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[0134]  T— 4 LA 5 (00 B A5 B ML HE 7 B R B0 e 100 A 75 8 (138 S B R 5 e B
(Lo amiR R AR RAPE N ) « T— Sl A S R I ER e A B B Sl i o T— 40 A 3 0 il 0
P03 B0 5 7 0 BBV 28 Sk R BT I 28 VR 28 | i T R4k R S PRI AT AE AL AT DA 58
PEIG AR AE I AT . B B S e B HE 2k MR ALE VAR 8 2 R PENL % VAR
JBE L B e REAS SR A G ME ST 28 1 AUBE IR . B 5 SR IR R R ()
U o, % 90 RN 35002 Tk 45 W 46 ) ~ IR B /N ER B 46 A R 0 45T . B B G e FROIR IR
T (90 L AR A PR i 98 RO B SR 30095 )« EERENILIE ) S AR08« ) B S IR (L 2 400 0 4%
(uveoretinitis) 3 TERIEIE IRk PEREY Tk PR AR CEBME ST M f0 4 G ML BEARIE
[0135] @A TR EHM B THUENEA T AB ZHIVRGE RS AR Er e
[ ERSRYGTT BT T— 4l A S 1590

[0136]
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[0137]  Hid .

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

[0139]  (a) ZAFEMRIMNGE, HoriZ a5 MR 0 H 2 R« N 2 R A2 IR IEA 2 R . o — 20k
FTMR2,4- /T2, 3- ZR/E TR AR AR Em iR 22 R 222,
MR IR KA RAR KRB B2 IR B2 B B 2R R A R AR R SRR =
K218 N R 28 TN 2 B X — é&%z{iﬁi%@&ﬂ%%@%é%%EIW(%%%A:HJ@LM@#
W2 I 2R 7 B e S R AR AR 1 R R AW sl 7 2 B e e B et 5 8
4 R ASRE R R O S R A B, OF 24 R O R o S R O BE R, R ASBE N R A
Pt fidg B A 2 B g X DN B

[0140]  (b)R' A —CH,~CH,~CH,~ 5, —CH,~CH (OH) —CH,~ Jf H. 5481 PR & ¥ il 20 B sk 72 il 2
i, fil / 5 R Ay ~CH,~CH,~CH,~ X —CH,~CH (OH) ~CH,~ 1 H. 15 4B JR &I i i 20 R 52 il 24
% 5Bk

[0141]  (c) EHREMAIMBERIFTAEY, b ZE IR A () AR —, IF HiZfrE
A BRI B LA LR SR

[0142]  (i)-NH, FEH1HE -NHR® B -N(R) , BEFFTACRE, e A R n] DIl b A 4 B
BRI eI, Bk e pe gk D5 58 Vbt 05 B 5 Be kBl 05 L

[0143]  (ii)-OH ZE[F 4l ~0-PO,H, 8% —OR® FE [ Fr A4, Hrp g4 R3 AT DA ST 1 R 4 A
BB AR IR B 2k S BRIE 2  J8 B L 05 6 Bt 0 ik D e Bk Bl O

[0144]  (iii)—COOH & [Z4% —COOR® F& A prA %%, Hih &4 R ﬂwmmm&ﬂma@@zﬂe
B AR e IR e 3 A IR IE 36 L 75 ik e 05 5 L DT e SR B T R

[0145]  (iv)-COOH %4t ~CON (R*) , ZEFA AT AR, Ferp AN RY o] LU b A H sl B R
BRI e 2 AP IR gk D5 8 bt 0 2 5 e B B O 5

