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i3 B 26ng Ml S5 RE (phorbal myristic acid) (PMA), LA 1 © 10 #4%E) HC-RBL ( 4
I ARIFLER 5y > 50 F &2/ 3kD Jf H A MR-DKP) L% 0. 5mM [f) DA-DKP - 37 C#555 T
15 7%

[0128] & 2 AETE I BRI 72 BT —CD30KT3 HUARRIEG 12 RS TriPsS 4i g 734 e IR
PR T a (INFa) 1 IL-16 fdil. 278 T AW (HC) 2626 (&4 MR-DKP) DA-DKP 77 X}
TNF a FI TL-16L W53 WA 3makl. AFHLL 1 & 100 F1 1 & 1000 HBE 1K) HC2626 M%< 3 (1) 5
KBTI AR T B B 9 AT FLI 234 ] o A% 0. 5mM [¥) DA-DKP B A W 22 3124 ik, I
H TNFa Fl IL-16L Zp W gkk/b 7 o

[0120] [ 3 AEJE I Bor Pt CD3OKT3 HifR Rl G 10 K, %f TriPS 45 wh TNF a [0
il o o T i Bk 2 42 HC RBL A1 DA-DKP [ 41 7] FH HC2626 AI WL I3 52 )W (titratable
response as seen with HC2626) . FJRER B T May indicated a potent
activity) .

[0130] & 4 AETEE B s BT —CD30KT3 HifA R G A RIS [RIXT TriPS 40 jg 53 ilh TNF a (]
ikl SR T AE R B 54, DA-DKP 1 HC RBL 20 I4E B (), 20812 R i e i (28
14 R ) 2BOaER K. HC2626 11 H A i [R) #2432 MG U BT oA ) 15 o
[0131] K] 5 ALK S~ X HT —-CD30KT3 LR RSG5 7 ~ 10 K1 H4#9. 25 41/l (%
R REAIE T NPT AR Jik 2 2R mh 43 B A5 R i S Al 1k B 1 Re e MR CDAHT— R IRR ) 73k
INF a &t SR T 78 INF a iZ T- 4 fE Pk rh 1) 70 Wh 4 HC 2626 HC RBL F1 DA-DKP
BIELIGEIP

[0132]  H AiHLIE St 77 204t 1 I

[0133] AR BRI T- @A SRR M I k. ARSCATRI“WRTT” famb (524
MBS 3 Hb ) P IR R R ) B3O B, S VA OZIRE , BCE B 1R o

[0134]  T— 4 2/ 5 (050 B A5 B ML HE 7 B R B0 s 1200 A 75 8 (1938 S YR 5 e B
( HCUnaR e BYAR AR [N )« T— 48 A 3 (R Il s 5 i R B B Sz g o T— 4t oA 2 () il
P03 B0 57 0 BBV 28 Sk TR BT I 28 IR 2 i T R4k R S PRI AT AE AL AT DL 58
PEIG AR AE AT . B B S e B HE 2k MR ALE LR 8 2 R PENL 2 VAR 2
JBE L B e REAS R Ao G ME ST 28 1 AUBE IR . B 5 SR IR R R B (1)
U 8 R0z T 45 i 9% ) SRR S B ANER B R VR B2 45T . B B S R T IR
Jos (A5 GnA A BDR I 28 RRS B R o ) EIENLTG 0~ Sl AR 1 5 Fo 5 R 2 A0 R i 58
(uveoretinitis) -5 PERIHE R PEREYT-PEFFREAR S 22 100 F1 42 B PELL BEARIE
[0135] TN F B4 T A SEMEA T W ke R e L AP EaT ez
[ ERSRVGTT BT T- 4l A S 1590 -

[0136]
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[0137]  Hi .

[0138]  R' il R, W] LIAH R SAN A, BEA A -

[0139]  (a) ZAFEMRIMNGE, HoriZ a5 MR 0 H 2 R« N & R B2 IR IEA 2 R . o — 20k
F TR 2,4- /T R2,3- ZRHE TR AR AR IEm AR 22 R 222,
MR IR KA AR KRB B E IR 2 WG B8 R A R AR R SRR =
IR WAL AR TN R X - RN Z R IR 2R TR R PR &)
W2 I 2R 7 B I S R AR AR A 1 RO R AT sl 7 2 B e e B et 5 8
4 R ASRE R B R o S R O, OF HL24 R O R ol S R O BE R, R ANBE N R A
Wk fi B s I T

[0140]  (b)R' & —CH,~CH,~CH,~ 5 —CH,~CH (OH) —CH,~ Jf H. 5411 PR & T i i 20 R sk 72 il 2
2, F1 / 8¢ R* 2& —CH,~CH,~CH,~ 8% —CH,~CH (OH) —CH,~ J H. 5 480 IR B JE Al il & R B il &
iz Bk

[0141]  (c) MR MEERIFT D), HAXZ LR A () Tk FRLer —, I3 Hizir 4k
A BRI B AT LA SR

[0142]  (i)-NH, FEH1HE -NHR® BE -N(R) , BEF AR, b A R n] RIS b A 4 B
BRI BEIE INGE5E A Be 3 L 7 3k bt 07 5 D7 e AR B O 2

[0143]  (ii)-OH %E‘l%&z —o—PogH2 ol —OR® ZE A AT, 4L EP!:/\ R3 AT DA ST 1 A 4 A
BRI KL FRINEAE 7 Fk e D7 AR D e AR ik

[0144] <111> -COOH %IZ‘I%EZ ~COOR® ZE[A Fr A, o A~ RP L,LZEJM%&WJ:EG%E
B AR e e 3 A IR IE 36 L 75 8k Ve 05 5 DT e B B T

[0145]  (iv)-COOH JE[A 4 —~CON(R) , FEFATAQRE, Horp AN R W LA b >4 H s B R Y
SR A B2 e 55 A Be 3 05 2 e 0 25\ D e SR B T 2

[0146]  (v)—SH ZE[F#, —S—S—CH,~CH (NH,) ~COOH &,

[0147]  —S—S—CH,~CH,—CH (NH,) —COOH Jifft%

[0148]  (vi)—CH,~ ZE[A14% —CH(NH,) — B —CH(OH) - ZLH A 5

[0149]  (vii)—CH, FE[##¥ —CH,~NH, B¢ —CH,—OH JE[# {08 fl / 5k

[0150]  (viii) E/ERRIAF LI H 8= I .

