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Role of caspase-8 and DR5 in TRAIL-induced apoptosis of neuroblastoma cells

TONG Hai-Xia, ZHANG Ji-Hong, MA Li, LU Chun-Wei, ZHANG Jin-Hua. Department of Clinical Laboraiory, Shengjing
Hospital of China Medical University, Shenyang 110004, China ( Zhang J-H, Email ; zhangjinhua@ yahoo. com. cn)

Abstract: Objective Tumor necrosis factor related apoptosis inducing ligand ( TRAIL) induces cell death in a
variety of tumors but not in normal cells. TRAIL- resistance of most neuroblastoma ( NB) cell lines is related to the loss of
caspase-8 expression and the expression and distribution of membrane TRAIL-receptors. This study investigated the role of
caspase-8 and DR5 in TRAIL-induced apoptosis of NB cell line SKNDZ. Methods The expression of caspase-8 mRNA
was detected by RT-PCR. The expression of DRS protein was detected by Western Blot analysis. The effects of TRAIL,
IFNy + TRAIL, chemotherapeutic agent (adriamycin or etoposide) + TRAIL, and chemotherapeutic agent + TRAIL +
IFNv on the growth and apoptosis of SKNDZ cells were detected by MTT assay and flow cytometry. Results caspase-8 was
not expressed in SKNDZ cells but IFN+y treatment resulted in an increase of caspase-8 expression. Expression of DR5
protein was not detected in SKNDZ cells but an increased DRS protein expression was found after treatment with adriamycin
or etoposide. The SKNDZ cells expressing caspase-8 were not sensitive to TRAIL but those SKNDZ cells expressing both
caspase-8 and DR5 were sensitive. The early apoptosis rates of the adriamycin /etoposide + IFNvy + TRAIL groups [ (17.9
£3.6)%, (14.8 £3.3)% ] were higher than that of the TFNy + TRAIL group [ (3.9 +1.2)% ](F =26.233, P<
0.01). Conclusions SKNDZ cells expressing both caspase-8 and DR5 restored the TRAIL sensitivity. caspase-8 and
DRS play a key role in TRAIL-induced apoptosis of NB cells. [ Chin J Contemp Pediatr, 2006, 8 (4) :327 —330 |
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1.5 ZHAT RN

BOMEUA KA, LA 1 x 10°/mLL (1) 40 it i i
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AEFR 48 h) (TR R/ AKFEIH + IFNy + TRAIL 44
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Annexin-V 1 10 wL PT, % T HDEGL (4 15 min 5,
FEA0 400 WL PBS, it 2 28 A ASAG: 0 4% 25 40 Jfd 9 7
R, RS E 3 K3 RS 1T AE
1.6 HitZEFH*E

KH SPSS 11.0 Gt A7 Gt 4t . 5L
G50 x5 TR, S A RBECL B T 2 58T, LA
P <0.05 h2ERAGIHEL,

- 328 -



>

558 45 4 1) T E % RIUAE & Vol. 8 No.4
2006 48 A Chin J Contemp Pediatr Aug. 2006
2 #= EIFNy (200 pg/l)
CIIFNy (100 pg/L)

50- EIFNy +TRAIL(50 pg/L)
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ZH AN ) R B v TR R (F =65.771,3 P <
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JEAET-3Z {4 ( death receptor) DR4 FlI DRS, 5 —2K 2
754 2 & ( decoy receptor) DeR1 FiI DcR2, DR4 FlI
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o1, AR 5 = Dy REPE ) 4 M N E T X35k, DeR1 58 4 ikt
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LY Caspase-8 LI IHRL N caspase- 3, 5]
A2 NB 4 gET=" o TRAIL 320K P 155 % 3 it
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F23| 25 TFNy ZbFEPK 5 Caspase-8 Fik 1) SKNDZ 4
Joxt TRAIL AF5 AN, % I8 8 T M T 15 5 72 40
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