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L 8 AR 3 FH TR 97 A Ioieg 205 AT L340 N I s B4Rl BE AR (K 7758 5 14
JTiEELEE

SRAFE LB A I 2 —HE A

T FL AN () 4 I 5 —FE S 2R e T IR Ay

A58 T P12 00 B A ML 58— B R R i TS A A L T 40 ) R S sl A R A
PN TgG ;

I 58 K 1 T FL BN 16 A i 55— A RS AR N 2 Bl R SR BEIR 7 (TINF) 88 20 I
AR mRNA 7K

S T8 LE BT IR [ 58 — A o FH 5 R A 2 TR) S 7 AE T I 4 I Y mRNA 7K 5 35 o503 1
LYY

2 L% IR TNF B 55068 0 B0 I T 3R 1 70 R L 50 490988 440 L P FRDRE S TNE-R B 5 0 I 7Y
IS, 5 8 Bk B A3 vl R HA TR T IR e M Zh H

2. WARBNESK 1 BTk I 77 2%, Hory, A58 —FE 7R B e Ta AL A I T 40 e () Sy
BUAREEME N TG 2 B 28 25 1% RS o

3. WRAEACHIE SR 1 BTk i 7712, Hodn, Bk Ja 40 o Py Rk [1) TNF-R 8 XI5 W 2B 3k H i
TNF-R B WAL 1A.3.12A AT 14 Fred 4 o

4. MRIEBREK 1 Pl i 777, Forb, 98 40 i Py R IE 1K) TNF-R 8 205 W0 215 21 2558 o

5. MR ELSK 4 Prak (1) 77325, Forbr, BiradsJ8g 4 B py 2208 1) TNF-ROEE 55 WP 8 R 12k B
H R A BT 20 R A A ) RS e P SR AT | R AT 2R e X B R AR A1 SR
T

6. I AL A I P T 40 PR )5 s AR SR MR N TG A il 240 52 K8 A P JRg v 110 Ve 1L 31 4
P IR g T (1) RT R Tk X 2 R R R 5 2 AL

I e I LB A I 5 — A A 22 B ORRE SR SE IRl 1 (TNF) B 53 0% Y2 2R ) mRNA 7K
F
T FL B4 () 4 I —FE S ZR i TIEAL A0 Y T 40 O PR SR ) sk AR BEPE N 166
I 55 A Y B 2 R IR PR FEIE - (TNF) 8 505 I B 1) mRNA 7K-F
S B LEFITIR () 56— FE A RS FE 2 TR) S 7 F BT I 4 I Y mRNA 7K 5 25 o502 1 1
A JFH

L5 E (1) TNF 6 5506 W 2 5 0 L 20 4 e 4 Y P 3 1k 1) o o I DR AR IRl 52
(TNF-R) 88 21 V. R AH X R I, i 5 15 ] e AR e P 2k

7. RPEBORIESK 6 Frdk (8 A, Horbr, 983 40 g Py 2218 1 TNF-R B8 05 WP 45 31 %5 58

8. MR E R 7 Prad s, Forpr, Ji i 963 40 i p R I8 1) TNF-R 88 2058 I 28K FH ik B
H R A BT 20 R A A B R S0 e e SR AT | SR AT SR e X S B R A o1 SR T
TN

9. MIEBHIZK 6 Prik N, Hordr, Brik 2 82 58 a2 A s i %= .

10. MRAEBRIZSK 6 ik i py A, Hor, B i 40 i 2% 18 1R i eg D4 B IR - 52 4 8 2K e W1
A% B AT AL TNF-R B R 1A 1B 3.4.5.6.7.8.9.10A. 10B. 10C. 10D,
11A11B.12A. 14,1718 I 25,

L1 ARE BRI E K 6 BTk (0 8, Fo i, ik 32k T Birads L e 5 s 0 4 1. oy 1% o eg IR
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SEER T GBSk H B R S T4l 4e e < TNF B K A 1.2.3.4.5.6.7.8.9.10. 11,
12.13.13B.14.15 F 18,

12. MRIEBAEK 6 Frif N H , 2N e -

TE K B T FLBh P A L5 — A i N 2 Fioa 4k XL F 117 mRNA 7K

N LB A L5 R R e TS AL A T 40 M 0 ) sk R R N 166G 5

D2 55 A 2 Bl LR 7 16 mRNA 7KF

55 e AE T IR IR R — R AN R TR SR AE T IR 4 1LY mRNA 7K1 (2 25 AR 1
A BRI I8, i 5 T PT BRI ) ™ EE

13, AREBRNE K 12 Frik g A, Horp, Rk AL 16 B B R 51 BT A s 4
CCL1. CCL2. CCL3+ CCL4. CCL5. CCL6 CCL7+ CCL8. CCLI+ CCL10+ CCL11 CCL12 CCL13 CCL14,
CCL15. CCL16. CCL17. CCL18. CCL19. CCL20. CCL21, CCL22. CCL23. CCL24. CCL25. CCL26.
CCL27. CCL28. CXCL1. CXCL2. CXCL3. CXCL4. CXCL5. CXCL6. CXCL7. CXCL9. CXCL10. CXCL11.
CXCL12. CXCL13. CXCL14. CXCL16+ IL1B. IL5. IL6, IL8, IL12A, IL12B, IL15 i1 IL16.
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T E TR Z R A B AR mRNA 3Ri% 1% m 7
Xt R IR R RIE R B BT 0

[0001] KRB &

[0002]  AHOCHIIE

[0003] A H1 3 % 3K 2 [ I i BB 5 60/688, 744(2005 4F 7 H 8 H 4 2L ) M
60/735, 508 (2005 4F 11 11 HEEAZ) Mt sehl.

% R 4l

[0004]  ACJx BHWD Ko FH T PO L sl 40 oA T e 5 i 1R e .25 1R 7 s, oA v T
Jo8 223 N IR R TR IRl 752 4K (TNF-R) 2K 0% mRNA (1R 181 (profile) FIEHR F1 40 g N
JEIRFEIA 1 (TNF) 8505 mRNA (3R IA WS . EiZ 716, SRS R A U0 L PP R A T
LBZH 2R PN IR TNF-R 8 2K MV 28 mRNA o 75 41, Wil L3400 (0 4 1 4 52 0 AR IV P T— 48 B P o) ik
VAL R IF H %8 N A AE R R K R IR 2 U (1) TNF 8 52 5 ME 28 mRNA o i i i
FE B0 i o] e B B B A, He ik Mk BoR 5 R & T e g 4l
ZU 1) TNF-R 8 505 I R AH 2 1) TN R 205 0 84 [ 3R IR 7K B AR

[0005]  AHOGHARMHEA

[0006]  AN[A] 5 A AE 7 VA ] DL A # k2 & RS A ) i & o A7 R T /a3 T
KRG AT HZE 07 8 s AH S ECAR ORI 8 0 mT B 7 3 e B 3 o AH I ZEJRERAM A I Y
PE R NAR P 9 40 e 32 085 10 11 40 M R AL A B AT S QU IR 3k i T B s, R AL,
X 40 2 B A P 4 LI, X e R A R R TN . FE TR A 4
K bR IC I RAE, 8 H AL A AR Bk S i 2 2= Ge B H R, 41 M43 28 0 Ak 2 [ 2R AT
o IREEEAN AL FE i IR G B (budge) FE s . A mm” &0 ML) 140
EEH AR T3 NS E .

[0007]  WEELEIA T SL RIS, Ah i Se b Tk RIS AT TR IR . (HR R AL
SEE S B AN o AU, AN BRI MR TE T- 40 MR AL A T XA R e 4 e i Bt
IR IRl -0 Y 4E MR ToG ALA I, A MBIt T- 4HZE TeGFe 21k (FeRy) Ul 4.
G FERR A PUARA Al A S gl fa st (ADCC) o SERR b, FHPUA TG Gt e il 2 F
B 225 A Y TeG (2 4, RichmanAV, Immunofluorescence studies of benign and

malignant human mammary tissue, ].Natl.Cancer Inst. 1976 ;57 :263-7 fllKoneval TZ%%,

Demonstration ofimmunoglobulin in tumor and marginal tissues of squamous cell
carcinomas of thehead and neck, J.Natl. Cancer Inst. 1977 ;59 :1089-97) . 1R Z &
AT DUR IR ERAZ AV MR R N . RGN ER I T- iR B FeRy BRI
WIEH A Z PR O, ARIZEAE FeRy 41 CD16. CD32 Fl CD64 Xof B FAn[F] 2 7
48, R (cudgel) mWIHIENAS IF HAs I TARAT I i ety . A2 40 iR a5 T- 40 i
P R XTI, T TS A 1 S 0 4 2 M T— 40 M 40 My 1 9 H— HLFeR v S5 A0 7 REE
W ZEfLE (20 Nakanishi %, Perform expressionin Iymphocytes infiltrated to
human colorectal cancer,Br. J. Cancer1991 ;64 :239-42) , /& BIZIw] B P40 & Al “ A
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1 LG RIUREIN 5 VH A I P i 1 Tk s L 2 1 Wl AH O IR R T g, T LIS 3 7 40 i P i
RIAT-HIER o

