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WIS » 5 F & /N T-3kDFF B4 B MR-DKP) LA 20 . 5mMIIDA-DKP-T-37 C 535 T 155 8h
[0128]  [&]2: AT ] BRI A& AT -CD30K T3 F A4 il i 1 2K X6 T i PSEH D 73 344 e S48 FE A
Fa(TNFa) FITL-16[ 5 o 7R 7 AHTHL (HC) 2626 (55 4 MR-DKP ) DA-DKP5 % TNFa FlI TL-16L
PR 3 WA R A o 45 FHEAL 2 TOO AL 2 1000R & T HC26 26 WM 5% 3] 1) i R B T8 VAT DAL T v Wk
() NATFLA 248 F 43 FHO . SmMADA-DKPRS 3345 WL 82 21 24 , I ELTNFaRITL-161L 2 WA I
LT

[0129] V&3 JE &1 B 7n FHHLCD30K T 3H 44 138 f L 0K, % T i PSEH i 43 WA TNFa fi $1 i o
N T TR B — P ZZHC RBLAIDA-DKPI Wl [F] FHHC2626 BT WL 58 I B2 (titratable
response as seen with HC2626) . 7] BE R TIEAAERETE (May indicated a potent
activity).

[0130]  [&]4 . A3 T2 1] {2 /s FHATL—CD 30K T340 A4 il 38 J5 A [F) IRk [R) X6 T 1 PSZH g 43 A TNFa [ 411
il B T 70 ISR A 4 /R, DA-DKPFIHC RBLZ 0151/ FH (4, 17 75 12 JE B 1 e 3 (B8 14K)
SEBOE AR I - HC26 26 75 B A7 B 1) #4 2 F 1A E FH R, 1 M2 5 IR T At 9 5oy o

[0131] KI5 AF /B Wn At FHHT-CD3OKT3HT A4 IS 557 ~ 10 R [HA#9 . 2540 i (M 2 R 1
TR AR S AR A i 2 2 rp 43 B 45 S0 BB S T 2 19 5 S PR I DA+ T— 4 i AR ) 40 WA TNF a1
HAE O o W7 T AETNFa A Z T4 Mg Ak o (1) 43 W A HC 2626 \HC RBLAIDA-DKP T #Ifl] o
[0132]  HHiHRi&sLiti /y 2 v i i

[0133] A EHHRAEIEYT T-40 A T IR I 775« AR SCHT I YR 977 4RI (e 4
SRR 43 b ) B IR IR | 5 ) |) ™ E M , SRR VA B , BB B IR

[0134]  T-4Hfu AT B L FE R AEHE = A BirE 00 AT R R AL U B (L
QAR JR AR 7 1 S RE ) T4 A5 P i 308 2 i 0 1 5 B 38 5 9 o T— 240 A 110 i 350 2
FHEE 99 BRI i 28 L B () T PR A 28 IV 98 I AT ARk R R il A 2 A R DA 2 i 45
5 AR I AR5 o B B G2 i A48 22 R MEEAGRE PP 28 2 R MEIDL A L 4 R gt 1 B
A SR A IE R RIB PR DG Y 28  LRUNE R - I 5 G0 088 FR R % 28 T W 2 s (481 2 e e
Rz PR LS W 98 ) IR0 B ANER'E 98 VB R0 L 51900 1 B s Pk IR AR (A e AR
BRI R ARS8 R )  EIENLE A1 il AR L B e R & A R
(uveoretinitis) 5 MERIEIE SR A PEAB-PEFFEEAR CBVERT 0L F1 4 5 PR RO .
[0135] J@IE AR ZEHMBNMSG T A =N EA T AN ZEVRE KB LA % b2
(K1 R SR VG T BIRR T-40 A 5 50 -

[0136] ;&# o
R‘i

[0137] i,

[0138]  RURIR®, ] LAAH R BAS T , 54N A «

[0139]  (a) EEERIIMMIEE , H P i & LR N H &R TR AR L IR R a2 B
TR 2,4- " BT IR 2,3- @B TR RAR . e ad R IR E IR LA R R 2R TR
TVRAR RARATR RABIG AR A 2B e R AR 2R RS 2R R R A
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g NGRS R T Z R 0 — 2 R T R IR R LR IR IR R R =
M R AR 5 B IO S AR IR 24 A, R R A B e ol 45 B e ) B S B AR
RBE AR IR S IR MIEE , I YR 2 R B 2R 1 M BER RS BE AR A Bk Ek
5 S i ) AN

[0140]  (b)R'N—CHo—CHa—CHo—B%—CHa—CH(OH) —CHo—3F H. 5 4R 1T 31 50 il il 2 B B2 T 2
1% , F1/BLR? N —CHo—CHo—CHo— 8% —CHa—CH( OH ) —~CHo— 3 L -5 411 B U 5 i 2 B B2 T 2 1R
o

[0141] (o) ZAEBR M BEMI T AEY) , o ZZ LR N (a) h TR I R 2 —, 3F HiZ AT
AR e B AT DL SR

[0142]  (i)-NHeJ& [ #-NHR’BL-N(R®) o3 [ B A0 s , FL b S AR W] LA ST b 4y ot BA B B
R EAR I BE e S IR Ie L  J PR ek L 95 3 ot 75 Ak 5 e S Bl 2 95 0

[0143] (i 1)-OHZE[H #~0-POsHe B ~OR® I [ BT , 3 i AR AT LA ST i A 5 ERAC A B
R EAR I BE e S IR IE 3L  J PR e L J5 3 e 75 Ak 5 e S ol 2 95 0

[0144]  (i1i)-COOHZE:A #—COOR I [ Fir A Er , Fo b A ANRP W] LA ST Ry ot BRA ) B AR 4
HRAR I e 3 PR Bt e B e 3 L F5 3 e 05 R L 5 e R s 5

[0145]  (iv)-COOHJE A4 ~CON(R™) 2 5 [ B % , 2 o A AR ] DA A7 b A HER o BRI B
R EUAR I BE S IR Ie 3L  J PR e L J5 3k e 75 2k D5 e Sl 2 05 0

[0146]  (v)—SH3E [F #—S—S—CHo—CH(NHs ) —~COOHEL

[0147]  —S—S—CHo—CHo~CH(NHs)—COOHJIT X %% ;

[0148]  (vi)—CHe—JE[#] % ~CH(NH2 ) B ~CH(OH) - A Fr A %

[0149]  (vii)—CHs [ 4 —CHo—NH2BE —CHo—OHJE A FT A 5 5 A1/ B

[0150]  (viii)FEAERRE T LHg = =T .

