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 E R Al EEE RN R AT el (PCZ)F 54238 (EC) 4 K AR FIIE 25 09 DNA 345 205 , B4E % Ik Bt &
BB TAT ., F ik B30 R SD K R M E AL M 64, 205 X, 5 A A Wb af 1820 (A8 467K ) \PCZ 75 mg/kg 28 \PCZ
150 mg/kg 28 .EC 400 mg/kg 28 . EC 800 mg/kg 21 A B FA ML B 40 (N- &R -N- T 7 Kk, 40 mg/kg) . KR E LR B4 2h4d, M
UL FE 6 RIE IR L AR F , KRR 25 )6 3 h WAL SB KR ARAT VB R E AT VB RSP B fe itk & 2m B ) & R S 4 e
BRBATHMEZ E, HFASFEEM Mt ik FEFTHE,40 Komet 6.0 544+ 47 BB 5 AT E.DNA 228 5 5 (£
DNA%) e, %% .5 Mk Ba ki, PCZ 75,150 mg/kg A fa bzt B4l Xk R4 B 4 d B R R IT B R2 A 2 %K
(P<0.05 % P<<0.01),EC 800 mg/kg 48k .25 4 d G AUIh i & 91 2 4K (P<<0.05 % P<<0.01) , L & 2 F ¥ R4+ F E L (P>
0.05), X5 P bst B LA L%, PCZ 75,150 mg/kg LA 4= [APEXT PR 4L K AT B Wi o 0 8] S itk & 4m 669 2 DNA % A= 2. 36 34 9 .38 An
(P<<0.05 3, P<<0.01), 2 PCZ s I 64 % vé 42 % 8 9 B ; EC 800 mg/kg 28 K KT | B-An 51 2] itk & 4 L 449 2. DNA % #n B, 35 39
A 2.3 An (P<<0.05 3%, P<<0.01) , EC 400 mg/kg 28 K RAL K40 42 449 . DNA % Fo B 3B IR 2.3 In (P<<0.05), #36:PCZiF 549 2t
DNA 545 45 3% , AT o il 2 2o 3045 A PEAE R 09 ) B 2B EC 35 309 28 L DNA 4345 A 345 35, B2 L it A5 e AE A iy 28
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Study of Alkaline Comet Assay at Various Tissues in SD Rats with Intragastric Administration of
Procarbazine Hydrochloride and Ethyl Carbamate

WEN Hairuo, CHEN Gaofeng, REN Lu, MAO Zhihui, SONG Jie, WANG Qi (National Institute f md
Drug Control, Beijing 100050, China)

ABSTRACT OBIJECTIVE: To evaluate the DNA damage response of procarbazme % Z’ and ethyl carbamate
(EC) to different tissues in rats by performing alkaline comet assay, to valld i lkatine comet assay of various
tissues. METHODS: Totally 30 SD rats were randomly divided into g'o body weight, with 5 rats in each group,
such as negative control group (hyperpure water) , PCZ 75 m 150 mg/kg group, EC 400 mg/kg group, EC 800
mg/kg group, positive control group (N- etgyl -N-nit ) Those rats were given relevant medicine intragasttrically for
4 d; clinical symptoms of rats were welght was recorded during experiment. Within 3 h after last medication,

the rats were sacrificed; hver, nght were weighed; liver, kidney, lung and peripheral blood lymphocytes were

collected. The smgl u ens as prepared to perform alkaline comet assay. After lysis, unwind, electrophoresis and dying,
tail DN c of samples were analyzed by Komet 6.0 software. RESULTS: Compared with negative control group,
body r and renal weight of rats were decreased significantly in PCZ 75 mg/kg group, PCZ 150 mg/kg group and

positive control group 4 d after medication (P<<0.05 or P<<0.01). Body weight of rats were decreased significantly in EC 800
mg/kg 4 d after medication (P<<0.05 or P<<0.01); there was no statistical significance (P>0.05). Compared with negative control
group, tail DNA% and tail distance in liver, kidney and peripheral blood lymphocytes were increased significantly in PCZ 75
mg/kg group, PCZ 150 mg/kg group and positive control group (P<<0.05 or P<<0.01); PCZ showed more significant effects on
liver and lung. Tail DNA% and tail distance of liver, kidney and peripheral blood lymphocytes were increased significantly in EC
800 mg/kg group (P<<0.05 or P<<0.01), and tail DNA% and tail distance of renal tissue was increased significantly in EC 400
mg/kg group (P<<0.05). CONCLUSIONS: PCZ induced stronger DNA damage; liver and lung are the major genotoxicity target of
PCZ. EC-induced DNA damage is relatively weak, and kidney is the most sensitive organ for EC-induced genotoxicity.
KEYWORDS Alkaline comet assay; in vivo genotoxicity; Procarbazine hydrochloride; Ethyl carbamate; SD rats
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Ei%ﬁ%%?%%ﬁﬂﬂ@%’ﬂjﬂ%ﬁﬂ,T??'JFH?I‘”
I BN R B RS A 2 R ST S R
AT 25 W B R ER AL S B WF9E A2 i % DNA W24
M2, T DNAWI R ZES 255U, B
DNA FREERT2UE B 1Y, I I AR IR 45 25 FIi 405 PA
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H.
1.3 ¥