[0008] 5 ik #8517 Jal J BE KRR S, W] LIORE I T 48 W55 4k T— 40 P (59 ik 983 2R A8 R 5
(INF) o 5, “FoHEMMIAETT (TNF WAL ) ASSIHAEF SN IF HAE Fe SZARTEI A4
320G B N GE HEs 1t T- 40 PRI, TNF Ref% 3 5 2040 Mo i F A7 76 1RF 28 TNF 3244
MEAET S ST A T 4ERedr) w884 M i R s M, AP AE AN R 2R AL ) INF Bl (fE
A TNF 88 Z 5 455 1% TNFSF) o #2455 GenBank 1 UniGene /g & (http://www. ncbi.
nlm. nih. gov) , A TNF GRS BIE 17 DN AR K218 18 A TNF Kk, Hoh JE 26y
5 (16 F1 17) shRIF HAHR SR 5 ) EA Z P74 (13A F113B) o X TAHM. TNF 5244 (TNF-R
8K 46 5 B TNFRSF) , N INF-R B K AL & 2145 21 > INF-R R IE W . B AR TNF/
TNF-R 788 2 1 0. 20 R AH ELAE AN A2 P A8 e e T 1 5 SR T R P AR T8 0 SR 02 I 32 AR R 5 4
® 1 WHR, IF BAFAE L 300 S ANE] ) TNF 505 TNF-R BSR4 .

[0009] 3 1. TNFRSF mRNA FlI TNFSFmRNA ) GenBank UniGene 4% H %13

[0010]

TNFRSF (UniGene#) FHM Y TNFSF (UniGenett)

1A (Hs. 279594)
1B (Hs. 256278)
3(Hs. 1116)

4 (Hs. 129780)

5 (Hs. 472860)

6 (Hs. 244139)

7 (Hs. 355307)

8 (Hs. 1314)

9 (Hs. 193418)
10A (Hs. 401745)
10B (Hs. 521456)
10C (Hs. 119684)
10C (Hs. 119684)
10D (Hs. 213467)
11A (Hs. 204044)
11B(Hs. 81791)
12A (Hs. 355899)
14 (Hs. 512898)
17 (Hs. 2556)

18 (Hs. 212680)
25 (Hs. 462529)

2 (Hs. 241570)
2 (Hs. 241570)
1 (Hs. 36)
3(Hs. 376208)
4 (Hs. 181097)
5 (Hs. 652)

6 (Hs. 2007)

7 (Hs. 501497)
8 (Hs. 494901)
9 (Hs. 1524)

10 (Hs. 478275)
10 (Hs. 478275)
10 (Hs. 478275)
10 (Hs. 478275)
10 (Hs. 478275)
11 (Hs. 333791)
11 (Hs. 333791)
12 (NM003809) *
14 (Hs. 129708)
13 (Hs. 54673)
13B (Hs. 525157)
18 (Hs. 248197)
15 (Hs. 241382)

[0011]  * :GeneBank Bx'5 ( KFF| UniGene 25 H ).
[0012] M JAVRIE 4l Bl =5 E T 40 Mo AP RS T0E "B 17 TN 8 5K P B B, e O AD) JES v K m] BA
KMo JRIE DY IR SEAT B WA TR ] B A2 Fo T INF B IR DAY INF-R B KRR 5e £ H 5

() T8 L8555 1]

[0013]  H 14 4K #i 40 B A~ T 10 4 f 5 M (ADCC) 2 W K & & ik i B 40 i 41
M &= Ih BE % — B ML O (WL Perussia %%, Assays for antibody—dependent
celI-mediatedcytotoxicity (ADCC)and reverse ADCC(redirected cytotoxicity)in
human naturalkiller cells.Methods Mol Biol. 2000 ;121 :179-92) ., — H. 1gG i Fab #

oy SAA NG £, W TeG 1) Fe 70l AAE I i B Fe S48, T Bl BRIV A 22 1 40 i LA
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R4 . HAA LA 9T ADCC 247, (HA2 7R & ADCC (R4 (in vitro) SEISHHIScAFHL
P T A0 ZR G0 PR EAE N AN R8N AR w1t T i i S 0 A T Fg b 4,
hy S s AT T L R 3 (B —51) MAAEAH L A RTRE TBCUEAT 58 2, ANJNAE BT UL S 1) 40 i
fif e 5 R 2 FLZR B TNF KA. R ANETE MR A TNF 8 2K % A 22 5 ADCC.

[0014]  H5cJim, 4 LA 9 1R S — A B EENL I RO AL R 1 DA H 5 51 2 1 40 i & O
WAL, CARRIMMERZAMEH 1. BEARRA R SR 1 5 P H R E B4
[F) KOG 2R 5 AR T AL DR R I 5 1 A A AR IR G AR X A e v 2 EE ) X R DAL
T — K TR 52 e 4 vUR PR 00 =K 5 2 9% o

[0015] &z, BAR T 52 24 B 4 MO ML LARE B B8 8 VRO R a2 6 b i iR 0 B 1 48 T B
I HLN: 288 TR0 B R R A PR DA 5 1 3 8l 3 1) P 40 2 0 55 A, S o PR e % A A
AN 7 A Ao 37 R A8 DR 28 L 38 MK 26 3 8 i 0 RE TR0 & A Bl i T e RORORE T
TNF 1 25218 Fr $r4aiii S8 T (M Vujanovic, Roleof TNF family ligands in antitumor
activity of natural killer cells,Int.Rev. Immunol. 2001 Jun ;20(3-4) :415-37) ,TNF
Tt SR MR bR SRS A TS SO T X R 40 AR I S AT AE TR A i
RS2 AAE XS R 2 TNF B AR BLAR T 25 TR A TNF/TNF 52 7R 1 LA by 598 &5 SR 1
i ( 2 W McDermott, TNF and TNFR biology in health and disease.Cell.Mol. Biol.
(Noisy-le—grand). 2001 Jun ;47 (4) :619-35), SR MR /D> T I 40 M N 1) TNF 2 4448 & A
1B P BCAR )5 0, 9 AR /D 038 o) 3 AR 0E B IV 1 40 O A 1

[oo16] A Hfjik

[0017] W BEAERR AR R 166G PURTER A &, X Rk R 2 /D Bets ™ AL I 1K) 1660
FAAZ A B HH R A e P S, X R AR T A MR R R R | 2 A AL, TT
REJR AR AE S G RE I 186 T ALAMA I PRI T L A5~ (C3a. Cha. C567) (W, Becker, The

relationship of the chemotactic behavior ofthe complement-derived factors,C3a,

Cha, and (567, and a bacterial chemotacticfactor to their ability to activate
the proesterase 1 of rabbit polymorphonuclear leukocytes, J.Exp.Med. 1972 ;135 ;
376-87) o {EJAAN ML M RIS TNF-R B8 50 W 2L ) 2R B0 m] Ld ok ) an f e G, (4590
PRTIIRIE ) JJEAL (in situ) 24488 JEAT PCR (A M GenBank 313 /741 ) 14T %58 . XRIE
TR PR FRAZ A L Y TNF 88 500 0 2R ) % e Mk LARRRE, B R FeRy Wl LR Wb, H T4k
JEL L P 5 A SR ABL T 5 A %, AR 40 8 I P (R 3 i L 78 o0 e 4 O A0 i 7 T- 4t i 2
Pk H BB SO IR I, ATV R B g AN I A0 P S L TNE B S
MV BYRYiF5 TP R PN A5 44 B W BT e e )

[o018] Al A i T 1 i it 7 XA 11 0 2 ool SFL 8 40 WA b e 3 0 3L 1D e 7™ EE M ) 7
VA% TS SN E R B S A ISR — R 2 R R R AR - (TNF) S8 5K I
WAL IR A FL B A LS R R e T AL AL T 40 R R e 5
TSI 2 B R BE R T (TNF) 8 S5 R IR R IE7KP 5 %8 8 ZE TR 35— R 28—
FE T IA) 7R AE PR 4 i ) 3R IA 7K1 8 2 O R A O HE 5 E /) INF B R AL
PR FL B0 088 40 L N 258 )R S MR IR JE IRl 1 32 A (TNF-R) B8 5 J XU RAERS R N, A 5
Ja Al B AR B

[0019] 71534177 18I, 8 ZH 23 A 3R IA ) TNF-R B 5 I Ak [ F TNF-R B 5% T2 1AL 3,

6
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12A F1 14 PR b . 7855 —J7 1, A RIS INF-R B R W AS 225 5E . /£ X
— /N7 10, 8 AH 2R RIS TR TNF-R 8 P BRI 126 B H R 21 B 4 s i 40 A (1) 07 V5 280
G e Gt | ST ZAT R 8 A i Bl X N R AR A B i X R Y

