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(WE] 8 6.4 %5 % Smac &£ TNF # % #h B = & B 1K (TNF-related apoptosis inducing ligand , TRAIL)# & W A & W
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Role of Smac in TRAIL-induced apoptosis of human osteosarcoma cell Saos-2

JIN Jun, ZHAO Jian, L1 Bo-Hua, ZHANG Xia, ZHANG Rui-Ping, LI Xiao-Dong, QIAN Wei-Zhu, GUO Ya-Jun (Interna-
tional Cooperation Cancer Institute, Division of Scientific Research, Second Military Medical University, Shanghai 200433,
China)

[ABSTRACT] Objective: To study the function of Smac in TRAIL-induced human osteosarcoma cell Saos-2 apoptosis.
Methods: Morphological changes and DNA electrophoresis were used to identify the cell apoptosis. The apoptosis rates were
measured by FCM (flow cytometry) and cell counting; the Smac expression was detected with Western blotting. Results:
TRAIL induced Saos-2 cell apoptosis. During the TRAIL-induced apoptosis, cytosol Smac was significantly increased and the
increase could be inhibited by over-expressed Bcl-2. After TRAIL treatment for 24 h, the apoptosis rate of Smac over-ex-
pressed Saos-2 cells increased to 31.49% compared to that of control (12.7%). After TRAIL treatment for 48 h, the apopto-
sis rate of Bel-2 over-expressed Saos-2 cells decreased to 15% compared to that of the control (24%). Conclusion: Smac
takes part in the TRAIL-induced cell apoptosis, and it improves the TRAIL-induced cell apoptosis. Bcl-2 may inhibit the cell
apoptosis by limiting the Smac release into the cytosol in TRAIL-induced cell apoptosis.

[KEY WORDS] second mitochondria-derived activator of caspase; TNF-related apoptosis inducing ligand; apoptosis; os-

teosarcoma

[Acad ] Sec Mil Med Univ,2004,25(1):87-89]
1 #EAE
KA A H GHLA Smac EHHEEER

Smac (second mitochondria-derived activator
of caspase) RECK K NER MM A E C 4hHI%E 2 M2
WToE B, 2 20 32 30 08 1 W e, Smac B 40 i #Y
SRR BB ML, 5 Ml Caspases (— 4 K [7] 1.1
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% H (inhibiting apoptosis proteins,IAPs) % & , i
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L2 fmpeA ik ANEAEHME Saos-2 4 Ik
T ATCC; I8 bel-2 ZE I pcDNAS. 0 Bk R A
BE iR T B Yt Saos-2 4. G418 Fivk G RIBHY
1 FiK Bel-2 # Saos-2 40fafk. A 1 pg/ml 8L 5 pg/
ml TRAIL 53 FVERT £ 40 . 3843 8% o ROV 8 40
MRS BRARVEBE I B Tk 7 T 40l DNA B

1.3 Smac & TRAIL i % % j& B = ¥ 89 12 i #
B HAREAEEEER,Bradford B &. H 10
MOI Ad. Smac 5% Ad. GFP &t Saos-2 #H 24 h
J&,1 pg/ml TRAIL 43 3 4E B F 2 # Saos-2 £ fiig
24 h, FA AR 0 M 89 DNA T {5k,

1.4 Bel-2 5 Smac & TRAIL # 8@ A -8
% & 5 pg/ml TRAIL 3 5I4EM T Bel-2 i3 3RiA M
Saos-2 41 M S Xt FR 40 M, 48 h A 38 i o AL 9K
B, HEETITR T EARNE TR, F T
Western Elil 43 #7 .
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2.1 TRAIL #§@mpAT BHETRIA—FRT
MR TR SRR AL AR/ AR (R R
MAROE , BB R B T MR, 2 % BRAR W R A L
Tkt 2 B B A T RRE AR R (B DD

1 5 upg/ml TRAIL ¥ 5 Saos-2 A (24 AT
Fig 1 5 ug/mli TRAIL induced
Saos-2 cell (24 h) apoptosis
1:Marker; 2: TRAIL; 3:Control

2.2 Smac £ TRAIL# $m e A — F ey 1Lt 4%
A 5 pg/ml TRAILYE A Saos-2 418 24 h J5, 40
MM H Smac & H/KFB 8 A& . ML TRAIL
FA B BR 2H 40 BB B o U SR A T 3] Smac . 3= 48
R FH , Ad. Smac JRYLH 1 Ad. GFP By 41 40
Mo T2 4> Bk 31. 4% 0 12. 7% . & F§ TRAIL 4b
HAMAMBET RN 1. 98% F1 1. 66% . LA E
id B S Ad. Smac f#f Smac EHM TP EREE . BF

BE T TRAIL S4BT HHE.

