model of immediate and delayed repairs. J Hand Surg 
Am. 1992;17:677–87.

	7.	 Kornfeld T, Vogt PM, Radtke C. Nerve grafting for peripheral nerve injuries 
with extended defect sizes. Wien Med Wochenschr. 2019;169:240–51.

	8.	 Fairbairn NG, Ng-Glazier J, Meppelink AM, Randolph MA, Winograd 
JM, Redmond RW. Improving outcomes in immediate and delayed 
nerve grafting of peripheral nerve gaps using light-activated sealing 
of neurorrhaphy sites with human amnion wraps. Plast Reconstr Surg. 
2016;137:887–95.

	9.	 MacEwan MR, Gamble P, Stephen M, Ray WZ. Therapeutic electrical 
stimulation of injured peripheral nerve tissue using implantable thin-film 
wireless nerve stimulators. J Neurosurg. 2019;130:486–95.

	10.	 Convertino D, Luin S, Marchetti L, Coletti C. Peripheral neuron survival 
and outgrowth on graphene. Front Neurosci. 2018;12:1.

	11.	 Lavorato A, Raimondo S, Boido M, Muratori L, Durante G, Cofano F, et al. 
Mesenchymal stem cell treatment perspectives in peripheral nerve 
regeneration: systematic review. Int J Mol Sci. 2021;22:572.

	12.	 Nakamura DS, Gothié J-DM, Kornfeld SF, Kothary R, Kennedy TE. 
Expression and subcellular localization of mitochondrial docking 
protein, syntaphilin, in oligodendrocytes and CNS myelin sheath. Glia. 
2023;71:2343–55.

	13.	 Hu X, Hu J, Dai L, Trapp B, Yan R. Axonal and Schwann cell BACE1 is 
equally required for remyelination of peripheral nerves. J Neurosci. 
2015;35:3806–14.

	14.	 Arthur-Farraj PJ, Latouche M, Wilton DK, Quintes S, Chabrol E, Banerjee 
A, et al. c-Jun reprograms Schwann cells of injured nerves to generate a 
repair cell essential for regeneration. Neuron. 2012;75:633–47.

	15.	 Kuroda M, Muramatsu R, Maedera N, Koyama Y, Hamaguchi M, Fujimura 
H, et al. Peripherally derived FGF21 promotes remyelination in the central 
nervous system. J Clin Invest. 2017;127:3496–509.

	16.	 Li R, Li D, Wu C, Ye L, Wu Y, Yuan Y, et al. Nerve growth factor activates 
autophagy in Schwann cells to enhance myelin debris clearance and to 
expedite nerve regeneration. Theranostics. 2020;10:1649–77.

	17.	 Huang Y, Wu L, Zhao Y, Guo J, Li R, Ma S, et al. Schwann cell promotes 
macrophage recruitment through IL-17B/IL-17RB pathway in injured 
peripheral nerves. Cell Rep. 2024;43: 113753.

	18.	 Fuentes-Flores A, Geronimo-Olvera C, Girardi K, Necuñir-Ibarra D, Patel 
SK, Bons J, et al. Senescent Schwann cells induced by aging and chronic 
denervation impair axonal regeneration following peripheral nerve injury. 
EMBO Mol Med. 2023;15: e17907.

	19.	 Xue R, Xie M, Wu Z, Wang S, Zhang Y, Han Z, et al. Mesenchymal Stem 
Cell-Derived Exosomes Promote Recovery of The Facial Nerve Injury 
through Regulating Macrophage M1 and M2 Polarization by Targeting 
the P38 MAPK/NF-Κb Pathway. Aging Dis. 2024;15:851–68.

	20.	 Ruiz-Cantero MC, Entrena JM, Artacho-Cordón A, Huerta MÁ, Portillo-
Salido E, Nieto FR, et al. Sigma-1 receptors control neuropathic pain 
and peripheral neuroinflammation after nerve injury in female mice: a 
transcriptomic study. J Neuroimmune Pharmacol. 2024;19:46.

	21.	 Lindborg JA, Mack M, Zigmond RE. Neutrophils are critical for myelin 
removal in a peripheral nerve injury model of Wallerian degeneration. J 
Neurosci. 2017;37:10258–77.