[0151]  “HAE” 248, R EE MR I I BE 1) X7, BT iR s e 25 A1 40t P ok LAt e s 255 14X
o i, o m R =X~ —CH (CH,) —CH,~CH,» 413 1Z K ¥ —CH, ZE4 —CH,~OH ZEAX
B W BT AR AT A S 1 2 PR 1y =X 3l A2 —CH (CH,) —CH,—CH,—OH. 24 3 — N SE 4, 1A
A EEX T A —CHyo WERPTA SR 72— FUR AT, WA T A5 BT A2 T 2 R 1 )
FEiE —CH,-Clo vERHZIRMMEEZ —H, JF Hun i 0l (Bt hs £ ) /8%, o
MRS —CL, ZSUR TR L (FlnR = —Cl).

[0152]  fRIERZ U0 F FIWREESS, b R R 80X 35 4 R A 2R 54 20 R 1 I 4, 5%

T
B

T

11
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IXFE U BE 1) ~COOH & [ 4% —COOR® & [ 51 —~CON (R*) , Z& [ A AR B (AT A4, Horb R® A R' £
FHEEXT . XA, BAER R EIWRE 2, HALRE R A BTN 2 R 11
%% (Asp—Ala DKP B DA-DKP) . 4% 2 & FH A 2 R 11 1) 5% (Glu-Ala DKP B EA-DKP) | & 24
PRI R A G FRIK) B (Tyr—Asp DKP k YD-DKP) . B¢ BR FN4S 2 MR i 8% (Tyr—Glu DKP &%
YE-DKP) T3 VU i — i Wik Mg 248 1) TR 4 2 IR B 7 2 IR PV ) A0 26 47, S 48437 A= 4 —COOH
LA ~COOR® 2 [ 5k ~CON (RY) , ZE FH BT, Horp R° AR £E Bl LT
[0153] I, LI AT  HWRmE 2, Hodh RY AR 38 3 A ik P B (51 a2 A 2
FRICNSE ) SR E M BERT A=Y “ BRI BERT A7 R ¥ AT AR I sk b . Bk
M, ARIE RS IR, o R A/ 8k R W] DA R SAN AL R R R 258 H 2R N
MR R R IEHER . o - BIE TR EEIR 7 &R  1F 5 2R o T4 =R O ) L A/
gt R F1 / 8% R® &y —CH,~CH,~CH,~ Ff H 5 4RI AR R AR XA,
PRIE R 2 S H 2 A2 2R (Gly-Leu DKP B GL-DKP) . Jii 2 F& F A A 282 (Pro—Phe DKP
8¢ PF-DKP) \ L &R N IR A2 1R (Ala—Pro DKP B AP-DKP) O {Il%E 1) — FHWRAE K
[0154]  SRAMEIER FIWRMEE A W FABLL, b RY R 80X 38 AR 20 BR 11 U B R 2
2 P ) e I e B (O AT AR o IR P S LI 2 RO B 2 BR I 5 1 L R DS 2R
(P05 1) — IR 2R (Met—Arg DKP B MR-DKP)

|

[0155]  UILRRIN “ Uk R gk b ) b 151t T R R R (55 U N CHLCOOH

R EFERRE . 40, R 0 H, TSR I Sk —CH,, DL R 22 R 1 N e
>k —CH,0H,

[0156]  “HRZKPE” A Fa M EE S BE AT AV AE A 38 pH "~ Ay fo I B K MR

[0157]  “4dk” B EH 1~ 10 AN 00k 1 ~ 6 ANBRIE T I B ks S i . “1C:
RIS 1~ 6 MR I BB R

[0158]  “PREEIE"RIESH £ — DI AIRE, BN IREH £/ =M E 1. ik,
UGS — A 4 ~ 8 MRIE TR,

[0159]  “ZuIffidt” RIEE2D— DB — NS Z A HRIE T8 0. S 8L N B RISt
[o160]  “TFIL” 2R HA 2D N5 EH (Hlnzdk) Wy EER.

[0161]  “Ue )7 5L Jefis H 4 5 B PR 3 (484 —CH,—CgH; B —CH,CH (CH;) CHs)
[0162]  “J5heAt” JEf H AR AU 07 5 (ian —C.H,—CH,)

[0163]  “I%J7H” BRI —ABE NIRRT 0. S BN I 55

[0164]  “H& HUAR” J2 5 Jr il 3 40 3k B N R B H 1 — A4S 8L 2 AN BUAES BT U AR < —OH,
NH, —SH. —COOH I / 8} 1% 25 Jit T

[0165]  “pi2t” a5 B IR okp . IRIE R 2 iR .

[o166] X T [ —WWRMEZRAEIATT T— 4T IR0 J7 T2 A 20T, A AT T- 48
MLERIEAL . BRI, 3K T AW P 2R AR B A% H R VG YT VAL T- g5 B2 1) N 1) L sl
WRITEA R T- 4L 2B R MR« A ST F ) “ P07 2 e Pl (SedEHisiE 71 )
BB k.

[0167] il % T Wk M8 258 (1) 77 V25 A AS Al mh By AN 1), I HIX 48773 m] LA >Rk & pleAs
B I AR S 2K, L6 26 1 B R S 4, 694, 081.5, 817, 751.5, 990, 112.5, 932, 579 Fil
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6, 555, 543, ZE [H L F G A FF5 2004/0024180, PCT HIi% W096/00391 F1 W097 /48685, L K
Smith %% Bioorg. Med. Chem. Letters, 8, 2369-2374 (1998) , iX 46 3¢ ik 52 8 /> FF N & £E 1L 5|
MENSZ

[o168] {3l fur, — MR R S B A% 1 1k 1 56 A L ORI £ o 1% KRR A 28 i AR A 2
SR T A8 ] L- Z 5L W8 . D- S R B D- A L- S R MR I 4 & k& hte D0 2B 1) 2 [ AH 2
RGBT 28R, K BEAE MK & B R YR AL B ML 38 15, £ 45 DMI Synthesis Ltd. ,
Cardiff, UK( 4L 4 i ), Sigma-Aldrich, St.Louis, MO( 3= % i Z54C 4 % ), Phoenix
Pharmaceuticals, Inc., Belmont, CA(ZRFIE 4 ik ), Fisher Scientific( RIE4 k)
Advanced ChemTech, Louisville, KY.