[o146]  (v)—SH ZE[Z#, —S—S—CH,~CH (NH,) ~COOH &,

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

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

[0149]  (vii)—CH, FE[##¥ —CH,~NH, B¢ —CH,—OH JE[# A8 Al / 5k

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

[0151]  “He A" 248, IR 4R 2 ZE MR i 8 1) X5, Brad ey e 6 T4 Bk LAt g o2 i A1
o N, iz BRI R 1) X+ 24 —CH (CH,) —CH,—CHyo 1SR Z A i —CH, 4% —CH,—OH ZEAK
B W BT AR AT A S 1 e 2 R e 1 =X 3l A2 —CH (CH,) —CH,—CH,—OH. A 3 — >S54, TH
A EEX T A —CHyo WHRPTA SR 72— FR A, WA T A5 B AT A2 A 2 R 1 )
FEiE —CH,-Clo vERHZIR M2 —H, JF LR H sl (Bt hs £ ) /8%, o
1R 2 —CL, Z SR TIE R £ (Flin R'-CL) o

[0152]  ARIERZ M ZHIWRES, o R', R 80X = # h RA SR 808 & BRI 4, 5

10
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IXFE B 1f) ~COOH & [ 4% —COOR® & [ 51 —~CON (R*) , Z& [ A AR B (AT A4, Horb R® A R' £
FHEEXT . XA EYT, BARER R EIWRE 2, L ARE R A BTN 2 R 1T
%% (Asp—Ala DKP B DA-DKP) . 4% 2 & FH T4 2 R ¥ Il 5% (Glu-Ala DKP B EA-DKP) . & 24
BRI R A G FRIK) M BE (Tyr—Asp DKP mk YD-DKP) | Bk FR NS 2 MR 8% (Tyr—Glu DKP &%
YE-DKP) 13 PU i — i Wik Mg 248 1) TR A& 2 IR B 7 2 IR PRI ) A0 2R 40, axX 8437 A= 4 —COOH
LA ~COOR® 2 [ 5k ~CON (RY) , ZE FH BT, Horp R® AR £E B LT

[0153] I, LI R a1  HWRmE 2, Hodh RY AR 38 3 A i P B (51 a2 A 2
FRICSE ) SR E M BERT A=Y “ BRI BERT A7 R 3T AR I sk b . Bk
M, AL RS ZFIURIEESS, o RY A/ 8k R? W] DA [ SAN AL R R R 258 H 2R N A
MR EHR R IEHER . o - BIE TR R 7 &R  1F 5 2R o T4 =R 0 L A/
ot R F1 / 8% R® &y —CH,~CH,~CH,~ Ff H 5 4RI AR R R R XA, &
PRIE R 2 S H 2 A2 2R (Gly-Leu DKP 8 GL-DKP) . i 2 B& I A A 282 (Pro—Phe DKP
8¢ PF-DKP) \ L R N IR A2 1R (Ala—Pro DKP B AP-DKP) F %% 1) — FHWRIE K

[0154]  JSRAMEIER FIWREE A W FABLL, b RY R 80X 38 4 AR 20 BR 11 U B R 2
P T ) e B I e B (AT AR o IR P S LI 2 RO B 2 BR I 5 1 L R DS 2R
(5 1) —MIRIE 2R (Met—Arg DKP B MR-DKP)

[0155] SR AEMR A “ I BE ” 24542 2 b i 51 Hh BT A 5 IR 1 2K R 4R NHZ-C]H-COOH

R EFERRE . 40, R 0k H, TSR K0k —CH,, DL R 22 IR 11 N e
>k —CH,0H,

[0156]  “HRi7KPE” R Fe M EE S BE AT AV AE A 38 pH "~ ANty fo I B K MR

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

[0158]  “IRpedt ™2 Ha & H 20— DNIRRBARRE, FPIMEEH 20 =ARIE 1. Sk,
PGS — A 4 ~ 8 MRIE TR,

[0159]  “ZuIffidt” RIEERD— DB — NS Z AN HIRIE T8 0. S 8L N B Le 2t
[o160]  “TFIL” 2R HA 2D N5 EH (Hlnzdk) W EER.