[0151]  “BEARE” 248, IR R LR 1) MRE () 2K, BT idk i s ik [ 4 B ok G Ath e e o A AR
B, S S R K M BE 1) 2 N —CH(CHs ) ~CHa—CHs o 111 5% 12 A< i —CHa e 4l —CHa—OHIEAR B
B4 BT AR AT AR S 1) s S e T ) 28 B & —CH( CH3 ) —CHa—CHa—OH o /9 53— AN Sz 41, TR
P 1 ) X7 R —CHs o I SR TR EUR 2 — B &R AR, T4 B3 i 177 48 TR /R 1Y) 1
H A —CHa—C 1 o vE B H R 0 M8 fe -, I HL o SRz ik & (B A s 20 SR A0, Fr A3 )
BERL R -CL, iZERE FERI E(HIInR'=-C1).,

[0152]  fRiEM & T —EIVRER 2, Joh R RPBIX — 8 MR K QIR B A & R ) 8% , B
P ANV ¥ ~COOHZE: [] 4 —COOR® 3 [ 3 ~CON(R*) o 2 A FIT AR B O 7 A 40, FL R ROFIRME - 1T 52 S
T AR A BV BRI R W I ERVR RS, AL HE R AR R A TR R I ) (Asp-
Ala DKPZEDA-DKP) . 4% 2 % FH TR 2 B 1K) 55 (Glu—Ala DKPTZLEA-DKP) | i 2R FlIK A 2 R 1)
%% (Tyr—-Asp DKPECYD-DKP) B8 Z BR A4 Z R [ M %E (Tyr—Glu DKPELYE-DKP) 13X Y Fh —
PRIV P A 1) R A B B P P 0 e 1) i 2B 400, 3K 63 AR 4 Hh —COOH 32 [ 4 —COOR® 3 [ 35—
CON(R")2 1 T AR Es , o RPAIRME L2 3L T o

[0183] &, A3 KA 0 N - FRWRIER 28, HL b RVRIR® — 3 1 i A T AT B (491 4 2 TR P
(M58 ) B K PEMIBERT A - B /K PRI RERT A 47 Se Fap A7 AR M B g /K M o EL At
PE 3% 1 2 40 N AR SR 2, FLh RURT/ SR AT LA R SR ] L RVRIR 5% A H &R - TR 2R 4
FRIEFERR o~ F 3 TR R 7 &R IE & R TR TR 2R 1 8% AN/ R A/
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BER* A —~CHz~CHe~CHe— 4 H. 5 4RI (K 25 F— & i 2R - X AL A, e fi it 2
THARM T AR (Gly-Leu DKPELGL-DKP) . Jifi Z 1 F1 28 A & IR (Pro—Phe DKPEXPF-DKP) .
DA SR 2 R i 2 B2 (Ala—Pro DKPECAP-DKP) 1 {UNE 1) — BRWR & 5

[0154] AN A —ERAWREE 25 40 R e, H PR R BIIX — % N TR R &R (1 MV E RS
PR3 1 AT K 3 S A0 ) 97 A0 o 36 4 st 032 P AR A PR R LR 1 U O ELR RS R R I
B () — BRVR 524 (Met—Arg DKPEMR-DKP) .

(01551 EURERRAY “EE" 2 F50 3% BB 1 9 h A B BERAG R o e coom

(1) 22 R 0 43 o M9 G, R I M Dl —H, TR 0 1 8 v —CHs , DA B 22 S R 16 I -
CH20H.

[0156]  “Bii /K" & ¥R MIBEE M BE AT A M 7E A B pH T A5 H IF H A K PRV %
[0157]  “Bedt” e S A 1~ 104>, it 1 ~ 6B B 1 v EL B Bl S 08 » AR e it 2
TR oA L~6 MR JE A BB R .

[0158]  “BRfdd” RIBSH 20— MNIRRWAE, NS 2 /0 =N rJE ik,
BIRGERES A — A~ 8RR T IR .

[0159]  “JIFLetE” 245 2 D—DEE — DB TR 5 4570  SEUNAUE I BR e ik
[0160]  “FFA” Z4r HA /DA FFEIF (B EL) K5 & A

[0161]  “Be 5 " s FR A 5 FACE B 4% e 2k (151 21— CHa—CeHs B —CHsCH(CeHs ) CHs )

[0162]  “F5 e " s FRHAE AR 4R e HeA R 11 5 42 (491 A —Cotla—CHs )

[0163]  “Iu35 37 AR 2 /D— DI — DB DI IR R 470 SEINAC B (1) 55 55 o

[0164]  “Y BXAR” A& 45 Firads & 40 #5328 B 0 38 R A 19— A8l 22 A HUAC S Bir BUARG : —OH W NH2 . —
SH.~COOHF /B %1 2 Ji -

[0165]  “pq 2”2 4H 5 IR B . A1 1) 2 SR »

[0166] =T () - ERWR W& S AEVE Y7 T4 M A5 00 5 9 J7 T 2 A R, DR A B AN i T4 A
(G A o DRI, ST - ERIWR MR S Re 8 FHRVE 97 FR Vs AL T-40 e 5 S 1) S I e 1) L B AR 3
T AT T4 BRI 28 SE B A MRS58 o A SCHT R “HI)” 2 45 P A1 (S Bt B0 o ) BB
[0167] il & —FRWK MR S 1) 5 v A ARSI BT s8I, 9 HLIX 6777 mT DL IR & A & B
() — BRVRIEE S . DA an 28 [ 5 R 54,694 ,081.5,817,751.5,990,112.5,932,579H16 ,555,
543, 2 [H % FH i A 52004/0024180, PCTHI{EW096 /00391 F1W097 /48685 , LA K Smi th2%
Bioorg.Med.Chem.Letters,8,2369-2374(1998) , iX &k 2 BN H N RAEM G AMEANS
g

[0168] 5401, — FWR e S RE B8 180 5 46 & B IR SR 1l 2% o 12 — IR B8 % a1k AR @ 4 2450
(R 7 VA8 L2 2 R D L R B D AN L -2 A R (1 20 A SR B B o 0 346 1 72 [ AH 22 KA Bl
12 8%, TR RE S K B 1 RIR AL T ML R4S, AL FEDMT Synthesis Ltd.,Cardiff,UK(Z
FoA L) ,Sigma-Aldrich,St.Louis ,MO(F EEHZRFTL A K ) ,Phoenix Pharmaceuticals,
Inc.,Belmont,CA(RFEE L) ,Fisher Scientific(ZFT+EE L) flAdvanced ChemTech,
Louisville,KY.

