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The experimental study of the inhibitory effect of human recombinant STRAIL targeting activated by u-PA on the colon cancer”
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Abstract: Objective To make better use of the antitumor effects of TNF related apopotosis inducing ligand(TRAIL) , we con-
struct a new fusion protein including TRAIL, for the sake of improving its purity and targeting to hepatocytes. Methods Fusion
protein concluding His label protein and human recombinant TRAIL which linked by constructed specifically u-PA cleavage site.
The purified His-rh-

sTRAIL was demonstrated to be cleavable by u-PA and possess enhanced antitumor effect,it’s toxicity to hepatocytes was reduced.

TRAIL protein was obtained by disintigrating from the fusion protein which had been purified. Results

Conclusion The fusion protein His-thsTRAIL has antitumor effect on colon cancer cell with high efficiency, highly targeting and

low-toxicity.
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F2J5 LA 1 mmol/L ) 55 7 £-3-D-#i 18 2k FL ¥ (sopropyl--D-
1-thiogalactopy ranoside, IPTG) 55 15 3% 4 h, W 4E 40 o 76 ¢
fi# W (50 mmol/L #§ ® 4. pH 8. 0, 300 mmol/L NaCl, 10
mmol/L BfmE,5 mmol/L DTT) w8 75 W i, 24 b 35 8 1 8
&ZJEE A (NENTAY 2L . LL % 50 mmol/ L WK ik i) 24 i 1 1
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His-TRAIL EH -G8 H 5681 o PATE 37 CIEF 3 h, il
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His-TRAI E M RI& E E 200 pg (4 3) . 57 % s B x4 (4
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PO LI RO B CODME , THSE i Ml A= R il 2 . 1133 5k
Sy = (1 — SEER 413 OD fi /X B4 -+ OD fi) X
100% .,
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JPFIIE . LE 1,
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B A EH His-hrsTRAIL By %55 S # T)

X100 M 1 2 X10° M 1 2
5 0

50 50 .

- 2 36

27 - 27

20 [ 20 -

A B
ATEHE AL wPA 24 )5 Hi-His Pl Western blot 4 Il 25 38 5
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*1 His-TRAIL E#MFEE G X & HE A SW480 1 HT-29 AR ERKHBME R (-5, %)

1d 24d 34d 44
151
SW480 HT-29 SW480 HT-29 SW480 HT-29 SW480 HT-29
41 1.40=£0. 83 0.90+£0.78 2.284+0.50 1.55£0.53 2.93%+0.77 2.2940.50 3.6240.17 3.0240. 89
7 2 6.4440. 942 5.6142.23% 19.76+2.13* 23.18£1. 84 33.36+1.28* 33.3343.07" 38.4541.76° 38.7344.70*
4 3 6.324+0. 48 6.1840. 25 15.56+2.71* 18.87F2.85% 27.77£3.16* 24.814%1.66° 35.7540.91* 33.3942.31*
4 4 0.88+0.63 1.2340.04 2.12+1.18 2.134+0. 20 2.56+1.07 2.93%+0.39 3.07%1.44 4.25+0.76
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TRAIL J& TNF &0 R & 11 B8 R 1, 50 R 5 £ i
AR U NK 408 . T 40 i . 5 0 20 5 A B 58 0k 20 i & 46 % ik
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P B8 6% 25 & TRAIL {H A A {4 40 M 98 . 7 A Ik
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DR O BT A 37 TF 4 40 k5 TRATL 35S i T VE

HHF5E B TRAIL A 304 S 2 A0 MR an G s . £
R B ER P R AN R L A 5 R L FLRR O T S AR
TR JJA s R FRODR: R 20 R T o R A i 2k K P B
AR e — P Ak R R R G T . His AR 25 AT
4l TRAIL & E 0 glifb . B4 4R 2 1) TRAIL 8 1 5 7 MR
1%« TC B S8 S8 g T LR A A ) 0 L LR I R
PR T O R R AN, Rk, i ok B His bR 2 4l {4l
TRAIL 2 [ . 2525 A e H T35 2 7] R,

WA uPA DIARARE YR e R SR Y 5 2k
uw-PAR Z54 Jg A 6 Ak Bl w5 3% o A9 SRR AR 07, B mT 24 1 1 3K
T W Tl D A AT VS A T T 244 40 0T 114 40 AR A 3 5, 42 2
AR, wPAR IEH 500 T 2k T I8 0l i 4 45 &
Tl 228 B 000, 3R 5k T 22 b RE A 45 i o 4 it L 2 —Fh
A Mg A 5 e p R oy 7, BB A R . AR BE R OR
TRAIL (0  HEM u-PA R 25 Ak 7 His i3 & 5
TRAILE A Z M4 A 5 A& 3B 1 oPA 5 5 27 5
SGRSA, ¥4 T /] 24 fff His #7251 TRAIL EHALG EH .
¥ His iRZ 5 A4 T TRAIL A BAE AWK E,
AIRE R LI RE, L IR 45 R WOoR 7E AN T8 u-PA J5, B Fh &5
o 98 41 B 1 A K R A TR B2 HL S i), 1 3 2 10 7E 25 0 o A0 P SR T
B u-PA FiE PR BR G RS & B His TRAIL H A AL S & A H
R G PE LA WS 2k . HA Y His-TRAIL T A B4 5 (E 8% S0 5
PTG TE u-PA R 5 1E 207 B0 45 T 0 A0 28 18 B9 75 7E u-PA
SRR LR His i34 5, AR S PR is A e k% b
e fff TRAIL M il & 28 (BT o 16 B A 0 m , JUAE
25 fi 58 40 00 J 8 K HEBL I e A 3k RT BB A R T R IR R
J350 51 His b4 8 B2 — Ry I sk 25 B 9 7 2w DAl
TRAIL AL @A 8 0 4000 A8 75 68 o sk, ASBF 98 45 R R
T Y His- TRAIL A4 @l & 8 A AE SN Al g o gt o PA B 3L
ZU i, B ) PR R o PA B9 45 0 A0 A KL DR A
WF5T A B4 B TRAIL 50 #4238 F A I R AT 5
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