[0161]  “fe )7 5E” JEfis H 4 5 B PR G 3 (484 —CH,—CgH; B —CH,CH (CH;) CHs)
[0162]  “Jihedt” JEf H AR A 07 5 (Hian —CoH,—CH,)

[0163]  “I4J5HL” IR 2D — NI —ABE NIRRT 0. S BN I 55

[0164]  “H& HUAR” J2& 5 Fr il 3 40 3k B N R B H 1 — A4S 82 AN BUACES BT AR < —OH.
NH, . —SH. —COOH Fll / Y 1%/ 2% Jii .

[0165]  “pi2t” a5 Bl IRokpl . IRIE A2 iR .

[o166] X T [ —WIWRMEZRAEIAYT T— 4T IR0 J7 T2 A 20T, A AT T- 48
MLERIEAL . BRI, 3K T AW P 2R AR B A% R VG T EVE AL T- 45 B2 1) N (1) L sl
WRITEAL R T- 4L 2B R MR « A ST F ) “ PR 2 e PR ( SedEHi s 71 )
BB k.

[0167] il % i Wk M8 258 (1) 77 V25 A AS Gk mh By AN (), I HLIX 48773 m] LA >R & A
B I AR R 2K, LA 26 1 B R S 4, 694, 081.5, 817, 751.5, 990, 112.5, 932, 579 Fil

11
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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|
MENST

[o168] {3 4n, — i Wk M 2 RE A 18 Ik 1 56 & B S OR i) &5 14 IR BR A% 18 i A A s
BN 7 VEAE ] L- SRR D- E EE R B D- A L- S R R K 414 ok A Ree AR 2B i 2 [
M2 RGBT . 2988, Z IR RE 45 K & 1 R IR AL R Mk 3R 75, €045 DMI Synthesis
Ltd., Cardiff, UK( Z4E4 K ), Sigma—Aldrich, St. Louis, MO ( =2 I Z4E4 K ), Phoenix
Pharmaceuticals, Inc., Belmont, CA( Z5 ¥E & f% ), Fisher Scientific( 2 F& & B )
Advanced ChemTech, Louisville, KY.

[0169]  FTiA kB & sl R B 2 5, BT R . IX BERS Il L ¥ 2 PP AR Sk 5
o

[o170] 4, 56 EHR] G AT 5 2004/0024180 Ui B T —FpERAL AR 7775 22,
W PR — RAE A LT oA R 38 i 2R 25 K A o DR, 12 WL TR A AR AT
W), ELIn OB RN 2R R I - T 2- T R TR OB TR DU SRR RUOER
i O, 2- R ke LIS I G 28 5 Pile LS T LR
3= I R IR P B T A R AR 1 s R R R T FH SRR 2R .
NARIETE 50 ~ 200°CHEAT, AL 80 ~ 150°C. ALK AEFTAER pH i [ B8 % 25 5 Hi gl A
SUREEARN T E « AR, pH R 2-9, ik 3-7,

[0171] B K — A BRI A 2 ZE R AR SL 0 BE - A slifir A o8 B e nd (i x
AR 2R ), Ik IRk iz 26 1 L85 6, 555, 543 Friit I AT Mk . iy ik,
M RE R IL IR AR B 2 IRAE A ke, LML, B IR R 80°C ~ K
25 180°C i, PRI K4 120°C o Frad v i) oA v il 4040, piradss i) n] DA f& I ( Ean
TR FPRE ST R SR (HAN g 2Ry ) FRLh AR (B an 2R R VB R ) o Ik
H, PR AT —2- B, FF H TR SLub LR R . Indh— B S35 4, FF HaX 4
I [B) BE A 1 22 50 A o o ML TR, BTIR O Rk [R5 K2 8 ~ 24 /NEHLIE 18 /MBS IF . B
Jii » 5 BT R 2 P MZ R B 2s . FEIXFEAIPI I , B ik S A SRR ( TCHLER,
Lo anmh R Ek Eh R ) L BRAR (B4 JE AR (alkaline bases), HL NSS4 B A A AL RN ) IR
WJEF] (ISR ), DRFER LAY F2® .