Page 14 of 15Wang et al. Inflammation and Regeneration           (2025) 45:11 

	22.	 Miller MC, Mayo KH. Chemokines from a structural perspective. Int J Mol 
Sci. 2017;18:2088.

	23.	 Hughes CE, Nibbs RJB. A guide to chemokines and their receptors. FEBS J. 
2018;285:2944–71.

	24.	 Xiang Y, Dai J, Li Y, You Z, Zhang J, Huang X, et al. ROS-activated CXCR2+ 
neutrophils recruited by CXCL1 delay denervated skeletal muscle atrophy 
and undergo P53-mediated apoptosis. Exp Mol Med. 2022;54:1011–23.

	25.	 Cao D-L, Qian B, Zhang Z-J, Gao Y-J, Wu X-B. Chemokine receptor CXCR2 
in dorsal root ganglion contributes to the maintenance of inflammatory 
pain. Brain Res Bull. 2016;127:219–25.

	26.	 Jiang S, Li W, Song M, Liang J, Liu G, Du Q, et al. CXCL1-CXCR2 axis 
mediates inflammatory response after sciatic nerve injury by regulating 
macrophage infiltration. Mol Immunol. 2024;169:50–65.

	27.	 Hervera A, Virgiliis FD, Palmisano I, Zhou L, Tantardini E, Kong G, et al. 
Reactive oxygen species regulate axonal regeneration through the 
release of exosomal NADPH oxidase 2 complexes into injured axons. Nat 
Cell Biol. 2018;20:307–19.

	28.	 Zanetti G, Negro S, Megighian A, Mattarei A, Lista F, Fillo S, et al. A CXCR4 
receptor agonist strongly stimulates axonal regeneration after damage. 
Ann Clin Transl Neurol. 2019;6:2395–402.

	29.	 Küry P, Greiner-Petter R, Cornely C, Jürgens T, Müller HW. Mammalian 
achaete scute homolog 2 is expressed in the adult sciatic nerve and 
regulates the expression of Krox24, Mob-1, CXCR4, and p57kip2 in 
Schwann cells. J Neurosci. 2002;22:7586–95.

	30.	 Sheu M-L, Cheng F-C, Su H-L, Chen Y-J, Chen C-J, Chiang C-M, et al. 
Recruitment by SDF-1α of CD34-positive cells involved in sciatic nerve 
regeneration. J Neurosurg. 2012;116:432–44.

	31.	 Tang N, Wang X, Zhu J, Sun K, Li S, Tao K. Labelling stem cells with a nano-
probe for evaluating the homing behaviour in facial nerve injury repair. 
Biomater Sci. 2022;10:808–18.

	32.	 Zhang Z, Liu Y, Zhou J. Neuritin promotes bone marrow-derived mesen-
chymal stem cell migration to treat diabetic peripheral neuropathy. Mol 
Neurobiol. 2022;59:6666–83.

	33.	 Carroll SL, Frohnert PW. Expression of JE (monocyte chemoattractant 
protein-1) is induced by sciatic axotomy in wild type rodents but not in 
C57BL/Wld(s) mice. J Neuropathol Exp Neurol. 1998;57:915–30.

	34.	 Cheng X-Q, Liang X-Z, Wei S, Ding X, Han G-H, Liu P, et al. Protein microar-
ray analysis of cytokine expression changes in distal stumps after sciatic 
nerve transection. Neural Regen Res. 2020;15:503–11.

	35.	 Toews AD, Barrett C, Morell P. Monocyte chemoattractant protein 1 is 
responsible for macrophage recruitment following injury to sciatic nerve. 
J Neurosci Res. 1998;53:260–7.

	36.	 Lindborg JA, Niemi JP, Howarth MA, Liu KW, Moore CZ, Mahajan D, et al. 
Molecular and cellular identification of the immune response in periph-
eral ganglia following nerve injury. J Neuroinflammation. 2018;15:192.

	37.	 Jeub M, Siegloch PA, Nitsch L, Zimmermann J, Mueller MM. Reduced 
inflammatory response and accelerated functional recovery follow-
ing sciatic nerve crush lesion in CXCR3-deficient mice. NeuroReport. 
2020;31:672–7.

