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Scutellarin suppresses neuroinflammation via the inhibition
of the AKT/NF-κB and p38/JNK pathway in LPS-induced BV-2
microglial cells
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Abstract
In vitro and in vivo studies indicate that scutellarin (SCU) exerts anti-inflammatory effects in the central nervous system (CNS)
and inhibits microglia activation. This study investigated the anti-neuroinflammation molecular mechanisms exerted by
scutellarin in LPS-induced BV-2 cells. The results showed that production of TNF-α, IL-1β, IL-6, and NO and TNF-α, IL-
1β, IL-6, and iNOS mRNAwere inhibited by scutellarin, which was independent of cytotoxicity as assessed by a CCK8 assay.
Western blot analysis indicated that NF-κB-p65 phosphorylation was suppressed by scutellarin via inhibition of IκB degradation
and IKKβ activation, which coincided with blockage of nuclear translocation of NF-κB as shown by immunofluorescent
staining. Consistent with the inhibition of NF-κB, scutellarin inhibited the phosphorylation of p38, JNK, and AKT without
affecting phosphorylation of ERK1/2 or PI3K in LPS-induced BV-2 cells. Overall, the present study suggests that scutellarin
inhibits the production of pro-inflammatory mediators via inhibition of the IKK-dependent NF-κB and p38/JNK signaling
pathway, which inhibits microglia activation and exerts anti-inflammation, indicating its potential therapeutic effect for neuro-
degenerative and cerebrovascular diseases.
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Introduction

Neuroinflammation plays a crucial role in the pathogenesis
of ischemic stroke, which is associated with an increased
rate of morbidity and mortality worldwide (Tuttolomondo
et al. 2008; Wu et al. 2016). In the CNS, neuroinflammation
is regulated by microglia, resident innate immune cells
which play a dual role, both neuroprotective and neurotoxic,

in mediating inflammatory responses in the developing brain
(Block and Hong 2005; Glass et al. 2010). After cerebral
ischemic injury or other destructive stimulations, microglia
are activated and release pro-inflammatory mediators includ-
ing TNF-α, IL-1β, and NO. These pro-inflammatory medi-
ators also further stimulate the activation of microglia and
contribute to the accumulation of pro-inflammatory media-
tors, which ultimately results in neuronal death and exacer-
bates cerebral damage (Bhalala et al. 2015; Liu and
McCullough 2013; Shukla et al. 2017; Vidale et al. 2017).
NF-κB, a crucial transcription factor in the inflammatory
response, is located in the cytoplasm bound to its inhibitor
protein IκB in resting conditions (Shih et al. 2011). Once
microglia are activated, NF-κB is phosphorylated, translo-
cates to the nucleus, and binds to inflammation-related
genes, resulting in the production of pro-inflammatory me-
diators (Bosman et al. 2016; Luo et al. 2017).

Scutellarin, a flavone glucuronide, is extracted as a mono-
meric compound from the traditional Chinese medicine plant
Erigeron breviscapus (vant.) Hand. Mazz., which has been
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made into numerous preparations and is widely used for the
clinical treatment of cardiovascular and cerebrovascular dis-
eases (Lin et al. 2007). Previous studies have demonstrated
significant neuroprotective effects of scutellarin such as anti-
oxidant (Guo et al. 2011; Sang et al. 2015), anti-inflammatory
(Guo et al. 2011; Sung et al. 2015; Yuan et al. 2014), and anti-
apoptotic (Zhang et al. 2009) activities in ischemic cerebrovas-
cular disease.More specifically, scutellarin has been reported to
decrease infarct size, activate microglia in the brains of middle
cerebral artery occlusion (MCAO) rats, and inhibit the activa-
tion of microglia via the Notch pathway (Yuan et al. 2015,
2014). Moreover, recent studies have demonstrated that
scutellarin suppresses the activation of TLR4 and NF-κB in
the brains of hypertensive rats and attenuates the inflammatory
response in LPS-induced BV-2 microglia by inhibiting activa-
tion of NF-κB (Chen et al. 2013; Guo et al. 2011). Several
intracellular inflammation-associated pathways, including
PI3K/AKT and mitogen-activated protein kinase (MAPK),
are involved in the activation of microglia (Jiamvoraphong
et al. 2017). Therefore, inhibition of aberrant microglia activa-
tion is considered an efficient therapeutic strategy for neurode-
generative diseases. Thus, the current study aimed to explore
whether scutellarin is able to exert anti-inflammatory activity
via PI3K/AKT and MAPK signaling in neuroinflammation.

