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Impact factor

The frequency of “average article” in a Journal has been
cited in a year.

Dividing the number of citations to articles published in
the two previous years by the total number of articles
Published in the two previous years.

A Journal’s relative importance within the same field.
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The manuscript is interesting but, in addition to the comments by the reviewers, attention should be paid to the following points:
1. Change the title to better describe the main findings of the study.

2. When presenting effects of quercetin on various factors (e.g. percentage inhibition of something), give the concentration of quercetin
which caused the effect in question; this should be checked throughout the Results section.

3. Results, page 9, when you measure phosphorylation of signaling molecules (e.g. ERK, JNK, P38...) as a marker of their activation,
change the wording accordingly (i.e. change activity / activation / inactivation to phospohorylation / reduced phosphorylation) to
describe the phenomenon which was actually measured.

4. Explain what are lipid drafts.

(1) Access the Guide to Authors at our website to check the format of your article. NOTE that the Results and the Discussion must be
presented in different sections.

(2) The language in your paper is generally clear, but sometimes uses far more words than necessary. This type of inefficient writing is
particularly obvious in the Abstract. Please get help from an experienced colleague or a professional language editor to improve and
streamline your presentation. A list of scientific language editing companies can be found on our website at
http://www.elsevier.com/wps/find/authorsview.authors/languagepolishing

(3) The reference format in your article is not quite correct. Please do not use initials in references in text. If you need to distinguish
between articles by Chen CC and Chen CJ, this should be done by giving publication year and - if necessary - letters, e.g. 2004a, 2004b,
2004c.

(4) We encourage you to test the relevance of your key words by using them for a database search and comparing the results with the

topic of your own paper.
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In this manuscript, authors characterize quercetin's anti-inflammatory profile in activated
BV-2 microglia. Quercetin was found to down-regulate activation of p38, ERK, Akt, Scr, JAK-2, Tyk2,
STAT-1 and NF-<kappa>B along with its inhibitory effect on NO production and iNOS expression in cells
treated with LPS and IFN<gamma>. In addition, quercetin was found to suppress free radical generation in
LPS/IFN<gamma> treated cells as compared to cells treated with stimuli only. The accumulation of lipid
rafts was disrupted by quercetin.

Few minor points:

1. In Materials and Methods; Cell culture: Please check how the origin of the cells was written in Chen CJ
et al. 2004 (cell line was kindly donated by..). In my opinion, it should be stated here in similar manner, and
the reference is then unnecessary.

2. In Materials and Methods; NO determination: Chen CJ et al. 2004 is not the correct reference for the
Griess reaction. Please correct this. In addition, Griess reaction measures nitrite, not nitrate (unless
reduction step is included), please correct this in Materials and Methods, page 5.

3. In Materials and Methods; Isolation of RNA..: Please check also here the use of Chen CJ et al. 2004 as a
reference - is the method reported where indicated?

4. In Materials and Methods; Preparation of nuclear..: Please consider if you could omit some of the text
when you refer to Chen CJ et al. 2004

5. Figure legends, Figure 5. (B) at the end of the text should propably not be there.

The submitted manuscript describes the modulatory effect of quercetin against
neuroinflammation. Materials and Methods section is complete and methods are well described.
Experiments are clear cut. Results are interesting above all from a speculative point of view. Results are
adequately discussed in the light of most recent papers on this matter.
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Neuroprotective effect of atorvastatin in an experimental model of nerve crush injury

Statins have therapeutic benefit for the management of several disorders. A short-term course
of high-dose statins pre-treatment seems to have a neuroprotective effect. However, the
molecular basis underlying their neuroprotective action remains unclear. We investigated
whether a short-term course of high-dose pre-treatment has neuroprotective effects
on biochemical, functional, electrophysiological, and morphological alterations occurring
during injury-induced degeneration/regeneration through a rat model of sciatic nerve crush
Injury. Atorvastatin or saline was given orally to rats for 7 days before injury. Motor function
recovery, compound muscle action potential, nerve conduction latency, and axonal integrity
showed significant improvement in the atorvastatin-treated group. Crush injury disrupted
nerve integrity, produced oxidative stress, induced inflammatory changes, and caused cell
apoptosis, and these detrimental alterations were attenuated by atorvastatin. After injury,
parameters of restorative potential were further upregulated in groups receiving atorvastatin,
including cell proliferation and viability and elevated expression of neurofilament, growth-
associated protein-43, myelin basic protein, ciliary neurotrophic factor, and collagen. The
progression of degeneration/regeneration after crush injury was accompanied by elevated
activity of extracellular signal-regulated kinase (ERK), c-Jun N-terminal kinase (JNK), Akt,
signal transducer and activator transcription-1 (STAT1), Smad2/3, NF-xB, and AP-1.
Intriguingly, the suppression of ERK, AKT, STAT1, and NF-xB and the elevated activation of
JNK, Smad2/3, and AP-1 were both associated with the neuroprotective action of atorvastatin.
These findings suggest that a short-term course of high-dose atorvastatin pre-treatment can
protect against sciatic nerve crush injury through directly altering primary insult &nd/or
modifying intracellular or extracellular environment making it favorable for regeneration.