[0020]  7ES4NJT I, 2 A AR T . 765 —J7 1, Rk B AR EME A 166
FHIN o/ B T- M2 R el 166 T2l o 8 53 41 5 1, F A9 40 4 1K 114 i g
INBOIR 52 A 50 WAL 3 B EH R A1) P AL 4 s TNF-R B K 2 1AL 1B 3.4.5.6.7
8.9.10A.10B.10C 10D 11A 11B\12A 14,1718 1 25, 75— J7 10, 7£ AT iR O 4k 2 & 14 1M
PN 2R [ IR DR BRI ¥ 68 2 I mRNA P23 B i R 20 BT s 28 - TNF B S0 2 1,243
4.5.6.7.8.9.10.11.12.13.13B.14.15 FI 18,

[0021] £ 55— 71, AT ARG 5 >k B FLah P )4 i 55 =4 i 2 Rtk BB+ 1)
TIEAY AT AL B I A i 25 DU RS o s Tis AL A 1Py T— 40 O s s 0 56 DU b
P 2 R AL R 7 B R IE K 5 DLS 2 5 0 BT R 1R 58— RS DU 2 TR) 2 s AE A af Y
KLY BH BRI 7 I, S E UG v R BRI E M. 72X —AJ5 1, B R+
¥ H BN AT 41 -CCL1. CCL2., CCL3. CCL4. CCL5. CCL6. CCL7. CCL8. CCLY. CCL10.
CCL11. CCL12. CCL13. CCL14. CCL15. CCL16+ CCL17. CCL18. CCL19. CCL20. CCL21. CCL22.
CCL23. CCL24. CCL25. CCL26. CCL27. CCL28. CXCL1. CXCL2, CXCL3. CXCL4. CXCL5. CXCL6.
CXCL7.CXCL9.CXCL10.CXCL11.CXCL12,CXCL13.CXCL14.CXCL16.1L1B\1L5.1L6.11.8.1L12A.,
1L12B, 1L15 Fi1 1L16,

[0022] A< BH 1) S — A SE Tt 9 B2 AR 00 e B 1 23 T T V6 97 VR L sl 420 P g 9 1) AT g
O BT, G TS RS LB A IR — RN A LB 1 A i B R A R
Ha TR oy s AR LB A () A LS — A R B R B i TS A I P T— 48 ) SR
V) 50 5 K B W LB R A IS — A R R I 2 R IR SR SRR (TNF) 88 505
TR BT 5 %508 LT IR 38 — i RS A i 22 ) SR o A8 BT iR 4 I P R 18 7K P 52 2
AR NI 5 DL K 1 %58 78 1 TNF 8 55 M 80 . 1 IR TEN FL3h 40988 40 I N 1R 2 TNF-R
TR SR G N TR N, i o BT AR £ B o mT B A FH Va7 MR s () D o

[0023]  7E 5541 J7 1T, 28 — A S 2% 55 T a4 i N T— 40 i 180 RS 2 A 2% 25 1 X HeR)
B o 45— J7 T, AN RIEN INF-RE K AL E B TNF-R B KRR 14,3, 12A
14. TEF34M )7 1, AL RIS INF-REBF W RAF RIS E . £ — D5, AR N«
K ) TNF-R B8 S5 AR 3k B iR 20 Fr e A 7 v 58 58 - e e ta JRUAL 24 AT L i
A1 58 G it = N R A 5 Bl SR MY o

[0024] [} K fejids

[0025] [ 1A BoR{EA I B s TASREN 166 (HAG) J5, SN I E 48 i 3 BT i S 1) TNF &
F 5 mRNA [ A 45 R

[o026] & 1B En 1A EEITIILE R

[0027] & 2 7= HX B Al fifes 0% 440 e () 2 2R 0 i PN R IR 1) TNF-R 88 X 0% mRNA 1K)
SALVIE- e

[0028] ¥ 3 W RFERIM BT THIN T- 4z & (TCR) e BEPUIAR ST, A1 I 1 40 i i
75T I TNF B 5 mRNA (R0 H 45 3

[0020] || 4A 7 AW A1 FA I (9 40 58 B TPt TCR Pifk I & TNF B 2K Ik WE 2 2mRNA 5%

7
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I, )8 R NN ) 2 K AT A

[0030] & 4B B/ {41 A I (9 40 58 B TPt TCR Pifk I & TNF B K I W2 2mRNA 5%
KT, B )5 B i g R

[0031]  [&] 5A o~ {41 A I (1 40 B 5 T HAG JH 7 & TNF S5 2 15mRNA RIS,
I RN NS 2 AT 4 2

[0032] BB S R A4 A ML 1 40 i 2 T HAG I8 & INF B 5 E A 15mRNA KA,
IR R

[0033] 6 W7~k T 5 PP TNF B8 505 0 78 mRNA A4 FE mRNA J7 T E S A 45 3
[0034] W 7 B RTEA M 2T T HAG J5, 40 A I A 40 e P BT 3 1 TNE B8 2805 mRNA (197347
2R

[0035]  [&] 8 SWansiitafsl 4 v AT H AL R 15 1741

[0036] ¥ 9 W RTEA M E T HAG Ji7, 408 I (A 40 B N 355 3 AL ERL - mRNA (1) 73 7 &5
R

[0037] &1 10 7R 7E 5% AR b 7840 st ORI I 1) 4 1 5% 73 1A 22 R T HAG )5,
A FE] L 1 40 e PR 5 5 160 TNF SR S0 ME 7R 3mRNA (140 T 45 2R o

[0038]  Aftik Sty Ak

[0039] mRNA H)E &=

[0040] AR BRI R AT & T 48 Hem(A) " RS GRS E &4 1ML (2 40 i Py 25 PR 3Rk 4
TARAL IR H AR o AZ A AR AE 36 [ L A HiE 5 10/796, 298 FIE [y &) HiH i & 415 PCT/
US2004/036309 PN PE4IHEA , PR SCHRIIAEA SCS I HPE A2 (A& Mitsuhashi, Absolute
quantitation of rnRNA in human blood leukocytesas a model for phenotypic gene
expression—-based diagnostics, Clin Chem, 52 :4(2006)) .

[0041] 7B A, KA 22 96 FLIEM IR 3R 40 M. 3 50 A e A K0
RNA FHRF 5 1 S 7] 5 | 400 1 2R A 0 v s N 280 AR, - R 4t M i 22 T 24 AC I & (dT)
e R TR . BEGAES (dT) [EDE AP R TR TR 5 1AL G i cDNA. B
AR 5 P51 ) cDNA IS A T35 PCRo ] LI & A 5 (dT) Fr g | & 1) [
TEA cDNA FFARAE R cDNA JE (bank) o

[0042]  SHVEAME, & T7 it 3 A R EUPIRA K < (a) 7EIEMR Eor B R 400 5 (b)
TESE (dT) [EE IS E R 7R N UEAT mRNA 73 B S 1) 5 |90 28 A8 FH eDNA & % s BA & (e) S
SE B 1 PCR. i3 52 il 1) 96 FLUER, v] LM ok 25 4 i 18 JRU i (leukocyte reduction
membrane) (Leukosorb ;Pall) i# I/ 41 F Whatman 5% Pall. JX2CyEHR 2 iAE & A |,
FFEm 150 w L 1) bmmol/L Tris (pH7. 4) LAIEWRJIEREL, 7E 4°C T 120g B 1 23 BhLAAE |
ForE Tris V5, N 50 u L 7808 & WA A 5 2 LA IR 2 BIFE 4°CF 120g B 2
Grp. LRSS A 300 u L 8482 SR 4% i Eh /KPR — k. 1E 4°C T 20008 B0 5 3B LABR 28k
VWL A NUL ImL/L 2- i 28 (Bio—Rad) .0. 5g/L Z A K (Pierce) 0. 1g/L k5 DNA (5
Prime Eppendorf/Brinkman) .0. 1g/L KJ##F B (Escherichia coli) tRNA (Sigma)5nmol/L
BEFPRE SR S IR0 107 A0 T /L 6 i RNA3A (R ARk X B ) 781 60 u L e
fif 2z R [5g/LN- HEEBEEE NI 2R 3 4 X AREFT AR R £h7K L 10mmo1 /L Tris—HCI (pH7. 4) .
lmmo1/L EDTA.1mL/L 1GEPAL CA-630 (NP-40 &AW ) 1. T9mol/L i & RIK (3K H

8
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Sigma)] R UEMRIKISFLN . BHJG % PARTE 37°CIRE 10 408h, Z2AEE (1) [E i xs
FihX (GenePlate ;RNAture) b 3f7F 4°C T 2000g 8.0 5 43 8h. 18 4°C Rt 3% )5 , T s
FEMAE 4°CH 100 u L ¥ AR MR (plain lysis buffer) PEdk 3 X IfREEH 150 b L ¥k
VREE I [0. 5mol/LNaCl, 10mmol/L Tris (pH7.4) lmmol/L EDTA] ¥E¥%% 3 K.