Materials and methods

Cell culture and treatment

The BV-2 cell line was purchased from the China Center for
Type Culture Collection (CCTCC) (Wuhan, Hubei). BV-2 cells
were cultured in RPMI 1640 medium (HyClone Laboratories,
South Logan, UT, USA) supplemented with 10% fetal bovine
serum (Gibco, Gaithersburg, MD, USA), 100 U/ml penicillin,
and 100μg/ml streptomycin. Cells were incubated at 37 °C in an
atmosphere of 5% CO2 and checked for mycoplasma contami-
nation once a month using Hoechst 33258 Staining. Scutellarin
(Sigma-Aldrich, St. Louis, MO, USA) was dissolved in DMSO
as a stock solution (100 mg/ml). LPS (Escherichia coli
O111:B4) (Sigma-Aldrich) was dissolved in phosphate buffered
saline (PBS) (Thermo Fisher Scientific, Waltham, MA, USA) as
a stock solution (5 mg/ml). BV-2 cells were treated with varying
concentrations of scutellarin (10, 20, or 40μg/ml) in the presence
or absence of 1 μg/ml LPS for 3, 12, or 24 h.

Cell viability

BV-2 cells (8 × 104 cells/ml) were seeded into a 96-well plate
and treated with scutellarin at varying concentrations with or
without LPS for 24 h. Then, 10 μl of Cell Counting Kit-8
(CCK-8) (Engreen Biosystem Ltd., Beijing, China) reagent
was added into each well and incubated at 37 °C for 4 h.

The CCK-8 reagent contains a novel highly water-soluble
tetrazolium salt which is reduced by dehydrogenase activities
in cells to generate a yellow water-soluble formazan dye, and
the amount of the formazan dye is directly proportional to the
number of viable cells. After incubation, OD values were
measured at 450 nm using a Model 680 microplate reader
(Bio-Rad, Hercules, CA, USA).

Measurement of pro-inflammatory mediators

BV-2 cells (5 × 105 cells/ml) were seeded into 12-well plates
and routinely cultured until surface adherence was achieved.
Cells were treated with scutellarin (10, 20, or 40 μg/ml) and
co-cultured with LPS for 12 h. Cells with no treatment were
included as a control. Cell-free supernatants were collected.
Levels of TNF-α, IL-1β, and IL-6 were measured by ELISA
(Shenzen DAKEWEI, Shenzen, Guangdong, China) follow-
ing the manufacturer’s instructions and OD values were read
at 450 nm. Levels of NO were measured by Griess reagent
(Beyotime Institute of Biotechnology, Haimen, Jiangsu,
China) following the manufacturer’s instructions and OD
values were read at 570 nm.

Real-time RT-PCR

BV-2 cells were treated with scutellarin and co-cultured with
LPS as mentioned above, then total RNA was extracted with
the RNAsimple Total RNA Kit (TIANGEN Biotech, Beijing,
China) and evaluated at 260 and 280 nm. Total RNA was
reverse-transcribed using the RevertAid First Strand cDNA
Synthesis Kit (Thermo Fisher Scientific). The initial cDNA
was used as a PCR template for real-time PCR amplification
with the KAPA SYBR FAST qPCR Kit (Kapa Biosystems,
Wilmington, MA, USA) in a BIO-RAD CFX96 touch q-PCR
system (Bio-Rad). PCR primer sequences were as follows (for-
ward primer and reverse primer, respectively):β-actin (Xia et al.
2015): 5′-GACCTGACTGACTACCTC-3′, 5′-GACA
GCGAGGCCAGGATG-3′; iNOS (Xia et al. 2015): 5′-TCCC
AGCCTGCCCCTTCAAT-3′, 5′-CGGATCTCTCTCCT
CCTGGG-3 ′ ; TNF-α (Li e t a l . 2016) : 5 ′ -TCTC
ATTCCTGCTTGTGGCA-3′, 5′-GGTGGTTTGCTACG
ACGTGG-3′; IL-6 (Li et al. 2016): 5′-TCTTGGGACTGATG
CTGGTG-3′, 5′-TGCCATTGCACAACTCTTTTCT-3′; IL-1β
(Li et al. 2016): 5′-CCAAAAGATGAAGGGCTGCTT-3′, 5′-
GAAAAGAAGGTGCTCATGTCCTC-3′. PCR amplification
was performed with initial denaturation for 3 min at 95 °C and
40 cycles of 10 s at 95 °C, 30 s at 60 °C, and 30 s at 72 °C.