Conclusion

In summary, our findings indicate that pre-administration of atorvastatin led to
improved functional, biochemical, electrophysiological, and morphological outcomes
In a rat model of sciatic nerve crush injury. Although we did not fully establish a
direct causal relationship between signaling molecules, transcription factors, and
gene expression profiles, this improvement was associated with attenuated activity of
cytotoxic molecules and stimulated activity of cytoprotective molecules, suggesting
that the neuroprotective effect of atorvastatin following sciatic nerve crush injury
may be attributable, in part, to a dampening of damaging potential and
strengthening of regenerating potential. That is, rather than directly altering
primary insult, atorvastatin might modify intracellular or extracellular environment
making it favorable for regeneration after peripheral nerve crush injury.

WA EFEW
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Protective effect of Labisia pumila on stress induced
behavioral, biochemical and
immunological alterations.

Abstract

The aim of the present study was to investigate the stress busting potential of Labisia pumila aqueous
extract (LPPM/AOO3) using different models of stress. Pretreatment of experimental animals with
LPPM/AOO3 caused increase in the swimming endurance time, hypoxia time and also showed the
recovery of physical stress induced depletion of neuromuscular coordination and scopolamine induced
memory deficit. LPPM/A003 at graded doses reversed the chronic restraint stress(RST) induced
depletion of CD4+ and CD8+ T lymphocytes, NK cell population and corresponding cytokines
expression and down regulated the stress induced increase in plasma corticosterone, a major stress
hormone. In addition, LPPM/AOO3 reversed the chronic stress induced increase in adrenal gland
weight, serum alanine aminotransferase (ALT), alkaline phosphatase (ALP) and hepatic Lipid
peroxidation (LP) levels and augmented the RST induced decrease in hepatic Glutathione (GSH),

thymus and spleen weight.




Abstract

Objective: To study the effect of application of Buflomedil on the pathological and
functional repair of crush nerve injuries and also the expression of VEGF. Methods:
Rat sciatic nerves were crushed by pincers to establish the model of crush injury. All of
the 400 sprague dawley (SD) rats were randomly divided into: control; saline; saline +
VEGF-antibody; Buflomedil; and Buflomedil + VEGF antibody groups. The SPSS 11.5
software was used for statistical analysis. The expression of VEGF in dorsal root
ganglia (DRGs), following crush injury to sciatic nerves, was studied by reverse
transcribed-polymerase chain reaction (RT-PCR), immunohistochemistry. The effects
of Buflomedil on expression of VEGF, repair of neural pathology, and recovery of
neural function were also evaluated. Results: We found that VEGF messenger
ribonucleic acid (mRNA) was significantly increased in Buflomedil and Buflomedil +
VEGF-antibody groups, compared to the saline and saline + VEGF antibody groups.
The number of VEGF-positive neurons was significantly increased in the Buflomedil
group, compared to the saline, saline + VEGF antibody, and Buflomedil + VEGF
antibody groups. Besides, addition of this drug also caused less pathological changes
in DRGs, better improvement of nerve conduction velocities (NCVs) of sciatic nerves,

and more increase of toe spaces of right hind limbs of rats. Conclusions: The

vasoactive agent Buflomedil may decrease the pathological lesion of peripheral

nerves and improve the rehabilitation of the neural function, which may relate to
upregulation of the expression of VEGF, following crush injury to the peripheral

nerves.




