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ABSTRACT: OBJECTIVE To explore the protective effect of coenzyme Q10 on focal cerebral ischemic-reperfusion injured
rats. METHODS Ninety adult male Sprague Dawley (SD) rats were randomly divided into 5 groups: sham-operated group
(sham), ischemic-reperfusion group (I/R), Edaravone group (Y), coenzyme Q10 pre-treated low dose and high dose group (LQ
and HQ). Models were established with middle cerebral artery occlusion. After 24 hours, neuroethology score and brain water
content were detected. Activities of superoxide dismutase (SOD) and contents of malondialdehyde (MDA) were measured in
blood serum and brain tissue from the experimental rats. The expression of Bcl-2, Bax and TNF-a protein were detected by
immunohistochemistry staining. RESULTS Neuroethology score and brain water content significantly decreased in HQ group
comparing with I/R group. Activities of SOD were higher and contents of MDA were lower in HQ group than I/R group in both
blood serum and brain tissue. Immunohistochemistry staining showed that the positive cell number of expressing Bcl-2
significantly increased and the positive cell number of expressing Bax and TNF-a significantly decreased in HQ group compared
with I/R group. CONCLUSION Coenzyme Q10 may protect rats from ischemic-reperfusion injury through scavenging free
radicals and improving the anti-oxidative ability of the brain tissue and decreasing cell apoptosis and the level of inflammatory
factors.
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Tab 1 Results of neuroethology score and brain water
content(nN=6)

il PEAT Ry 0P 5y T 7K Fr /%
sham 0.000.00 70.89+0.19
I/R 2.50+0.55" 80.77+0.77"
Y 1.67+0.521% 76.09+0.45"3
LQ 2.1740.41" 79.65+0.29"
HQ 1.83+0.419? 77.24+0.64"?

FE: 5 sham 4iAHEE, YP<0.01: 5 IR 4AHEL, 2P<0.05,PP<0.01
Note: Compared with sham group, "P<0.01; compared with I/R group,
2P<0.05, VP<0.01
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Tab 2 Activities of SOD and contents of MDA were
measured in blood serum(n=6)

a4l . SOD 3% /1/U'mL™ MDA % & /nmol-mL"™"
sham 202.41+13.14 2.65+0.17
I/R 159.06+12.33" 4.44+0.47"
Y 146.26+8.00% 3.26+0.58%
LQ 171.88+19.23 3.57+0.43%
HQ 180.57+12.61% 3.39+0.13%

TE: 5 sham 41AHE, VP<0.01: 15 IR 4140, PP<0.05, PP<0.01
Note: Compared with sham group, "P<0.01; compared with I/R group,
PP<0.05, PP<0.01

%£3 W44 SOD &% f1 MDA £ & (n=6)
Tab 3 Activities of SOD and contents of MDA were
measured in brain tissue(n=6)

il 5 SOD i 1/U'mg ™" prot

MDA % #/nmol-mg " prot

sham 148.12+2.71 3.05+0.11
I/R 126.26+1.82" 4.34+0.42"
Y 190.20+21.50” 2.97+0.55%
LQ 138.2249.52% 4.05+0.31
HQ 140.01+6.93% 3.33+0.247

FE: 5 sham 41AHE, VP<0.01: 15 IR 4140, PP<0.05, P<0.01
Note: Compared with sham group, "P<0.01; compared with I/R group,
PP<0.05, P’P<0.01
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Fig 1 Expression of Bcl-2, Bax and TNF-a protein were
detected by Immunohistochemistry staining(400x)
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Novel Hypoxia-slective Compound Q39 Induced Bel-7402 Cell Apoptosis via Blocking HIF-1la
Translocation

SHAO Yanfeil’z, YU Jiaz, ZHU Hongl(l.lnstitute of Pharmacology and Toxicology, School of Pharmaceutical Sciences,
Zhejiang University, Hangzhou 310058, China; 2.Departmnet of Clinical Pharmacy, Zhejiang Provincial People's Hospital,
Hangzhou 310014, China)

ABSTRACT: OBJECTIVE To study the anti-cancer activity and mechanism of Q39 in hypoxia. METHODS The
anti-proliferation activity of Q39 were analyzed by MTT, apoptosis was detected by PI and flowcytometry analysis. HIF-1a
protein expression level and translocation was analyzed by immunostaining and WB. RESULTS The present study indicated
that Q39 exerted anti-proliferative effects against human cancer cells Bel-7402 in hypoxia. Downregulation of ERK1/2 inhibited
by Q39 resulted in blocking HIF-1a translocation, which further induced the apoptosis of Bel-7402. CONCLUSION  These
findings build the rationale for further development of candidate compound Q39 against hepatoma(Bel-7402).
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