Western blotting

BV-2 cells (1 × 106 cells/ml) were seeded into 6-well plates
and treated with scutellarin (10, 20, or 40 μg/ml) in the pres-
ence or absence of LPS for 12 h. Cells were washed twice with
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cold PBS before lysing with the RIPA lysis Kit (Beyotime)
containing 1 mM phenylmethanesulfonyl fluoride (PMSF)
(Beyotime). The BCA protein assay kit (Takara, Kusatsu,
Shiga, Japan) was used for determining the protein concentra-
tion of samples. Equal amounts of protein were separated on
10–12% SDS-PAGE and then electrophoretically transferred
to nitrocellulose membranes (Amersham Biosciences, UK).
Membranes were blocked with 5% bull serum albumin
(BSA) (Sigma-Aldrich) for 2 h and then incubated at 4 °C
overnight with primary antibodies including anti-p-Ikkα/β,
anti-Ikkβ, anti-Ikkα, anti-p-IκBα, anti-IκBα, anti-p-p65, an-
ti-p65, anti-p-PI3K, anti-PI3K, anti-p-AKT, anti-AKT, anti-p-
JNK, anti-JNK, anti-p-p38, anti-p38, anti-p-ERK1/2, anti-
ERK1/2, and anti-β-actin (1:1000 dilution in TBS with
0.05% Tween-20 [TBST]). All antibodies were acquired from
Cell Signaling Technology (Danvers, MA, USA). Following
incubation with primary antibody, membranes were washed
three times with TBST and incubated with HRP-conjugated
secondary antibody (1:2000) (Cell Signaling Technology) for
1 h at room temperature. Blots were then washed with TBST
and developed using an ECL detection reagent (Bio-Rad). The
optical density was measured using a FluorChem 8000 system
(AlphaInnotech, San Leandro, CA, USA).

Immunofluorescent staining

BV-2 cells (5 × 105 cells/ml) were seeded into 6-well plates
with sterilized coverslips and treated with 20 μg/ml scutellarin
with or without LPS for 3 h. Cells were then fixed in 4%
paraformaldehyde for 30 min and washed three times with
PBS. Cells were permeabilized using 0.5% Triton X-100 for
10 min and then blocked with 5% BSA for 1 h at room tem-
perature. Cells were then incubated with anti-NFκB-p65 pri-
mary antibody (1:400) (Cell Signaling Technology) for 1 h at
37 °C, washed three times with PBS, and subsequently incu-
bated with Alexa Fluor 488 conjugated Anti-Rabbit IgG sec-
ondary antibody (1:1000) (Cell Signaling Technology). After
washing three times with PBS containing 0.05% Tween-20,
cells were stained with DAPI (1 μg/ml) (Biosharp, HF, China)
for 5 min and washed again three times with PBS. The cov-
erslips with cells were sealed using 90% glycerinum and vi-
sualized using a fluorescence microscope (Olympus, Japan).

Statistical analysis

All experiments were independently repeated three times with
at least three replicates for each independent assay. Then, data
are expressed as mean ± standard deviation (SD). Statistical
significance of data was analyzed by ANOVA using IBM
SPSS Statistics 24.0 (IBM, Armonk, NY). A p value < 0.05
was considered statistically significant.

Results

BV-2 cell viability assay with scutellarin

The effects of scutellarin on BV-2 cell viability in the absence
or presence of LPS were examined by CCK8 assay. The via-
bility of BV-2 cells was not significantly inhibited by scutellarin
at concentrations below 40 μg/ml in the absence or presence of
LPS (1 μg/ml) as compared to the control group. However,
when treated with 80 μg/ml scutellarin, cell viability decreased
to 87.64% in the absence of LPS and 80.98% in the presence of
LPS for 24 h. The inhibitory effect exerted by scutellarin was
statistically significant as compared to the control group
(p < 0.01) (Fig. 1). Since lower doses of scutellarin in the pres-
ence of LPS (1 μg/ml) had no inhibitory effect on the viability
of BV-2 cells, concentrations of 10, 20, or 40 μg/ml scutellarin
were chosen for subsequent experiments.