[0169] Bk —JIK#E A B BE B 2 5, BT i — BRWR W= © 3% B8 8 18 1T 2 P Rk 58
Ji o

11
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[0170] {4, 25 [ 4 F G A FF 520040024 18048 B T —FPER AL — IR 197772 o fa Sk, 0%
FITi — JRAE A ALY 77 A A ] g e 3ok 28 TR 25 7K o A ade b, 12 LA R KA L v 4
Lot 0 G TR B 2R R B L IE-T B 2- T B BG- T B R T IR DU SRR SR ST
WO, 2- OB IR OGS R I LG LR LR RS FR ER T AR L 3
B\ FR 2R RN FR 2K o BT T P B T R A AR T e IR 3ok 3 A B PR 1) b 7R 28 2 S AR 3%
F£50~200°CHHAT , EARIES0 ~ 150 °C o Bk A P 78 1K) pHIE [l 52 0% 75 5 b A A MU AR
TITHE A R A2, pHA2-9, L% 3T

[0171] Bk R — DB N 2L ER 7 MR - B A BT Aoy B R (B K&
RAIRBA AR ) , ik kA% 4% {8 25 [ & 56,555, 543 Fr Ut B (K 34T IRk, o T B2 bb , KA
FER I IRBE AR BB 191% ZIRAE R PR A T A BRI BE K% — KT K 4080°C ~ K Z180
TN LIE R L1120°C o BTk i 7708 M 55 040, BT ad 7 770 mT LB G R (Lh n T B FP
B\ L AN B AELAS S 2Ry ) AN R 55 (LG G AR R 2R VB R R o e, P ok e
NT -2, I H TR I IR A RN B R Inih— B S B e N 52 4, I HLIX BUR [8] e 4% 7%
CRIG T T o BURLHE , Bk — SR 3 (B 378 K 298~ 24/ NI 356 1 87N SR B Ak, o 2 05 45 BT A7 4
B IZ ZEANRE B RR 2 o AR X AR I, 2128 S AT F 9 R (AL , B an B B B 3k
) oA (B4 Bk (alkal ine bases) , bk @& A AL P ELE AL L FIBEIE S5 7 (1 an s
TR , MR EF s &AL A FHE

[0172] [ AHM i - il & 1 — KRR % Jd ik — 20 R IRk 3 ARG R 78 W48 dn 35 [ & ) 5
5,817,751 140, Fa bt A N-KE 4k — BRI T BT T R (B 1 % ) B = 2. fe (51414 % )
FFAEN I RE R R/ U o SR, AR BRI AL 2 A, A e AT A SRR I B AR [
[0173] 2y 7 il & X TR T 1A 2 5 1 1700 I e 97 A 1 — BRIDR Wk , 76— JIK ) & il mT DA A
QLRI , — KA W AT A A AN /B ERWR W S RE 8 4 117 AR Ak, AR A3 2 211 (1) TR A
DA ok 51 A R L 22 SCk -

(01741 R4k R AT % IR B 215 1) B Ath 77 ¥ & AR ATk 2L 0 14, 7 HL B W6 75 06 A e B s
B A R BRNR R S A% . W N IR B R AR S SOk AN i A T AEAR
R R AR 22 WK R 2K R 5 2 RS 10 114 Ud B R 2R 1 RTBR 1) 4% o 38 A, 7E AR R B SR
Hh g FH I ERVR IR 2K B % M5 DM Synthesis Ltd. ,Cardiff, UK(ZEFCE 1) B3RS
[0175] R TAIT TR - FRWR R S 150 HE Be 0% 18 1k AR 40 AN T 14 Hh 0 Bt 28 B30 1 1) AL 21 45
B Z Ab AL BT 7] Re B SEAR SRR o F 55— Rt v, sRTRIT T AR R R FT A
A EE R ERBAA I BT A 162 i oA )

[0176] A —ERWRWE S0 AR 382 b ml 3252 (1) #h th m DAAE A i AR s e b f o AR 322 [
A2 SRR U FE B PR 2E, b AT AR T ENLER (bbb BRIV L SR BRIK (IR ER 1 - T TR
) AHIR ) Bk, AT TA VLR (L 4 R AR VBRHIR . L BEIR (glycolic) il ER . FL
R SRR A R TR R VB R VR AR IR R F IR K IR B  PUIR LR 55 ) 1 £, B
FTAE TH (b 227 b nl 32 1 4 8 B S I BT AR TN N- R 2 i D-Hi i Bl 2
R AN E F A ALY R Eh B R ) o a4 Eh DL R 7 v 4%, 4o e i
FHE T FH TR AL A i 2 B X

[0177]  fn B UL, AR B ) BRWR R B A 2 2 ] 252 1) 2R AR 0% F RGBT T-4H g A
B B SR A T L () 5 Ak o SR T IR AR, 0 7R BRI I B 45 T IR R B A

12
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e BR[ 2 ) #h AR E b, BTk Zh ) e FLEN , bE AN S e Ll 3 L S BN AR
AW A RONAL 45 2577 UM &R LAUR AL g , IF FARCH IR P8 A& 78 AR ST 4%
AR o AU AR N 53R 224 P i 77 4 it o B AR A R4 &4 BT 2836 77 B I B
TRRE PRI B E K7™ BV V45 T B3 A5 A I R S IR T R RREI TA) 0] ik 3 )
25T 1 HARZG W 25 5 PR B AF B8 RS A S8 S5 15 22 A0 B 1% 80Uk 2 2R 19 DR 3R i A2
Mo — B, AR WAL S R T S H RV E A2 G WA R0 IR TT BRI S ISR & R
2 H A& 6 e B R A 0 Y =7 W S A ke o i SRR, A A H & AT B
DA =00 T 7S B 22 10 43 00 B4 R DASE 4 1) T8] Bt 7 i 45 1 o i A S I 25 7 B
EEar- ey IR S VRS ST

[0178] A BHAL A 4 (B ERWR e 2 AL AR 3 2 bRl 4252 19 £8) 7T DA LMEAT & G 125 25
WG TIRITREMW EE S ARl NIk 25 B BE e 2 W () g ik e AE
PRI R CEOULPA ) i A 22 B2 PN S DR P R RS S L T AR T ) 45 24 AR Y
2R PIR IR T IR DK 25 24

[0179] & Bh 25 ¥ AR K AL &1 2 AT BRI, T3 9RDtake LA 25 5 (AL &) T 045 1
A A KN A SV OFEAE— ML B2y 52 ] 52 B 80k DL A AT it — a2
T H At AL & 2 BOHAR A B TR S P AR TS PR B A R B — M & e 2 Ak &
Y o BERD AR L A2 T 32 17 RS 5 ) b B At il AR O B Pk s e . 2
S b AT 2 B BARAE AT S BN o ANE IR PR A4S 250 4, AR I A E I A
AU AR N 5 R0 B R T R R A e 2 o BT 4R 2 RO R . W WRemington” s
Pharmaceutical Sciences.