[0043] AL 30w L &4 L X 1L g e myi [50mM KC1.10mM Tris—HCL (pHS. 3)
5. 5mM MgCl,~1mL/L Tween 20] Z2i Ffh —BERR A% 1 1. 25mM. 4 BEA7 rRNA B i35
(rRNAsin) A1 80U ff) MMLV 1% 3% (Promega ; L5140 ) FHAE 3T CHRA 2 /M, THRALNE
A R cDNA. 445 30 u L WA (reaction) (4 u L cDNA H 4 % 384 £ PCR M, IF
Wwn5u L TagMan 18 H F1REY) (universal master mixture) (Applied Biosystems)
MIvL EEETRIEESY CEMSIMAR S8R 5uMA 1-2uM TagMan ¥4 ) » PCR
A LLZE PRISM 7900HT (Applied Biosystems) P#EAT, 7E 95°CF 10 4340 1 M B, bl )G &
45 M :95°CF 30 7 555°CF 30 #FI 60°C T 1 4380, REFPEERITEMAL LAY G,
ST (SDS sApplied Biosystems) MEfEIFBAE (Ct), BIf=4— @& PCR =4 (T
56 BIRH

[0044]  hH4EE T2 & RS IE e, & s T B M B 19 & A 1E 10 5149 S 1 514 B
S TagMan #REF K7 41 (1] & et DNA /% HP 2. FH T4 B RNA34 (] TagMan 8 £1 1 40 2
CCAAGGCCCAGCCCTCACACA. ] 1k, W] LA H SYBRGreenPCR. i 5 #% 112 ] LA i HPLC
AL E > 95% M4 E . BA PCR & 10-10° N7/ FLAXLEBAZ AT IR » 7T LA T
T HH DNA A% IR T 7= A5 0 i RNASA [ RS 1E i 2SR 1) Ct {3 Bl 4y 7 /PCR fL
(41 L [¥) cDNA), Bl RLL 7. 5 (30 BRLL 4) PIFRAEr 1/ B (30 1 L [ cDNA) » RNA34 [¥]]A]
W 43 BOE A X SR R DL 60 u L SR AR AR LZ PP Y RNA3A (1= 3R 13 (6X10° = 107/
mLX60 1 L) o XfFRER mRNA, 43§ /PCR FL 4N A b B FHAH A 1 il 26 BARf 2 » I FLBE 5
WALl 7.5 (30 BREL4) , B LURE— L P 1) RNA34 [AIC F 43 B0 Br CLAS In 20 e RE L N
MAE AT R 50 L) MPREX SE 46 e o+ / RO M. ~F3%8 (SD) ALK =
Py AR FE R P F R IF T DAE A Student t— K3 R G140 H7 o

[0045]  7FSii 77 =, 48 FH UL E TR () mRNA 52 8B R4 (Hem (A) ") 78 4% Pl b A h 4
TNF 52 R 2% (TNFRSF) mRNA [ A3 . Bl 5, TNF 5% (TNFSF) mRNA #7155 5t i ik
A8 FH 2y AR 4 fe s M T 40 M A 3 S B AN BT R 41 i A 3 i 40 i 52 (ADCC) (#9755 1k
BRI /N BTN T 40 M52 48 55 v B B A BAGR AR ME 1oG A BAL A RSN L & o AT
PSR A B A G J7 v R 1B A I 22505 R Es D A 0. 05 B/ p
o From B RIS A R AR S 2R 7R AT LA FH A 5 B I S5t 77 X A PR A i S 5 T
EREEA .

[0046] St 1

[0047] {5 L BT IR 1) mRNA 5 & 75 V252K 2 5 75 e N AN I Il GG AR 11 106 (HAG) Tl
FES ) B AR T 4 R SRR ) TNF 388 53 %8 mRNA, e A i 1 BT ik i BB S0 1eG AE N S B
SR ERE R ()L Ostreiko 2%, Production andcharacterization of heat—aggregated
1gG complexes with predetermined molecular masses :light-scattering study,
Immunol Lett. 1987 ;15 :311-6) » 4 5E¥E4H LS A1 186 43 FULREM 456 2 A4l -
() Fe S2AKIN, 4 AW, S350 Fe S2AAAT B K T s A (5 5 7 4=

9




CN 101194027 B OB B 7/14 5T

[o048]  — {53 %& 7 WA B 50 1 L [ F E 4L 2 1 5 200 1 g/mLHAG 7E 37 CHLE 2 /b
o Bl b BT, 4 IR N 22 96 FLIE AR LA R AN B, R R Al R R & 96
FLZE (dT) [ 2 Ak i i i 15 FR R LA 43 B9 poly (A) 'mRNA. cDNA fEF & 85 75 AR & s JF it
AL SYBR Zrta % i H T 384 LA P [ S I 285 il =X s By (PCR) (DL Morrison %%,
Quantification of low—copy transcriptsby continuous SYBR Green 1 monitoring
during amplification,Biotechniques1998 ;24 :954-8,960,96) , {1l = , Wi 52 SYBR
Green PCR, BIIE I AE/K 1 #30RE cDNA 34 fiF, HEIEHH 41 1 cDNA ¥ % 384 FL PCR “FAR
P, 1) 384 FL PCR ~PHR Pt n 5 1 1 F2¥RA4 (BioRad, Hercules, CA) 1 1n 1 FHIFIRIR
Y (BEMIER SR 514 15w M), FF4E PRISM 7900HT (AB1) P4 3ijifi PCR, 7E 95°C
10 7380 1 AMIEER, Bl J5 A2 45 DMEH :95°CF 30 #PF1.60°C R 1 7380, REFh I RIAEM AT L
W, Ct A #TEE (SDS, ABL) W52 . 74Ptk PCR 451, LA 22 7 B ih 25 23 B L AS)
BB B G, O 519 — K. AEE I 45, 6 i RNA3A B3 I 2 R4 22 il
I HaxX Fi RNA34 38 1 SE ) PCR a2 & . 5174k e PEid I blast 43 HTiEsE (http://
www. ncbi. nlm. nih. gov/BLAST) . W78 Ct % [A] T 77 4 — & & PCR =4 (1) PCR 115 ¥f, 3 H.
ACt (ACt) I It N SZHEORE S 1 Ct (B P FBR AR FBEORE S 1 C B LA 8. B Ct 2
XTEOFRE, 1 ACt Ee 2 580 1. 5 f5 &, HF H AU ACt FERRE I,

[0040] £ F < T+ K&l 1A F ] 1B. 1E Jir 18 Bff &l 7, 18 i SYBR Green SE I} PCR JE &
TNFSFmRNA (1-18) FI s IH K RNA34A 8. A Ct{H 3.2.1.0.-1.-2 f1 -3 4353 1/8.1/4,
1/2.0.2.4.8 f51 . Bl 1A b, RS RR B —MERFEE. Off 5 R/RE &Y
B (p <0.05),1f A SRR BZERD (p<0.05) I H X FTREALN. B 1B BRIE
g 2 HWATHAHRIANME, R 4 2 IINEE R £F 92k B —MER-F% + brik
Fo 73k @ INFSF-2(TNF a ), A :TNFSF-8, @ :TNFSF-15, Sk H 5641
A2k, 4K R £0.5ACt,

[0050] %4 A BEAS RS I LE 1L 9 131 40 B P9 TNE 388 58 1% mRNA PRI 4 30 1 5 FR LRt 7K S o 1]
LA FET7R, S5 A i % 25 T HAG B 255 5 TNF 5% mRNA . B ARA7AE B KA XA
PRAZ S, PR TNF 8 Z0% mRNA A& TNF B Z R E AL 2 (TNF a ) (8 Fil 15, iX 4% mRNA 43 7F
80% (12/15).73% (11/15) F160% (9/15) (52 IMIRXA AN RIL HAG i SHENZ . TNF i
FIEW A 1.3.4.6 (Bl FasL) \7.9.10 (B TRAIL) . 14 11 18mRNA 7F &= /b — AN 2 MR AN Py 32
IR HAG 5 SN2 . INF B 5.11.12.13 F1 13B mRNA 7E AT 52 TR AN 1k Py 34 A 36
P HAG i S N2 o INF BT 2.8 A1 15 () 2 /b — P e 4 2 R A A N R 2 25 T
HAG 15 3. B, ANZRIE HAG 155 S TNF BRI 2 N1 3 4 MATSR IR 15 [y
%, AR HAG 5 S TNF KR AL 15 NI 6 4 MA R RS 2 g, Hor TNF
R GRS 8 ARIN HAG 5 RN 4 2 MEAR I Y 2 &SR 15 N, Wl
Bl LA F R, BTis i RNA34 X REE) A Ct 582 E £0.5 o A TP IRIEIX LSS, M
FESRAEESE 2 H N MARRIA A RE K. Wl 1B H TR, X+ TNF B KR 2,815
T RNA34 (B LA £0. 5 FRAEE NI ERE . =25 il A WA R /N T 0.5 ACt (&
1B, BAPAT 5 NI X-Y 4 (bar)) .

