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Establishment of multidrug resistance cell line HL-60 Mx

CHANG Cheng, LU Jun-yu, KONG Pei-yan (Department of Haematology, Xingiao Hospital, Third military Medical University, Chonggqing 400037, China)

Abstract: Objective To find a simple and convenient method to establish a multidug resistance cell line. Methods

HI-60 cells were cul-

tured in the mediums with discontimously increasing mitoxantrone (Mx) repeatedly and with a lower concentration of Mx at every interval. The

changes of the drug resistance of the cells were determmined by MTT. The expressions of P-170 and MRP pmwtein were detected immunchistoche-

mically. Results

DHL 60 Mx cells were proved mil tidrug- resistant. @The positive rate of MRP potein in HI: 60/Mx was increased. Conclusion

This method is practicable to establish a multidug resistance cell line of HL-60 cells.

Key words: multidug resistance (MDR); mitoxantrone (Mx)

(Multidrug resistance, MDR)

. MDR,
MDR . HL-60
(Mitoxantrone, Mx ) ,
HL-60 Mx .
1
1.1 #%&
( )\ (VCR,
IR (MTX, R
(CTX, . (THP,
)N (Etoposidi Vpl6, )
1.2 X5
(MTT, Sigma )N (DMSO; Sigma
).
. 90% RPMI1640/10% , pH
704 C .
P-170 MRP (
).
1.3 miatk A IE5 A
HL-60 .
.31 °C . 5% €O, . 3d
1.4 HZE7H*
HI:60 .
, ;D Mx 5 ng/ml
3 d> 3d 3 ;@ Mx 10 ngml
3 d> Mx 2 5nghl 3d 3 ;0 Mx20
1972—>, s s s
: (023)68755000— 74609

+2001:04-14; : 2001-10-16

ng hnl 3d> 5 ng/ml 3d 3 ;@
Mx 40 ng/ml 3d> Mx 10 ng/ml 3d
3 ;® Mx10 ng/ml ,
3d.
1.5 @mfa&tzh tAs ]
MmTr ', Mx. VCR. THP.MTX.Vpl6 5
1.5.1 HL-60Mx  HI-60 1X 10 /ml,
% . 02 ml.
1.5.2 3 , 1x. 0 Ix. 0 0Ix (x
, 60 kg s Bgmb),
3 . 3717 » 5% CO, 72 h
1.5.3 . 1640 20011/
20 11(5 mg/mD), 5h.
1.5.4 . DMSO 20001/ 20 min.
1.5.5 D, .
1.5.6 acs0) (RF).
R [CS0(HL-60/Mx)
1C50(HL 60)

1.6 HL-60Mx #= HL-60 Z ¥ P #5%& & (P-170) & %
Zhat 2h M X &G (Multidrug resistance-associated
protein, MRP) & 3 [ P& ) 2.

’

5, 200 ,
1.7 %59
EXCEL , t
2

2.1 HI-60Mx #mfe 735 #
HI-60/Mx Mx ,



188 24
. . 5~7
’ L. sistance protein) MDR N
2.2 P-170.MRP A & & % ABC MDR .
P-170  HL-60  HL-60Mx . HL-60 Mx MRP
MRP - HI60 160Ny (< (P=0.0044).  P-170 :
aob. 2 ‘ (ATCC) :
1 HI-60/Mx =) ) MDR ,
Tab1 Changes of drug resistance of HL-60/Mx cells(x ) ,
1C50( ng/mD) . . , .
HI-60 HI-60 Mx MDR
Mx 12.444.2 188. 2£20. 1 15.2 ’
VCR 3.1+0.5 35. 145.2 11.3 .
MTX 3.6%0.9 13. 2£4.5 3.8 HL-60 Mx . .
THP 36.6£3. 1 422. 74+130. 7 11.6
Vpl6 324.2+42. 5 3044. 5+411. 8 9.4 N ’ MDR
2 P170. MRP (x*ts) . .
Tab 2 Rates of expression of P-170, MRP in HL-60 cells and bel-
HL-60/Mx cells(x + s) | b ’
HL60(%)  HL6OMx (%) P vale 2.bax. Fas Fasl . P53 ’
P-170 5.6+1.6 6.0+1.3 0. 2109 II °
MRP 6.2+1.7 10.0£2.2 0. 0044 o
3
[1] Sergeant ] M, Jailor C G. Appraisail of the MTT assay as a rapid test of
chemo-sensitivity in acute myebid leukemia[ J] . Br J Cancer, 1989, 60(2):
’ 06210
: , MDR - . N
[2] Mamsson E, Paul A, Lofgren C, ef al. Crossresistance to ¢ytosine arabi
’ . MDR noside in a multidrug- resistant human pomyebgtic cell line selected for re-
. sistance to doxorubicin: implications for combination chemotherapy{ J| . BrJ
23 . MDR , Haematol, 2001, 114(3): 557—565.
MDR [ 3] Lehne G. P-glycoprotein as a drug target in the treatment of multidrug resis-
) ’ tant cancexf J] . Curr Drug Targets, 2000, 1(1); 85— 9.
\ ° [4] Antamank, Eder]J P, Elias A, ef al. High dose combination alkylating
’ 444. 49 agent preparaton regimen with antologous bone marrow support: the Dara
(C2H2sN40s), DNA s Farker Cancer Znstitutc /Beth Israel Hospital experience[ J] . Cancer Treat-
ment Reports, 1987, 71(2):119— 125.
’ ° [5] Ross DD. Novel mechanisms of drug resigance in leukemia[ J] . Leuke-
HL-60 Mx ; mia 2000 14(3); 467 473.
, HI-60 Mx . [6 Lage H, PerlitzC, Abek R, et al. Evhanced expression of human ABC-
Mx (RF: 15. 2), transpotter tap is associated with cellular resistance to mitoxantrone[ J] .
VCR.MTX. THP. Vp16 , F}j]BS Lett, 2001, 503(2-3). ?79* 184.
[7] Kim CH GuptaS. Expressio of TRAIL (Apo2L), DR4 (TRAIL receptor
RF 11.3.3 8.11.6. 9['4*4’ D, DR5 (TRAIL receptor 2) and TRID (TRAIL receptor 3) genes in mul-
2~10 ’ MDR ° tidug resigant human acute myeloid leukemia cell lines that overexpress
ATP (ATP-bind- MDRI1 (ITL60/Tax) or MRP(IL60/ARD[ J] . Int J Oncol. 2000, 16(6):
ing cassette transporter), P-170.MRP.LRP (Iung resistance 113771139,
related pwotein) BCRP (Breast cancer re- (%h#t £ 2
(L4 186 70) :
. b b
. 9
1 1999 tn s : R711.7 B
6 5emX7 5cm.
b
s s [1 . [J. , 1999 18(5):
s s 2.

(i Bz 3E)



