IREYES#HE www.shengwuyixue.com Progressin Modern Biomedicine Vol17 NO.9 MAR.2017 - 1619 -

doi: 10.13241/j.cnki.pmb.2017.09.005

mTOR {55l 75 519 B W R DAL s i s e i fE IF s *
kR B o BT HIF R KR AT BEFR' OTHF' ERMA!
MER IE Pk
(1 KB EBEROMAENE b7 100088 52 k#iZE B ELHIMNA b7 100088;
3R BEROMAENE b 100048)

BE B AT A E S Wm BB AR T a9 A BT Huh) . ik Roh o B33 IR sL RS ML il AR S S8 R,/ s 35 (H/SD)
AR DB ARG B BT, AL T B A 3- TR RS (BMA, 5 mM)A» mTOR 474 % F 4 F % (1.0 pg/L)AF < L
JoL B K 471 % B TUNEL % &, #4m & WL4a AL 28 =, Western blot 7 sk 4] & UL 2m Ji % & £k K-F o 858 H/SD Hifs T B %
HS ML B K (P<0.05), S+ H.2mhe B KT Tl 3-MA Z& v EEA% . Bl e, H/SD T 2 25 haS Wlgm B A =
(P<0.05), fa 5T 3-MA 4] B = K 5T 20k Y 2 A 8 = (P<0.05), A8, T b B4 3% e @ o Bl AL 7T A An & S .5 5009 8 UL e i 8
T (P<0.05), H/SD #45itA2 ¥, S ALZafe mTOR 12 5B 3EAH &, T B £ 374 7 3-MA T 2L B 548 Z 8 850 T Wltm iop
p-mTOR(Ser2448)#4 £ ik K -F (P<0.05), 5 3 A= mTOR TF # 4--F p-p70S6k(P<0.05)#F= p-S6(P<0.05) ¢y £ ik . £5if:mTOR 125 il
BB QTR AL T SR RSG5 0 S ML LA

X1 : mTOR; S WLda it s A,/ H i F Hidh; B, A

hES#S:Q95-33;R541.4  XERFRIRAD: A  3CE4HS:1673-6273(2017)09-1619-04

The Effect of mTOR induced Autophagy on the Apoptosis of Cardiomyocytes
induced by Hypoxia*

ZHANG Zheng', YANG Chac?, JIN Zhi-tao', JIANG Wei', ZHAO Lr, YANG Jun-ke', DING Li-ping', WANG Cheng-zhu',
LIU Yan-jun', SUN Zhi-min', HU Tao-hong'*
(1 Department of Cardiology, The General Hospital of the PLA Rocket Force, Beijing, 100088, China;
2 Department of Blood Transfusion, The General Hospital of the PLA Rocket Force, Beijing, 100088, China;
3 Heart center, Navy general hospital of PLA, Beijing, 100048, China)

ABSTRACT Objective: To investigate the potential role of autophagy on apoptosis in cardiomyocytes(CMs) induced by hypoxic in-
jury. Methods: CMs were cultured in normal or hypoxia/serum deprivation (H/SD) medium for 24 h. The autophagy state was regulated
by 3-Methyladenine (3MA) and rapamycin administration. Furthermore, TUNEL assay was performed to determine apoptosis in CMs.
Moreover, Western blot assay was performed to assess the expressions of signaling proteins. Results: Hypoxic stress increased autophagy
and apoptosis in CMs. Meanwhile, hypoxia increased the activation of mTOR signaling. Moreover, the apoptosis in CMs induced by hy-
poxia injury was abolished by 3-MA, whereas was aggravated by rapamycin. Conclusion: Our data provide evidence that mTOR signal-
ing induced autophagy may play an essential role in the apoptosis of CMs induced by hypoxic injury.
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Fig.1 The effect of hypoxia on the autophagy of cadiocyte
A BB Western-blot 552 ; B: FHO A LC3-Il B RIZMF
EESH; C: EHOHLHE P62 EARIZMFER S H(n=5,*P<0.05),
Note: A: Representative Western blot of LC3-I/LC3-II and P62.
Semi-quantification of the protein expressions of LC3-1I (B) and p62(C) in
all groups. (n=5, *P<0.05).
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Fig.2 The effect of autophagy regulation on the apoptosis of cadiocyte
iE:A: 828 TUNEL 5 R (#rR: 20pum ); B: FAOAUAT A E 53 bk (n=5, *P<0.05),
Note: A: Representative TUNEL images in cadiocyte(Scale bars: 20m). B: The percentage of apoptotic cells in all groups. (n=5, ¥*P<0.05).
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Fig. 3.The effect of hypoxic stress on the activity of mTOR signal pathway
iE:A: Western-blot #:ill & 28 AL4AAE H mTOR 5 SEEEE M, B1F
mTOR,p70S6k K S6 K% B RikKFERBEEKTF; B: FHOIARE
p-mTOR EERIEHFEENH;C: FAH LALLM p-p70S6k EHRIE
H¥EESH. D:ZFAOCUHM p- S6 ERRIEHFEES,
(n=5,*P<0.05),

Note: A: Western blot assay was performed to assess theactivation of
mTOR signal, including p-mTOR/mTOR, p-p70S6K/p70S6K and p-S6/S6.
Semi-quantification of the protein expressions of p-mTOR(B),p-p70S6K
(C) and p-S6 (D)in all groups. (n=5, ¥*P<0.05).
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