[0180] WA T I REE T AU A BH 1l 700 AT LA D B8 ot B 2 S U791 791 R SRR 771 ) I
TCEAE TR TR AL K PR BAR K PR Hh 1 8 71 SR Bt s A K AL R T 2, BfE
P 75 BSOS (0 TR 2K, BRABE 1) (A0 FH P PR 5 J5T , b By B S 0 3k, B8 8 A ) v A1 S ) 5 1) T
BN EAIUE B AR ] — a2 Bl S/ E 9IS Ve R 7 o A KBTI — FER 2 Mk &
Yt Al LR N R BRI BB 45 T o

(01811 [0 ke 245 1 A S Y ) ] 4 70 28 e RS L v 7] AL 01 B 791 S 1) S AR 791588 ) L it ik
J 53 (B — B 22 P A B I BRI S/ B AR B 2 BRI EsZ (1) 3h) 5 — Pl 22 Fihg 2
AR A A TR A, B kT R R AN BB R A /BT B (1) 4 7 Bk 78 7
P andE e FUBE RS A0 H R I AN/ BURERR s (2) K5 E ), b, Bl R R AR A 4k 2 i
FETREL WIS IR AR P e B e W A/ BSOR] h AFT IR 5 (3) W IR L Bb fn s (4) g h), bt
WIER NG VIR BRES « L8R BRI E I A IR S Se i IR b R R 4 s (5) ¥ VLR 571 , bk 2
i s (6) MR IR, b a2 e A A4 s (7) R 7R 5 Bl 451) g el sz 0 Bl S 75 H Vi
BE s (8) MRS ), b A v e R ol = 5 (9) VRV 7], bl i Aok A G R 45 Al i IR 8% [ 44
R B AR IR A UL (10) B AERTE T RIRTAL IS LN %2
VA& Py AT DA 5 G2 b ) o AHALL R R 1 [ A 40 5 0 AT DA A S 2 N A L R L 26
(milk sugars) i+ 8& 5 £ BRI HOMBE B IR 221 IR

[0182] 7 m] DAl 55 — B 2 B AC & 77— I il B0 28 ok ] 4% o T A1) )y 79 ] A At
FEOR 700 () Gn B e B R R R - 4 3R ) TR 70 T s e 0 B g ) it ) (A 2 2 T e
VENT BNER AT R AR PR L 21 4 2 AN ) 3R D P ) B HOR A 71 % o A B P 79 ] DA I AR T

13
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[RIAILES ok F S PR VAR R R SR IR I AR AL G TR & W) AT BESE SR il £

[0183] A BHZG WD & DR b RN FEAh ] 44 770 2 , bl Gn € 7] B3 SR 770 AR SSURE 571, AT DA
30 b FH A A RN 76 o0 e R B 2%, B 20 s A RN 247 2 o 7 @ s i 1) G A BB AR AT AR
AT DA 1) 77 DA T P ok 43 (1) 2% 0 B4 b 86 T80, A L R A5 A S A ) Bl A ) 2 TR R RS A 4 3
DA At 15 28 A R A B S A SR A 8 5 R TR/ BURER o e AT RT R4 i 2ok R T
PERIL PR K TR o 3% Le 41 A WA ] AT A% 5 A 5 3 B mT BUE RAEBLJ67E 8 WiE
() BREAN T AT 328 1 DA B IR (9 5 R B0 T 1 o TR 250 o R W 430 P 1 2 B4 5 ) s 49
FER AV ARG 238 VE S R RE AT AE T IE A

[0184] AR BAALA YR D ARZE 25344 7 P AL H6 24 2% b AT 43252 1 U570 A LRl A V) L =
T H 2R VRN B 5 o B T VS MR RGBT L ] DA B A AN Sk Hh ol s PR R
Eb 1, 9] 7 B e Ath 3 7)Y SRR LAR R B BN 2 L R TR VBRIR 2B LR R 2R
B R B RS TI EE1,3- T B i U HR 4P R e A BOK P BN L BE R A 2
JRRVET) VT DY Sk g e FR R L 5 2, i I 7K LU B IR U BR B AT VR A )

[0185] B VIS VEREERI AL, PIrad 1) IR ZE & Pt e 60, 45 5 B 59 b An i v 741 L LAk 7R A
AT S 7] SRR 7 B AR TR AR R R

[0186]  BVF5, Bk T FridiG e o 46, 9 m] LS A B0 ), n S A HE B 2, A 10
BRI WAL EE AN A L BB s A e R A AL AR (aluminum metahydroxide)
I8 = BUIR AN E RAHR A

(01871 A BAZGWAH &4 F T B W Bk I3 25 2 1) 57 ] LA AR 77 e 57 m] DA g —
FhE 2 P R B AL A5 — Fh B 2 Pl A () Al S I S B A4 VR & o il 2%, 1T 771
BRI RT AT g R 2 R R R B KA R S, I ELAE S T [ A i 7 A R A
AR, PR A B B 0 i P R A 3 ELURE IO TR AL S o AR R BH I B3 45 24 19 il R
B A AR QU2 S0 R 3 1 (1 38 A T I A ) 48R ) LB R SRR A L B A AR R BB 55
o

[0188] ARGV T RIEE K 24 T 1R AR EGN B 7 R BE RV BRI VALE
FU e TR 5 R R VA ) U 7510 TR RN 7R o 5 1 B 5 T PAAE B B 45 1F T 5 25 % T 2
SRR G, I B ST 5 E R P R S R A

(01891 BB FLE IR ISR T 95 1 5 73 Ak vl LA S 771, L sh P sl i
VIRGI i IS A e P B R A R AT VR B VR L R I R
AN RS

(01901 HI 7RIS 25 Bk T 36 M B A A B RE 6% & W ), Ll LA 8 A0k R R VU
A AR IR TR AR M A B e ) B PRI VR 5 0 % 35 5 R s 2 i FH B HEE SR LE an AU AR
S A R T B AR AR A B R L o T e AT e

[0191] &8 Jz I 77 B A 4 (A3 A e BR AL A 4 mT 3 05 B A AR T BA ML A o IR AR T 7RI 2L R
TR — PhE 2 Bl A R AL A DT A 53 RO A AR 20 5] N BI3E 24 1) A 5 b 3 4 2 o
AL SR 1) 2 o 9 BB % VR WSO AT 3 7R A 2 v BT R A 6 g Tk () 0t = o 0 = T TR P e
i oo B A AT P ORI A A 7 BRI SR A W 2 T B I P SR AT 5

[0192]  ZjWyhil I F5IE A TN TR NG T B0 4 B R P 245 T 10 IR 6 Tl e A
257 B (B ) BUN WEIRE K, A8 KB A A4 77 5 b A RN 158 55 28 BN s 80, 206 B0 H: A
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KT 22 SRR R 1 2 B s 1K IR AL R LA EE A R AR i S R R L AR
FBE VU TR e AR AT B AR & 1 A o A5 D0 s SR B RS 0 5 71 &= B A AT DA
T HR A L3 v E I 2 ORI E

[0193] B3, X TR NBR R N5 24, B 4164 mT DR 8 BT X, 4 AR B — Fh ek
Z A5 E A 1 AR L BT L W FLRE EBE R K RV A o %ok R LA AT LA LA A 7]
S AR T 0 B R B 24 B an I RS BOK VL A 26 v L 208 R AT RLZERON 2 L IRON 25
B RSN T B iR g2,

[0194]  XfF BN 4524, A K AL A0 AT DL I L i B BORAA 5 25 1) 7 V45, L iR A
BT 25 28 B E R E WA o BB 85 55 28 AMistometer (Wintrop) fiMedihaler
(Riker),

(01951 ¥R 5%, b funsmg iR 7 T B8 5], AT DA R AR AR — s 2 b o ) S 3889 7 Bl B vk 711
(180 A P T A 7 P A J e ] % o SR AR T 25 7100 7 {6 b M s /B0, 28 v 3 02K VR 1) BB 8 R £ TRT BRI
N 25 R R ECE R UIR 45 2 iZ RN A DARR BRI IR P S 01 T 08 BT N 2 4 ) 17
e

