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Abstract: Objective To investigate the effects of E838 on mouse survival after lethal dose irradiation
and double-strand DNA broken in mouse lymphocyte induced by radiation. Methods E838 was given
intraperitoneal injection before radiation. The survival time and mortality of mouse were observed.
Double-strand DNA broken after 1 Gy 7 radiation was detected by single cell gel electrophoresis assay
technology and the results was compared with positive drug. The comet image was analyzed by using
CASP software and SPSS 12. 0 was used for statistical analysis. Results The 30d survival time of
E838 groups were significantly increased compared with that of control group. Compared with the
control group,survival rate in group of E838 with high dose, middle dose and low dose increases by 55
percent,85 percent,75 percent respectively,and it has a significant difference in the survival time(P<<
0.001). The protective index is 1. 99,2.56,2. 46 respectively. Compared with Ethinylestradiol, mouse
in group of E838 with middle dose and high dose has longer survival time(P<C0. 001). The double-
strand DNA broken in lymphocytes was obviously decreased when mice were preventively given E838
before irradiation. The group of E838 with high dose, middle dose and low dose, the percentage of
TDNAC(11.68,6.24,9.05),TL(18.53,10.09,16.02), TM(2.13,0. 64,1.21) and OTM(2.52,0.99,
1.59) have a decrease in residual damage (P value<C0.001). It has a significant difference among
E838, Ethinylestradiol and Nylestriol. Conclusion E838 has remarkable protective effects on DNA
damage after y-irradiation.
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Figure 1 30d survival rate of mouse after 8. 0Gy Y radiation
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Table 1 Indicators of dsDNA broken in mouse lymphocyte induced by '’ Cs Y1Gy after given E838(z £ 5, n=10)
Groups Cell number TDNA Y% TL(pix) ™ OTM
Control 100 36. 05+ 5. 86 78.69 £ 9, 65 27.31+5.61 21.13 +3.88
E838(low) 100 11.68 £2.39"% 18.53 + 3. 64" 2.13+0.55"" 2.52+0. 46"
E838(middle) 100 6.240.977% 10. 09 £ 2. 157> 0.64 0,117 0.99 0. 147>
E838(high) 100 9.05+ 1,477 16,02+ 2. 577> 1.21+£0,327% 1.59 £ 0,337
EE2 100 12.01+1.38" 18.94 +2.89" 2,81 %0, 447 2.91+0.50%
523 100 11.23+1.54" 19.29 + 3, 58" 2.39+0.52" 2.66*0.38”

Note:compared with control, 1):P<C0. 01;2):P<C0. 001;compare with 523:3): P<0. 05; compare with EE, :4): P <<

0.05,5): P<<0. 01

(THEE 762 W)



+ 762 -

APIEBRAB 9T 2010 TF56 37 B35 7 HA

B, SRR AR . 5 SCHkIRaE 4 R B
N ZEE SR 20 RN R s B A R p21 1Y 3R R UK
S 240 LR K A G I BEL I S 6 25 B A — 2L
P27 ATRA #3f] HR IR 85 SW579 20 it 15 5 1) 1
M5 Bl p21 B R IKK AL, A RmY 1
p21 B )5 3 F b A7 A 2 B R A S G . DR I A A
FAE/R  ATRA PR & 3R IA 1 RARB 5 p21 5
Bl A 2 R N T A5 A AR E p21 R R
ik 20 BB A AE G, BT, DA SW579 4 i 1
RN i 40 M R OPE 4 Ak, O& T ATRA 0 il
SW579 2 i 3 58 F1 5 5 434 19 4 T AL 145 78 i —
HAFsRZ .,

5% 30k

[1] Elisei R, Vivaldi A, Agate L, et al. All-trans-retinoic acid
treatment inhibits the growth of retinoic acid receptor beta
messenger ribonucleic acid expressing thyroid cancer cell lines
but does not reinduce the expression of thyroid-specific genes
[J]. Clin Endocrinol Metab, 2005,90(4) :2403-2411.