[0051] AT VAR LA 40T 77 AR SERAA A N o 23 A A 52 7 AR B Bl 20 23 25 1l
FLehW B T AT B PR AR 1eG UURR % 1 40 M= e 40 i AR IA ) TNF-R B %K

10
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TRV RI A o Bl JS AR (RIS A4 A SR I VB it 6 20 A DA o WA 2 B 1) TN B8 oK ik
mRNA F HAG T 55 3 BIAAT R R BT o #A50 H A i85 S 10 TNF 388 S I3 1A ] TNF-R
FHUCEC A2 DL R FE A e AT IASAH VS B 4 o EIX R 20 o ilfe R & SR 1 b e &5 SR 3R B IS L iy 21 3%
PR B AR o A SR He/, an A I AN AT WA MR, 18 B B INF B KR R 1
Tz RGBT A REAL LA IR 2 o T BT R DR 45 SR DAL Y A A 35 G At ) N TR 2 AN .
K (R ) BB,

[0052]  Sjfifs] 2

[0053]  TNF-R i 5% J% mRNA A1 TNF #8 %% % mRNA 1] DNA J¥ %) M GenBank F &%, 1% 1 W
fizn, 7 HAE R R 2 WA 54 24l id Primer Express (Applied Biosystems) Fll
HYBsimulator (RNAture) Wil o 752 Pl ) A I IEAT DX B Py W v X 28 e 41, a2 b2 Ar
RAEE. 7600 cDNA T, ey kA (TRg W =284k ) FF HAEARSE it 2k 2 B oS I 321 5 e

[0054] 3% 2 :FTHIRIS P4
[0055]
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&1 mRNA 1E [ SR

TNFRSF-1A CCTGCCAGGAGAAACAGAACA GGAGACACACTCGTTTTCTCTTAGAA
TNFRSF-1B CAAGCCAGCTCCACAATGG TGACCGAAAGGCACATTCCT
TNFRSF-3 CCTCCCGGGCTCTCTACAC TCATGGGTGATAAATTGGTTCCT
TNFRSF-4 ACGACGTGGTCAGCTCCAA GCGGCAGACTGTGTCCTGTGT
TNFRSF-5 GGCCAAGAAGCCAACCAATA GAAGATCGTCGGGAAAATTGAT
TNFRSF-6 TGGCATCAACTTCATGGAAAGA GCAAGAGTACAAAGATTGGCTTTTT
TNFRSF-7 CTGCAGAGCCTTGTCGTTACAG GCTCCGGTTTTCGGTAATCC
TNFRSF-8 GGTTGAGGCAGCAAACAGATG GCCTGGTGGTTAAGGTCTGATG
TNFRSF-9 CGTCGACTGCGTTGCTCTT TTCTGCCCCGTTTAACAACAG
TNFRSF-10A  [TGAGGACAATGCTCACAACGA TTGCTGCTCAGAGACGAAAGTG
TNFRSF-10B  |CTGAGACAGTGCTTCGATGACTTT CCATGAGGCCCAACTTCCT
TNFRSF-10C  |GGAAGTGTAGCAGGTGCCCTAGT ACCAAATTCTTCAACACACTGGATAT
TNFRSF-10D  |ATGGACTTACGAGGGTTCGACTTAG GGAAAAGAGATGTACAGCCTACAGTAGTAAGC
TNFRSF-11A  |GGAAACAGTAACTCCACGTTCATCT GCGAGGTCTGGCTGACGTA
TNFRSF-11B  [TGCAAACCCAGTGACCAGATC AAGGTGTCTTGGTCGCCATT
TNFRSF-12A  |CGCTGATCCAGTGACAATGTG GOGTCTGGGAGGCAGAGA
TNFRSF-14 CAGGGAGCCTCGTCATCGT CACCCCTTGGCTTTCTTCTTT
TNFRSF-17 GGAGGAAGGCGCAACCAT GCAGCTGGCAGGCTCTTG
TNFRSF-18 AGTTTTGGCTTCCAGTGTATCGA GCAGTCTGTCCAAGGTTTGCA
TNFRSF-25 CCTGCTCGCCCCTATCG TTCACCCCCTCTCGACATTC
TNFSF-1 CAGCTATCCACCCACACAGATG CGAAGGCTCCAAAGAAGACAGT
TNFSF-2 CGAAGGCTCCAAAGAAGACAGT CAGGGCAATGATCCCAAAGT
TNFSF-3 AGGGTGTACGTCAACATCAGTCA CACGGCCCCAAAGAAGGT
TNFSF-4 GCCCCTCTTCCAACTGAAGAA GGTATTGTCAGTGGTCACATTCAAG
TNFSF-5 CCACAGTTCCGCCAAACCT CACCTGGTTGCAATTCAAATACTC
TNFSF-6 TGGCAGCATCTTCACTTCTA AATG GAAATGAGTCCCCAAAACAT CTCT
TNFSF-7 CACACTCTGCACCAACCTCACT TGCACTCCAAAGAAGGTCTCATC
TNFSF-8 ACCACCATATCAGTCAATGTGGAT GAAGATGGACAACACATTCTCAAGA
TNFSF-9 AGCTACAAAGAGGACACGAAGGA CGCAGCTCTAGTTGAAAGAAGACA
TNFSF-10 GGGAATATTTGAGCTTAAGGAAAATG AAAAGGCCCCGAAAAAACTG
TNFSF-12 TACTGTCAGGTGCACTTTGATGAG CGCAGTGGCTGAGAATTCCT
TNFSF-13 ATATGGTGTCCGAATCCAGGAT CCTGACCCATGGTGAAAGTCA
TNFSF-13B ATGCCTGAAACACTACCCAATAATT GCAAGTTGGAGTTCATCTCCTTCT
TNFSF-14 CGTCCGTGTGCTGGATGA CATGAAAGCCCCGAAGTAAGAC
TNFSF-15 TGCGAAGTAGGTAGCAACTGGTT CCATTAGCTTGTCCCCTTCTTG
TNFSF-18 CGGCTGTATAAAAACAAAGACATGAT TCCCCAACATGCAATTCATAAG
RNA34 AGCCCCCTCACTCCCAAA GGGTGCTGTGCTTCTGTGAAC

12
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[0056] R mRNA [y & it UL b Frak (1) 5 vALE A L i LA s . T8 S 2, K4
125mg VKA IFERRAS 5 LA 1% 2- 33 48 (Bio Rad) 0. 5mg/mL & A K (Pierce) 0. Img/
mL 45 DNA (5 Prime Eppendorf/Brinl a nann).0. Img/mL KJZ4T B tRNA (Sigma) « 10mM
Foft TNF-R 88 505 0 A0RF S 1tk B ) 51 AR Ry S Skexd BRI 107 AN 43 /mL & A RNA34 b 78
1) ImL ZFELE MRIR S, Il 1k Polytron (Brinl a nann) #EATA)3¢ . Jilin 70 v L 1X S624
Py H T mRNA ZEAL ) 5 (dT) [ 5E 1o i i B 97 B (GenePlate, RNAture) o £ 4 CHLH L
B TR FRARAE 4°C FH 100 1 L 25 LR 22 iR ek 3 IRIFBE JE I 150 v L YR Pl
(0. 5mol/L NaCl.10mmol/L Tris. pH7.4.1mmol/L EDTA) ¥k 3 k. @Wim3onL &%
I XRT- 253 (50mM KC1.10mM Tris—HCL. pHS. 3.5. 5mmol/L MgCl,, Jo - 7p Bl ) Z5af
W BRI =R A% 1. 25mML4 BT rRNA BEFIHIFAT SOU ) MMLY 135 %% 4R (Promega
TnI ) IAE 3T CIRE 2 /NI BERALRFALN G cDNA. 4 100w L KES N4 30 u L x4t
cDNA PN 354 4 1 LeDNA #: 12 2 384 L PCR “EAR N, HoAb [m] ik PCR “EAR i N 5 u LTag SYBR
FIREY) BioRad) F 1u L 5WKNEEY) CRERPIE R SR I7 514 10 umol /L), 3 HAE
PRISM 7900HT (Applied Biosystems) WS PCR, £ 95°C N 10 434% | MMEER, Bl 5 & 45 1
fEFE :95°CF 30 A 60°C R 1 438 REFMIERIESSIALNY 1S FH A4 (SDS ;Applied
Biosystems) WEGIFEME (C), B E—@ & PCR ™4 (%J6) WA, 778 cDNA T,
WESEIEY 3G (s 284k ) I BACMRRE th 8 70 i PRI B B . O 745 20 AN [F] mRNA
[ L3R 22 A, RFREAS Ct 098K BAH [RIFE & ) TNFRSFLA 1) Ct(ACt, Y- %) o IE Ct &
i B TNFRSF1A AR IS, JF H 1 A Ct &5 1. 5 53858 . BA T 5 Ek B AR A 11
Bt W2 h—si AN (O &) Bk BEREE HIE S 8 RIRERE S & 34
FLIRE ) (@) FEGDLRBRSBFEM IS R . A0 (A ) Bk B EBRRAN M= 4521,
ARG S S IE A (cervical cancer) ¥ i

