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(Y EENEFRTEHRE ., EH 450052)

W FIRIEES EAC  EAC/ADR Zfip3 GSH & R#TTE , RI EAC/ADR 4Py GSH &
B|H EAC B B H, 450 1. 25140. 35 B 0. 3140. 12 ug/10° 4E 4 ; {E ¥ % EAC/ADR 4H fig #h =
A ADR 557 36 Ji 5 , Tl G5 13 40 MR bR 3R 4345 B LU , H GSH K - BEZ TRE. 550, KEFH.
HBBE CHRE R D K VP-16 3 EAC/ADR Z1MIPy GSH K LEH BEW. #x.GSH KV
B, TREESHRARENNEZ —.

XWiE FIBRXNAGE FHHEE FHHEK

KB BT A=A NS, RBWEISTRABNERRRZ —. AT RRMEHREHE,
S — B E N AAVERIT TR EHHR. RARGAREHEHTRP-BEL RRGEE
H & mdr ZH §53 ERIEC; H LN 3L DNA P RHWBEK FET R LIRS B H A
(GSH) RAMH RHHEBBOEERAABENRES. A TE-PHERIRGESEHNER
FRMFER], RATERIL T HUFT B R 89 3L R BK R 3 ¥4 R (EAC/ADR)®, 3 B 41 iR
PR(EAC), Z 241 % 4 il (EAC/ADR) R E AT B R ¥IT 36 MG . ME R B4 SR HEA K
EAC/ADR(R) N GSH H/KF3#4T T W .
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RN BT X (adriamycin, ADR) , B K| Farmitalia 2\ 7] 4t ; K FEFH WM (VCR) , B
TUNBANZ T AR RRER D, EEHEH A LB C, A VP-16, L RHA T
W BFIEBT 25 H ™, SR JE AU BE H Bk (reduced glutathione ,GSH) , F B B 328 W L BF 5B 4
7= ;48 % — FI R (OPT) ,Fluka 22 7] £ 7 ; N- &M T i Bt Lz (NEM) , P H R 2 f5 L8414
BETRT A 7 s He R AT oy 4 50

{¢88 JH Hitachi 850 B3NN E GSH &,

zhh BN BNEESKESY R OREKE 2012, $HA.

B SRV BRI B EAC 40MXT ADR AR Z4E, FIBE 0. 2 meg/ke WP 7.5
mg/kg J& . AR HEEARARARMAYHMZGY . % EAC IR E B &, I T EAC/ADR K& EAC/
ADR(R)EYT , SR M R T 41 A Sh M 15 BT 18], AT B E MW E .
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HARAEFREHERESRAE HURTERIOCEERENE®Y . 4 5B EAC,EAC/
ADR } EAC/ADR(R) /K 40MI% 5X 10% 4, FH k¥ PBS B % 3 K, I Na,PO,—EDTA 4
i (pH 8) 3.5 ml, 25% {RB%EEE 1 ml, B HBEEAM, F 4C,4000 r/min B> 15 min, 4}
B EEW EKin& M. GSH (& &L ue/10° NIMI&RIR . A Hitachi 850 3564 S BT,
R BN 337. 8 nm, BH K 421. 6 nm FATHE.

% R

543} EAC,EAC/ADR & EAC/ADR (R) 44+ i B2 o
Z5RE Y LEAC 4ifixt ADR = EH VR, B Bt A H A AR X R 5L R 2 W X EAC/
ADR 877, B E X X254, (H % 1 ADR 377 36 i, X BEf EAC/ADR 41 Mtk & H ¥4
A, 2401, EAC/ADR(R) 5 EAC/ADR H¥FHBERGE 1,
Tab 1 Effect of drugs on survival time of EAC,EAC/ADR and EAC/ADR(R) cell line in mice

Dose and schedule Mean survival time (d, z+s)
(mg « kg=! «d~!, ip) EAC EAC/ADR EAC/ADR(R)
Control - 13.4%1.1 13.84+3.0 14.5f2.1
Adriacycin 0.2X7 26.3+2.5* 14.5+3.1& 24.11+2.5*
7.5X7 30.14+2.3* 15.1+2.14 21.3+5.1*
Vincristine 0.1X7 31.0+1.5° 14.7+1.54 22.3+3.1*
0.2x7 32.1+2.3* 16.7+2.14 24.31+2.5"
Actinomycin 0.05X7 25.843. 4* 12.5+1.94 22.14+3.1*
0.03X%7 22.0+1.1* 11. 0+ 1. 44 23.2+2.1"
VP-16 5.0X7 27.1+2.5* 12.542.32 26.3+3.5"
7.5X7 30.01+4.0" 16.842. 84 28.543,5" "
Mitomycin C 0.1%X7 22.4+3.1* 15.6+3.74 25.3+2.5*

*P<0.05; **P<0. 01 compared with control; (R) 36 weekly passages without treatment after
adriamycin resistance. 2P<0. 05 compared with EAC/ADR(R).