[0172]  [EAHM G B files B ik ae i il — R I A I BRI . WAg) 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 ARBCF 2R / Gl . SR HE, A0 e PRk 451, B ST R A SR IL
B[] 6

[0173] g il £ 3K T A0 TT ()2 2 R 1) I B 0t 10 A ) — W, 72 — IR IR s o] BAASE A
FIEIRATEY), ZIKREME AT AL AT / Bk Z FRWR 28 RE A A A AR AL, WA ST 23 S i AR
DA b | R 6 2325 SRR

[0174] Bk ORI i) 4% — il Wk e 288 1) oAt 77 25 2 AR Ik N1, - HLREAE AR 0T A BH 5K
B A 0 W WR R 2 1 24 RS o WL n R S | B LS 225 SOk, BhAh, A TAEA
B AT AR 2 — W WK e 28 RE A% 42 AT 11 6 U BH Hh 2R EVFIBR 4% o I8, TR AR R BH S
A A B WRR 2R BE % B W1 DMISynthesis Ltd., Cardiff, UK ( ZHLE R ) w3k .

12
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[0175] XTI I F) — MW M S o A0 455 R A 2 1 AR A0 AT 1 o Al 2 R T 1 ) 2245
BRI 21, I BFE A vl BERI LA SR A . o — i vk, 20 T 70 TT B — AR WR R 2K A0 5 iy
A AT BERIARXS BRARAET A B AR (XA ) o

[0176] Ak B —WRWR R R AL FR 27 bR 52 i) #h AR w] DAAE A R B S A A o A3 |
AR IR R AR AR AR R I 3, e An R AR T EHLIR ( bLan Eh BRIy SR IR 1) il R 1) 2%
FRI AR SE ) IR, AT TANER (Hin 1R INIR VBRHIIR  OBERR (glycolic) JHEARER
FUIR R AR TR A 2R R AR R T IR K IR B IR DU LIRSS ) 1Y
#h, BT A (P22 ERT Rz i< e P B 1 I T A= T N, N- R 3R £ i D— i
W& eY & — R A N & 7 IS EAL ) IR Bh BRI IR S 3h ) o X 28 3k DUH R 77 ¥ 4%, 41
i i R A TR AL S ) O SR 2

[0177] 40 U6 W ), A B A B W e sl HE AR B 2y R A2 1K B Be s H SRIB YT T- 40 i
A3 I SO SR T- 40 B RE AL . O TSR, AR AT B4 T DR B
A BRI L DUIERE, PR sh W A S, e an s S« Lo E ) e . Ak
WAL W) A ORI BY L 25 24577 SANGRIE AT DUR 50wk e S I HLASCH SR PR 8 A2 A2 A 9 )
BORZ N H o AT R AN 53R 21 B AR 50) ot it B AR T AL & 40 BT 8967 /O
BRI P90 BORIE I M 4 TR S W) BRI BT IR T R RS I TR) 0 TR B
Wes T B SLA 25 W 25 58 L FITaR s A BRI  ROST A 288 55 B 240158 B AT 2 R PR 3R T
Ao M, AR AL S IR IE S H B ZAG S W B0 AR TT ORI B AR & . R
7> 12 F 00K H 2 3 B e 25 = A 3l ) B o S i s Bl A ok o G SRS 8, A 28 5]
DAL= = DU i /S B 2 70 G B4 R BLIE S R TR RE b 23 A 25 T o A S 4 7
MM RFEL RIS B TR %2 KN N 1.

