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[Abstract] Objective To observe the effect of pregabalin on the expression of Bel-2 and Bax in
hippocampus of chronic epileptic rats induced by pilocarpine, to explore the anti-epileptic pharmacology
mechanism of pregabalin, and its anti-apoptotic effect on hippocampal neurons of rats. Methods The
model of chronic temporal lobe epileptic rats induced by lithium-pilocarpine was established, then the rats
in pregabalin treatment group received intraperitoneal injection of pregabalin (40 mg/kg) once daily for three
weeks. The expression of Bel-2 and Bax in hippocampus of all rats was detected by immunohistochemical
technique and Western blotting. Results Compared with normal saline group rats, the expression of Bel-2
and Bax in hippocampus of rats with chronic temporal lobe epilepsy was significantly increased (P =0.000,
for all). Pregabalin can down-regulate the expression of Bax and up-regulate the expression of Bel-2 in
hippocampus of rats compared to model group rats (P = 0.000, for all). Conclusion Pregabalin may have
the effects of inhibiting cell apoptosis and protecting neurons through lowing Bax level and increasing Bel-2
level in hippocampus of chronic temporal lobe epileptic rats.
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E1 ¥ BB A B R A (P R)  1a XA KD X A I Bax M4 1b  BAIA] K B X 7]

UK Bax FHEEAL  1c
Figure 1 Optical microscopy findings
hippocampus of control group rats (Panel la).
cells in treatment group rats are significantly reduced (Panel 1c¢)

2 e BB M AT L

X Bel-2 FHEANING 2 2¢
Figure 2 Optical microscopy findings
hippocampus of control group rats (Panel 2a).

G AU 2 R (PR CR)  2a
W ity MR TG T ZH R BT T DX Bel-2 FH 1 240 i T 4 38 o

immunohistochemical staining (amplified by medium power).

Bel-2 positive cells in hippocampus of model group rats are increased (Panel 2b).

0 T L bR T 7 20 K BT 751X Bax PP 200 i B St i 2
immunohistochemical staining (amplified by medium power).
A lot of Bax positive cells in hippocampus of model group rats (Panel 1b).

Fewer Bax positive cells in
Bax positive

X SR G U T XA AL D Bel-2 PRI 2b  REAY2H K Bt

Fewer Bel-2 positive cells in

Bel-2

positive cells in hippocampus of treatment groups are significantly increased (Panel 2c)

F1 AR K RS X Bax BHE 4 I % H (Y

FeAs (s, A0 M B/ PP A AL BT )

Table 1. The expression of Bax positive cells in
hippocampus of every group (x s, cells/number of medium-
power field)

F2 AL HL K R X Bel-2 B M ECH 1Y

P G s, AN O B/ PP A5 AL BT )

Table 2. The expression of Bel-2 positive cells in
hippocampus of every group (x s, cells/number of medium-
power field)

4151 FEAGIRC o A R I FAH PAi 415 FEABIEC i R e R FAd P1H
XFHEZE (1) 5 20.01 +4.45 XFHEZH (1) 5 25.03+5.17
HERIL(2) 5 4279 £7.10 100.210  0.000 BEAIZH (2) 5 36.61 £4.63 90.481  0.000
HBITUL(3) 5 27.02+5.03 BITLL(3) 5 47.10 £7.27

(1) :(2)P=0.000;(1) :(3)P=0.000;(2) :(3)P=0.000

(1) :(2)P=0.000;5(1) :(3)P=0.000;(2) :(3)P=0.000
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GAPDH

GAPDH: NZH8Y 1. X IR

B3 SDS-PAGE HLUK A& Hi /0 AT s, B4 K B
1 T IX Bax R IK K- TH i, 107 4K Bl T X Bax
FIR K BEARAELAT i T % 2

Figure 3 SDS - PAGE electrophoretic band
analysis  shows the expression of Bax in
hippocampus of model group is significantly
regulate the
expression of Bax compared to model group, but
still higher than control group (GAPDH: reference;
1: control group; 2: model group; 3: treatment group)

increased. Pregabalin can down -

Bel-2

GAPDH

GAPDH: NS Y 1% R4
2. BRI 3.RITH

B4 SDS-PAGE HLIK AR AT s, BT AL R 7
SR R 5 IX Bel-2 KRB K3 i T X IR, i iR y7
R Bl 5 X Bel-2 IR ¥ T LA

Figure 4 SDS-PAGE electrophoretic band analysis
shows the expression of Bel -2 in hippocampus of
model group is significantly increased than control
group. Pregabalin can significantly up-regulated the
expression of Bel - 2 compared to model group
(GAPDH: reference; 1: control group; 2: model group;
3: treatment group)

R3ORIFAL B U X Bax F Bel-2 KI5 K1Y
P (R x5, JKBEME)

Table 3. The expression of Bax and Bel-2 in
hippocampus of every group (x s, gray value)

41 51 FEA A %5 Bax Bel-2
Xt RE 4 (1) 5 0.25+0.04 0.34+0.04
R (2) 5 0.60 = 0.04 0.53 +0.04
HBITUL(3) 5 0.41+0.04 0.67 £0.05
FAH 88.715 67.530
P1H 0.000 0.000

i : Bax, (1) :(2) P =0.000; (1) :(3)P =0.000; (2) :(3)P =
0.000. Bel-2,(1) :(2)P=0.000;(1) :(3)P=0.000;(2) :(3)P=
0.000
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Bax Rk K- HE AT 70 M7, e B 2838 iy L AR IR 97 IS 38
8590 R BRI 1) X Bax 38 1K 7K B R FE AR, Bel-2 3%
KK T, SR Z B R E R A G R
Mo A28 T CLBR AT B8 HAT 00 20 1 o T L DR A
ZIUVE T, 5 LA Y SCHRHGE — B, AT HEN,
- ity ELBROE A 3 PR bel-2 A bax FE R G5 K 15 Hopp
ZARAE T, bel-2 F KKK T v RE W 10 il 4 22 50 14
T, 38 3 BE 1k 40 O T A B R N I R AR A
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