[0169]  FTiA KB & sl R B2 5, B AL AR . IX BERS Il L ¥ 2 AP AR Sk 5
o

[o170] 4, 56 EHR HIIE AT 5 2004/0024180 Ui B T —FpERAL K 7775 22,
W PR — RAE A LT oA R i 3 i 2R R 25 K A o DR, 12 WL ) A AR AT
W), LI 5 R T R R R TEE OF - TR 2- TR - TR SR TS DU SRRV EURE
i O, 2- R ke LIS I LG 28 5 Pile LS T LR .
3= R RN IR Pl B T A R AR 1 R B R BIT FH ERI 2R .
NARIETE 50 ~ 200°CHEAT, AL 80 ~ 150°C. ALK AEFTAER pH i [ B8 % 25 5) Hi gl A
SUREEARN TP E « AR, pH R 2-9, ik 3-7,

[0171] Bk IR — A Bl AN 2 ZE L R L0 BE - HAA sl fir A0 R B2E it (iR
KRB 2R ) » ik IRtk iz 26 1 L 0] 5 6, 555, 543 Fr vt B UEAT 3k . i) 24k,
M RE R IR AR B 2 IR 4 ke BB HE, B IR R 80°C ~ K
25 180°C i, fRIE KL 120°C o Frad v i) oA v snl . 40, Bradws i) n] DA fE g ( Eban
T FPEE CFE R R R (HAN g 2Ry ) FRAL kLR (Eban 2R R VB R ) o ik
Hh, PR AT —2- B, FF H TR SLub SRR 2R . Ind— B LR R N 5E 4, FF HiX s
i [B) BE A% 1 22 50 A o o TR, BTIR OB Rk (R K2 8 ~ 24 /NEHLIE 18 /MBS IF L. B
Jii » 5 BT R P M A WR R L BR2s . FEIXFEAIRI I, B aZmE S SRR ( TCHLER,
Lo anmh R Ek Eh R ) L BRAR (B4 B M (alkaline bases) , HL NS AL B A A ALEN )  FIR
WJEF] (ISR ) , DRFER LA F 2%

[0172]  [EAHM G B iles B ik ae il — R - A I BRI, WLAg an 36 [ &0 5
5,817, 751, 4, # pHA N- HedE L —RREIM IR &TF TA 4R (Bl 1% ) si=2& & (flin
4% ) AFER R RBCF 2R / OlErh . BAYHE, A0 e PRk 451, B AT R A SR 3L
] 6

[0173] g il £ 3K T A0 TT (R 2 2 R 1) I B 0t 1 A 1) — W, 72 — IR IR s o] BAASE A
FIEIRATEY), IKREME AT AL AT / Bk AWK 28 RE A B AT AR AL, WA ST 23 S g AR
DA b | R 46 2325 SCRiR

[0174] B4k ORI i) 4% — il Wk e 288 1) oAt 77 v 2 AR Ak N1, - HLREAE AR 0T A BH 5K
B H B IR RS R A A . D Bk | IR 250k Ak, 1E S T
AR B A AT BIAR 22 — WDk RS B8 122 U 10 1 U0 BH ) A R IR A% o B, FE AR R B 5K
B TP A R A R R R 2 e A M1 DMISynthesis Ltd. , Cardiff, UK( ZRHE4 ) milk3k

13
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%o

[0175] XTI IT F) — MW M S o A0 455 R A% 2 1 AR A0 AT 1t Ao L Al 26 BN T 1 A 2245
BRI ZAE, I BFE A vl BERI AR SR A . o — i vk, 20 T A0 1T B B DR R 2R A0 5 iy
A AT BE R HEXT BRI DG e da i CRFBRAE )

[0176] A B —WRWRIER A AP T332 ) sk AR T DAFEAS e B SE R A8 o A2 3 |
AR P LA HE A HE R R L, e AT AR TR (B an SRR 1N SR BR 1P VI BR 1) 2%
FRI VAR S ) IR, AT TANER (Hin R NI BEHIIR  LBERR (glycolic) JHEARER
FUIR R AR TR B 2R R A AR KT IR K IR IR IR LIRSS ) 1Y
#h, BT TAL (P22 FnT Rz i< e P B 1 I BT A= T N, N- R 3R £ i D i
WG e% & R A N & - S SEAL ) IR IR Bh BRI IR S 3h ) o X 28 3k DUH L) 77 ¥ 4%, 41
i i R A TR AL S ) R SR 2

[0177] 40 E U6 W), AR B A B R R sl HC AR B2 R R 52 1K Bh et H SRVB YT T- 40 i
A3 I S SR T- 40 ML TE AL . O TSR, R EIR ST B4 T DR B
A BRI ER . DUIERE, PR sh W A S, e an K S« e ) e . ANk
WA S W) A ORI BY L 25 245 77 SAONGRIE AT U250 vk e S I HLASCH SR $h 8 A2 A0 A 9 s )
BORZ o AU F AN 53 R 21 B AR 50) b Bl B T A & 400 BT B80T RO
BRPIE 90 BORIE I B 4 TRV S WD BRI BT IR T R RS I TR) X TR B
Wes T 0 SoAh 250 i 25 58 L PIT R s ) B AR L ROST A 288 25 B 24 0125 B AT 2 AR BRI 35 T
Ao — M, AR AL SIS S HR B ZAL S B0 AR TT ORI EARG & . R
7> 12 F 500K H 3 36 s I e 25 = A 3l ) B o S0 iy Bl A e o S RN 28, A 20 L 5]
DAL= = DU i /S B 22 )70 UG B A R DU S i TR RE B 2 S 2 7« a2 A S04 7
N RFEL RIS B TR %52 N 1

[0178] ARG (BRI ZERADRAE AL Az B 2% Enl a2 13k ) nl LM iS4 125 2y
WAL VIR WG, e B DIk & 5 Jl . BlIE AE2 s (o)l ik a4
PR R VERIULIA ) RN V2R B U ORI RS (RS BRI R ) 452, Rk
(K125 25172 0 IV IRFI K2R 25

[0179] RV SBZG T A R WAL G4 2 v] BE IR, TSR DL LA dilsn (&9 ) B4
T EW . AKWNAVAGYOREAE— M2 P2 Eal 552 804 LR AT 128 3 — Ff
B P AL & 4 25 s AR RE TR G 40 T A D i 1 1 AR B — B AL S P s
WEY . BB AUR “ AT BRI B 5 500 T i F At e 3 AH 28 9 B ik sh e
Fo N LRIREZ BRI & VN . ANE IR TR 4 25 1, AR AL ST
TR AU BAN 52 23 FE T R R 25 5 BT 50 2. WL 40 Remington’ s
Pharmaceutical Sciences.