[0178]  AKRAMAY) (BRI ZFIWRIER AL 2% BRf 2 1 3 ) Al LADMEAT G & 145 2
WAL VIR B G, B DIk a5 Hl . BIEAE2 s (o)l ik A
P BEIE R VERILIA ) RN V2R B U ORI FREES (RS BRI R ) 452, ik
[28 2530 12 T PR K 25

[0179] R HPhLE T AR R UML-& W2 W BRI, Th AR Lk A2 dilsn) (&) 1JE K
TG, ARWHMHEGWOIEA M2 P gy a2 BA LTk #
— P Ek 2 A A AL S P 25 BRI A B} BTR S ) AR RS M A B A R — R AL S A
MG . B ECADL R “PTRESZ I BEIARAE L IR ) F A R g3 A A 0T B
RN ICE . 2% LAl R BURAE AU P2 BV . ANE R PATM S 253840, AR
AL ) R 3 T AR S AR N 5 2 SRR R T VR i 2 A AT RS2 R . LA
Remington’ sPharmaceutical Sciences,

[0180] & T~ U IREE T WA BT AT LA B 22 | Joet B  FLFRI S P 30« 3D S JVHSE 571) ) 7
B A VB EAE 7K PR B E 7K Y ) i A1) K B v sl B K LRI T X B A
Pt 70 SRR SR R 2K, BB ) (A R A PR 3 5, B dn PR RS H i, BRORERE RIBR 7 A0 R ) SR
X A G A IUE BRI AR W —Fh sl F AL S E TR . AR IR —Mek 2 Ml &
W] LIAE R R AL R R BB 45 T o

[o181]  FIJIR&s 25 A B O AR AR b (R S ) LR B )« A3 RIORE 7148 ), v
By CRI—Rh a2 P i BT MRS A/ sl LA 4 Rl ez h ) 5—FeliZ g

13
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2 BRI AAARIR A, LE A i FR B BB IR — 405, 1/ BCR AT — « (1) JH A BN
) EC Ak FUBH ERE R A H B R/ SRR 5 (2) RGAR, ELt, 4 R T Ik AT 4k
B E R AL L BRI RE  58 L L e W TR R/ s BT b AR R 5 (3) YR A, e H s (4)
fif ), LE B A S TR BRAT « 8% 2 Bl A S Wy U T I S O ek 1 2k R R 5 (B) Wi P
), e anA g 5 (6) WBERESR, bh iz i A &40 5 (7) YRI5, Bl 450 G st s st R o st i
12 H YRS 5 (8) WRACH), b Gt i = R e S b &= 5 (9) R SR, L A4 o0y S T A IR 5 i R 1R
BeVIEARSRE O i AR RN A ILVR A s DR (10) EHEF . ERREE TR AL 1
DU ZA AL G ] DAL & G2 b3 ARSI 2R [ [ A4 & 4 mT AR 1R S A FH LB
BRFLBES (milk sugars) B 58 & RE SRR} A RN At B g s ZE 1R IR

[0182] )5 FIm] LIMT e 5 —Plak 22 i A 77— b Hs il B 98 ke i) 2% o R il %9 1 70 ] g
FIRSER) (o an B e sl B2 TN FR S 4F 4 3% ) TR 301 10 MR R 50 75 5 500 i s) (g £
PR VER AN BRAS IEAR FR BE AT A 220 ) SR TS PR R B3 S e il 2% o A 1 390 mT DI e A
A IHLES 8 FH I TR PR R RS SR R AR AL B TR S W AT REE SR i) 4%

[0183] AN BH 25416 W 1 v 00 R0 JEG A [ (R 500 28, Ll B 5] e LRI AN SRz 571), 7T LA
AT 39 b FH A0 N 58 R s SRk o) 4 5 LU 20 s A R 2 2 5] A A v i oAb o g . e ATl
AT LA AR AR 75 2 1 20 R G 12 B A PR I, 0 rh A F 0 AN [ L A9 iy F TR R R 4T 4 R
DA A S 2B R RE 5050 AT 2 SO SR A W 5 50 IR AR A/ Bk o e AT T LA i ot e vy ik
PEAS VR K B o 1K ELZH At ] DU I8 M B 0GR I B ] LU RAE B Se 1 B i
(RN 3 A b DA RE SR ) 75 OB TG TR o L6400 o BB 1) B 40 S ) ) S g,
FEEREW NS o ZIG MR MR AAAE T e,