[0057] X TorHr BN T 485244 (TCR) 8 vu FEHLAALE 22 b 42 1M N 155 S 1) TNF 8 2K
mRNA, 73 M G5 R 75 T 3 N, 60 w L 42 1fAE 37°CH 5w g/mL 3t TCRa / B &0 M 1G LRIV 2
NI B =y EATIR, AN 50 v L MR A A DEAR Y A 3R 40 i, B S Al s 0 2
iz MPRAE I N EAT 8% o U L TR SEE poly (A) 'mRNA fRZE4K . cDNA & B AISEI PCR. i
BT TCRa /B Y Ct FhHIydat I 1gG [ Ct {HIHE ACt. FRMFF S AFKA R — A=
R MV S RSP A Cte 32 AR A SR T I 2 2R RN & 7k
RNA34 LESAIEREA 7347

[oo58] i H] 73 #T # f+ (SDS, Applied Biosystems) i i& 1 ¥ B {8 (Ct), BI A4 — &
= PCR P24 (9256 ) I PCRAGHR. HLAR DNA 5 i R (WL Schena %%, Quantitative
monitoring of gene expression patterns with a complementary DNAmicroarray,
Science 1995 ;270 :467-70) K& [F]IN 73 M7 Ak 2 ZE AL, (B RAZF AR B/ RE 1 E B I Ee 7, IF
WEFEL T 3EMEIME AR WL R, Mk, L EATARR DNA 2 &8 AWl 85
— i IR RNA [BI R 28 AT cDNA & ps s 2 i 4 £ SRS 16 2 =2, JF How] DU I 3 g it &2
FH/N 150% (1.5 £% ) —FERIAE . BRIk, an BT, 1@ id SYBR Green SIS PCR (I,
Morrison Z%&, Quantification of low—copy transcripts by continuous SYBR Green 1
monitoringduring amplification, Biotechniques 1998 ;24 :954-8,960,96) 73 #1 ATy
VAP A R ARERT cDNA A F mRNA.
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[0059] ¥ 2 B RTESAE (4 S e B 5 TR E08 e e | e
M- E 80 ) N INF-R B2 K mRNA RIEIZ R . R T 1E 20 /AN [F] mRNA 8] ELER 2 M4
MEEA BRI Ct (ACt, Y-l ) 40k B AR FFE & TNF-R B SEIAY 1A 1) Cto IF Ct
BEAREL TNFR BSR4 1A EARHI A K, IF H 1 ACt 48 1.5 iRk is/KF. w2
Fiw, LA 4 2R KT 1 INF-R OB SRR 1A 34124 F 14,

[0060] i 37 fnn SR g v i 1 11 0 L i 08 A R W A 7 A2 TNF B 5 WP 2 1 (B 25538 )
CXF I T TNF-REB S A 3) TNF R S 0 Y 2 (RITTNE a ) (if 3 - TNF-R 38 5% e 37 8 1A A
1B) \TINF B G A 12 (XF 3 TNF-REEZE A 12A) VINF HEZ AR 14 (AR TNF-R
R IGEEAL 14) BOXLEELARKI LA, W] Be AR BRAT RUIX LR A o BARAE VP AL R T Y
TNF-R KGR AY 4.5.8.9 11A A1 11B J& 17 PIRIEAFAEREAC (B 2) , AR B
A AR R IR B2 AR R (R mT Bt o PRIk, 40 B Py TNF BB S0 2 4 (X MY T TNF-R 8 5%
MEAY 4) L TNF 8 SR 5 (B CDA0 ik ) (XA T TNF-R BB A 5)  TNF 8 2% W 7Y
8 (RICD30 B A4k ) (J T TNF-REBZ LAY 8) AT TNF 8 52 j VA4 13 A1 13B (X4 T TNF-R AR S
RNV AY 17) 155 S AR AT REX A S T VR R ). BARAEAE BRI AR AL 5
H 4P TNF BB 6 (Bl Fas FLAR ) (PR T TNF-R BB S MY 6)  TNF 8 5 ik WF 74!
7 (B CD27 FEAA ) (R TNF-R B G2 7) VTNF @8 55 P2 11 (Y F TNF-R 8 2 5 F
R T1A F0 11B) JTNF 55 T /0 18 (3 - TNF-R EE 5 0 25 18) 1 TNF BB 5 e WP A4 15 ( 1)
DR3 TR AR ) (R RE T TNF-R B TEAY 25) (175 S AT B BErP AT S8 P 14K F s
Je BN RN INF-RE LAY 10A mRNA IR =355, SR 15 52 7K TNF-R j#
FEIERY 10B ) mRNA 1A ( )L Sheridan 25, Control of TRAIL-inducedapoptosis by a
family of signaling and decoy receptors. Science 1997 Aug8 ;277 (5327) :818-21 F
Pan 2%, An antagonist decoy receptor and a deathdomain—containing receptor for
TRALL, Science 1997 Aug 8 ;277(5327) :815-8) Eb TNF-R i 5 ik WA 10A B /. 4R 1M,
TNF-R 5 VA 10 (BRI TRALL) 45T g H TR y7 SELed A HEE . el / B8 OR
TH 2 &AM ) FsRRa o (R TE 2 W&EIAMN ) ZRAFEHEER .

[0061]  T- 4 il 52 f& (TCR) 2 PRl ¥ & A1 kR B HE C 0 10 40 Mo 55 1 T 40 e 1) 48 i
K4+ TCR 7E DL IR 238 1) 4 20 TR UL K 2% 0 o 09 VR R A &1 n idy (O 48] dan

Mami—-Chouaib, Antitumor cytotoxic T-lymphocyte response in human lungcarcinoma :

identification of a tumor—associated antigen, Immunol Rev.20020ct ;188 :114-21) ,
BRI M S 25 LI S50 R 404 i R 4, 1% R G R TR B T AN T8 (123 B i 4
JH, A S B S TitiA5) P T FH FRT mRNA 73 B2k S/ 56 0 B A 04 1L 5 % mRNA ZKF B 224K
PR 3R ) mRNA- 73 B35 G i T A0 e 3 0 SE R A SO, oA S faf F /42 1L ) TCR
L B85 AH ELAE R R0, A A 70 20 Bt 4 e LS 4 T IS iR AH BLAE A

[0062]  FH T-Ax I A 40 a5 P T 40 A HE e 2R AN ) 9 40 B, 0 TCR FF S MM BTN a /
B TCR /Ml B 5o @Gk ( “4i TCR” W] M BioLegend $R45 ) M. A& kX M, 34 A5 A AH [ 4
FEAEAL )/ R 1gG1k (M BioLegend ifF ) » 60 1 L 42 Mf1L7E 37°C T A 5 1 g/mL Hit TCR BLEL
X HE 1gG X RITE 2 /NI, BEAT =4y o 1) B FIE 7 N [R) 3k e TCR X &1 Jl ifiL (9 48 e Y TNFSF
mRNA &35 5L B0 73 e I CARA & , 2 mp B 0028 70 B i 4 2R 1 61 4A R 4B Y. it 7 i
[ RIS I35 5 S i 4A TR TR, A4S AR I B 60 b L R 42 5 PBS (O ) .
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10pg/mL(H) B 1(€)ug/mL/MRILA a/BTCR 1gGlk A, 85 10(0) 1 g/mlL 58
1(O) wg/mL 2B )/ B 1eGLk VR &, JF 45 37°C FLE 0-7 /it Bl 5 an b ik s &
TNFSF-2mRNA . Bt5h )1 2000 =, 41 4B 7, INFSF-2 ( @ ) \TNFSE-5( & ) JINFSF-6 ( A) .
TNFSF-9 (0 ) 1 TNFSF-14 ( A ) 1) A Ct IS H I Ct {5 Hnysxf B8 166 1) Ct {EEAT
TR AR R B A M =40 55 0 W% + bRz, A Ct B W FHHT TCR
BT8R4 Ct {5 A 1k (5 X R 1gG BT 3iA3 1 Ct AT v 5.

[0063]  41fE 3 N, H1 TCR HCR: Sk i S INF B R WY 2.5.6.9.10 F1 14, TNF
AL 2 FI 14 (45 SRR A 5 SIS BRR I 2652 AR 1) mRNA R IA 7K P AE A3 R AU
fErh Al (LE 2) o R R T 1TT, 35 1 22 F TNF/TNF-R 8 505 I BRAH O (1) I ]
CART7 15968 4 B KAl o FHAS I 22 AR G2 P Y 16 i RNA34 X RESRTS 1 45 R 2o i il
/N, N F 0.3 ACE (B 3 Y RNA34) , REHZIE RE 2l 510 . B EHh, TCR N2
FILE RIS AMAAR 7, FF By, 9 AR 6 44 (66% ) BEA WoR TNF H Kk
WA 2 B0 TCR /- ST, DL 9 B 5 4 (56% ) WA B INF G 14
FPL TCR A SHES . Hoh, BB INF BRI A 2 NS R B on B TNF #8 5%
AL 14 N2 . BRI, IX e MR R 2o H B FIBH M TNF B SRR A .