[2] Schmutzler C, Hoang-Vu C, Ruger B, et al. Human thyroid

carcinoma cell lines show different retinoic acid receptor reper-
toires and retinoid responses[ J]. Eur J Endocrinol, 2004, 150
(4) :547-556.

[3] Lei M.de Thé H. Retinoids and retinoic acid receptor in cancer
[J1. EJC Supplements,2003,1(2):13-18.

[4] Schmutzler C, Hoang-Vu C, Ruger B, et al. Human thyroid
carcinoma cell lines show different retinoic acid receptor reper-
toires and retinoid responses[ J]. Eur J Endocrinol, 2004, 150
(4) :547-556.

[5] Borutinskaite VV, Navakauskiene R, Magnusson KE, et al.
Retinoic acid and histone deacetylase inhibitor BML-210 inhibit
proliferation of human cervical cancer Hela cells[J]. Ann N'Y
Acad Sci, 2006,1091:346-355.

[6] De los Santos M, Zambrano A, Aranda A, et al. Combined
effects of retinoic acid and histone deacetylase inhibitors on hu-
man neuroblastoma SH-SY5Y cells [ ]J]. Mol Cancer Ther,
2007,6(4) :1425-1432,

[7] Tanaka T, Suh KS, Lo AM,et al. p21WAF1/CIP1 is a com-
mon transcriptional target of retinoid receptors: pleiotropic
regulatory mechanism through retinoic acid receptor (RAR)/
retinoid X receptor (RXR) heterodimer and RXR/RXR ho-
modimer[J]. ] Biol Chem,2007,282(41) ;:29987-29997.

[HRBER 4 ]

(EEFE 750 )

R ZITE R U P U R I LAR K
TEE N AW 2 B B A R o A A A B )Tz
FH AHR 2 5 1 i T 25 ) 0 5 5 4 DNA &
B RGE . HAT4s K £ %0 SCGE #fF 5% ¥ /& i
AR AR T E N ER B KR Bl R A A B AR RO G
A HR I 22 b AR R I 2RO 5 0 B
mMHBMERERERKEERELK, EUHRNEREZ. AN
TR ZERER M2 48 b5 (BB AE . Olive BB 4H) 1 2 A
HERT . ARSI SE R BRI AR H 1.0
Gy W5, 40 19 DNA 5% 48455 K F A 6], E838
=N 2 A A DNA BRS040 45 0 48 A 1 B0
57 R AT X R 2 A BH A X BE AL 5 0 B 2 TR A
ZRIEAE G FE X (P<<0.01), 5 523 EE2 Z i
922 B4 827 8 L (P<<0. 05) , #£75 E838 Xif /)
MaEH 1.0 Gy R BJ5 ) DNA #ifhi A R i e
YEHT E838 Fiil B F 24 5 A LR 47 R 4 S5 o8 9k (0 248
M5 43 (4 7

S Xk

(1] A M, R, % ES38 WA v ST 4 X Ik T 1ar 93 /1
SRR B[] 008 /R I . &g 33 96 T 5+ 2008, 35 (10) : (10) : 9~
12.

[2] Banath JP,Fushiki M, Olive PL. Rejoining of DNA single and
double-strand breaks in human white blood cells exposed to i-
onizing radiation[ J]. Int ] Radiat Biol,1998,73(6) :649-660.

[3] Ko fica K,Lankoff A,Banasik A,et al. A cross-platform public
domain PC image-analysis program for the comet assay[]J].
Murat Res,2003,534(1-2) :15-20.

L4 W7 IR AN, W J L, B 2 X 2 XA 2 IR /N B B
PEFILT]. RSB H . 199818 (1) :52-55.

[5] Collins AR. The comet assay for DNA demage and repair: prin-
ciples applications,and limitations[ J] Mol Biotechnol.2004,26
(3):249-261.

[6] Kent CR, Eady JJ, Ross GM, et al. The comet moment at a
measure of DNA damage in the comet assay[]]. Int J Radiat
Biol,1995,67(6) :655-660.

[7] Hellman B, Vaghef H, Bestrom B. The concepts of tail moment
and tail inertia in the single cell gel electmphoresis assay[]].

Mutat Res,1995,336(2) :123-131.
[(miE: % AR ZE%]