[0196] & A TALL MY THIARR HZA WA S IE & —FEl 2 FiA R LS B & — Fh
B % P2 2 b ] e s2 1 T TR SR K R BRI R K PR VA 3 O S B BEL R B A 7R AT
HiT AT DA T 43 BB T B AT S VAR 3 B R A, e AT T A A S ) 2 ) A
5 52 MR A2 VA T B PR R B AR 771

(01971 W] DAAE A K B 24 W e & 4 v A8 FH 090 3 4 1 K P B A K PR 3044 1) sE BB K L 2
B 2 ol (L vl T8 B V3R 4 B S5 ) AN L& A TR A0 AL A0 i LY RO vl Fn e ] v
WA HLER LG Gy R 20 B8 o 38 2 1 U 30 TR B8 6% 9 il 8 A A A ) bl ann DR HE L SR A
3 TS P U0 T (R I I 5 () DR R /I DA% e 3 e PR 8 1 77 2 7 e DR o

[0198]  IX SL2H A Wi m] DA A 4l B 7 b g v 7] LAk 7R 23 5] 7R 4 A 4 b R 2R
ALFE SIS AL QRN L AN o I A, SE SRR AT B durn o i T 2 B A B R R I N AT BA A 1%
A S 25 7007 A KR A

[0199]  FE—UC4E AL N, N T REKZW I AR , BHER AL G2 25 W) M\ B 1 BUVL IR 5 7w )
UL o 3% AT DA b {5 FH B A 95 7K A VR IV 7 T SR A 400 SO 1 9 A A8 ) SR SR TR« T4 2 )R
AL P 3 2R It A TV HE S, AR IR R L R ] DU T e e K /N 2 B, AR 2 4
T 2 AL IR RS T A VA R T B T I A R ST

[0200] W] y3: 5 19 4i% )2 (depot) HlFE L 78 AR W0 AT FE AR 58 S W LL ISR AL IR - TR L BE IR T T
FRZI VI TR L TR ) 4% o KB T 2 5 R BRI L 220 B AR R SR S PR, ge
2 25 WD RE TR SR 28 o At AR 4 mT P8 A 56 W0V S A0 4 5 (L B B ) AR 58 (I ) o P Y
il P22 1) R K 25 A48 & S LA 2R 25 1) I SR BOTRICEL PP R il 2% o BT I T VR B 1 A4
S AV LRGN NP URsEn SR SR D A

[0201] il AT LAFAE T 54 ) S B 22 77 & 5 B () 25 2% 0 i 2 SR TR, I EL AT AL
R GAEAT PR A N0 B VR A4 491 e 569 P K IR R T 1 2% A AF o I ) Y S A 87
FRIAT DA BH Fd i BH S Y 1 TR TRR A S s 77 0 7R o 6

[0202] L& RILE ST AKH R BRRRSE H L&A A & sk A AR
Y A B ER 1 — e ] TR ) FR K S T 29D A o A5 X B8 254 i 5 H IR S BRR R 2K
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eI i X Ee G WA A TR R L INERGE BRI I o NS U 1 I SN i A/
B A C— A iy 2 2 B W PR AL TR B — BRI R 2%

[0203]  futks, 75 AR BH Hp A A A — BRIV MR S R i i v B 1 L A s BREE 1 (R AL 40
A SR RT A B 1 PR PR A R ) 46 o 49 ] 2% T B AR ERER ) (R AL A R AR R R B
Hopth 85 [ FR BRI K Hp PR p I R 6 22 TR VL P e b , 278 TR R 48 VA (1 Ik 25100~
500mM ) LA S TN - g A/ BLC— A Uity 2 2 B 1 AL o i T VAR 60 'C MR K 22/ ~ T
KA R LIAR , DL B BRWR R S0 T 1% o D10 35 b 7 224 38 4 8 19 A8 P - X B i 1k A 45
S5 P R ) RN/ B T NN 3 IR EN- 2, IR AL E8 2 8 2% R 200 . 02MR 523

[0204] A% W4 P AR RS th e il it i 1 82 A W B BREE 1 L 40 20 i AR R R 1R
HoAth B A BRI VA R -5 B MZ B (1 BSOS U 79 A N— R i S R 1) 8 (4910 0 — R RS iR g ) B0
B8 M 12 5 11 TR DTIWT I S C— A iy 2 S R (1) 8RR IR ) AP 2 o 1l 4% 38 A 1) — JPR 28 A
FRIREE T MAS , B AT H sigma . NN 1% 7EpH6 ~ 8 , fIL 1% 7 28 ik LL Tl 1 5k 22 il v a3k
AT U518 RN i B N8 % e R AB AN i B 2 1 AR PE (1337 °C ) o

[0205] K &M A MK IR P F2E A, 3 HAe Al AT — ok A
FRIN— 3 A1/ B C— A it 7 B 1) B 1A B R 7 AR R A BRR R (35) o LA 8 e 2 1 ik
WHRENE FH BRI ik A ot HLE A

[0206]  Firik —ERWREE AL M S EATRER P AR A S A A E A RIEBRE A AR
ST i A Rl R I 25 B P R AR, R RN g i bl gy AT (S (9 iCent ri con 8
b ) oAk (B anfE FHZEZR AL (beads ) 1Bt 16 HAZE 19— BRWR W2 251 — Fh b ok 2 i
PO B ET X 1 B B BRI — FhE 2 R B ) B B SR BB B A Al T
%) - RIWR R SR RE 0% 4 13 FH B 5N B L3R U 1 25 22 5

[0207]  EAR AT —BRWR R 1 264 , 49 7 (B 1 S0 BRER 11 FIIE 20 40 e A= Bl 25 RIE 5 7
AR R BLAG Hof B RN /BB 24 2R A A RS T TR T T- Al A 5 1 2w O ELRE
fiy FH St 00 1) T— 240 i P 3 A o 800, B X S B 1 R/ BUBR I A T rT AR A B R =
BRI W25 28 el RE W At M P (EL i3 FE A3 ) S A1 45 T X B8 5 R 20 A < A% BB L3R U BR 6 3 2
e BR A (AT 2040 i AR i 2 R0/ Bl At B 1 R/ BSR4 T A T DA R v R BRR R
K&t e N, It B ATd & (A /s ik A & A R/ SO A0 1R, 25 2
wuie

[0208]  Frik & (1 R/ SR AN E B ERE B LI YT , It HAEIZ R P E A2 A4
WA Z I, T v B R/ BUR A A VI A BN R SR B8 I E TR A A4
FFAEI —FhE 22 Bl FRVR R R 2, 3F FLAEWE X sh i 4h F i 7= R 1% R 2 VR R 2R 1
HEHAAY ARSI EAR N G838 7)o b o B AR LAY B0y R
SURIE IR BORRE (1 = PR V8 T 1088 AL A I HEIEE R BT I R g 8] 6 Brd 3
Ws T 10 oA Z5 W10 55 58 T IR S I AE 68 ST RN Rh 2 S5 s 25 R 25 2 AT A R 9 TR 22 1
Ak . — b , B R/ B A& A H RIS A R AR T AR SRR & R, 1%
H IS4 B 3R B T B R AR A 3 6 B2 7 A W Y0 TRl P s o an SR A 2R, A7 20 H A& P RA A
LTV R SR 2 (1 IR E AR DA Y W (R B 4 R s T 4 B B YRR BIIA R T
BIE2 20V STIne