Scutellarin downregulates pro-inflammatory
mediators in LPS-induced BV-2 cells

To evaluate the anti-inflammatory effects of scutellarin on LPS-
induced BV-2 cells, the levels of TNF-α, IL-1β, IL-6, and NO
and TNF-α, IL-1β, IL-6, and iNOS mRNA were evaluated.
Compared with the control group, the production of TNF-α,
IL-1β, IL-6, and NO (Fig. 2a–d) and the levels of TNF-α, IL-
1β, IL-6, and iNOS mRNA (Fig. 2e–h) were significantly in-
creased following stimulation with LPS (p < 0.01). However,
pretreatment with scutellarin decreased the production of
TNF-α, IL-1β, IL-6, and NO and the levels of TNF-α, IL-1β,
IL-6, and iNOS mRNA in LPS-induced BV-2 cells, and the

Fig. 1 Effect of scutellarin on the viability of BV-2 cells. BV-2 cells were
treated with scutellarin (0–80 μg/ml) in the absence or presence of LPS
for 24 h and the cell viability was measured by CCK8 assay. Results are
expressed as the mean of three independent experiments. *p < 0.05,
**p < 0.01 vs control
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inhibitory effects were statistically significant at all concentra-
tions compared to the LPS group (p < 0.05, p < 0.01) (Fig. 2).

Scutellarin inhibits NF-κB activation in LPS-induced
BV-2 cells

NF-κB plays a crucial role in regulating the transcription of iNOS
genes and the inflammatory response. To evaluate whether
scutellarin inhibited the activation of NF-κB in LPS-induced
BV-2 cells, we examinedNF-κB pathway-related protein expres-
sion using western blots and the nuclear translocation of NF-κB
using immunofluorescent staining.As shown in Fig. 3a, the phos-
phorylation of IKKα/β, IκBα, and p65 levels were markedly
upregulated compared to those of the control group (p< 0.01),
and the expression of IκBα was markedly downregulated com-
pared to that of the control group (p < 0.01) in LPS-induced BV-2
cells. Scutellarin significantly downregulated the phosphorylation
of these proteins compared to the LPS group (p< 0.01, p< 0.05)
and upregulated the expression of IκBα in LPS-induced BV-2
cells from a concentration of 20 μg/ml onward compared to the
LPS group (p < 0.05). The expression of IKKβwas significantly
downregulated in LPS-induced BV-2 cells compared to LPS
group (p< 0.01, p< 0.05), but the expression of p65 and IKKα
was not affected by scutellarin. According to the results obtained
by immunofluorescent staining, NF-κB-p65 in the control group
was mostly cytoplasmic and translocated to the nucleus when
treated with LPS. However, when treated with scutellarin in the
presence of LPS, the nuclear translocation was blocked (Fig. 3b).
Taken together, these data suggest that scutellarin may inhibit the
activation of NF-κB by suppressing the phosphorylation of p65,

degradation of IκB, and expression of IKKβ in LPS-induced
BV-2 cells.

Scutellarin inhibits the phosphorylation of p38, JNK,
and AKT in LPS-induced BV-2 cells

The PI3K/AKT pathway andMAPKs play an important role in
the inflammatory response. To further investigate whether
scutellarin inhibits neuroinflammation via the PI3K/AKT and
MAPK pathway, levels of related proteins were evaluated. The
phosphorylation of PI3K and AKT were significantly upregu-
lated by LPS compared to the control group (p < 0.01), and the
phosphorylation of AKTwas slightly downregulated following
treatment with scutellarin as compared to the LPS group
(p < 0.05). However, the phosphorylation of PI3K was not af-
fected (Fig. 4a). Similarly, the phosphorylation of p38, JNK,
and ERK1/2 were significantly upregulated in LPS-induced
BV-2 cells compared to those of the control group (p < 0.01)
while scutellarin downregulated the phosphorylation of p38
and JNK in LPS-induced BV-2 cells compared to LPS group
(p < 0.01, p < 0.05). However, the phosphorylation of ERK1/2
was seemingly unchanged (Fig. 4a). Scutellarin appears to in-
hibit the phosphorylation of p38 and JNK but not affect phos-
phorylation of the ERK1/2 in LPS-induced BV-2 cells.

