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Abstract: To explore the protective éffects and its molecular mechanism of action of gypenoside ( GPS) on the improve-
ment of peripheral nerve toxicity induced:by/ oxaliplatin in rats. Male SD rats were randomly divided into normal control
group ,model control group,the low-, medium-=and high-dose of GPS groups. Except of the normal control group, peripher-
al nerve toxicity rat models were established by intraperitomeal injection with oxaliplatin (4 mg/kg) ,meanwhile , differ-
ent doses of GPS were given'by gavage,the behavior changes of rats under mechanical stimulation and temperature were
observed at different point«time. At the end of the experiment,rats were sacrificed ,the levels of serum NGF were deter-
mined by ELISA ,and the relative expression levels of Nrf2 and its downstream molecular NQO-1,HO-1 in 14-5 dorsal
root ganglion wére detected by Western blot. Results: When compared with the normal control group, the mechanical
withdrawal threshold and the cold stimulus response threshold were significantly reduced in the model control group. In
addition , the levels-of serum NGF and the protein expression levels of Nrf2 ,NQO-1 and HO-1 in 14-5 dorsal root gangli-
on were significantly reduced. Conversely, GPS significantly elevated threshold of mechanical withdrawal and cold stimu-
lus response ,significantly increased the levels of NGF in serum and the relative expression levels of Nrf2,NQO-1 and
HO-1 protein in L4-5 dorsal root ganglion. In conclusion, GPS improves oxaliplatin-induced peripheral nerve toxicity by
increasing the levels of serum NGF and upregulating the Nif2 signal.
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Fig. 1 Effect of GPS on weigh of rats (n = 12,; +5)
1 : Normal & 1F % X IR 4 ; Model : 15 X} B2 ; GPS 50 mg/kg: Z¢ i
WAL 4 ; GPS100 mg/ kg : ZX M i B 1 H i 4 ; GPS 200
mg/kg: BB BRI YL, SIEH IR A, P <0.05,%P
<0.01; SN B AL, * P <0.05, " * P <0.01,
Note : Normal ;: Normal control group; Model ; Model control group; GPS
50 mg/kg:GPS low dose group; GPS 100 mg/kg: GPS medium dose
group; GPS 200 mg/kg: GPS high dose group; Compared with Normal
control group,*P <0.05," P <0.01; compared with Model control
group, * P <0.05, " * P <0.0l.
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Fig.2 Effect of GPS on the mechanical withdrawal threshold
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50 mg/kg:GPS low dose group; GPS 100 mg/kg: GPS medium dose
group ; GPS 200 mg/kg: GPS high dose group ; Compared with Normal
control group,*P <0.05,™ P <0. 01 ; compared with Model control
group, * P <0.05, " * P <0.0l.
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Fig. 3 Effect of GPS on the levels of serum NGF in rats
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Note: Normal : Normal control group; Model; Model control group; GPS
50 mg/kg:GPS low dose group; GPS 100 mg/kg: GPS medium dose
aroup; GPS 200 mg/kg: GPS high dose group; Compared with Normal
control group,*P < 0. 05," P < 0. 01 ; compared with Model control
group, * P <0.05, " * P <0.0l.



Vol. 30

A RS LR R X RS FEA BT EOR U R RO AP £ B LI 52 1785

F 1 GPS XA R R ES RIS RIR BRI (0 = 12,7 +5)
Table 1  Effect of GPS on the cold stimulus response threshold at different timesof rats (n = 12,; +5)
20 531 $O0H %8 H 15 H %23 H %30 H
Group Days (0) Days (8) Days (15) Days (23) Days (30)
1E 3 %3 I 2H Normal 2.54 £0.41 2.28 +0.61 2.49 +0.58 2.16 £0.39 1.98 +0.43
HEALXS B2 Model 2.31£0.47 3.89 +0.67 5.31 £0.47% 5.13 £0.54% 4.93.+0.69%
GPS K41 GPS50 mg/kg 2.23 +0.51 3.36 +0.66 4.81+0.65 3.22+0.41 3.08 #0.56
GPS 5|42 GPS100 mg/kg 2.48 £0.34 3.14+0.55 3.35%0.45" 3.0420.39* 2/81 #0.41*
GPS B 7|42 GPS 200 mg/kg 2.30 £0.45 3.34£0.62 3.35%0.61" 3.030.61F 2.4920.44" *

T 5 IE 0 IR LA, P <0..05, P <0. 015 BRI IR A%, * P <0.05, " " P <0.01,
Note : Compared with Normal control group,*P <0.05," P <0.01 ;compared with Model control group, * P <0.054%* P <0.01.
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<0.01; SHIRGHEAL 4, * P <0.05, " * P <0.01,

Note : Normal : Normal control group; Model : Model control group; GPS
50 mg/ke:GPS low dose group; GPS 100 mg/kg: GPS medium dose
aroup; GPS 200 me/ke: GPS high dose group; Compared with Normal
control group,*P <0.05,* P <0. 01 ; compared with Model control

group, * P <0.05, " * P <0.01
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