(02091 4n LUt A1, O 0] A 040 7 (1 B 1 H % BRER 1 I 40 41 e A i 25 1 e ik 4
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CN 102210852 B w Bg B 15/20 7

THWA YT RIL T HRER S, XS S il b S AN EE AN IR GD BR (B4
K ) o —BRVRGE S 0] G HH ILAEAL 5 P00 ) % b o0 SOm s SR A 22 A AR A &
Yok o A SCUL A 1R 22 BRNRWR SR AT S0 T2l s AL BE 77 - DL, FEIR 2 25 1F R A
fir AP NG T A A L ERE O AR L0 A Bl B A ERWR I S 1 H A 2 1 BUIR
LGB0, A EALE 5T IR BT IMEIR A, R E LR T B e
BESRIE RN DA ZL AN A SRR 2 T o % R4 2 VMK B AL AEAE BN PR 9 N 4
I, AR IR A T NIX S H G Wb B X 20— SR R A | 4R 25 TIRWR ISR DS T
2 AWK G S R] DA R 10 U B R BR 25 i 5 B A (Bl i Centri conJiEid) L 2%
A i (1 an A FIAEERRL BB A St 0 A B8 Y —BRVR B R 0 — P AR B AR B R ok
8 A BB ) — P B 22 Pt AR IO AT ) BB 5 S B B - AC B LA = A 1 B R R R
1 IR LL A A R A At B Y BRI R L 54

SCHE 1

[0210] =261 :Asp Ala DKP(DA-DKP)FIGIu Ala DKP(EA-DKP) M A B W W i

[0211] 5 KR 1) ey 1) 965 24 L 52 L M B i &5 J et g 3R I 50 ik FH DL 20 4 i Dby R i 1 5
A ALTE A A B RELROEED o FH T 58 e 0 e B2 A i TR B I VB L BE (78
A IE) P JE B 5 A K4 Ing () Asp-Ala —FiWR & (DA-DKP) B 1 . 4mg ]G lu-Ala i
WREE (EA-DKP) [ VAR 20 ImyE 45 7 20+ —fe i E I

[0212]  FEZ5252 Ja , #5 B — e I ) B B2 — R AW RE VLIRS (o EL B 45 2 i 2/ o 3
FE B 0o FF HL IR DB €4 1892, 5 i i 196 A (LC-MS) B9 7732 FH T X R RP R — K1 734
[0213] &5 R EIR, fEREVL G (L 27N, DA-DKPATEA-DKP M s MR S A IR 1 = 43l s 3 1
YT FIE95% FIL00% (HSE FE112%) .

[0214] PR ik, P o AR Johc S A okt g W A I LA 208kt A T ik N 1) 7 L, £ DA i B
TE R FE A A ORI o DR e mT DU R 0 AR R AT 1% L AR VR TT

[0215]  FEAZ{KAIDA-DKPAIEA-DKP M B Rid i3k N\ 31 10y F f) BRs M i 5 ELAE 93 38 1 JE
1)K SR AR P AL S ) B = i S b A ZI s ) » Bon RGRTTE BRI R Ik
FREE 255 FR AR I A 2538 15

[0216]  pLAb, %F 73 B K BUE IR IF A B0R , AGAR 2455 KRG T iz A I B BE IR
PR ARER PRI B IR B 2R A AL

[0217] B iX Se 4 7R - HRNRER SRAC H =45 2576 B Ti697 B T 2 281
[0218] KB D IRGZ Ja W0 25 8l 8 dm 5P R — IR R0 — 80 /£ D IRAIE L. L
~3.7Tmg/kgtA H (DA-DKP) Fl11 .5~4 . 8mg/kg & H (EA-DKP) J7 , Tuax{t 430 ~6043 £ 3 H.Cuax
{E A4 ~6ug/ml (DA-DKP) F10.6~1. 1ung/ml (EA-DKP) , ( TuaxAZ 128 B e IR LIS 1], Coax E 158
B S RV JE + X TR 35 B A2 FH T A5 0 1 il 2R A R 7 AR SRR 1 <)

[0219] 7720 %4k 42 7= DA-DKP A I Ath — PRI WR W 24 J ek 10 o 5% 5 o AT 1, DA-DKPAITAS A2 BH )
Hofth, — FRIWR R 28 N A% AR T T A R G bl T 22 ke MR AL A IR .

[0220]  sZjEH2: & A Met-Arg DKP(MR-DKP) i) A WJFL 4 F1Asp—AlaDKP (DA-DKP) £E 44 41
PN T-IRE 40 IR 1 7= A=

[02211  A#HEL
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CN 102210852 B w Bg B 16/20 7

[0222]  iZSEE 53 | DA-DKP . & AMR-DKPHI A #TFL (HC 2626) It 74 MR-DKP I AHT]
AR FEH 2 (HC RBL; & A ik R AE R . Centriconid € i & 1) 4+ &AL T-30001 41
A3 B N AL 43 ) N T30k B2 40 . DX F 1) 7 A2 o DA-DKP AIMR-DKP A ADMT  Synthesis,
Ltd.,Cardiff, UK. 1520 o X P9 P FRIR iR S Dy 0t 28 0 1 A8 38 R0 i R o 7= A B /N R A
FEENE T EATTEAA AR RIS TR S E BREE 1 (TVIg) A B 87 R H At A= 4y i ot v
BRI o

[0223]  B. 146 T—4H o R 77~ A=

[0224] X P AN A CD-4RH PR A T3tk 2 40 M v B 04T 7 ke o IX e 4 B AR 1) — Bl (TR1PS)
& ML IR Gy A b - B A3 1 IF ELX Tk AE 2R K307 ~ 3192 K J PR 11 o 73 7 — Fh Al ik
(HA#9. 25 ) J& M 2 S PR AR AR P AR AA (1) 4 i 50 Ao 4EL 23 v 40 5 45 140 LX) i g o P 2 1
(R IEBRBT ~99) & e T PR 78 F (1) R 5 Bt 5 IMHLA-DR 2 55 [ P 41 B 55 (2) $-CD3
PU-CD28HUARAEAR S FIBT , T AP T—I0R E2 248 i bl B 3 7 42 1 /- 28 (IL-8) L IL-16 T & - v
(TFN=y ) AR SR BE R Fa (TNF-a) .