[0180] & T~ U IREE T WA BT AT LA B 22 | Joet B  FLFRI S P 301 3D S JVHSE 571) ) 7
B A VB EAE 7K PR B E 7K Y A ) A A1) K B v sl B K LRI T X B A
P 570 Sl BB SR R 2K, BB ) (A R A PR3 5, B An PR RS H i, BRORERE RIR A0 R ) SR
X B S TUE B AR H—Fh sl ML S E TR . AR IR —Mek 2 Ml &
Y] LIAE R R AL R BB 45 T o

[o181]  FIJiR&s 25 A B O AR AR b C S S ) LR B )« A3 RIDRE 7145 ) 5 v 1t

14
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By CRI—Fh 2 P & B MRS / B AR 2E Erf ez k) 5—FheE ey
2 BRI ERARIR A, LA B B B e — 45, A/ BCR AIME— < (1) IH BN
) e Ay« FLBH ERE R A E R R/ BRERR 5 (2) KA, ELtn, AR Ik AT 4E
VU EEIR Eh L B S BR LA e e e M FRERE R/ BB R AT B 5 (3) YR uE A, B H 5 (4)
fE 3R, LE B A S BRI 5 8% 2 Bl e W U I Ok I 2R R B 5 (B) W PHL iy
7], e anA g 5 (6) WBCERESR, Eh iz B4 &4 5 (7) YRI5, B, 450 G fisg s st R0 o st i
P H TS 5 (8) WRMACH), B i - R SR B = 5 (9) IR, Ee A A K 1 i A el g PR
BEVIEARSR T AR MREN AR A Y s LU (10) BB ERRTE . 3R AL 1
DU ZZ A G W] DA & G2 b3 AR 2 [ [ A2 & mT LR AR SEE A A FH LA
BRFLIER (milk sugars) Bmisr T 558 £ ISR iR JORM fol B s s 2 1R R

[0182] ) m] LIMT Gt 5 —PlEk 22 i A 77— b Hs il BRSS9 ke 1) 9% o R ol %9 ) ] LAAge
FARSER) (o an B R sl B2 TN PR S 4F 4 32 ) TR 0 1 MR R 50 75 5 300 o e s) (g £
PR VER AN BRCAS IHEAR FR BE AT A 220 ) SR TS PR R B3 S e il 2% o A 1 390 mT DI e A
A IHLES F 8 P MR R R RS SR R AR AL B TR S W AT RE SR i) 4%

[0183] AN BH 25416 Wi v 00 R0 JEG A [ R 500 28, Ll B 5] B3 LRI AN SRE 571), 7] LA
AT 338 b FH 00 N 57 R s SRk o) 4% 5 LU T s A4 R 2 2 5] A0 A v i oAb o A . e ATl
AT DL AR AR5 2R 1 20 R G 15 B A PR I, 0 rh A F 0 AN [ L A9 iy P TR R R 4T 4 R
DA A S 2B R RE 5050 AT 2 SO SR S W 5 5 IR AR A/ Bk o e AT T A i ot e vy ik
PEAS VR K B o IXELZH A1)t ] DU 36 M A 050 I B ] LR RAE B Se 1 i
(R AN 23 A 1 b DA RE SR ) 75 OB TG TR o L6400 B4 FH (1) 3 B A0 S ) 1Y) S g,
FEREW BN o 235 MR MR A AE T e,

[0184] AR BHALA W) TR A 2530 PR R0 0 24 2% b n] 2 52 B FLFA) SFL R v 1) s
TR B SR FAESR o B T 95 PE R A, AR AR R T DL AR A 3 TR TR RE R,
EE 4, 9] Gk al H AT 75 B8 s ) R FLAR T, Ee i L ST R BR IR TG . LR L TR
B R R R IR T I 1, 3= T eIl (JCHR AP TR AR AR SO 7 B B BRI 2
JBRIHT ) 3 O SRR 6 B L 3 2 BRI K AL T T FR TS R HIR A

[o185] [ T I MERGREFIAL, Pk 1 R4 -5 40 AR e B il B 1) b 4y viE 71« LA SRR B 7
AT R R A G I IR ).

[0186] B VFH, Bk T ATk i Mo 4h, B 40 mT L& BiR A7), an S0 fig e £ S R
T O AL AL BB s 4T 4E 2= Im A AL 8 (aluminum metahydroxide) | fi%
T BRI P R R RS

[0187] AR EHZyWZ AV A T B e B 18 25 25 1500 mT LR #RR), aZ e 500 mT Dos bk —
P2 P A AL B9 5 —Fh 2 Pl & = s Tt M 551 Bl AR AR VR AR ) 2% 5 1R T 57
SR B AR AT R i B O R SRk A BR B, I HLAE SR A [ AR A PRRL A 2
AR, IR AE T ok B 1 s PN AL 0T BB O PEL & . AR W & BH 8 45 25 19 i 5 4
A0 AR 2 R0 Ay R 1 R AR 1) 9T A ) B L ) MR T R VLR TR B 55
7o

[o188] AR B4 G T /Rl B0 B 4 7 11350 B AL G OR) w8 25 7 3R ) B R LR
TR B R 0 R W ) TR R RTINS o v MR T DAFE T W A5 1 T 5 2425 BT
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LIRS, I B 5 7 N G mon sl e FR 5

[0189]  BF F\ B FLE FUAI BTG T 35 2k e 23 e vl DAL 5 WROE 1), e sl 4 loke
VIIG 7 IS A E R PE RO IR AT R AT AR B S R RE I A R T A R
FENEFBILREY)

[0190]  HICHFIRHE 555 Bk 13 T Bl 20 A1 i R A8 & A WA, e U0 1 A0k RERR L &4
AR R FR A ISR W R SO L R VR A . WSS SR RE RS 3 FH IR HEE 5] b o U3
J R R M I AR A AR R R L T e A

[o191] 28 Rz W) A $RAAE AR 2 BH AL A 0 nT 55388 328 B A ARSI ML AL o IXFE K57 B e 6%
TG — PPl 2 Bl oA R B A o s DAL A T 25 1N 3138 4 9 J5T b i 2 o
MR R 2% o R REAS WO RIS 32 i BT iR AL & s 1 B2 IR IR o 40 2 1 A i
i T I A AT P S BRI A S ) 2 B R BRSBTS AT 1

[0192]  ZGWiFR EFEIE & T A BSR4 7 B0E 4 B alliR 9 25 7 (148 . T e A
7Rl b (5 BUNRPIRGER, AR BG4 77 (F M RN W55 25 2% BN Hs A0, e s HL A e
AW S FIER F 5 E Bk . IR A ] DAL & 18 & I HESE R L i — S/ 5 P e — SR
A S L1V = 70 SN = R A 731 1B R S W N e 2 K PR N 1 == e X AT DA
TR R DL v R R 7 AR E

[0193] B3, X TR ABIR A LS 2, il 4 &40 m] LR A 8 (08 X 1 A e B — Pl el
Z RS ) 58 G Bk AR BT E i FLBE e R K AR VRS9 o 1208 K& 4] LA LA 5]
2 (R A7 AR 190 4 12 52 53 24 17 B 48] 0 B I s /R A bE oy, 208 AR AT DALAE RN 2% IR A
BT B EW NS D) T il rhes 2y,

[0194] X T 5 PN 25 245, AR & AL & W nT DL ik W S B R WE 55 1 ik s T, L
T8 A5 B RL I W 25 2% sk v &5 B ON S Y ) 5% 22 48 O Mistometer (Wintrop)
Medihaler (Riker) o

