WIAREEZY 2017 £E55 57 %355 48 B

RAEE KRR G K FEIEXT NS I Ry 5 20 B
H295R \SW13 358 K 20 g 5] HA ) 5% i)

FRE, EHF, HERK, iR, RPEHEWR, BMF, FhX
(FEERXEE-HEER, T 530021)

WE B8 FIRIEORBR G OKFCIER A LR 5 B8 (ACC) 4HH H295R SW13 3458 K 40 ffa J& 3 i B i .
FiE ESMEFEA ACC 4 H295R SW13, 3R F MTT BB K 4E4E M H295R SW13 400 48 h B i) 2 508 25040
HIHEBE (1Cs, ) fH 5B 18.42 162. 37 pmol/L, RIAEHHKS>HIH 3.86 11,62 wmol/L, H5 BFhxT B4 K 3 0 M BEHL 5>
A IBA FIEAORE KFCHEA R P RABN Rk KIEIHA R IEMEK + KA KR IEfOR 4,
[AWETRI IPIREY) 1C, fHI 1/8.1/4.1/2.1 2 15, K W& 6 J8 T 70 48 h BF & 40 BBl 3, IR 48
Chou-Talaly 2 F 58 1C, & 2 £ IC fEH T RIMZY T 544 250 RBR B TR EL(CL) o KPR B0 KR RBEHL S
xR KB IH B4 (25,50 pmol/L) \RAEME KB ZHH (1 pmol/L) , £ IE4E K (1 wmol/L) — KL (25,
50 wmol/L) 4, 254 T 1l 48 h B R 3 40 IS BTN HIZE . Fr TR A B0 KA MRE L 2 07 BT ke R IEE
KA R KFEBH, F =AU IC, YR ETH 96 h, FARKX AR E, 48 H95R K
SW13 HRI7E ICs, & 2 £% IC, IR BE T , RARM K R ICIB A 40 Ma s 7 1 1 RGBT AIEH - R IR KA K R IR X
+ RFEHEA K IER-RIEVORA TR TRIEK K + KICHA, AR L P <0.05, H295R 1 SW13 4 7E %
FEIH RIEEK 1G5 B 2 £ IC W RMA T, FIRER > KIGHA TG + Bk AP BZE M CLEY <1, B
RAM K- KITHAPH ) CHEB/NTF ORI + RIEFKA (P 1 <0.05) ; KFCH >R IEE KR A F R 2589 CLE
¥ <1, BHE T RIEFEKRKRICHEFKRIE + FIEEKREA (P $<0.05), 1 pmol/L FIEH K 525,50 pmol/L
KICHER A BRI —KICIBA H295R K SWI3 S5 M5 %43 B T 25.50 wmol/L KFEIHLH (P # <0.05),
PU4 G, .G,/M S A S L L ER W ELKITHERB (P >0.05) , 458 RIEMOKBAKFTLIERT ACC 41/
FERFKE A R HI MRS RAE R, AT RIEOK B A TR ICE M TS RE R B, (B R Z5 & X 41 R
B TCHA B R,

KGR B IR ; RIEMOK  KFEIE ; ST 4 AR R

doi: 10.3969/]. issn. 1002-266X. 2017. 48. 007

HESHES RT6.6  XRIFEEB:A  CEHE:1002-266X (2017 )48-0023-05

Effects of carfilzomib combined with mitotane on proliferation and cell cycle

of human adrenocortical carcinoma H295R and SW13 cells
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Abstract: Objective To investigate the effects of carfilzomib combined with mitotane on the proliferation and cell cy-
cle of human adrenocortical carcinoma ( ACC) H295R and SW13 cells. Methods Human ACC H295R and SW13 cells
were cultured in vitro. Using MTT to determine the IC;, values of mitotane on H295R and SW13 cells at 48 h, which were
18. 42 and 62. 37 pmol/L, respectively, and those of carfilzomib were 3. 86 and 11. 62 pmol/L. These two cell lines in the
logarithmic growth phase were randomly divided into the control group, carfilzomib group, mitotane group, and the carf-
ilzomib — mitotane group, carfilzomib + mitotane group, and the mitotane —carfilzomib group ( namely according to the
sequential administration). The concentrations of the two drugs were 1/8, 1/4, 1/2, 1, 2 times of IC,, values, respective-

ly. The inhibitory rate of cell proliferation was measured at 48 h. The combine index ( CI) of the two drugs was calculated
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according 1o the Chou-Talalay formula. These two cells in the logarithmic growth phase were randomly divided into the con-
trol group, mitotane monotherapy group (25 and 50 wmol/L) , carfilzomib monotherapy group (1 wmol/L), carfilzomib (1
pmol/L) — mitotane (25 and 50 wmol/L) group. The inhibitory rate of cell proliferation at 48 h afier drug intervention
was detected. These two cells in the logarithmic growth phase were randomly divided into the blank group, mitotane group,
carfilzomib group, carfilzomib — mitotae group, and the latter three groups were intervened at the drug concentration of
IC,, for 96 h, and flow cytometry was used to detect the cell cycle. Results The proliferation inhibitory rates of H295R
and SW13 cells were significantly higher in the carfilzomib—mitotane group than in the mitotane—scarfilzomib group and the
carfilzomib + mitotane group at the concentrations of IC, and 2-fold ICy, ; the mitotane—carfilzomib group was higher than
the carfilzomib + mitotane group; there were significant differences between every two groups (all P <0.05). CI value <1
was found in both the carfilzomib—mitotane group and the mitotane + carfilzomib group at the concentrations of IC,, and 2-
fold IC,, in H295R and SW13 cell lines, and the CI value in the carfilzomib—mitotane group was lower than that in the mi-
totane + carfilzomib group (all P <0.05) ; CI value >1 was found in the mitotane—carfilzomib group, which was greater
than that of the carfilzomib—mitotane group and the mitotane + carfilzomib group (all P <0.05). The proliferation inhibi-
tory rates of H295R and SW13 cells were significantly higher in the carfilzomib (1 pmol/L) —mitotane (25 and 50 wmol/
L) group than in the mitotane group (25 and 50 wmol/L) , respectively. There was no significant difference in the percent-
age of cells in the G,, G,/M, and S phases between these four groups (P >0.05). Conclusion There are sequence-de-
pendent antiproliferative effects of mitotane and carfilzomib on H295R and SW13 cell lines, and the sequential administra-

tion of carfilzomib followed by mitotane exhibits the strongest anticancer activity, but the combination of these two drugs has

no significant effect on the cell cycle.
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