[0225] 7 Fi 5l 4 55 18 ~ 20K A K 204 X 10°AN 41 i 34T Firk T3k B2 400 i R 1 ik %
R HB I Iscove Modified Dulbecco Minimal Essential Medium(IMDM,Sigma)/jn10%
(1) 16 2 137 (FBS 5 3 [ B R AR g H 0 (ATCC) ) A AL B — K, B B T3 A 1 500 F B
(R0 -CD 35 5 B HUAAROK T3 CEH /N SR IE AR A il 6 ) B 1. Om 1 ¥ IMDM3s 725 o . 4l i 70K | 55
FUIARREFR 30950, SR 5 FHICFBSIK ¥ B 72 A P 5%, FRAE M T 50U/m1 A TL-2(Xenometrix)[f]
R R RAIZRAN , 5K 212 X 1054~ 4000R— R85 114 1F 55 A b 1 41 & I 1) 40 2 (PBL)
A I AR S = RN S A FBSHNTL -2/ 37 e IMDMES 77 364 KR 97 o #5371 R EU FHHOK T3
PP 4 R WEE TR (B ORI BE ) UG 41 B 68 4 FH T SEI6 , Mt R0 Ml 78 55 14 R O F 4l
WU I HE B2 R (B B4l RIgiE 23E) .

[0226]  [m[USt— /M7 4 i 1 FHIE (37 °C ) IMDMES 35 36 0 ¥4 I R BEAT VS AL SE 56 o 6 T BEA
SEVERRIE K52 X 10PN TG 40 M 7E &5 A3 4 2 B AL FR S IR (5140, HC 2626, DA-DKP, PMAZE) ()
EARAL0. Om] (¥4 TMDMES 32 3 b F37°C I 3R 1690 8 Z IR IMANH A2 X 10°4CD3/
CD28Dynabeads(Dynal )E ATEALFIEAIRIILIMDM 0. 1m1 3F HLFT R 8535 T 37 Cid e 15 5%
(18/INB ) o AE 30 3L 28 O3 20 U v S A 4 R 15 2 0 3 W AR SR PEEL TSA (481 4, TNF
a,IFNy ,IL-8,1L-16;Endogen) 5 4l f [H 74 &

[0227]  fnP1 ~5 IR, AFTFL(HC 2626 ) DL 7 & AR RS 6 o X0 il 13 799 b T— bk 21 200 it ek
(A4 A M4l BB DR 71 72 A o 3T 1 ~5 7R, HC RBLATDA-DKP A7) & 44 5t 1) 7 2 7 3 38 &
ST 5 R0 513 5 e T— 24 R AR ) 4 &/ 48 L BR1 19 7 4B o SR 17T , HC RBLANDA-DKPE i & HA i
H (5 14K B AR ) A2 Ve IR (DL IE4) JHC 2626 FTHC RBLHES &4 MR-DKP ( 111 F B i v
SERT) AHHC 262605 1 1T BE X4 i JE S IG HA 40 4 FH 47 53 IMR-DKP 4, & A HiAth 41 4 (04
SR RH N T R A B 1 TR i T e 28 R AR T, IR 20034F 11 H 25 H AL [F 7R # g 10/
723, 2479 L) JHE I, HC RBLATHC 2626 (5 #5274 MR-DKP ) \MR-DKPAIDA-DKP R iZ% %] 7
T2 A5 0 /3R 5 S P b 22 8 PEBE AR E HH A4 S RE 4R IR &1 R T e
(7 5 R A e AT SR 5 T4 5 S0 S 40 ) T — 200 o P 4 o R 7 AR o X e 8 S $ RHC RBLLHC
2626 \MR-DKP F1DA-DKP 16 35 P i 532 M 71 Ji7 —5 S PR T—44 B iy AS sz i 8. T- 48 e

[0228]  CfEHIALEE
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CN 102210852 B w Bg B 17/20 7

[0229]  %FDA-DKPAIHC 2626 (5 FTMR-DKP) ({I{E FHHLIRIEAT T8 O 7 IXREA, #51 X 10°
MEISRTRIPSHI M T 37 CH #2305 8, MM AT A& AW (" &), IMACD3/
CD28Dynabeads (CD3/CD28FkKL) , INACD3/CD28ZfHiFI0 . 5mM DA-DKP , B¢ E I ACD3/CD28 Tk
FEFIL: 500 BETHC 2626 o 55 57 2 I » 1 4H 75 248 e 2Rt () e 7L 30 10 4 a4 Bk 77) (S igma )
H L

[0230]  SR)EH A MR B T = i FH S (W Hypromatri xBEF 7 B M 15 7% , 2 )5 $ HE Al
] (Hypromatrix) )77 ZHEE IR « 1%Hy promatr i xFE 71 & F 22 19 21 1 4% 5 IR 7 19
Ui BN 25 I (1) JE e i (Hypromatri x B MU ) o A T PR A0 % U BR T B b 22 Z R AN PR k.
IR N TUATR G (Zymed) , B 72 1/ SR G NN AR R bR ic B di— e )% 2k 8
Pk e Z - R R E A AR G, A E R EMREA -SSR, - H A MA
T SE A — e B R G IR B E  EAT S e e 5%

[0231]  j@IEFIER Al DAME 45 R ELWAL IF H ansR 2 B /s i) 4 45 R F R0 (9 14 ) B+ ~++++
(BHYE) VP43 o IR 230 7R 1, — Le 4 i 4% 5% IR 1O 35 A6 (ERK 1/ 2) FI T (pe—formed ) 40 il EA
FHIBEBAHEHC 2626 (5 A MR-DKP) FDA-DKP Fr 11l o

[0232] K1 :HypromatrixPFEF CGEMET) : H T BRI S 1T

[0233]

5 | &5 YEsid) fe et

1 Akt 1/2 EG % B, -l R T

2 c-Cbl TcR #p4li@ 54, Tyr”? BrERALAR L Syk F= ZAP-70 4946 F= K &

3 CBP csk-4 & 6 (PAG); WM E G 424 #h(FF BARAK T 64 ) B R BR AL -
FEERAV VAR csk

4 CREB CAMP ZF 4542 & AR AL (unk) A 0%/ TR IL-2 B 3T

5 csk COOH-3#% src #®; BEERILEY Ser®™ A=BEER LY TyrGR HiE
(activity?)V# 1ck BEER 10 H K&

6 ERK 1 mRIME 5 A KB

7 c-fos . TcR #HUSE 89 AP-1 A4

N-#= C-unk R IEFR4k HE B AL
8 NFATC ELE T-mieeiiz B -F, e ffeks

9 c-jun PR TR FALHLE 69 AP-1 R4 Ser™ % INK-MAPK #EERAL

10 IxB-o NF«B #4947 4| 7]

11 pIkB-a EEERA 6 Ser-F= 2k 7 69 NFxB 7 4] |

12| p38MAPK | 1&45R R ENE G S

13 | pI3 i#k®5/p85 | #AE K ML & F= P2-'B LARF AELARSLE 49
14 pten R 37 -41 R B2 B ER B AR 3740 L i@ 4% PI-PO e E dE7E 1
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CN 102210852 B w Bg B 18/20 7