HR4AREA GsH B RAE

BXROTE, FERXLRFAMGIREN L. BrRaRSBFRERE, 8.0, B EE
WL WE GSH F ', 4 RAK 2.

Z5R3% W1, EAC/ADR 4i}fi§ GSH I S B EACHIHI B IR, . MIZEHEEN 4 £, 8%
HAEREFHBER,; T EAC/ADR(R) 4184 GSH /K ¥ 5 EAC/ADR A LU 8 B R 4K, {H
%= T EAC 4.,

Tab 2 Comparison of glutathione(GSH) content in EAC,
EAC/ADR and EAC/ADR(R) cell lines (x+s)

Cell lines GSH content (ug/ 108 cell)
EAC 0.3140.21
EAC/ADR 1.25+40.35**
EAC/ADR(R) 0.45+0.15

** P<0. 01, compared with EAC and EAC/ADR (R).

(R): 36 weekly passages without treatment after adriamycin resistance.
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S RZ5HE X Hi 253} EAC/ADR 4BiPY GSH ) R50a

M VCR, 2R ER C, X HE K D,ADR & VP-16 R & Xt 7§ EAC/ADR 40 fIa9 /MR
HATIEIT, (p, @dX7 d), T d 8 B/NRIERHBUEIKAR, e GSH &8, HER %K
3.

ZREH, U L& 2 AR & Xt EAC/ADR 418 A i) GSH K3 LBl B &, 5 X+ B
HMETER.

Tab 3 Effect of drugs on glutathione (GSH) in EAC/ADR cell line in mice (n=10,x+s)

Dose and schedule GSH content
(mg + kg=! « d~1,ip) (ug/10° cell)
Control — 1.1540.15
Adriamycin 7.5X5 1.254+0.21
Vincristine 0.1X5 1.15+0. 31
0.2X5 1.0540. 21
Mitomycin C 0.1X5 1.2940. 32
0.2X5 1.38+0.25
VP-16 2.5X%5 0.98+0. 22
5.0X5 0.91+0.15

W o’

BRHKEN AT S BEEN —FEREN K AR R BB, HEEEN
R EMF S FENBOR, R AREH ERENE O SREBEA SR AT
HEE MM N GSH #9& &, K 3L EAC/ADR #ifi 1 GSH & & It EAC 41 g B B3 &, HALE [
RERAMEE SHRPAZ,

EAC 4H/fd k%t ADR =i 2544 )5 . 4% 1k /| ADR 87T , Bf[A]3k 36 fH , 4R )5 A ADR J677
{#f EAC/ADR 40 K 2 FL R - OB , Rl BT 40 1 P9 GSH & BB B A 540, HLRBEC,
BE&HE R D, VCR K& VP-16 X EAC/ADR 4 U #1T 65T , 7™ 4 58 2 X X2, [F B4 X EAC/
ADR #iIPy GSH & B T B W . oKW, BHHGERN ™4, THES GSH KyK-F
F—EXkFR. BTHKN GSH K FHFE, TR MG DNA B2 IE, B iF SHiEame
fER B #7E DNA |, B ELARMBER . ARE—SREADIT.
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THE CORRELATION BETWEEN MULTIDRUG RESISTANCE
AND GLUTATHIONE (GSH) IN EAC,EAC/ADR
AND EAC/ADR(R) CELL LINES

QD Wang, GD Li, MJ Liu, Y Zhang, J Liu and TM Zhang
(Henan Institute of Medical Sciences, Zhengzhou 450052)

ABSTRACT Determination of GSH was performed by a modified fluorometric method. The
experiments showed that the GSH content in resistant cell line(EAC/ADR) was 4 fold higher than that
in sensitive cell line(EAC), being 1. 25+ 0. 35 pg/10° cells in EAC/ADR and 0. 3140. 12 pg/10°
cells in EAC. When the drug treatment was discontinued for 36 weeks, the sensitivity was partially
recovered and the GSH level in EAC/ADR (R) cell patallelly decreased. In addition, vincristine,
mitomycin C, actinomycin D and VP-16 showed no effect on the GSH content in the EAC/ADR cell.
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