[0195] 30, Lb e HIR 570 sl i 5], W] DA FH oA 2 — sl 22 ol 0 A1) 19 5] sl ARV A 571
(7K PR B AR A PSS TR ) 4% o YR 250551 7 A A I P B 2 R a6 o S 710 RE 8 A8 A 1T B )
I a5 3 AR R B 25 25, A2 3R DUREER TR A -S4 ) T X0 I T80 1R Y 25 0 1 i
he

[0196] I&A TAEL ML FIIARK HAMMA S WA S —Fhoi 2 M AR WL GWEAS— M
BR 2 PP 242 b ] B 52 1 TG W S v K I BREAE K PR T 2 B VR B FL A SRR ZE A
BU AT LA 73 BB DG AT v S A B o U B R, AT RT B A LA ) 2 i) A ol
)5 2R MRS RV T BB B AR 51 o

[0197] W] DAYE A & B 25940 & 4 b A 10038 A B9 7K PR BRAE ZK PR AR 7 SE ) L B K &
.2 olE (Lol H v N 8 O 5% ) RS & VR A4 R T EU A AgoRs s ] v
ST HLIE LE A R e . 38 sl T B 491 el ik A A0 A MR} L dn BRI i SR 2
3 BV P 1 88 1o e P e S K /I A B e Jeb A P 4 T % Pk 1SR R

[0198]  IXLLZH A4 nT L&A BRI LL anyg i ) FLALHIF 2 BOR . B4l & i
FLFESEB L an R SN S o A, SEIR IR CHR) LU far B A I R 60 AR B R R I N ] DA %
A]VESS 25 R A IR

[0199]  7E—28f5 00T, A T IE K25 W I AR I EE 4 22 25 ) A\ 5 T DL AR 55 50 A KR
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o 3 mT DA A TR AT 98 A B e B e T D SRR B2 SR S B o T84 250
AT P 32 A gl A - R T, MK ORI HL S m] DU T b /DR o 80, AR s
T AR SEIR RO B A L 2 AR T B Tl B A RS

[0200]  WIVEST A (depot) il I AEAM W] FARSE S LL IR FLIR - B L BFIR HIE
IR L ORI %6 o HBUT 25900 55 2R W I LE A A0 AR F R S S i P 5 e %
FEHI PRI R o oA A ] B SR S S AR S (SRR IR ) MIZR (BT ) . AlvE
St R A T L 0 2 B A 5 LR PR A 1 B R B L ke il % o il ] v
1Ry p R AU AYS R UBGRUN AR PURE ASURSIpIRrF S D

[0201] R A] LAAFAE T 557 B8 e 2 5) i s R A A 1) S 2 AU RV AR, O ELaT AR
5 E A P S 0 I VR PR 3 A9 4 B A R0 9 2 P A7 o T A SRV RORT 87
ST LA H 3 ISR P PR O Ty AR S JRIURE AT okl 4%

[0202]  CLAHLIE G T AR MR HI ) —HWRIEESE U BLE &7 F 8 A ek 8 A A 41
AR R 2 AR I RR Ak 45 T 29 S o LEIZLE 2GR BL) AR SR
el R IR L A S R INACD BRARIE B . NS B0 B R PTAS N- R A
/ BN C AR G H IR W BRI B — BRI 2K

[0203] gk, AEAR A B HP A T ) — B IR B SR BE A6 S A 1 6 11 s Bk 1 L (R 20 40
PR R AR A ARIR A BOR % o Bl g 7 A A R E E e L A R
sl A T 3 BRI 1 pH BRI Sk G B L. DLIE L, iSO IR AR I (Bl K
100 ~ 500mM) PLSEHE N- Rl / B C- AR 2L MR I 4L 1% IRAE 60 C KL
2 /NI~ JLR, IR LY 4 R, LLG 1R —FWRESR I . DUE =0t et A A2 . IXHE
iy S A FH 4 e O S TR/ G I S PR B N= LSS (L R 25 K440 0. 02M SRS
[0204] AT B AR T A9 — IR P8k 18 the e 6 3 el A 19 2 1 S e R ER 11 (R 2040 R Al 3k
HoAh 8 1 SRR A9 B8 A% 2R 1 R DT 7 A N= R R AR R I (491 G — IR g )
o N IZ R A SR WA C- Rom @ FE IR 1M (RIRME ) AR ARl 2 o 2 1) — IR
PREEAUE KB n] W45, G A sigmao [NV AZAE pH6 ~ 8, fLik £E Sk i L I iR £h. 2%
PV IEAT » R R BN S AN R B H AR (4 37°C )

[0205] K& H) & A RIIR IR 2 IR Py 41 A LN, OF ELRERS A HIAE— J7 ook e e HoAT ) 22
) N= SN/ B C— A P 21 ) A SR TR AR TR ) — IR (2R) o« HA IR P4
Rkt REA FH N I T AR A T HAE AT

[0206]  Frik — WK BRI BEME NS AT EATRIR B RAE NS FE A ek A 40
A0 Mo 2 R I A G 2L, S A T YR EE o3 1SR T B E ( Centricon
JERL) RA T (BlfE FIAERRRL (beads) b A BRI EE 0 BRI SS ) — Mk e
Fobr e A B X6 AR 13 A ) PR ) — B BT AR AL T7) B B 1 A e sl PH 8 1A 44
T EAWRIEE S RENS B AL T S5 I N2 R U i 25 22 L 5

[0207]  HAOR M WREESR O 4EAL, A5 3T L Sk BB el AT 21 40 Mo A ol 3 a8
RSP RO AR E AR/ BRI 252 A S I RENS R TR T T- 4 3 5 O H
RS FH RN T- AR AL . OB RS IR LE s AR / BRI =il A5 I 4L S R 5
A7 BRI S BE 6 5 18 LR R LI ) S AR 2 X 28 o R 21 ) i 4 S i P ok
H Rk A L0 A ez / sA B AR/ SRR AT AP DA S v BT R A —
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HIWRBRISH & B iyt N, I HFrd s aa / sk ek N s a A / stk A&7
H ke 25 2 IR -

[0208]  FTIR R / BUKAL & BA ORI B B8 B2 40 W e , I HARIXHE I gog R A4
SRR Z AR JEIE, 4 T o E s AR/ SRS I 0GR, B TN & BTk 41 59
FFAE R — P el 2 Bl BIWRBR I (0 8, JF HLREW X sh2s T 06 7 AL 1% R0 — WWRER 2R
B EY . AU BN 5N BEAR 7R B B AR T AL &4 I B3R 7 9
SPAE 0 B AE R A 25 T B AR AL S 0 0 M R VR 7T R RR 2N 1) X P ik B
W2t ¥ 1 FCA 25 4 5 T IR sl R AR 1 o RUST AR A S A5 B 24 A0 85 B 4l 24 S ) IR 3R 1
AR i, E A/ BURALEWINE G H AR 0™ AR R I s AR . AR,
2 H AR R 2 iR B I s E B AE S i R ey P [ Y phog o i SRIUTEE, A A H 5 e m] LA
DA =W o N e 22 18 73 IR R 2 R A > () TRV R 70 Sl M 45 77 o 25 28 B Fp 8 31 A 2
TR N 1k

