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Abstract

AIM: To observe the change of activity of
Caspasel2, a key signaling molecule in
endoplasmic reticulum stress related apoptosis
pathway, and to explore its role in the apoptosis
of hepatocytes in rats with hepatic fibrosis.

METHODS: Wistar rats were randomly
divided into a 4 wk control group, an 8 wk
control group, a 4 wk hepatic fibrosis group
and an 8 wk hepatic fibrosis group. Rats of
hepatic fibrosis groups received subcutaneous
injections of 40% CCl, twice a week at doses
of 0.3 mL/100 g. Expression of GRP78, GRP94
and Caspasel2 genes in hepatic tissue was
detected by RT-PCR. The expression of GRP7S,
GRP94, procaspasel2 and activated Caspasel2
proteins was determined by Western blot. The
apoptosis of hepatocytes was evaluated by
TUNEL assay.

RESULTS: Expression of GRP78, GRP%4 and
Caspasel2 mRNAs in the 4 wk hepatic fibrosis
group was significantly higher than that in
the 4 wk control group. In the 8 wk hepatic
fibrosis group, expression of GRP78, GRP94 and
Caspasel2 mRNAs was also elevated obviously.
Western blot analysis revealed that expression
of GRP78, GRP94, procaspasel2 and activated
Caspasel2 proteins was increased obviously in

2016-06-08 | Volume 24 | Issue 16 |



WIE, 5. ABIMNZAUE T @R Caspase 1 2805/ T SHFFAF A A SSAFBIRET

the liver in the 4 wk hepatic group. Compared
with the 8 wk control group, expression of
GRP78, GRPY4, procaspasel2 and activated
Caspasel2 proteins was elevated obviously
in the 8 wk hepatic group. The apoptosis of
hepatocytes in the 4 wk and 8 wk hepatic
fibrosis groups was significantly higher than
that in the control groups.

CONCLUSION: Activation of Caspasel2, a key
signaling molecule in endoplasmic reticulum
stress related apoptosis pathway, may mediate
the apoptosis of hepatocytes in rats with hepatic
fibrosis.

© The Author(s) 2016. Published by Baishideng
Publishing Group Inc. All rights reserved.
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Caspase12 Sl 5'-GAAGGAATCTGTGGGGTGAA-3'
N5 %D 5'-TCCCTTTGCTTGTGGGATACC-3'

GRP78 iwizE1L7) 5'-TGGAATCTTCACCTCAGAGTG-3'
N5 1¥D 5'-ATATCCAAGGTGAACACACAC-3'

GRP94 Sl 5'-ACTGTTGAGGAGCCCATGGAGG-3'
N5 %D 5'-GCTGAAGAGTCTCGCGGGAAAC-3'

B-actin w51l 5'-GAGAGGGAAATCGTGCGTGAC-3'
5S4 5'-CATCTGCTGGAAGGTGGACA-3'
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GRP78$@?§IU%%; C: Pmcaspase12&%‘@Caspasel2$EI7J(
S 1 IEH 4 wkfH; 2 18wk 30 TR R4 wkH; 4
JFAFAEAES wkiH.

Fig b1 R BERGSE AT 2237 “CHE &30 min, BE/5H
0.01 mol/L TrisZ& I ER VA PE A 44K, BFIKS min.
FE G R AEE N AT W8, B9k D) Fr BE L4
HUSAN i fir 5 S ALY, DAAH M A% H I 4 6258 e
(R AR D9 T4 B, S TR R
FRE = (A T 20 B 250/ 240 i 40) X 100%.
GitEAE P EHERRHmeant SDER
7, [ HSPSS14.013E 4T 2 10] 5 2243 Hr, I EL
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2.2 KR AHIFIEGRP78. GRP94Z Caspasel?2
mRNAK-F 5IEH4 wkdl Eb, FFer4itbd wk
HKBAFFHGRP78. GRP94 }zCaspasel2
mRNAKFHRET &, 27 BGEEME
(P<0.01); HF£F4e4b8 wkisf, KT+
GRP78. GRP94 }Caspasel2 mRNA/K -5 IE
W8 wkZHAH EL Y B S 1 15 (P<0.0181P<0.05),
1B 5 RF£F 4104 w2l HL T 1635 72 7 (R 2).