[o064]  SCjtEfH] 3

[0065] 7 ALt A, sk ) 1A A, R AR ADCC N Bt BRI 4 5 526 4 A A
TN T2 A AR B ME N 166G (HAG) SR A4 L 40 ML Fe 2 k. fam 5 2, B A
1gG (Sigma) LA 20mg/mL /& T PBS N IFAE 63°C H N4 20 73 8h. ¥ EE =431 60 u L 42f
76 37°C N H 200 b g/mLHAG B HEBEIR £h 2 v #h7K (PBS) BN 2-4 /NI o HAG (55 &A1
& E W TE ) 7 i e, ikl 5 F1E 6 Th TR,

[o066] & 5A BRSNS B e =5 AR ERS 60 u L AT R L4 5 %
PR RN 1g6 (O ) BUHAG( @) VREIFAE 3TCTRIRE 2 /M. Bl 5B Boral 12150 it
GERL, SRR 60 u L AT E LIS PBS(O ) 3¢ 200mg/mL HAG ( @) JBH
IHAE 3T CURT 0-12 /Mo Bl Ji5 2 8 TNFSF-15mRNA . FNE0H 25k [ 4 ML = 4 25 /3 ke
[P35 + brviE %

[0067] K6 SR EREMANEE R, ML 1-3 H A MAHFEA A BT 2 & HAG- 75
S TNFSF mRNA FXf J RNA34 . 5543 378 : O :RNA34, @ :TNFSF-2, @ :TNFSF-8 A :
TNFSF-15, AR 2ok B 2 M =40 - = 850 + e . st 4
PEAAHEFRM%. BE&ER £0.5ACt.

[oo68]  41I& 7 W N, HAG EEE T TNF BRI 2.8, 14,15 F1 18 5Kk, TNF MK
TR 15 915 S EL I FT TCR I 3R1E 1 TNF R WA A S 3 e (K 3) . b4, HAG
N RIS AR . — 2 ERIE TNF B K LAY 15, 3 B EAMRRIE
TNF B2 AL 2 F 8 1 JG TNF B R WY 16 N . A3 K2 R A A Bor /b 1 f
TNF BN o S N2 2R S 0 B RNA34 45 SR s/ 0. 6 A Ct [fR/NE (L
(& 3 ) RNA34) , R BHIZIN 3 R G AV SR 0 TIAE D MTVA E R M, MAE 1-3 HN
MARFEAMA R R K AL, g5 RAEF AL, A Ct ZR/MF 0.5 (1K 6) o fE1# A HAG At
TCR 3380 7 R B8 i 3 1 9 & ANATD, H HAG BT S 1 TNF B SRR 15 Rk 2
5 HHT TCR BT 3 1) TNF @ 2 F 14 RIS ZFAFHK
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[0069] St 4

[0070]  FEASZHER] . 2R B EG A PR A 3252 HAG R, 7 HA AL IR 120 ) mRNA 7K P
()22 A an SEtids) 1 N B iR R AH R 7 XA T PEAG 487 RNA34 T CDAmRNA /B X F T
£y o3 A AR~ mRNA 0 1E [0 5 | e 5 RS e) 510 57 T 1] 8

[0071]  Z3#r&i Ron T B 9 W fEiZ B, 15 Bl 2 7 e A Rs sE Fa A Rl mRNA 117K P H HAG
RS S AMA . = MAIE R R EREUE mRNA KT 528080, 1 X 55 KR B
o nn LA 9 W N TEA RN AR, BARAFAEIL R A, A3 sz A A2 &
B, CCL-3 FI1 CCL-20 ;CXCL~1. CCL-2 F1 CCL-3 ;UL & 1L-8 F1 IL-1B i B EH S,

[0072]  JX &6k B TRAG AT REA 2 J i AR REAE AR 5E 2 1 0 M 22 R A K T REE S I
H AR e R 2 itk R 7 5058 A 4 R BF R s e B &R, W] ge s I 9 oy B8, 25 T
AL A 40 AR 5 R 41 B TR f¥) TNF/TNF-R UCECAM BT SRV 73 42 RS 515 20 P98 1)
480 JRL B A 1) AT B

[0073]  SCJf5] 5

[0074] 7 A St 45 A, VEAS & R OCR o W AD 78 R TNE 8 28 0 T 28 3mRNA 7K P (1)
HAG- 155 R AR AR50 o “ARET 1537 48 0T FH W SLah A 35 B A T A6 & 4 580 s ““ ik £
77 Ko RN 7RI FL B P I A S A g3, Wt AR 3 R R AR PR B A DL R
EAEA G5 . BRI, R A S O RS IR . P R
B 4EAEER A (LOnM, R FE ) VYLREART (CK5 (soy)) (100nM) (22 (R (SRl 25
(spice turmeric)) (100nM) FIARKS (FEYI LR ISEN ) (100nM) o P 4RE 401X LLR B ko)
X R B BRI X —F A . g R A v LURI R RS AR EEF 5T &
RGBT ] HAA B v e s Hon] Re VR LA HE bR T J0 i 2 & A= F ) DNA 6
F e RE B 1T A0 S 2 TR o 225 (U R AR 40 M Y HA R A T2, (proapoptotic
effects) HTHRAESE 40 M Py 2270 = P2 ik B0 0K 1Y % 3 R~ NF-x B [ PE . R UESERRN
A3 K BR P R R 23 A0 40 B P 3 ek 400 i) O K 40 . 8 il e 4 R e A 40 i 1) It SR
TEAR S5 A, A B IR #h 2% 1 #h /KA Ry X L

[0075]  FZEALA M5 & PR AN ZEWTE 37°C TR HURE 1 /NN (FEWn bR () i i vk F
)L BEEH L 20 L IR TeG MWK 4 /I MR 578 37T°CHRE 2 /I, Bl J5 A
FH S 1 BTak i J7 S 0P TNF B8 5K W A 3mRNA (7K F. SIFFI4E LSk 2 Wk
Mo INFHEFRETR 3 YHRAEMEFEE o LTa)  JEIRMERE T -8 (INF-B) FIkE &
2B (LTB) o 4P WhHI LT a AR PR R =K LT a 3. 4P LT a IS EZA LT B
BAVFAEAN R R =K LTa 1/B FALTa2/B 1, WA 3 HiEALA SR CD4 4 i
AERRACTR 73900 TL-2 RSN 40 RN Th 2N 40 Rk, F HOW Y 3 e e 11 52 14l R4 i 48
Mk,

[0076]  Z5R7/RTK 10 ). 7EE 10 1, 2501 B 38 F PBS X JE T 3845 1) TNF 88 S I I Y
3AH. TS [ Pl s A Y HAG SIS N P R4S B2 3 . MY 3mRNA FEER /K1 A A
KEAN AR T E AR (O EE ) o SR, %45 R Eon HAG SRR E S T R TR
KM N K TNF B KRR 3 3Rk (p = 0.03) o« WA ZAMA W B3 RISE B TNF-R ¥
A (Y 3) B ebfe 40 e, D)2 25 DRI 3 F) 68 n mT A fn g At R T, BRI, Bk R 2
ERAPUER R TIZ AR E N B R L. B 10 W Y- SiE R =953 B4
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(Ct) o AR R B 50mL BT ZEAL A 1 =25 R P8 + brviE

[0077]  AAUREE AR N GO DGR IS A AT B8 0 15 2540 F0 e A0 2= A A ) LR AU 5% i
Ry 2 TNF 68 5% W2 20 sl AL TRl 1 1R I8, TR AR S o (1) R G ] LA 2 e FH T2 E
TENA P R BB Sl N I T .