[0200] 1 L Ui WA, RIS AL 5 11 T 1 L Sl OB AT I AT 21 40 M A B 3R IR AR 45
THMASYHRILT —HIIRGEE, XU RI6 % P s A In#ob B (il
Ku ) o —HIWRERIAR ] BE LR SRl 4% h i KO ACE IR HAb S A Rk 25 e &
Porb o QA SCUE T Y, R 22 —MAWRIGR I 4] T- A Ui AL I RE ) o AL, EAR 22 46 AF 1 A
A XN T FER R ERER A (R 20 A0 M A il a8 B A1 — W R i S 1) HLAth 2 sk
I EY. B, ARALE L TR EAIMIRR N, R E AL w45 7 B R st
BEBRRE RN DL e 2L A0 M A il am 4 T e AR Gt B 2 P I 8 I Jee hE s R Ao 3
Bh, ARSIt T NIZ LS S P R 5 2 D — SR AR AR K IR SR T ik
2 WG 2 R] 2 TR D B SR B 2R 1 2 b (3 (B0 Centricon Y81 ) V2%
A (A A SOk L B A 0 300 28 AR — IR B 2 1) — Bl e AR B 2 i A4 s o) ik
LI 8 1 BOIR IR — B s 2 PR U AL 7 ) B AT e sl B 8 7 A0 3 LU AR LB L S ek
H A LG M A R A AR R A BRI S R A S

S

[0210] SEE) 1 :Asp Ala DKP (DA-DKP) FH Glu Ala DKP (EA-DKP) M A iz W i
[0211] K WU (1) 1) FE 2 L 22 B B Ui s 5 380 i AR P bk ) DL 21 40 i kg i 1)
AR MY B AR . T )RR R M i RO LR AR (PR
A2lE) . PETIHIE S, B R4 Img 1) Asp—Ala ik (DA-DKP) B( 1. 4mg [¥] Glu-Ala
THAVREE (EA-DKP) (VA AZ Iml S48 T3 —Fa s s,

[0212]  FEZH 242 i, $5 MR — 2 I R) BB — 3R 5 O IE VEE M B BIS 2505 2 /D). HIX
LERE B0 FF HL R DB Gk 5 B e (LC-MS) (777 T IX PR ER Z Ik 43 7 o
[0213] S5 5LEIR, FERERLG X 2 /NI, DA-DKP i EA-DKP A J B B A N AIG BA 1) 22 53 ) i )
TEFHIER 95%F1 100% (FHsz R 112% ),

[0214] PRI, PR M B IR AT fR s Hb 2 W e I LA 25k bt A i s 138 N 1) 77 I3, 76 M I BE A
B R P A AR AR R o« PR AT DU BRI T I ey AR (TR 9T o

[0215]  JEAF4L (¥ DA-DKP Fl EA-DKP M\ & 7 168 35 N\ 2] i 33 A i PR Wi e I HLAE 73 B8 (i
(IR U B R S R = el G B (B SR ), 278 RERTTE BREUK . BRIk

18
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CTAREE 26 FRAR N A 253 2

[0216] b4, X 43 B HIE R BB IE I ST B, AN GAR 288 5 KB 2 ACH i B BEAK,
PRRRER PRI VR o 2R AH A LI

[0217]  FrfA i Sed$ R MWk 4% H 45 2996 FD0 3097 B T Re 2 L% 1.
[0218] K AR ES 24 )5 I 0T 28 2 3y 2 20HR 5 P df IR ) ol 2504 — 30 78 0 IR =
1.1 ~ 3. Tmg/kg 1A (DA-DKP) H1 1.5 ~ 4. 8mg/kg 1A (EA-DKP) J&,T,., 54 30 ~ 60 4}
BhifH C (K4~ 61 g/ml (DA-DKP) F10.6 ~ 1. 11 g/ml (EA-DKP) , (T, 42k B & Ak &
(RPN R) 5 Crap AR 1S B 1) i KUK P 5 IK 9 38 1S A2 PR T A5 5805 10 it A R 1 5 R VT SEASSR 11 )
[0219] WA EEHE7R DA-DKP FHAth — Ml Wk i S8 g ok fn Jo 5 i o [R1IHG, DA-DKP 1A % B
F) HeAth, — T R B 28 I 12 KR T A0 28 R G s b 22k M R RE R A AT

[0220]  sEjifd] 2 - & H Met-Arg DKP (MR-DKP) F¥J A WIS #550 F1 Asp—AlaDKP (DA-DKP) 714k
AN T— IR EL 40 L R 1 7= A

[0221] A M}

[0222] i SEHEMIBIUE T DA-DKP. 5 MR-DKP ) A FL (HC 2626) Fl 57 MR-DKP [f]
AVIFLHE 73 F 2565 (HC RBL s & @it B fE ¥ FL Centricon i JEHI % 105 F 2K T
3000 I I AWIFLER 53 ) FHI T— Wk 2 40 MO AL~ 1¢0 7= 42« DA-DKP 11 MR-DKP 4 M DMT
Synthesis, Ltd. , Cardiff, UK. 321, XM BRS04 %] SO0 1 AR PN & i fE =
NIRRT B E D . BT I AE AR TR Bk E (IVIg) A s AR
At A=A G A R IR

[0223]  B. #ihl T- 40 e Al 7= 4

[0224]  XFPYFRAS[E] CD-4 FHPE N T— 90K 40 i b B 13047 1 IR0 o X e 4t ok 1K) —Fh (TRPS)
B TS S P A A b 23 B9 A5 16 BN Bk B AR 321K 307 ~ 319 SRRE R . F4b—Fp 4l
kR (H4#9. 25) J& M 22 R PEAEALAE (1) AL 0 1K) 7 A i 350 o 28 23 v 4 B 15 16 LT o5 480 5
YEEE e (ZER 87 ~ 99) RN, M (1) e PP s n HLA-DR2- 5 BH M 41 e 5%
(2) Pt —CD3 Pt —CD28 HLAATE RSN FIFH S » P Al T— Ik L4l o e B 40 A2 A 2 8 (TIL-8)
IL-16FHE — v (IFN-v ) FMBEIRZER F a (INF-a ),

