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Inhibitory effect of 4- [ 4"”-(2",2", 6", 6"-tetramethyl-1"-piperidinyloxy)
amino] -4’-demethylepipodophyllotoxin on K562/ADM cells

CHEN Yan,Ql She-Ning*

Department of Histology and Embryology, School of Basic Medicine, Lanzhou University, Lanzhou
730000, China

Abstract

AIM To compare whether the antitumor effects of 4- [4”-(2", 2", 6", 6"-tetramethyl-1"-piperidinyloxy)amino] -4'-
demethylepipodophyllotoxin
(GP-7)on multidrug-resistant human chronic myelogenous leukemia K562/ADM cells (K562 cells resistant to doxorubicin)
are superior to etoposide. METHODS With etoposideand K562 cells as controls, K562/ADM cell was treated with
GP-7, its cell proliferation was detected by MTT assay, cell cycle and apoptosis
ratio were detected by flow cytometry, apoptotic morphology was observed
by light microscopy, and apoptotic DNA fragmentation was detected by agarose gel electrophoresis. RESULTS When
treated with 8-128 umol L1 GP-7for 48 hor 64 pmol LY GP-7 for 24—72 h, the proliferation of K562/ADM cells was
inhibited in aconcentration or time  dependent manner (r=0.947, P<<0.05; r=0.999, P<<0.01, respectively). The

IC, of GP-7 and etoposide to K562/ADM were (45.9+£1.8) and (68.7+4.6)umol LY respectively. When treated with GP-

7 of 64 umol L1 for 48 h, K562/ADM cells were arrested at G,/M phase, whereas etoposide catised S phase aggregation of

the cells. GP-7 could induce apoptosis of both K562/ADM and K562 cell lines, there was no significant difference between
GP-7 and etoposide-induced apoptotic ratio. GP-7 could also induce typical apoptotic morphology changes and DNA
fragmentation of K562/ADM and K562 cells, but DNA fragmentation induced by GP-7 in K562/ADM cells was weaker
than that in K562 cells. When treated with GP-7 or etoposide for 48 h, 128 or 256 umol L1 of GP-7 induced more DNA

fragmentation than that of etoposide did, but 32— 256 umol L1 GP-7 induced less DNA fragmentation than that of
etoposide did. CONCLUSION GP-7 may inhibit multidrug-resistant leukemia K562/ADM cells proliferation and induce
apoptosis. Itsinhibitory effect on K562/ADM cellsis superior to etoposide.
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