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[ Abstract ] Objective: To study the anti-tumor effects of dendritic cell( DC ) vaccines sensitized by NCI-H460 lung
cancer cell lines. Methods: The study consisted of 4 groups: IL-18/fusion group, fusion group, pulsed DC group and DC
group. IL-18 gene transfected or non-transfected NCI-H460 cells were fused with DC and the fused cells served as DC vac-
cines for IL-18/fusion group and fusion group, respectively. DC pulsed with RNA of NCI-H460 cells were used for pulsed
DC group and non-pulsed DC for DC group. T cell proliferation after stimulation with 4 vaccines was tested. IL-12 levels
in the supernatants of DC vaccines were measured with ELISA. LDH method was used to evaluate the in vitro anti-tumor
effect of DC vaccines. NCI-H460 cancer cells and DC vaccines were subcutaneously injected to nude mice; the tumor
growth and survival of nude mice were observed. Tumor-loaded nude mice were inoculated with DC vaccines and tumor si-
zes of the 4 groups were compared. Results: The T cell proliferation activity of the 4 groups was: IL-18/fusion group > fu-
sion group > pulsed DC group > DC group. IL-12 secretion in 1L-18/fusion group was higher than that in the fusion group,
and IL-12 in the pulsed DC group was higher than that in the DC group. The in vitro killing rates of the 4 groups were 79.
73% ,50. 68% ,35.81% and 4.05% , respectively. Tumor forming time in 1L-18/fusion group([ 12.82 +2.85 |d ) was
longer than those in the pulsed DC group ([ 8.52 +1.97 ]d, P <0.05 ) and DC group([ 8.33 +1.63 Jd, P <0.01 ).
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The tumor sizes of the 4 groups were: 11.-18/fusion group < fusion group < pulsed DC group < DC group. Conclusion: DC

vaccines sensitized by NCI-H460 lung cancer cell line have anti-tumor effects. Among the 4 vaccines, IL-18/fusion group

have the most powerful anti-tumor activity, followed by fusion group. The anti-tumor activity of DC group is the weakest

one.
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RPMI 1640 3532 A Gibeo 2 &) 72 &, Trizol 2h
BioBasic 22 @ 7 i, DOTAP 1 [ Roche 2 #], GM-
CSF 0 35 F /e REEHEA F 7™ i, TNFo 2 R&D A
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T T 220010014 ), BEVEAN I LA A Milite-
nyi Biotec 23 H] 7 ity , BEAR{XH 3E [ Bio-Rad 23 H] /™
o
1.2 NCI-H460 % e, RNA & DC

FH Trizol — ¥ H NCI-H460 4iJifd RNA , A48
AN EE A G I AL B, D,/ Doy = 1.8 ~2.0 &
o ¥ RNA 2950 pg T4 )5, % T 250 pl JC RNA
fif () MEM 353230 SR 56 50 wl DOTAP( 50 g )
HIA 200 wl MEM 5557 B b o W51 G )5 2 Rk
B 20 min, RGBT TR 5 5 d 19 DC, K5 H
& INF-o BYREFRALSE 35 72 h, /E RNA i 19
DC.
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1.3 NCI-H460 /55 DC ko354
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D B3 IL-12 & i, S s A 3 IR,
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YU IR G5 9 VR R AN A SRR A, H AR BRI
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ZAKFRL 200 wl, 5537 72 ho i LDH 00 5E B 1 % i
AR R ER, L EE 3 K, DWCES D
H -2 HE D) WA N D EH. D K 490
nm, A% =( SCEA D - BRI D H )/ i
KBEAL D H x 100%
1.7 ik 2m B iR R T A AR R g 55 3

HU18 ~20 g BRER 24 H, BEME AT, BEML ST 5%
Yeph A4 Fh A4 vhds DC 4K DC 4, B 6 H,
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B 3R DC EERTAIME 5 x 106 S—00 35 K R 4,
ST B K R 5T 5 x 10° 4> NCI-H460 2 iy, W %%
e (14) A AT 10 SRR BRI AF TS 1 D
1.8 AHLE Y W IE G iE S0 B B AR

BU15 ~20 g BRERL 33 H, BEMEA ), 980 52 T 42
FP2 2 mm® R/INHREHR BERI S 56 7 %, BUMRE R /)N
AR 24 R, F Esrha A, Bl e K, BH
PR ST DC RZER ML S x 10° 4,5 14 RER
VEST 1 WK, JEHERE S 7 KITIR4E 3 d g i)
KARCA) Ki 2B )1 W, i3 R iR RV =
0.5xAxB?),
1.9 %itsam

BAELL =5 2%, FH SPSS13. 0 B4 481143,
KR R T7 22500 LB BB LSD 7, LA P <
0.05 BASGiE .

2 # R

2.1 &40 DC 35 R T a0 i03g 58 69 VE A

22 MTT ke, DLW 24H D HS T 4084 D
BN R NG o3 S5 W7, 4 20 40 35 RE Al
VT A0 M3 BE B AR TSR B AP AE 22 5 B e & 4
VERIS® TRIGZH( P <0.01 ), B &40 /E o T b i
DC 4H( P <0.05), whidi DC 20 (4 3 A F 58 T DC
ZH( P <0.01),DC ZH 3L T 20 3 5 1 1 FH B 55
(£1).