	38.	 Albersen M, Berkers J, Dekoninck P, Deprest J, Lue TF, Hedlund P, 
et al. Expression of a distinct set of chemokine receptors in adipose 
tissue-derived stem cells is responsible for in vitro migration toward 
chemokines appearing in the major pelvic ganglion following cavernous 
nerve injury. Sex Med. 2013;1:3–15.

	39.	 Gao D, Tang T, Zhu J, Tang Y, Sun H, Li S. CXCL12 has therapeutic value in 
facial nerve injury and promotes Schwann cells autophagy and migration 
via PI3K-AKT-mTOR signal pathway. Int J Biol Macromol. 2019;124:460–8.

	40.	 Fandel TM, Albersen M, Lin G, Qiu X, Ning H, Banie L, et al. Recruitment of 
intracavernously injected adipose-derived stem cells to the major pelvic 
ganglion improves erectile function in a rat model of cavernous nerve 
injury. Eur Urol. 2012;61:201–10.

	41.	 Yang D-Y, Sheu M-L, Su H-L, Cheng F-C, Chen Y-J, Chen C-J, et al. Dual 
regeneration of muscle and nerve by intravenous administration of 
human amniotic fluid-derived mesenchymal stem cells regulated by 
stromal cell-derived factor-1α in a sciatic nerve injury model. J Neurosurg. 
2012;116:1357–67.

	42.	 Ma L, Yu L, Jiang B-C, Wang J, Guo X, Huang Y, et al. ZNF382 controls 
mouse neuropathic pain via silencer-based epigenetic inhibition of 
Cxcl13 in DRG neurons. J Exp Med. 2021;218: e20210920.

	43.	 Pan D, Acevedo-Cintrón JA, Sayanagi J, Snyder-Warwick AK, Mackinnon 
SE, Wood MD. The CCL2/CCR2 axis is critical to recruiting macrophages 

into acellular nerve allograft bridging a nerve gap to promote angiogen-
esis and regeneration. Exp Neurol. 2020;331: 113363.

	44.	 Kwon MJ, Shin HY, Cui Y, Kim H, Thi AHL, Choi JY, et al. CCL2 mediates 
neuron-macrophage interactions to drive proregenerative macrophage 
activation following preconditioning injury. J Neurosci. 2015;35:15934–47.

	45.	 Taskinen HS, Röyttä M. Increased expression of chemokines (MCP-1, MIP-
1alpha, RANTES) after peripheral nerve transection. J Peripher Nerv Syst. 
2000;5:75–81.

	46.	 Perrin FE, Lacroix S, Avilés-Trigueros M, David S. Involvement of monocyte 
chemoattractant protein-1, macrophage inflammatory protein-1alpha 
and interleukin-1beta in Wallerian degeneration. Brain. 2005;128(Pt 
4):854–66.

	47.	 Cao L, Malon JT. Anti-nociceptive role of CXCL1 in a murine model 
of peripheral nerve injury-induced neuropathic pain. Neuroscience. 
2018;372:225–36.

	48.	 Minegishi Y, Ozone K, Oka Y, Kano T, Murata K, Kanemura N. Effect of 
repeated sciatic nerve crush on the conditioning lesion response: gener-
ating an experimental animal model to prolong the denervation period 
while maintaining peripheral nerve continuity. Neurosci Lett. 2024;836: 
137879.

	49.	 Scheib JL, Höke A. An attenuated immune response by Schwann cells 
and macrophages inhibits nerve regeneration in aged rats. Neurobiol 
Aging. 2016;45:1–9.

	50.	 Niemi JP, DeFrancesco-Lisowitz A, Cregg JM, Howarth M, Zigmond RE. 
Overexpression of the monocyte chemokine CCL2 in dorsal root gan-
glion neurons causes a conditioning-like increase in neurite outgrowth 
and does so via a STAT3 dependent mechanism. Exp Neurol. 2016;275 Pt 
1 0 1:25–37.

	51.	 Matsui H, Sopko NA, Hannan JL, Reinhardt AA, Kates M, Yoshida T, 
et al. M1 macrophages are predominantly recruited to the major 
pelvic ganglion of the rat following cavernous nerve injury. J Sex Med. 
2017;14:187–95.