Graptopetalum paraguayense E. Walther, a traditional Chinese herbal medicine, possesses
several biological/pharmacological activities including hepatoprotective, anti-oxidant, and anti-
inflammatory. The aim of this study was to evaluate the effect of Graptopetalum paraguayense E.
Walther extracts on inflammation-associated brain injury and neuroinflammation. Water
(GWE), 50% alcohol (GE50) extracts of Graptopetalum paraguayense E. Walther, and extracts
obtained from further extraction of GE50 with ethyl acetate (GEE) were used in this study.
Focal cerebral ischemia/reperfusion injured rat was used as a model to evaluate the
neuroprotective and anti-inflammatory effects of Graptopetalum paraguayense E. Walther
extracts. Its anti-inflammatory mechanism was further investigated on lipopolysaccharide
(LPS)/interferon-y (IFN-y)-activated BV-2 microglial cells. Oral administration of GEE, but not
GWE or GE50, for 2 weeks protected animals against ischemic brain injury The
neuroprotective effect of GEE was accompanied by decreased caspase-3 activity,
malondialdehyde content, and inducible nitric oxide synthase (INOS) expression. GEE
decreased H202- and LPS/IFN-y-induced free radical generation and LPS/IFN-y-induced iINOS
expression in BV-2 microglial cells. Mechanistic study revealed that the neuroactive effects of
GEE were markedly associated with anti-oxidative potential, activation of serine/threonine and
tyrosine phosphatase, and down-regulation of extracellular signal-regulated kinase (ERK), c-
Jun N-terminal kinase (JNK), p38, Akt, Src, Janus kinase-1 (Jak1l), Tyk2, signal transducer and
activator of transcription-1 (STAT1), and NF-xB. Furthermore, the neuroprotective and anti-
inflammatory effects of Graptopetalum paraguayense E. Walther extracts were positively
paralleled to their polyphenolic contents such as gallic acid, genistin, daidzin, and quercetin.
These results suggest that Graptopetalum paraguayense E. Walther extracts protected against
iIschemic brain injury and the neuroprotective effect might be associated with their ability to
scavenge free radicals and attenuate NO production in microglia.
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The nonregenerative capability of the injured adult brain has been challenged in
recent years and neural plasticity has been observed experimentally in both global
and focal brain ischemia in animal models. Whether neuro-genesis increases in
response to brain lesios or stem cells can be used for transplantation are the
potential questions to be answered. Here, we performed the middle cerebral artery
occlusion (MCAO) operation at rodent model and try to rescue neurons
surrounding insult from the ischemic damage using acute transplantation of neural
stem cells (NSCs). The infarct volumes and brain atrophy were obvious diminished
at grafted NSCs treatment. The behavior recovery of grafted NSCs treatment
significantly improved compared with vehicle control. Furthermore, we detected
the inflammation related moleculars such as COX-2 and IL-1p and found that the
grfated NSCs treatment after ischemic stroke could repressed the expression of
inflammation moleculars. We also detected the protein level of heat shock protein
27 (HSP27) as a protective protein against apoptosis. The results showed that the
group of grafted NSCs treatment induced the protein level of HSP27 and down-
regulated activity of caspase-3 compared with vehicle control. Our results
demonstrate that transplanted NSCs provide benefit in behavioral function
recovery after MCAO in rats and more neuroprotection or less inflammatory
destruction. These data reveal the another essential explain of cellular
transplantation therapy in damage recovery from ischemic stroke and offer new
therapeutic possibilities.
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Anti-allergic Flavonoids, Baicalin and Isoorientin, from Scutellaria
baicalensis and Phyllostachys edulis

The goal of this study was to screen plants for anti-allergic effects by evaluating the
amounts of histamine and leukotrienes released after guinea pig lung mast cell
activation. Bioassay-guided fractionation led to two flavonoids, baicalin from
Scutellaria baicalenesis and isoorientin from Phyllastachys edulis. Based on these
compounds, we developed two standardized extracts, SSBE from S. baicalensis and
SPEE from P. edulis. SSBE or SPEE remarkably inhibited histamine and leukotrienes
release in a dose-dependent manner. We also prepared Uniflavon™ by combining these
extracts at a 1:2 ratio; the resulting combination had a stronger activity than either
extract alone. These data suggest that Uniflavon™ in low dose than in dose of each
standardized extract alone may be utilized as a therapeutic agent not only for allergic
diseases but also for immune diseases related to mast cells, including rheumatoid
arthritis and osteoarthritis, in further studies.
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