2.3 AT GRP78. GRP94. Procaspasel2%
7& M Caspasel 2% @ K -F KA+ GRP78.
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ACFNFR3IFE2 AR 5 I1EH4 wkdH Lb#, i
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W@ 5 4

A SUAAT 4 2l
BN RS
2828 P Caspase 12
Y ZACE R
LA R ST
GRP78. GRPY%4
AT T A1 e B
7, IF A fm e
BTy B Lk AT
TR, A—%
44 ) 1 1 Fo F
A

3 RERAFIATTUNEL x 400). A: TFH4 wkZH; B: 1FH#8 wkH; C: HF4F4E(b4 wk?H; D: FFAF4E(ES wkiA.

& 2 KEFFAEDPGRP78, GRP94K:Caspasel2 mRNAKIE (7 = 8, mean = SD)

paxi:) GRP78 GRP94 Caspasel2

1F$4 wk 93.97 +34.73 115.30 + 32.04 52.32+17.25
FE8 wkél 82.94 +26.58 126.94 +41.25 76.45 + 23.67
AT T2 ba wked 173.63 + 28.60° 287.25+46.13" 163.67 + 27.95"
FF£F4(68 wkdB 167.93 + 50.39° 302.16 +60.51° 186.49 + 73.52°

°P<0.01 vs IFE4 wkiH; °P<0.05, °P<0.01 vs IFE8 wkiA.

& 3 KEBFAEDOGRP78, GRP94. Procaspasel2ziEtECaspasel2ZKE (7 = 8, mean = SD)

Procaspasel2/  Cleaved Caspasel2/

48 GRP78/B-actin  GRP94/B-actin B—aclin B-acin

E84 wkZE 0.72+0.06 1.04+0.15 0.63+0.13 0.07+0.01
[FE8 wkéH 0.92+0.23 1.03+0.09 0.69+0.17 0.09+0.02
FFeFeEEtba wked 1.88+0.20° 2.56 +0.43° 1.21+0.06° 0.22 +0.05"
BF£FeE8 wkB 2.27 +0.22° 2.79+0.57° 1.20+0.18° 0.25 +0.05"

°P<0.05, °P<0.01 vs [EE4 wkiH; °P<0.05, P<0.01 vs IEH8 wkiH.

Y4 wkdl KBFIEHGRP78, GRP94, 2.4 AF&mfn A —ioml HFEF4ibd wkdl KB AT
Procaspasel2 ¢ ifitECaspasel2ZK-FREFm  4HME T HEH S EF4 wkH LR B 2
(P<0.0185P<0.05); Fr2F4etb8 wkih KA (9.58+£1.79 vs 1.67140.23), Zx BA EEM
lErFGRP78. GRP94. Procaspasel2 &iFtE  (P<0.01); FFEF4E4b8 wkZH K T4 T3
Caspase 12\ RIEVREFEF/KT, 5IEHSwk  HE5IEHS wkil bt 8% T+ (11.35+3.62
HAH b 2 3 B B M P<0.0180P<0.05), 1H  vs 1.9240.45, P<0.01), {H 5 AT 4 4104 wk th
P eFifba whd Foie s 7 R BAT B T 7R ARA BEEED).
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Caspasel2/Caspase3 i T-{5 ‘Z il B AL A 4k
RAESREPAH BB, P I TUNEL
RS0 A R TR B, AT 4EAN4 X8 wkZH K
SR B R T AR A S RN, (AT AT 4Rk
4 )8 wk#H 2 ] 24 o 0 1 26 T i 35 1 2
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