[0234]
7 Xy xt a0 PT 374k B
15 c-Raf-1
16 Rap 1 7 TcR A4 GTP B4
17 Ras M ERRRRERE
18 fyn 4m o S 45 & BP BT TcR 12 7 i B (immediate TcR Signal kinase)
19 lck MRS A PP TR 125488, FHH XA Tyr”; £

C-3% Tyr A& csk BEERAL K& 64

20| ZAP70#® | kA CD3( $91354T; @il lck/fyn AL B (at?)BFRRAL,
ZAPT0 1% LAT(T-%8 I 7& fL #5748 400 ) JE % R BR AL 5 BF BR AL FF 1%
SLP-76 4984 2R BFER 1L,

[0235] %2.458H
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ek NIL CD3/CD28 DKP HC2626
Akt 1/2 + ++ -+ ++
c-Chl - e - o=
CBP + - +4 ++
CREB -~ - - -
csk iy “+ 4
ERK1 + + + +
c-fos - - - ==
NFATC -~ - -- -~
c-jun +t + + +
[0236]  TkB-a« ++ +4 +
plkB-& - - - -
p38 MAPK ++ -+ -+ ++
pl3 $H/p8s + + + H+
pten - -~ - -~
c-Raf-] - - - -
Rapl + - ++ ¥
Ras . - - -
fyn + + + -
Ick m~— - - -
ZAPT0 ;55 - - - -
[0237]  SEZJif3:Gly-Leu DKP(GL-DKP)AHIAla—Pro DKP(AP-DKP)7E A4 &k A Tk 2 2
ML R 7 AR

[0238] i 8 szt 461 2 B 18 BH (40 4 FH TR PSFHHA#9 . 2540 ffd Ak #FGL-DKP FIAP-DKP ( \DMIT
Synthesis,Ltd.,Cardiff,UKIF2) #4736 . & BGL-DKPFIAP-DKP LA 71 & & #t 7y =81 il i
PR RT3 O 4 AR 1 A 1 4 i DR 7 AR o i A FHLIE G S8 i 491 2 7 B ok 24 i ab AE B 7 e, 5
24 0 ER] 22 3% DR~ 4 S8 R 08 ) 200 L AT - 110 R TG A 52

[0239]  sZjfiff4:Asp Ala DKP(DA-DKP)F1Tyr Glu DKP(YE-DKP)ZEAE AN A T-#E 2 41
L ERl - () 7 A=

[0240]  AjHistopaque(Sigma) MIEF ANMAR KA JE LR A 780 I AR 400 58 a5
3-4 X 10° 4™ iZ Ik E 40 22 75T Im L JE ML375 (1 IMDM A o 3d ik in N 250 119 1 2 200054 BE [ 471 -CD3
$i4& (Pharmingen,San Diego,CA) RFEANAL , T 37 C R 3218/,

[0241] AR K = FDKP i 751 o f) — b RT i ZE KA (23R B L0°M) DA B =4 35 320
Jridk = FHDKP #7514 -

[0242]  1.DA-DKP(MDMI Synthesis,Ltd.,Cardiff,UK{EH ;7553540 i) 40 250
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g/ml).
[0243]  2.DKP-ZLB, —M25% H & A Hl7 (MZLB Bioplasma,AG 3000 Berne22

SwitzerlandfS2), BT 60°CIMI T 4K, Z ]G4 Fikykil e KI5 450.5mM DA-DKP (5
FEMIHDA-DKPI 2494 JE A1 4ug/ml ) o

[0244]  3.DKP-vy —BRE&E I ——7EpH 7. 4R BEER Eh 22 M Eh K h 5 12mg/ml v —BREEEH v -
BREE A 7 (ASigmatF B, 4i'5G6G-4386) HiCentricon 30001d 2% U¥ , 3 HA¥ FHiZ BE W
(528N T300009 419 ) o Gn B B 732 B HPLC 5 BH 11 LT 5 5 4% 5B FH B M 52 14 5 %% i
WEH — 2920 53 F &, ATy r—GLuDKP (YE-DKP) (¥ 43 F & iZ ISR AE RS F= 9 LA 1411
I TR RIS F

[0245]  Jin ADKP il 7Bt 28 Ka 2 o, X35 =T 37 C 537 18/ o 88 5 FIELISA(Pierce
Biotechnology,Rockford, L 61105) M5 B FRIE TR F TL-2. IFN v FITNFaf¥) = .

[0246] &5 AR R HR3H TN T WK, £ FHDKP- v —BRE&E S T FrA X = Fh 4 g [
TR B B KR 2L o WL ZZECDO69+T—4H i (CD69 A2 713G AL i T-4H i b % BRI AR iE ) B2 i vt 28
YU A B B T- 4 52 AR 5 AWM AL, DKP- v —3R & 13 R 219820 790 % [ CD69+T— 4 Jifg
B, AL bt ZERAR D TR 2950 % 1

[0247] 723
[0248]
F] 0z U/ml IL-2 pg/ml IFNy | pg/ml TNFa
Nil 0.2449.1 2.3+0.9 2.849 5
CD3 2.6+0.5 289+35 98+3.2
CD3 DA-DKP 1.440.3 306417 74447
[0249]
CD3 DKP-ZLB 1.4+0.4 311+18 130429
CD3 |DKP-y-32%&% | 0.24+0.25 2.140.1 1.6+0.6
(91%3% &) (99%3% &) (98%:i% &)
CD3 R A A 0.9+0.1 76+7.32 4.1+0.3
(65%3% J7) (74%3L J&.) (96%:L &)
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120
1

7
HC-RBL 1:10

DA-DKP 0.5mM

100
l

80

P B U

e

fil

;- o A

=4 T - L au 4 T -r:—rlz g — T (fllTja

109 10!

10 10 104
ERK 112 [pT,pY) PE

I

25ng PMA

= + HC-RBL 1:10

* + DA-DKP 0.5mM

Y A,
fruw.ﬁ—lz v L a2 aue e Ay g T e ——— T

10 109 104
ERK1/2 (pT,p¥] PE

K1
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Ww BB P M 2/5

T -

4 -CD3/CD28 2 b

3% -CD3/CD28 18he]E

HC2626 1:100-]

HC2626 1:1000 - &

DA-DKP 0.5mM k55

TNFa
B o6

1 1) 1 L Ll J 1}
0 500 1000 1500 2000 2500 3000 3500

pg/ml TNFa

K2
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i3

HA

B O E

3/5 1

7 A

4% -CD3/CD28+4:5

HC2626 1:207

" 1:400 4

" 1:10004

HC-RBL 1:20 +

" 1:100

" 1:500

DA-DKP 250 uM:

" 25 uML.E

" SuM+

0

500

-
1000

o
1500

pg/ml TNFa

K3

25

2000
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Ak

%,

R j
CD3/CD28 jas
D Day 7

Day 11

HC2626 1:204
B Daxyu4
| B D19

HC2626 1:500 -t

DA-DKP 0.5

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

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

HC-RBL <3kd 1:10-hassmmmn

0 500 1000 1500
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1

4 -CD3/CD28 1

HC2626

HC-RBL 1:10

DA-DKP 0.5mM -

-
-

-

-y
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