F1 4HDCHEERH T HIEHENIER (n=9, x£s5)
Tab.1 T cell proliferation stimulated by 4

kinds of DC vaccines

Group D, Stimulating
index( % )
1L-18/Fusion 1.063 £0.087 95.76 "
Fusion 0.930 £0.085% 71.21%
Pulsed DC 0.868 +0.08544 59.7944
DC 0.785 £0.063 44.57

** P <0.01 vs fusion;” P <0.05 vs pulsed DC;44 P <0.01 vs DC

2.2 A4 DC &g 4k TL-12 #9342

22 ELISA ¥:AG ,4 20 DC FER I RE /0 1L-12,
LG A RlA A L v DC 41 ) DC 4 1L-12 43
W3 ( 38.50 £3. 54 )pg/ml (32.83 £2.99)
pg/ml (44,16 + 3. 69 )pg/ml K (29.33 +2.95)
pg/ml. FEYLE G m TR 4P <0.05), i
DC 5 TRlE 4 DC (P <0.01),

2.3 DC 3 xF NCI-H460 Fti 5 20 it 6 245 VE A

2 LDH ¥ & B /8,4 41 DC £ i X%} NCI-
H460 20l #B8 B AT A /E . DC 413500 4 il 1)
ROVER 0SS, e demh & 4 ml A 4l oh s DC 4
Y MAE ST DC 4 ( P <0.05), LAk Yem & 4
ER e %2 ).
2.4 DC 9& 3G 5% R R T A5 AR A % 20 B ok I8 49 %5 R

4 AR T VE ST NCI-H460 4 it Az 35087 44 it
Ja AT I e el G A G 2H S RNA o
i DC 41 K DC 41 1 B IR B 8] 43 91 S (12, 82 +
2.85).(9.50 +2.07 ).(8.52 £1.97 ) &% (8.33
1.63 )d. YLl A 41 B B a1 F RNA #pis DC
ZH( P <0.05 )H1 DC 4H( P <0.01 ), fifyed 20 Jifg 32 i
J& 70 d,RNA it DC 41F1 DC 14 R4t , il
GHA 1 R B G A 2 RAE0G s i &
MBI A AFE A T H A 3 4,4 AR B
M2 LKl 1,

%2 44 DCEBH NCI-H460 BRI FGIER x x5, n=9)
Tab.2 NCI-H460 cells killed by DC vaccines

Group D,y Kill rate( % )
I1.-18/Fusion 0.221 £0.032 79.73* 4
Fusion 0.178 £0.018 50.68" "4
Pulsed DC 0.156 +£0.011 35.81%*
DC 0.109 £0.010 4.05

**P<0.01 vs DC group; © P <0.05 vs fusion group;
4P <0.05 vs pulsed DC group
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Fig.1 Effects of DC vaccines on survival of nude
mice implanted with NCI-H460 cells
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Fig.2 Effects of intratumor injection of DC vaccines

on tumor volume of tumor-loaded mice
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MEE S~ 4R CD11b* Grl " S5+ HI 20 e /v = anti-VEGF &7 YLt
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B 6] fibed hiiE GFP BHYE AN A 25 5 . 459 & IR, anti-VEGF YA 7 HEHUZL 5 BUR 4 AR L , FCIP98E 9 GFP BHA: 40 i L 451 8
& B BI6F1 TIB6 SHCHTAL IR 4 43 B3t () GFP BH 1 41 i — [Rl 3 Fh /N B, 25 2R B16F1 \TIB6 X anti-VEGF .3 80 H #LHT
BMMNCs RIRAAIIEEEN T anti-VEGF AU, 5835 RE 4N 2 5 Horb g o MR A AT AE SR 1 6 1 U5 (00 B A 400 40 400 e
( MSCs ). WM AR, % anti-VEGF J&J7 A BUEH LLC EL4 S58UK % B16F1, TIB6 A8 L REE I #h 5 51 15 S B 8w iA
YA 15 MSCs 434k, LLC \EL4 P9 v ml WA T £ MSCs A2 ; 5 Z MR LLC EL4 198/ BB 8 DC.B 21 itttk & 020
MIESTH IR LLC EL4 FFiasr e s AY CD11b* Grl * MSCs 5 BI6F1 \ TIB6 —E4EFN /NG T, 4% 51 5 o Jifr g s 5 R
X anti-VEGF JAJ7 BI3EHT . 1 anti-Grl HTARTE B MSCs )5 , anti-VEGF FVAYTVE I BIG5R . BT A A 45 SR #RIEM , LLC . EL4
%} anti-VEGF it 5 IR MSCs 329874 5, N W] LLC .EL4 Fl B16F1 \TIB6 X anti-VEGF i FREUENEA B 894> T MLk 7E#
micro-array P IAIHT T AN IR 3L (R Rk i 22 57, S5 SR R 30, KL AL LLC \EL4 (=335 MCP-1.G-CSF %5:3h 5 Ffig i
B BERTIRLNA ) MSCs SMER AN T, B2FF T LLC ELA M /N, B Bk MSCs 5 BI6F1 .\ TIB6 farfgd /I BUHH Eb , HLAE 1M
A PR TR S E PR Tt S S R, X B AR TR TS TR SR IR B IR St anti-VEGF SRR 1 25 5778 T I o R B4R BLAR
MSCs i1 F2E 5. g4I MN anti-VEGF 167 FUHEHIIE S MSCs RUIRIEAHXE IR 4 MSCs HUIRIE- 2B WA S T Mg b7 iy
FEPTPEE, 5 R R BT 2 BB — 5t . Xt anti-VEGF $%HTA0 LLC \ELA X LI 780U, Xt anti-VEGF #UEAT B16 XHLITHEPL,
BE— A A7 IR /NEUAR Y MSCs (978 4k , % BALI T 254 5-FU A7 7 A 35 1T 28 35 /N UK Y MSCs, 45 SR /R anti-VEGF
156 A7 X I PRIG YT TR S 4%
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