	52.	 Subang MC, Richardson PM. Influence of injury and cytokines on synthe-
sis of monocyte chemoattractant protein-1 mRNA in peripheral nervous 
tissue. Eur J Neurosci. 2001;13:521–8.

	53.	 Bird EV, Iannitti T, Christmas CR, Obara I, Andreev VI, King AE, et al. A novel 
role for lymphotactin (XCL1) signaling in the nervous system: XCL1 acts 
via its receptor XCR1 to increase trigeminal neuronal excitability. Neuro-
science. 2018;379:334–49.

	54.	 Zhu X, Xie W, Zhang J, Strong JA, Zhang J-M. Sympathectomy decreases 
pain behaviors and nerve regeneration by downregulating monocyte 
chemokine CCL2 in dorsal root ganglia in the rat tibial nerve crush 
model. Pain. 2022;163:e106–20.

	55.	 Zhang H, Yang R, Wang Z, Lin G, Lue TF, Lin C-S. Adipose tissue-derived 
stem cells secrete CXCL5 cytokine with neurotrophic effects on cavern-
ous nerve regeneration. J Sex Med. 2011;8:437–46.

	56.	 Yi-No Wu, Liao C-H, Chen K-C, Chiang H-S. CXCL5 cytokine is a major fac-
tor in platelet-rich plasma’s preservation of erectile function in rats after 
bilateral cavernous nerve injury. J Sex Med. 2021;18:698–710.

	57.	 Zhao Y, Wang J, Wang M, Sun P, Chen Ji, Jin X, et al. Activation of bone 
marrow-derived mesenchymal stromal cells-a new mechanism of defo-
cused low-energy shock wave in regenerative medicine. Cytotherapy. 
2013;15:1449–57.

	58.	 Yu-Fen Liu, Jia-Jian Liang, Tsz Kin Ng, Zhanchi Hu, Ciyan Xu, Shaowan 
Chen, et al. CXCL5/CXCR2 modulates inflammation-mediated neural 
repair after optic nerve injury. Exp Neurol. 2021;341:113711.

	59.	 Xu W, Zhu M, Yuan S, Yu W. Spinal CXCL5 contributes to nerve injury-
induced neuropathic pain via modulating GSK-3β phosphorylation and 
activity in rats. Neurosci Lett. 2016;634:52–9.

	60.	 Wang D, Lyu Y, Yang Y, Zhang S, Chen G, Pan J, et al. Schwann cell-derived 
EVs facilitate dental pulp regeneration through endogenous stem cell 
recruitment via SDF-1/CXCR4 axis. Acta Biomater. 2022;140:610–24.

	61.	 Yun Y-R, Jang J-H. Recombinant stromal cell-derived factor-1 protein 
promotes neurite outgrowth in PC-12 cells. Mol Med Rep. 2021;23:61.

	62.	 Chen Y, Wei Y, Liu J, Zhang H. Chemotactic responses of neural stem cells 
to SDF-1α correlate closely with their differentiation status. J Mol Neuro-
sci. 2014;54:219–33.

	63.	 Li X, Liang H, Sun J, Zhuang Y, Xu B, Dai J. Electrospun collagen fibers with 
spatial patterning of SDF1α for the guidance of neural stem cells. Adv 
Healthc Mater. 2015;4:1869–76.



Page 15 of 15Wang et al. Inflammation and Regeneration           (2025) 45:11 	

	64.	 Li X, Li M, Sun J, Zhuang Y, Shi J, Guan D, et al. Radially aligned electro-
spun fibers with continuous gradient of SDF1α for the guidance of neural 
stem cells. Small. 2016;12:5009–18.

	65.	 Jian W-H, Wang H-C, Kuan C-H, Chen M-H, Wu H-C, Sun J-S, et al. Glycosa-
minoglycan-based hybrid hydrogel encapsulated with polyelectrolyte 
complex nanoparticles for endogenous stem cell regulation in central 
nervous system regeneration. Biomaterials. 2018;174:17–30.