2.3 Bcl-2 5 Smac & TRAIL # $ 8 s jo A T4
%A BPRSHAEM Saos-2 HMBT-F R 24%,
Bel-2 i R iA B Saos-2 IARFAT-F K 15% . West-
ern E[135 A6 I G B 4 40 B 20 pg MR AL 4 H Smac
I RIBKFE(E 2), B 858 Saos-2 41
M Smac #/K BB & F Bel-2 it R B4,
#8275 Bel-2 AT 53 %t Smac B 845 50 5 40 BE T

1 2 3 4

B 2 Bcl-2 7 TRAIL &M
&0 1 8 1= R 34 Smac K9 BE#1E A
Fig 2 Bcl-2 blocking Smac release to cytosol

during TRAIL-induced apoptosis
1,3: Cells transfected with empty vector pcDNA3. 0 as control; 2,
4. Cells transfected with pcDNA3. 0 vector containing Bcl-2 gene;
1,2: Without TRAIL treatment; 3,4: TRAIL treated for 48 h
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FEREFAID) M4 6 E C F6E .74 TRAIL i
B 40 B T, Bel-2 2 #3k 6 40 I B R P Smac
T 2% 3 0 40 L U T 2 B B b X R 40 ARG, X R
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Imatinib mesylate (Glivec) proceding allogeneic peripheral blood stem cell transplantation (Allo-PBSCT) in

treatment of 2 patients with accelerated phase or blast phase chronic myelogenous leukemia
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[(x8R] FHRPIAR, FEEASATHAR; ERSHE;BEHERE S LR

[hESHES] R733.72 [x#kiRiR%E] B
B RASTE/IFERFpIERE. ARE KT
(Glivec) 13877 i 78 #3 K 2048 35918 o B8 40 M M & i %8 (CMIL)
BELS 1M AGKERE, BT RERSE ML E LT 4
K (Allo-PBSCT) , K18 HIF AT AR B MEWT

1 EERE#

W1 BE B2 %, 8 2001 EIRBKRAE EBEEK
FiE 2 EEY R RER, 202F 11 A4 HERERH
WARZ S B BT TR (B 15 ke Bt 2
RBe. .74 050, M2 R, 4B X B, % L. WBC
110X 10°/L,Hb 79 g/L,Plt 280X 10°/L, B#E% . B4 H
HE BIGER, BRI 0. 08, B4R 40 0. 19,32 7% CML
MEH (AP, Ph! Bk (+),ber/abl B-GRE (+). B8
ERERABHAELEN. BEBBER FR.ER. F
MY ER,BER L g OR 3K/, 4T 008K
(Ara-C)100.mg Bl GEM 5 DILFF . BT E B M MRKE IE
#. 20024 12 A 18 HEEF STI571 400 mg/d, 2003 4E 2 A
WHEEBHEL . BRCML Z2%M, B 5H X HLA i
A4 . 2003 4F 2 A 15 H 4T Allo-PBSCT, Hi4b 38 7 |/ N
BB (CTX) 4.6 gGEA 2 D)+ 2 A (TBDS6. 0 Gy, fit
HFRAEBAZ(EML - BIERFP AR R
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B (MNC) 6. 0X10%/kg,CD34" 4l 6. 0X 10°/kg &M E
EWA  H 2 ber/abl M-S REAM. BH)E37d, BEHH
S EEE, Tl EREES,. 2Ry 1 EAEBREYHE
FHGVHD) A TR ERER FHRE . ERREGITIFR.
R 2. BERM,21 H, 82001 E 1 H6 BEBERIA
L RAE R R R R BT M R
B2, AT 2 cm, % 3. WBC 240 X 10°/L., 5 4 ki 40 i
0. 03, M4l 40 0. 22,Ple 210X 10°/L., &46% .CML 18
H B (CP),Ph! B f& (+),ber/abl RS EE(+), BFE
EWR1lg AR3K/,2000F 2 1 HIEATHE 00 AU
BETHH.BE 1R, &£10MA.2001 3 A2 HEF=ZR
2B ZmgX5d/H. 20024 4 A 8 HE KNS, EEBH
REGARERBIEK, R4 0. 13, R4k 41 My
0.37,4T % E MR Z M, 2 31 40 M i & 1k ¥ 8 (POXD £ %4 FH
HEEBMEME . ERCML #ASEHGBO. 4 A I10AET
STI571 400 mg/d. 4 A 30 HEEB#%L .CML 8.6 A
(F#% 100 7
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