[0225]  {ETRSCHIEE 5 18 ~ 20 KA KL 4X10° A4 Mo EAT Frids T bk B4 40 Jifa Ak 1) )
AL, H ) Tscove Modified Dulbecco Minimal Essential Medium (IMDM, Sigma)
T 10 % (IR 4R i (FBS 538 B 3 A ARk Pt (ATCO)) ARyt — Wk JFHERT&A
1 500 #REMHL —CD3 H g FEHUIR OKT3 ( /) UK WA 45 ) 1 1. Oml 4 TMDM B2
W, AR VK B S HUARE TR 30 238D, SRS FH O FBS VAR5 7R BV, FRAE AN T 50U/ml A
IL-2 (Xenometrix) MIBEZEFE, VE A TZEAINE, 5 KL 2 X 10° 4~ 4000R~ 5 1) 1F 5 A4k
[R5 M A 48 e (PBL) & 9F. I 7ESE = RINANSE FBS i IL-2 (grds IMDM Br = 5K
B3R HEFRMRZU A OKT3 MBI R 8. AR 7 R (B RI%E ) FFaqanigrets H T
SEES, BUTIHIGRTESE 14 K (PR U ) JF AR 21 R (BB MIGTEZ) .
[0226]  [B[We— /M Ei M IE PR (37°C ) IMDM S5 72 B VEVE I R BT IR AL S2 3 . X T4
PR IR, K 2 X 10° ANE 41 ML AE & R e AR ES InFR) (4121, HC 2626, DA-DKP, PMA %5 )
(RS PRFR 0. 9ml B3R IMDM K5 =35 b F 3T°C TG 9% 15 438h. ZJa IAHA 2X10° 4~ CD3/
CD28Dynabeads (Dynal) 1 A 3& AL BB O TMDM 0. 1ml Jf H AT 72 T 37 C il 15 9%

19



CON 102210852 A WO B 17/20 Tt

(18 /NI ) o FEIE I B O AT A0 MOy e J W S Al o5 7 iy 0B . DARe ek ELTSA (f914m,
TNFa, IFNY , IL-8, IL-16 ;Endogen) 4:H74H Ha Kl 75 & .

[0227] ] 1 ~ 5 BRI, AWIFL (HC 2626) LLFEAK K 7 230 i A T— Ik 240 o
PRS0 B R 1 A2 o ] 1~ 5 27 1¥), HC RBL AT DA-DKP LA & At 1) 75 =X A2l
T ST S S0 3 P e T— 41 B ) A S 48 B PR 7 167 A= SR T, HC RBL A DA-DKP 7E 1% J
IR (56 14 REGHEIR ) ZREIEA R (WL 4) . HC 2626 F1HC RBL #8757 MR-DKP ( 41
FFREEARE 1)) » (HHC 2626 [5 T ] BE AT 4H A F& HH sk S0 604 H 97 53 %) MR-DKP 4, &
2 73 (CELEE A AH R R IR A £ 1 BRI T e 28 K 2 1, WIFE 2003 4F 11 H 25 H42AZ i3k
[FI7E 5 B 10/723, 247 HiBH ) o #5i, HC RBL FITHC 2626 ( 7§35 #544 MR-DKP) \MR-DKP
H1DA-DKP NAZ X 7E T— 4 o3 (A / BEH B G5 s L i 22 S P AR m iRy 28 i 4 e B
TR IR A R, A e AT SRR S A A T 40 M 40 B 1 A . IX e
R A$R78 HC RBL.HC 2626 MR-DKP F11 DA-DKP 3£ FeME s ma b R — Ry 5k T— 0 i iy AS 5% i
Hr R T- g,

[0228] CYEMHMLEE

[0229] X DA-DKP F1 HC 2626 ( & MR-DKP) [ 1E FHMLEL AT T 5T, A T IXFEML B
1 X 10° /M5 18 K TRiPS 4l T 37°CHE 7 30 4080, R AHA#A N (7 422" ), A CD3/
CD28Dynabeads (CD3/CD28 ki ) , I CD3/CD28 HAi A1 0. 5mM DA-DKP, B Jii A\ CD3/CD28
ERRIATL ¢ 500 FREI HC 26260 5FF2 S, H4 40 Mo 71 40 B 2 1R R L 3 420 40 I B2 B
(Sigma) W2,

[0230]  AXJEHZ40 iR T 2R R I Hypromatrix FEy) 4y B I, 2 J5 44 Ml
%) K (Hypromatrix) K77 ZEPERMIR. % Hypromatrix FEFIE MK | rh o) H R+
RIPTARER R (K] JE e (Hypromatrix @) ) o IR IR A 1% 22 I B IR A 22 22 IR AN
FRAL I 2 B e I I PUARTR G (Zymed) , 3557 L /NN o SR G IO AV SR Bt — Sz
BREE PR, PEREP - RREREA - ARG, MAREIUEY R ED - RV, I
HAEMAN IS SE AL — [N RGN R 8 34T 5 S5 PR o

[0231] i FO e v LT 5 B AL IF Hansk 2 Fros ik g5 R i o0 CBHME ) 8k + ~
-+ (B ) PR WiEk 2 IR, — el fu b A 7 174k (ERK1/2) FIFUS (pe—formed)
0 it IR 1 (RS B 1IC 2626 (575 MR-DKP) F1 DA-DKP ATkl

[0232] & 1 :Hypromatrix FE4 (GEML ) - THERILIIE
[0233]
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5| B FHERIA a4

1 Akt 1/2 FO B, ¥o-mio i

2 c-Cbl1 TcR #p41i@5%; Tyr™”? BEBAILAR K Syk F= ZAP-70 #9456 Fa sk &

3 CBP csk-45 6% 8 (PAG); N RN G 424 o (GF BARAK T 49 )B4 2 BR -
EEBEA VAR AL csk

4 CREB CAMP 2R T 45625 6 B BRAL(unk) A SGE /TR TIL-2 B 3T

5 csk COOH-3% src #B; BRI Ser®™ FeBhifibey Tyr(RFE MR
(activity?)/#& Ick BRBERAL I K&

6 ERK1 m R 9ME 5 AE K U

7 c-fos W TR REHE 8 AP-1 R4
N-F= C-unk 5% AR AL AL

8 NFATC EAE T-meeg R T RELERE

9 c-jun X TeR FEALHE 69 AP-1 R4 Ser® % INK-MAPK #EFA1L

10 IxB-o. NF«kB #9374 7]

11 plkB-a. HEERAC A Ser-F= £ 7% 69 NFkB 37 4] 7]

12| p38MAPK | 454 REE G %

13 | plI3 #B/p85 | #bE R R isk & A= B2- B LR F REZARLE 4G

| 14 pten IR 34 4 B BRER B, N4 ) A i 14 4% PL-PO 424U 4R 75 1% |

7 K495t PT 37405

15 c-Raf-1

16 Rap 1 7 TcRf4% GTP B4

17 Ras W, ERBRERFE

18 fyn tm IR 45 4B B TcR 13 5 % B8 (immediate TcR Signal kinase)

19 Ick IR 4 A L BP TeR 15 5 it B, & MWW XA Tyr”; £
C-3% Tyr # csk BEERAL R & 49

20 | ZAP70 #B& | kA CD3( #9155 4F; @iL Ick/fyn £ A% 1L E (at?)BRERIL,
ZAPT0 1% LAT(T- %00 7& AL Hr 48 4 ) 2 B B BR A & B BR AL FF 1%
SLP-76 &8 2 BRBRERAK.