	66.	 Shintani K, Uemura T, Takamatsu K, Yokoi T, Onode E, Okada M, et al. 
Evaluation of dual release of stromal cell-derived factor-1 and basic fibro-
blast growth factor with nerve conduit for peripheral nerve regeneration: 
An experimental study in mice. Microsurgery. 2020;40:377–86.

	67.	 Jenh CH, Cox MA, Hipkin W, Lu T, Pugliese-Sivo C, Gonsiorek W, et al. 
Human B cell-attracting chemokine 1 (BCA-1; CXCL13) is an agonist for 
the human CXCR3 receptor. Cytokine. 2001;15:113–21.

	68.	 Legler DF, Loetscher M, Roos RS, Clark-Lewis I, Baggiolini M, Moser B. 
B cell-attracting chemokine 1, a human CXC chemokine expressed in 
lymphoid tissues, selectively attracts B lymphocytes via BLR1/CXCR5. J 
Exp Med. 1998;187:655–60.

	69.	 Yao D, Li M, Shen D, Ding F, Lu S, Zhao Q, et al. Gene expression profiling 
of the rat sciatic nerve in early Wallerian degeneration after injury. Neural 
Regen Res. 2012;7:1285–92.

	70.	 Lee H, Jo E-K, Choi S-Y, Oh SB, Park K, Kim JS, et al. Necrotic neuronal 
cells induce inflammatory Schwann cell activation via TLR2 and TLR3: 
implication in Wallerian degeneration. Biochem Biophys Res Commun. 
2006;350:742–7.

	71.	 Karanth S, Yang G, Yeh J, Richardson PM. Nature of signals that initiate the 
immune response during Wallerian degeneration of peripheral nerves. 
Exp Neurol. 2006;202:161–6.

	72.	 Boivin A, Pineau I, Barrette B, Filali M, Vallières N, Rivest S, et al. Toll-like 
receptor signaling is critical for Wallerian degeneration and functional 
recovery after peripheral nerve injury. J Neurosci. 2007;27:12565–76.

	73.	 Chernov AV, Dolkas J, Hoang K, Angert M, Srikrishna G, Vogl T, et al. 
The calcium-binding proteins S100A8 and S100A9 initiate the early 
inflammatory program in injured peripheral nerves. J Biol Chem. 
2015;290:11771–84.

	74.	 Oñate M, Catenaccio A, Martínez G, Armentano D, Parsons G, Kerr B, et al. 
Activation of the unfolded protein response promotes axonal regenera-
tion after peripheral nerve injury. Sci Rep. 2016;6:21709.

	75.	 Cui Y, Wang X, Xu Y, Cao Y, Luo G, Zhao Z, et al. Ropivacaine promotes 
axon regeneration by regulating Nav1.8-mediated macrophage signaling 
after sciatic nerve injury in rats. Anesthesiology. 2023;139:782–800.

	76.	 Niemi JP, DeFrancesco-Lisowitz A, Roldán-Hernández L, Lindborg JA, 
Mandell D, Zigmond RE. A critical role for macrophages near axotomized 
neuronal cell bodies in stimulating nerve regeneration. J Neurosci. 
2013;33:16236–48.

	77.	 Talsma AD, Niemi JP, Pachter JS, Zigmond RE. The primary macrophage 
chemokine, CCL2, is not necessary after a peripheral nerve injury for mac-
rophage recruitment and activation or for conditioning lesion enhanced 
peripheral regeneration. J Neuroinflammation. 2022;19:179.

	78.	 Borders AS, Getchell ML, Etscheidt JT, van Rooijen N, Cohen DA, Getchell 
TV. Macrophage depletion in the murine olfactory epithelium leads to 
increased neuronal death and decreased neurogenesis. J Comp Neurol. 
2007;501:206–18.

	79.	 Zhao Y, Wang Y, Gong J, Yang L, Niu C, Ni X, et al. Chitosan degradation 
products facilitate peripheral nerve regeneration by improving mac-
rophage-constructed microenvironments. Biomaterials. 2017;134:64–77.

	80.	 Kano F, Matsubara K, Ueda M, Hibi H, Yamamoto A. Secreted ectodomain 
of sialic acid-binding Ig-like Lectin-9 and monocyte chemoattractant 
Protein-1 synergistically regenerate transected rat peripheral nerves by 
altering macrophage polarity. Stem Cells. 2017;35:641–53.

