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Down-regulation of ATM/hnRNPK signaling

reduces adriamycin resistance of myeloid leukemia
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Abstract; Objective To explore the role of ATM/hnRNPK signaling in the adriamycin resistance of acute myeloid
leukemia. Methods Expression of ATM was examined in the adriamycin resistant and sensitive leukemia cell
strains with Western blot. ATM expression was down-regulated by RNAi and ATM inhibitor in the adriamycin resist-
ant cell strains. Expression level of hnRNPK and LC3 I /Il was detected by Western blot and adriamycin
sensitivity was measured by CCK8 assay before and after modulation of ATM expression. Results ATM was overex-
pressed in adriamycin resistant leukemia cell strains. The decreased expression of ATM restored the sensitivity to
adriamycin. Expression level of LC3 II and hnRNPK was consistent with the modulation of ATM expression.
Conclusions The ATM/hnRNPK signaling pathway may play a role in the occurrence of adriamycin resistance in
acute myeloid leukemia by regulating autophagy.
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A, B. Western blot assay and quantitative analysis of p-ATM expression in K562 and K562/ADM cell lines; C, D. Western
blot assay and quantitative analysis of p-ATM expression in HL60 and HL60/ADM cell lines; "P<0.05 compared with K562
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Fig 1 Expression level of p-ATM in cell strains analyzed by Western blot

or HL60.
12r
.5 1.0F
ku @
=
B
cATM [ 350 2
=
=9
roRNeK [ o o
g
=1

GAPDH 37

———————
Q’W\@\@@ ‘&2\?9 \?&\
@b @6}/ ‘&Sn @S’Q

A

O p-ATM 081 % O p-ATM
W -ATM W -ATM
E hnRNPK E hnRNPK

B LC3II

B LC3II

#

relative protein expression

0
¢ &Q\@“@Xy &"g}
@5@\ @S)Q\?g

B C

A. expression level of ATM, hnRNPK and LC3 I /Il in cell lines as examined by Western blot before and after 3-MA/
Baf-Altreated; B,C. quantitative analysis of protein expression in cell lines; “P<0.05 compared with K562 or HL60,

*P<0. 05 compared with K562/ADM or HL60/ADM.
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Fig 2 Expression level of ATM, hnRNPK and LC3 I / Il in cell strains effected by 3-MA/Baf-A1
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A, B. RT-qPCR detection of mRNA expression of ATM and hnRNPK in K562/ADM and HL60/ADM cells; C-E. West-

ern blot assay and quantitative analysis of protein expression of p-ATM, t-ATM, hnRNPK and L.C3 I / Il in each group;
*P<0.05 compared with K562/ADM or K562/ADM-control-siRNA; *P<0.05 compared with HL60/ADM or HL60/

ADM-control-siRNA
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Fig 3 Expression of hnRNPK and LC3 I / Il when ATM was down regulated in cell strains
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Fig 4 ADM sensitivity of cell strains examined
by CCKS assay
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