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Abstract: Ginsenoside Rgl is a common component of a variety of stroke and diabetes medications, but
its anti-stroke effect in diabetic patients is unclear. The aim of this research is to test the therapeutic effect
of Rgl on ischemic stroke in diabetic rats, and elucidate the effect of Rgl on post-stroke neuro-inflammation.
Rgl significantly reduced the infarct area percent, increased the behavioral score, and reduced the brain water
content in diabetic rats after stroke in the diabetic rats. Rgl reduced the post-stroke inflammatory response
and decreased the expression of high mobility group box1 (HMGB1) protein significantly. Elevated level of
HMGBL1 activity by supplementing exogenous HMGB1 protein abolished the anti-stroke effect of Rgl, which
suggests that HMGBL1 isinvolved into the anti-stroke effect of Rgl in the diabetic rats.
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Figurel Effect of single administration of Rgl on basal diabetes symptoms.

257 HMGBLitfhk (1 ng) 2% 1 ug i 19G, RN
5uL, 4l 48 anti-HMGB1 4141 anti-control 4.
# anti-HMGB1 41314 5 anti-control 41545 5 BEHL
434 control 11 Rgl (40 mg-kgY) VAT 4H, 1EILEE
fili I, W5 HMGBL Xt RgL 7 4 R M K B i 24w (1)
S, KR FRE . HMGBL & [ yE St sz A 1,
G H S E SRR 1 ng, BIFE bR R HMGBL $ifk
TESTEH

GIESH LR x+s ®on, XA
Graphpad Prism 6 4t it 7 #8347 G it 0 dr o £l
) ELBCR FH B R Z 08 (one-way ANOVA) 45
4 Tukey 5, LA P<0.05 FomBA BHEMEZER.

#R
1 BR4ET Rol Xf#EPR A A BRI AEHE X B AR A ERY
Al

WE la Fias, BKEKSG T 40 mg-kg™ Rgl
24 h J5, To TR MR K OB 2 HE R KRR, AR xS
BB A4 B 5 (P>0.05). & 1b 7R, 10, 20
A1 40 mg-kg™ Rgl A X B BRI K B A Hh e g A
FEAE R R . RIS, Rl X PRI K R AR S i
JiE 5y 2 KF (B 1c) AVAERRE (Kl 1d) 7R LR &5
M, FRBHHIRL T Rl A5 5] & (K0 IR K RAR
W R
2 Rl 3#ERRABRZEPAETIER

AT S B AT Py, SR A A 26 L
i 7K i R B AT SR A VR . W 2 F, SRR 2 A

b 20

Blood glucose / mmol-dL"

Loss of body weight / g

a Effect of Rgl on fasting blood glucose in normal rats

and diabetic rats; b: Effect of Rgl on blood glucose after stroke in diabetic rats; c: Effect of Rgl on blood insulin after stroke in diabetic

rats, d: Effects of Rgl on weight changes after stroke in diabetic rats.

NBP: dI-3-n-Butylphthalidie
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Figure 2 Improvement of Rgl on ischemic stroke in diabetic rats.

a Quantitative analysis of neurological score by Longa test; b:

Representative TTC staining results of MCAO rats treated with Rgl or NBP; ¢: Quantitative analysis of cerebral infarct area percent (1AP);

d: Quantitative analysis of edema factor (EF).
chloride; MCAO: Middle cerebral artery occlusion
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Figure 3 Attenuation of neuro-inflammeation induced by Rgl in digbetic rats. a Representative myel operoxidase (MPO) staining results
of MCAO rats treated with Rgl (40 mg-kg™); b: Representative Iba-1 staining results of MCAO rats treated with Rgl (40 mg-kg™); c-e:

Quantitative analysis of pro-inflammation cytokines, including IL-1f (c), TNF-a (d) and iNOS (e) by gPCR.
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Figure5 HMGB1 isinvolved into the anti-stroke effect of Rgl in diabetic rat. a Representative TTC staining results of MCAO rats
treated with Rgl (40 mg-kg™?) infected by anti-HMGB1 or anti-control treatment; b: Quantitative analysis of cerebral IAP; c: Quantitative

analysis of neurological score by Longa test; d: Quantitative analysis of EF.
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Figure 6 HMGBL1 is involved into the attenuation of neuro-inflammation induced by Rgl in diabetic rats.
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