[0078] i it ¥ B A U6 22 8 AE T AR V) IR I 20 2UbR A Py WL 22 B i v (4 M. AR, X
R IR A T 5 AN SR SR TERE ) Y R AFAE IR <7 I i i 1k i L 22 A (1 40 3R A7 AE
AR o IR G R AR, o BEAE AR AR BE AR o A BRI S 7 B ER A I IR AR T
BE—D O R BRGNP ) TNF-R 8 50 8 55 7 8240 M 1 40 i P 49 TN 7B 5% I SE R4 g DG
e n] 62 R AP TUS AEJK, T b R 75 S A3 BIRESE R

[0079] 2414 11 400 L 11 9 JEL 27 43 B LA 5 TR A BT A Ja0 10 A P 1 0 L 5 368 g 4
L L TNF 8 R R 5 AL o 22 B 4R TNF B8 53 1k mRNA 7K Pt s DUSRRE o AH I, AR
RISt 7 A AE FHAEDT TCR B HAG U , AT TNF B8 5% mRNA MV 3Rk 1) Dh B M AR L 1)
SrHTe RN ME 40 Mk I, Ak B S 7 X R RS AR T B T oA A B T LA
TN IE B AR B W B B R JOE RS A S L e P I R, s T A
VAT WAL PG bR G A A R A 254 T R s R BRI 29 S DR vk R T S e
T MR Th RS . 1% MR 8 BRI B 34t -4 NIHE B A B A4 m ) |
A TR SCHORS B (AR = S5 0 VRN IR ) Fadguek (60 u L 4xif &2 LA T
AR LT Bl TNF B R ZY mRNA 52 82 ) o FH T4 M1 — 40 55 2 22 TR 19 mRNA 240 2% 5 4%
I B AZ A T A S AR IR 2 UL T 0 0. 5-1. 0 A Ct HSFE /N 355 PR 3654 11 2 25 202, 3%
TEA T3 T DNA S5 H 0 77 V2225 B0H R0 A SN PCR. NK 400 1 5 40 i 25 M T— 40 fs 26 H vl LA
A0 gk A 2 T B 92 2 A A e B i, PP R — 40 B A T e R v 1 40 K T A i
YESE o BRI, AN AEIX AR 10 BH P 40 B2 A AE 0 M i LA T Thise . BLAR ARSI 1) 75
AN e HLAT R TNE B S50 28 mRNA PRSI0 25 AR R o 4 A, 107 ¥ B B A 1 T
RE, 1K 0 BRAR SRS I H o PT3RAT I B RN RAE 57 0] DL S ORI (R 2 1AL F il . R,
SR INF BB K IENAAE 1-3 HN B/ RIFEEME (K 6) , N2 n] DLE K ) I PR it
ek 7 M RVBAR T AR AL, IX R B0 K B R4 (R 32 o DRI L A St 9] 1) g VAR R ARk AN 1
MIEE S 20 VR I AT T 19

[0080]  IX AP AR JEIE ST V2K 55 T 1 0 0098 1) 400 0 P A B TNF 8 R0 VI 7R (1) 3Rk DA
JOB IS B R TG S EH BT T 4. DA BT IR B SR ) RGN i
¥ FH T 25955 18 B E R IR AR B o teAbh, AH IR R G T LART N A 1 B 5 8 , Horp ]
IEE I INF B XG2S B .

[0081] A TI7 Hr K B AR LI o 2 4 1 5 AV A T B SRR AR AR TR IR I A B e gt
R A — AR A B Y R BT R PR B L S | R E 2 R H R, AR RN
EHE IR0 X T4l M sE T S0 &, X FAT mT Re AR S TR G- AL R T CCL i CXCL
Rl 4l 2= (TL) (J7 4] M GenBank 1 UniGene 3813 ) o EAI0L, HEARAME MM 41
MLpy CCL. CXCL FH TL t 2 EE B, DL T8 & 51, IR 24 K et i b W A4 ] it py A
A B G R g R 2R B B S e e 4
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CCL-1  MM282: GGCCTGCGCCTTGGA
MM283: GGGCAGTGCCTCAGCATTT
CCL-2  MM284: CCATTGTGGCCAAGGAGATC
MM285: TGTCCAGGTGGTCCATGGA
CCL-3  MM286: CACAGAATTTCATAGCTGACTACTTTGA
MM287: TCGCTTGGTTAGGARAGATGACA
CCL-4  MM288: GGTATTCCAAACCAAAAGAAGCA
MM289: GTTCAGTTCCAGGTCATACACGTACT
CCL-5  MM290: AGTCGTCTTTGTCACCCGAAA
MM291: AGCTCATCTCCAAAGAGTTGATGTAC
CCL-7  MM292: TGTGCTGACCCCACACAGA
MM293: GCTTTGGAGTTTGGGTTTTICTTG
CcCL-8  MM294: AGAGCTACACAAGAATCACCAACATC
MM295: AGACCTCCTTGCCCCGITT
CCL~11 MM296: CCCAGARAGCTGTGATCTTCAA
MM297: TCCTGCACCCACTTCTICTIG
CCL-13 MM298: CCAAACTGGGCAAGGAGATCT
MM299: GGCCCAGGTGTTTCATATARTTCT
CCL-14 MM300: TGCTTCACCTACACTACCTACAAGATC
MM301: GACAATTCCGGGCTTGGA
CCL-15 MM302: CCBAGCCAGGTGTCATATTCCT
MM303: TGAGTAGGGCTTCAGCTTTITCA
CCL-16 MM304: CAAGGATCCCAACCTACCITTG
MM305: GGTTGACCATTCTTTGCTGTAATAATT
CCL-17 MM306: GGGCAGGGCCATCTIGTIC
MM307: TCTCAAGGCTTTGCAGGTATTTRA
CCL-18 MM308: CAGATTCCACARAAGTTCATAGTTGAC
MM309: CCGGCCTCTCTTGGTTAGG
CCL-19 MM310: CTGCTGTAGIGTTCACCACACTGA
MM311: CAGTCTCTGGATGATGCGTTCT
CCL-20 MM312: GATACACAGACCGTATTCTTCATCCTAA
MM313: TGAAAGATGATAGCATTGATGTCACA
CCL-21 MM314: CGCTCTCAGGCAGAGCTATGT
MM315: CTTGTCCAGATGCTGCATCAG
CCL-22 MM316: GCGCGTGGTGARACACTTC
MM3LT: ATCGGCACAGATCTCCTTATCC
CCL-23 MM318: CGAAGCATCCCGTGTTCACT
MM319: GATGACACCCGGCTTGGA
CCL-24 MM320: CAGGAGTGATCTTCACCACCAA
mM321: GGCGTCCAGGTTCTTCATGT
CCL-25 MM322: GCGCGCCTGGACTTACC
MM323: GTAGAATATCGCAGCAGGCAGAT
CCL-26 MM324: CTGCTTCCAATACAGCCACAAG
MM325: GAGCAGCTGTTACTGGTGRATTICA
CCL-27 MM326: CGTGCTTCACCTGGCTCAA
MM327: GGTGCTCAAACCACTGTGACA
CCL-28 MM328: GGAAATGTITTGCCACAGGAAGA
MM329: TGTTTCGIGITTCCCCTGATG

B 8A
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CXCL-1 MmM330: CCACTGCGCCCAAACC
MM331: GCAGGATTGAGGCAAGCITT
CXCL-2 MM332: CCCCTGGCCACTGAACTG
MM333: TGGATGTTCTTGAGGTGAATTCC
CXCL-3 MM334: GGAATTCACCTCAAGAACATCCA
MM335: GTGGCTATGACTTCGGTTTGG
CXCL-4 MM336: CCGTCCCAGGCACATCAC
MM337: GCAAATTTTCCTTCCATTCTTICA
CXCL~5 MM338: AGAGCTGCGTTGCGTTTGT
MM339: TGGCGAACACTTGCAGATTACT
CXCL-6 MM340: CAGAGCTGCGTTGCACTTIGT
MM341: ACACCTGCAGTTTACCAATCGTT
CXCL-7 MM342: TCTGGAATTCATCCCAAAAACA
MM343: ACTTCGACTTGGTTGCAATGG
CXCL-9 MM344: CCACCTACAATCCTTGARAGACCTT
MM345: CAGTGTAGCAATGATTTCAATTTTCTC
CXCL-10 MM346: TCCACGTGTTGAGATCATTGC
MM347: TCTTGATGGCCTTCGATTCTG
CXCL-11 MM348: AGGACGCTGTCTTTGCATAGG
MM349: GCATCGTTGTCCTTTATTTTCTTIC
CXCL-12 MM350: TGCCAGAGCCAACGTCAAG
MM351: CAGCCGGGCTACAATCTGA
CXCL~13 MM352: GACGCTTCATTGATCGAATTCA
MM353: TTCTTCCAGACTATGATTTCTITTTCTTG
CXCL~14 MM354: AAGCTGGARAATGAAGCCAAAGT
MM355: ACACGCTCTTGGTGGTGATG
CXCL-16 MM356: CCCACAGCCAGGACATCAG
MM357: CTTGCACAGCACATAGGAAAGG
I1L~8 MM358: TGCTAAAGAACTTAGATGTCAGTCCAT
MM359: TGGTCCACTCTCAATCACTCTICA
IL-5 MM360: GCTCTTGGAGCTGCCTACGT
MM361: AAGGTCTCTTTCACCAATGCACTT
IL-6 MM362: TCATCACTGGTCTTTTGGAGTITTG
MM363: TCTGCACAGCTCTGGCTTGT
IL~-12A MM364: GCAGGCCCTGAATTTCAACA
MM365: GAAGTATGCAGAGCTTGATTTITAGTTTTA
I1L-12B MM366: CGGTCATCTGCCGCAAA
MM367: CCCATTCGCT CCAAGATGAG
1L-15 MM368: TGAAGTGCTTTCTCTTGGAGTTACA
MM369: CATTCCCATTAGAAGACAAACTGTTG
IL-16c MM370: AAAACCTCTTGGGAAGCATGAG
MM371: GGGACCCCGAGGACAGTACT
1L-1B MM372: GAAGATGGAAARAGCGATTTGTCTIT
MM373: GGGCATGTTTTCTGCTTGAGA
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