Discussion

Erigeron breviscapus (Vant.) Hand. Mazz., a famous tradi-
tional Chinese herbal medicine, has been used for the

Fig. 2 Effects of scutellarin on production of pro-inflammatory mediators
in LPS-induced BV-2 cells. BV-2 cells were treated with 10, 20, or
40 μg/ml scutellarin with or without 1 μg/ml LPS for 12 h. The levels
of a TNF-α, b IL-1β, c IL-6, and dNO and e TNF-α, f IL-1β, g IL-6, and

h iNOSmRNAwere measured. Results are expressed as themean of three
independent experiments. #p < 0.05, ##p < 0.01 vs control group; and
*p < 0.05,**p < 0.01 vs LPS group
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Fig. 3 Scutellarin regulates activation of the NF-κB pathway. a
Scutellarin inhibited phosphorylation of IKKα/β, IκBα, p65, and
expression of IKKβ, and promoted the expression of IκBα. b
Scutellarin blocked translocation of NF-κB-p65 (× 200, green) into the

nucleus in LPS-induced BV-2 cells. Results are expressed as the mean of
three independent experiments. #p < 0.05, ##p < 0.01 vs control group;
and *p < 0.05, **p < 0.01 vs LPS group
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treatment of cerebrovascular and cardiovascular diseases for
many years (Chu et al. 2005). Scutellarin, the main bioactive
flavonoid glycoside isolated from E. breviscapus, exerts

efficient neuroprotection through multiple mechanisms (Chu
et al. 2005; Liu et al. 2005). In recent years, scutellarin has
been reported to have anti-inflammatory effects especially in

Fig. 4 Scutellarin inhibits neuroinflammation via the PI3K/AKT and
MAPK pathway. a Scutellarin inhibited the phosphorylation of AKT in
LPS-induced BV-2 cells. b Scutellarin inhibited the phosphorylation of

p38 and JNK in LPS-induced BV-2 cells. Results are expressed as the
mean of three independent experiments. #p < 0.05, ##p < 0.01 vs control
group; and *p < 0.05, **p < 0.01 vs LPS group
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microglia-mediated neuroinflammation (Guo et al. 2011,
2013; Sung et al. 2015). In this study, we demonstrated the
inhibitory effects on neuroinflammation and clarified the mo-
lecular mechanism regulated by scutellarin.

Scutellarin had no negative effects on cell viability below
40 μg/ml. We demonstrated that scutellarin suppressed LPS-
induced production of NO and downregulated expression of
iNOS mRNA, thus suppressing BV-2 cell activation. NO
plays a key role in the inflammatory response as a main cyto-
toxic mediator in activated microglia, and NO production is
regulated by iNOS which is expressed at low levels under
normal condition and induced in activated microglia (Kim
et al. 2013; Rivest 2003; Schwartz and Shechter 2010).
Moreover, the transcription of the iNOS gene is activated by
pro-inflammatory cytokines such as TNF-α, IL-1β, and IL-6
in activated microglia, which contributes to the development
of chronic inflammation (Gebicke-Haerter 2001; Liang et al.
2007; Wang et al. 2003). Consistent with our research, recent
studies have reported that scutellarin inhibits TNF-α, IL-1β,
and NO production and downregulates the expression of rel-
evant mRNA in activated microglia, as well as in macro-
phages (Guo et al. 2011; Sung et al. 2015; Wang et al. 2011).
In MCAO rats, scutellarin also inhibits TNF-α, IL-1β, and
iNOS expression after cerebral ischemic injury (Yuan et al.
2015, 2014). Our results indicate that scutellarin inhibits the
production of TNF-α, IL-1β, and IL-6 via downregulating
mRNA expression. TNF-α and IL-1β are released in response
to neuroinflammation, inducing the expression of chemokines
which ultimately exacerbates the damage of neurons (Dheen
et al. 2007; Rothwell 2003). Similarly, IL-6 is also considered a
vital cytokine in the neuroinflammatory process and microglia
activation. Additionally, it is reported that scutellarin is mini-
mally toxic or nontoxic in rodents and did not result in signif-
icant changes in biochemical examination under test doses
(Yuan et al. 2016). Thus, scutellarin is considered to have little
basal effects on BV-2 cells. Our data suggest that scutellarin
may inhibit these pro-inflammatory mediators at the transcrip-
tional level without negatively affecting cell viability.