	81.	 Wang Y, Xue F, Li Y, Lin L, Wang Y, Zhao S, et al. Programming of regulatory 
T cells in situ for nerve regeneration and long-term patency of vascular 
grafts. Research (Wash D C). 2022;2022:9826426.

	82.	 Pan H-C, Chin C-S, Yang D-Y, Ho S-P, Chen C-J, Hwang S-M, et al. Human 
amniotic fluid mesenchymal stem cells in combination with hyper-
baric oxygen augment peripheral nerve regeneration. Neurochem Res. 
2009;34:1304–16.

	83.	 Yu H, Shen B, Han R, Zhang Y, Xu S, Zhang Y, et al. CX3CL1-CX3CR1 axis 
protects retinal ganglion cells by inhibiting microglia activation in a distal 
optic nerve trauma model. Inflamm Regen. 2024;44:30.

	84.	 Xiao F, Xu J-M, Jiang X-H. CX3 chemokine receptor 1 deficiency leads to 
reduced dendritic complexity and delayed maturation of newborn neu-
rons in the adult mouse hippocampus. Neural Regen Res. 2015;10:772–7.

	85.	 Ciechanowska A, Rojewska E, Piotrowska A, Barut J, Pawlik K, Ciapała K, 
et al. New insights into the analgesic properties of the XCL1/XCR1 and 
XCL1/ITGA9 axes modulation under neuropathic pain conditions - evi-
dence from animal studies. Front Immunol. 2022;13:1058204.

	86.	 Hussain G, Wang J, Rasul A, Anwar H, Qasim M, Zafar S, et al. Current 
status of therapeutic approaches against peripheral nerve injuries: a 
detailed story from injury to recovery. Int J Biol Sci. 2020;16:116–34.

	87.	 López-Cebral R, Silva-Correia J, Reis RL, Silva TH, Oliveira JM. Peripheral 
nerve injury: current challenges, conventional treatment approaches, and 
new trends in biomaterials-based regenerative strategies. ACS Biomater 
Sci Eng. 2017;3:3098–122.

	88.	 Soares CLR, Wilairatana P, Silva LR, Moreira PS, Barbosa NMMV, da Silva PR, 
et al. Biochemical aspects of the inflammatory process: a narrative review. 
Biomed Pharmacother. 2023;168: 115764.

	89.	 Qu W-R, Zhu Z, Liu J, Song D-B, Tian H, Chen B-P, et al. Interaction 
between Schwann cells and other cells during repair of peripheral nerve 
injury. Neural Regen Res. 2021;16:93–8.

	90.	 Mokarram N, Merchant A, Mukhatyar V, Patel G, Bellamkonda RV. Effect of 
modulating macrophage phenotype on peripheral nerve repair. Bioma-
terials. 2012;33:8793–801.

	91.	 Bennett GJ, Xie Y-K. A peripheral mononeuropathy in rat that produces 
disorders of pain sensation like those seen in man. Pain. 1988;33:87–107.

	92.	 Kim SH, Chung JM. An experimental model for peripheral neu-
ropathy produced by segmental spinal nerve ligation in the rat. Pain. 
1992;50:355–63.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.


	The dual roles of chemokines in peripheral nerve injury and repair
	Abstract 
	Introduction
	Expression and localization of chemokine families
	The C-X-C chemokine subfamily
	CXCL1CXCR2 may exert neuroprotective effects via a neutrophil-dependent mechanism
	CXCL5CXCR2 induces neuronal sensitization but promotes nerve repair
	CXCL12CXCR4: a key axis in nerve repair
	Roles of additional C-X-C family members in peripheral nerve repair

	The C–C chemokine subfamily
	TLR signaling, ER stress, and ion channels mediate CCL2 upregulation after nerve injury
	CCL2 promotes peripheral nerve repair via macrophage-dependent pathways and direct neurotrophic effects

	The C-X3-C chemokine subfamily
	The X-C chemokine subfamily
	Discussion
	Conclusions
	Acknowledgements
	References