[0234]
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[0235] % 2 .45

] NIL CD3/CD28 DKP HC2626
Akt 1/2 + ++ -t ++
c-Chl - - - -
CBP + 44 4+ o
CREB -~ - - .
csk + 4 + +
ERK1 + + + +
c-fos - - - -
NFATC -~ - -= -~
c-jun +4 + + +
[0236] IxkB-c ++ +4 +
plkB-# - - - -
p38 MAPK ++ -+ -+ 4+
plI3 485/p8s A ++ + ++
pten - - - ==
c-Raf-] - - - -
Rapi + ++ ++ +
Ras - - - -
fyn + + + +
Ick - - - -
ZAP70 ;% - - - -
[0237]  SEJifs) 3 :Gly—Leu DKP (GL-DKP) Fll Ala—Pro DKP (AP-DKP) 7E/RAMMEHIA T- #hE
40 W R 10 AR

[0238] 4% MRS 2 P BT U BE K04 TRIPS 1T HA#9. 25 40 fuds st GL-DKP 1 AP-DKP (
DMI Synthesis,Ltd. ,Cardiff, UK {52 ) H4TAK . &I GL-DKP I AP-DKP L& K Hi /7
AFPHEZ P FN T b LA bR 1R R 0 48 B R 77 2 o AR P LR szl s 2 vh Pk 24 | Ak
FERETTA, 1 40 0 PR 5% D] PR 380 R P00 11 40 e IR - (0 8 TSI o 3 i

[0239]  SCjtifdl] 4 :Asp Ala DKP (DA-DKP) Fl Tyr Glu DKP (YE-DKP) ZEAR4MIHIA T- WhEL
0t R 1 = AR

[0240]  H] Histopaque (Sigma) M IE NAEARRI AN M 20 & I 4. 285,
W 3-4X10° AN Z IR 40 B TF T Iml JEIE A IMDM e @A 250 1 /5 1 2 2000 H
BBt —-CD3 B4k (Pharmingen, San Diego, CA) SRHI L4 i, 3T 37°CH5F% 18 /pits
[0241]  BRJ5#F = Fh DKP 5 i — PR ZE KA (LR 107°0) I B =4 55759
W, TR = DKP 50 A
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[0242]  1.DA-DKP( M\ DMI Synthesis, Ltd., Cardiff, UK {33 ;7885 750 h K & K
251 g/ml) o

[0243]  2.DKP-ZLB, — Ff 25 % | & H il 7 ( M\ ZLB Bioplasma, AG 3000 Berne22
Switzerland 73 2 ), & T 60 C A T 4 K, 2 J5 & F ik 0 & & I H 54 0. 5mM
DA-DKP ( 5754 DA-DKP {3k h 14 1 g/ml) .

[0244]  3.DKP-v - Ek&5 1 —— 7€ pH 7. 4 FIBEIRELLEph /KR EF 12mg/ml ¥ - BREZ A1)
Y - BRE (HI7) (M Sigma 133, 475 6-4386) H Centricon 3000 it yE%s it y&, 3¢ HAF H 1%
W (A TEAT 3000 245 ) o i 7 A HPLC 55 M RS it e A A i o2
(), IR PER S H —A 292 (14> 1=, 24 Tyr-GLuDKP (YE-DKP) 173 ¥ & . 1AIERAEEE =9
L A4 R AR BEORAE

[0245] i A DKP i) 51 85 Hh 38 K #A 2 Jo, &5 72 ) T 37 C ¥ 98 18 ik AR Ja A
ELISA (Pierce Biotechnology, Rockford, IL 61105) J5E BB &R 5720 P 1L-2.
IFNy FIIINFa f)&.

[0246]  Z5RAE TN 3 P B, Wt WK, AT DKP- v - BREE O BT T Fra X = di Jig
PRl R O B R k2o ML %% CD69+T— 4l il (CD69 2 AETH AL T— 40 i b R BL bR i ) %X
2 A AR B R E T- 412 R 25N, DKP- v - BREE R4k b T 90 %11
CD69+T— 4H fu ki &, AH EL A b ZE K AR T K24 50 % 1 o

CN 102210852 A b

[0247] 3
[0248]
R 4k 3¢ U/ml IL-2 pg/ml IFNy | pg/ml TNFa
Nil 0.24+9.1 2.3+0.9 2.849.5
CD3 2.6+0.5 289435 98+3.2
CD3 DA-DKP 1.4+0.3 306+17 74447
CD3 DKP-ZLB 1.4+0.4 31118 130429
CD3 |DKP-y-3%&% | 0.24+025 2.1+0.1 1.6+0.6
(91%3& /&) (99%i% &) (98%3% &)
CD3 R A 0.9+0.1 76+7.32 4.14£0.3
(65%%JR) (74%% JR) (96%:% J&)
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]
=h o
= HC-RBL 1:10
] DA-DKP 0.5mM
o =]
R
pralllh
s_
;
g
=4
] e
o e T AT e
109 1a? 2 10° 107

10
ERK 12 (pT,p¥] PE

x

25ng PMA

~ + HC-RBL 1:10

* + DA-DKP 0.5mM

& A,
r rr-1-T|2 v LI S M S S Sl P T - T T

10 10°
ERK1/2 [pT,p¥] PE

K1
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i}-ﬂ
TNFa

B i

3. -CD3/CD28 2 helE

3% -CD3/CD28 18he]E

HC2626 1:100-

HC2626 1:1000 - ks

DA-DKP 0.5mM4E

1 L} 1 L L i 13
0 500 1000 1500 2000 2500 3000 3500
pg/ml TNFa

K 2
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7 A

3, -CD3/CD28

HC2626 1:207

" 1:400 4%

" 1:100045

HC-RBL 1:20 -

" 1:100 A

" 1500 4

DA-DKP 250 uM::

" 25 uM.

" 5uM ~

N L ML N 1 ! )
0 500 1000 1500 2000 2500 3000
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e

}‘D )

— |
CD3/CD28 s
D Day 7

Day 11

HC2626 1:204
B Dby
| B D19

HC2626 1:500 -t

DA-DKP 0.5

........................
........................

HC'RBL de 1:10_ ............................................... .

0 500 1000 1500

K 4
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e i

3 -CD3/CD2875

HC2626 4

HC-RBL 1:10

DA-DKP 0.5mM -

-
-

-

-
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