SPF %% Sprague Dawley (SD) K 30 H, & , 452515}
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EC 400 mg/kg 4H . EC 800 mg/kg 4H LA K BH M % 16 26
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24 WHEEXR

W I B A2 TR ) DR R B S R S
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A AR SYBRER T AZAFRRBEAYLH(1:10 000)
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B8 fi F Komet 6.0 £ 5 UL 4 W B 0EA T 2007, 45 1
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g, A AR RIG R R R W R 5. 5
B PR X BB 20 4%, PCZ 75,150 mg/kg 4 K 44254 d )
A5 B S AR (P<<0.01) , F B4 ot b A8 Ak i 3 24 4
W —0.4% . —5.8% ; EC 800 mg/kg ZH F1 PHAE X B 4H A
B 25 4 dJE AR BTt iH i PR (P<<0.05) ,EC 800 mg/kg
R A SR AR IR B2 —
KRR R 1,
32 HEHRHR=ETL
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®3 BHRKBRARAR

x1 BERKBRHERETN (x£s,n=5)
Tab 1 Changes of body weight of rats in each group

(xts,n=5)

4151 TR T, g 254 d Rk, g
BRI e 206.1 £13.5 239.0+15.5
PCZ 75 mg/kg 4 204.6+9.9 203.6418.4"
PCZ 150 mg/kgZH 205.2+7.8 193.3+13.8°*
EC 400 mg/kg 41 21494938 2292413.0
EC 800 mg/kg 41 21324838 210941267
PR HR A1 213.6+9.9 221.6+10.8*

T S FAPEXT IR s, * P<<0.05, ** P<<0.01

Note: vs. negative control group, “P<<0.05, " *P<<0.01
x2 BHEXKRWI.B HREZWL (x+s,n=5)
Tab 2 Changes of liver, renal and lung weight of rats
in each group(x+ts,n=>5)

415 R, g 5, g i, g
PR X R 4 11.100+1.297 2.15740.178 1.560 £0.313
PCZ 75 mg/kg 41 8.677+0.781°*  1.895+0.116" 1.365 £0.149
PCZ 150 mg/kg A 8.641£1.004"*  1.939+0.116 1.317+0.055
EC 400 mg/kg 41 11.057 £0.962 2.129+0.137 1.490 +0.072
EC 800 mg/kg 41 9.828 +0.442 2.008 £0.156 1.295+0.113
PRE T HR AL 9.355+0.665" 2.002+0.178 1.446+10.8
0 S BT B H A, * P<<0.05, ** P<<0.01

Note: vs. negative control group, “P<<0.05, " *P<<0.01
5 5 52 00 T 1L S0 3 51 ?@@
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AR s B A T SN, TR AT T e i )
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U B R A7 L b B 4 Y 2
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zm‘ﬂ? Jili F4) 5 Wk P2 2 B B B2 3 EC 800 mg/kg 4 K Bl

T B RN A JE L6 B 40 A 1 FE DNA 9% 2 R 35 B S 38

(P<o.05jzp<0.01) ,EC 400 mg/kg 2 K B (' 4 A A4

JFE DNA % Fl 15 I S 3641 (P<<0.05) » £541 K B[R] 4

AU R IO 45 R W36 3, B R IG 1 T IR 1 (I 4
B ) o
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Tab 3 Results of comet assay of different tissues cells of rats in each group(x +s,n=5)

413 JH 2N SEL 0 24 iy
] JEDNA% , % =i JEDNA%, % JEDNA% , % =i JEDNA% , % =i
PRy e 4.86+0.49 0.34+0.08 3.52+0.41 0.37£0.05 5.35%0.08 0.54+0.27 1.99+0.38 0.17+0.04
PCZ 75 mg/kg4l 2449+581"" 430+1.53"" 16.71+£3.00"" 229+0417" 23.88+3.36"" 559+0.77°" 9.08+ 121" 0.89£0.09""
PCZ 150 mg/kg4l  39.60+10.59""  6.56+2.29"" 21.23+5.617" 412+0.77"" 42.08+7.44"" 1025+1.90""  13.60+£0.37"" 1.53+0.08°"
EC 400 mg/kg 21 6.31+1.31 0.4610.12 9.33+2.54* 121+042" 6.99+0.95 1.07+0.12 2431041 0.20+0.04
EC 800 mg/kg 4l 7.28+0.53" 1.03+0.14*" 9.51+1.39*" 1.334£0.32" 7.81+1.14 1.06+0.15 3.13£041°7 0.30+0.05""
FHH X R4 1269+ 147" 0.55+0.14" 10.53+£1.57°* 0.63£0.15* 12.75+1.98"" 2.06+0.53"" 8.07+0.81"" 0.70 £0.09""

T S BT IR 4, * P<<0.05, ** P<<0.01

Note: vs. negative control group, “P<<0.05, **P<<0.01
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Fig 1 Plot of comet assay of different tissues cells of
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