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Tab 1 Comparison of drug resistance in A2780 and A2780/ADM cells

Ant ICs0(ug * mi—1)® Relative resistance®

50 days after 50 days after

agent A2780 A2780/ADM A2780/ADM

removal drug removal drug
ADM 0.013 0.22 0.123 17 9.5
VCR 0. 0066 0. 054 0. 02 8.1 4.43
VP-16 0.14 0.77 0. 39 5.5 2.82
5-Fu 0. 50 0.53 0. 41 -
Mel 1.23 0. 80 0.53 - -
PDD 0.74 0.24 0.35

(a) Average of duplicate trials; (b) Relative resistance of A2780/ADM is presented as ICs of each drug
whenlCs, of A2780 was normalized as 1. 0. VCR; Vincristine; VP- 16; Etoposide; 5- Fu;
5-Fluorouracil; Mel; Melphalan; PDD; Cis-platinum.
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EBRLBIBARRE.
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AP ADM BB TRAHM, RitFA BEFER](P<0.05(LE 2).
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Fig 1 Dose-response curve of ADM in parental parental A2780 cell line and A2780/ ADM
A2780 cell line and A2780/ ADM subline i subline (1.5 h after exposure to ADM). ADM

vitro. 0—0O A2780/ADM; a—a A2780. concentration 12 ug  mi~', 16 pg « mi™!
P<<0.05. e—e A2780/ADM; a—a A2780.
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Fig 3 Effect of verapamil on ADM cytoxicity to

A2780/ADM cells. 2—a ADM; 0—0O Ver+ADM.
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AR, TR SRR P-BEALBRRE AR L BRIE R, Ver B —F45iEE
¥R, T Ed SRS P-BEANS QS EETNM P- BEARAYR LMY
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{# FI41 P-170 $1.47 JSB-1 X A2780/ADM 1 A2780 Ry 4RI P-BE O H T R4k, &
Bl A2780/ADM 2Pk, IE3: A2780/ADM WEAMR P &H P-HEH . Wit HESMH B s-
HEMGST-DRHHFITHREALLR B R A2780/ADM Hiifih GST-n BT A2780
408, 1RFA A2780/ADM HIRRAIRZER T P-BEBEHS 525 R H HAHLE, A H KB ER
BREXNBREINEZ VRER-ABEEFRHE,  ARTE—SHR.
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ESTABLISHMENT OF ADRIAMYCIN-RESISTANT HUMAN
OVARIAN CARCINOMA CELL LINE AND ITS
MECHANISM OF MULTIDRUG RESISTANCE

PY Li and C Lin
(Cancer Institute , Chinese Academy of Medical Sciences, Beijing 100021)

ABSTRACT A multidrug-tesistant cell line (A2780/ADM) of human ovarian carcinoma which
can resist 0.8 ug « ml~! of adriamycin (ADM) was obtained by step- wise selection exposure to
increasing doses of ADM. A2780/ADM cells showed 17-fold higher resistance to ADM than A2780
cells.

The doubling times were 43. 8 h in A2780/ADM and 26. 3 h in A2780 cells. Colony formation
rates were 15% ~20% in A2780/ADM and 65%~75% in A2780 cells. A2780/ADM cell line was
also shown to significantly cross-resistant to vincristine (VCR) and VP-16, but no cross-resistance
was found to 5-Fu, PDD or Mel.

A further investigation showed that intracellular accumulation of ADM in A2780/ ADM was
significantly decreased. Expressions of P-glycoprotein and GST-n were increased in A2780/ADM by
means of immunohistochemical method. Verapamil (Ver) combined with ADM was found to increase
the sensitivity and reverse the resistance to ADM in A2780/ADM. This study indicates that A2780
ADM has the peculiarity of multidrug resistance and there may be other mechanism of drug-resistance
besides MDR related to P-170.
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