One of the most important intracellular signaling molecules
involved in the inflammatory response is NF-κBwhich targets
iNOS, TNF-α, IL-1β, and IL-6. The present study showed
that scutellarin inhibited the nuclear translocation of NF-κB,
which downregulated expression of the related mRNAs, and
subsequently suppressed the release of pro-inflammatory me-
diators. Our study also demonstrated that scutellarin inhibited
the phosphorylation and degradation of IκB, an inhibitor
bound to NF-κB in the cytoplasm, which is degraded when
activated by noxious stimuli such as LPS, thus liberating
NF-κB to translocate to the nucleus (Carayol et al. 2006).
Additionally, our results showed that scutellarin inhibited the
phosphorylation of signaling molecules upstream of NF-κB
including IKK and AKT. As the upstream kinase for IκB,
activated IKK phosphorylates IκB resulting in ubiquitination

and degradation (Arkan et al. 2005). Both subunits of IKK,
IKKα and IKKβ, are required for PI3K/AKT-mediated phos-
phorylation and the transcription potential of the RelA/p65
subunit of NF-κB, but IKKα is dispensable for IκB degrada-
tion and NF-κB translocation. IKKβ plays an essential role in
LPS-induced IκB phosphorylation, degradation, and NF-κB
liberation (Sizemore et al. 2002; Yang et al. 2003). In line with
current research, our results suggest that the inhibition of
NF-κB activation is due to the inhibition of IKK phosphory-
lation by scutellarin. Interestingly, scutellarin also downregu-
lated the expression of IKKβ, which contributed to the atten-
uation of IKK phosphorylation as well as NF-κB phosphory-
lation and liberation. In addition to IKKα/β, PI3K/AKT also
plays a role in the activation of NF-κB, which targets the
trans-activation domain of the RelA/p65 subunit of NF-κB
in an IKKβ and p38-dependent manner (Madrid et al.
2001). Furthermore, it was reported not only that AKT acti-
vated the IKK complex, but also that IKKβ might potentiate
the phosphorylation of AKT creating a feed forward control
(Sommermann et al. 2011). Our findings indicate that activa-
tion of AKT was suppressed, but PI3K was not, which sug-
gests that suppression of AKT activation by scutellarin might
be due to the interaction between AKT and IKKβ but not
PI3K activation, and does not predominate in IκB degradation
accompanied by the activation of NF-κB. In summary, our
present study suggests that scutellarin inhibits IκB degrada-
tion and NF-κB activation via suppression of IKKβ activity,
which ultimately blocks NF-κB from translocating into the
nucleus, binding to DNA, and upregulating the expression
of iNOS, TNF-α, IL-1β, and IL-6 mRNA.

Additionally, another group of signaling molecules,
MAPKs, of which members include p38, JNK, and ERK1/2,
is also involved in the production of pro-inflammatory medi-
ators and modulation of NF-κB (Kim et al. 2006). The activa-
tion of MAPK and NF-κB is induced by TLR4 activation
when stimulated by LPS. Then, the MAPK signaling cascade
triggers the transcription of cellular inflammatory response-
associated genes mediated by NF-κB and the synthesis of
pro-inflammatory mediators (Cuenda and Rousseau 2007;
Imajo et al. 2006). Accordingly, suppression of only NF-κB
is insufficient for inhibiting the inflammatory response. Our
study further indicated that scutellarin suppressed the phos-
phorylation of p38 and JNK but had no effect on the phos-
phorylation of ERK1/2 induced by LPS. Previous studies re-
ported that p38 and JNK are activated by stress reactions and
cytokines, which mediate the differentiation and death of
cells, and are thus regarded as stress-activated MAPKs.
However, ERK1/2 is mostly associated with growth factors
and cell proliferation (Rincón et al. 2000). Hence, the results
suggested that scutellarin might inhibit the phosphorylation of
p38 and JNK via inhibiting the upstream kinase.

In conclusion, the present study demonstrates that
scutellarin may inhibit the production of pro-inflammatory

Naunyn-Schmiedeberg's Arch Pharmacol (2018) 391:743–751 749



mediators by blocking the activation of NF-κB via suppres-
sion of IKKβ activity and IκB degradation, accompanied by
blocking of AKT, p38, and JNK activation without affecting
PI3K and ERK1/2 in order to exert anti-inflammatory action
in LPS-induced BV-2 cells. Taken together, our findings clar-
ify, at least in part, the anti-neuroinflammation mechanism of
scutellarin in LPS-induced BV-2 cells and provide a theoreti-
cal basis for its success in the clinical treatment of neurode-
generative and cerebrovascular diseases.
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