[0184] AR BHALA W) TR LA 2590 PR A0 HE 24 2% b n] 2 52 (I LI SFL R v ) s
TR B SR FRANESR o B 705 PR b 5 AR R T DL AR A 3 TR TR R,
LE 4, 49 G 7k sl H AR 0 B v R A FLAR T, Lol T S I BE VB IR LG TR LR R
B 2R RN ME VN 1, 3— T v (JCIRARAT TR A0 A L K R VRO i RRRT 2
JBRIHT ) 3 O SR 6 R L B £ BRI K L B s T FR IS R HR A

[o185] [ T MERR RS AL, Pk 1 k4 -5 40 A e B, il B 1) b 4y viE 51« LA SRR B 7
AT R R TR I IR )

[0186] B VFH, Bk T ATk ih Mo oh, B 40 mT LS B iR A7), an S0l fi e 2 S R
A O AL AL BB s 4T 4E 2= Im A AL 8 (aluminum metahydroxide) | fi%
T BRI P R R RS

[0187] AR BHZIWZ AV A T B W B 18 25 25 150 mT LR #2030 mT Dos bk —
FhERZ P A AL B9 5 —Fh 2 P & = s W 351 Bl A8 A VR AR ) 2% 5 1 T 57
SR B S BAnRT AT B O R R s KA BR B, I HLAE SR 2 [ R A AR IR
R, IR AE T ok B 1 s PN AL 0T BB O PEL & . AR WIS & B I8 45 25 11 5
A0 A AR 2 R Ay A1 AR 1) 9T A ) R L ) SR T R VLR R B 25
7o

[o188] AR B G Tl B 2R B 4 7 11350 B A AR R e 35 0 3R ) B R LR
TR B R R R W ) R R RTINS v MR T DAFE T W A5 1 T 5 2425 BT
TR S, I B ST B g st dE R S o

14
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[0189]  HEFI\ B FLE FIAI BT GR T 35 2k i 23 e vl LA & OB 5, B dn sl ) sioke
VING 7 IS A ERD S U RO IR AT R AT AR B O R RE I A R RR T A R
MEN B ILREY)

[0190]  HICHFIRHIE 555 Bk 13 T B 20 A1 3 R A5 & AT W50, Lo n U0 A k0 RERR L S5
A RS AR A R BOX Le W IR G . W55 3R RE A% 38 A 0 FH I HEE ) bE o U
J R4 R T R AR A AR R L i T e A e

[o191] 28 Bz W) A $RAAE A R BH AL A 0 m] 5538 328 B A AR RS ML Ao IXFE K57 B e 6%
TR NG — PP a2 Bl oA R B A AR o B DAL A T 25 | ON 3138 4 9 J5T L o 2 o
MR R 2% o R RES WO U RIA 32 i BT iR AL & s 1 B2 IR IR i o 40 2 1 A i
i T I A AT P2 S BRI A S ) o B R SR A ) R ST I T SR AT R

[0192] WA EAEIE & T A BIRAN 25 1 B0E 48 B iR 9 25 7 (148 0 T e A
7Rl b (5 BUNRPIRGE R, AR BIAGE 9 77 (F M RN W55 25 2% BN Hs A0, 2 s LA e
AW SR F 5 E Bk . IR A ] DAL & 18 & I HESE R LL a0 — S/ 5 P e SR
e DY L8 — S Ah A & U e AR IR SIS 00T, 57 &2 5 A7 7] LA
TR R DL v R R 7 AR E

[0193] B3, X TR ABUR AL 2, Tl 4 &40 m] LR A 8 (08 X 1 A e B — Pl el
Z RS ) 5 G Bk AR BT H i FLBE e R K AR VRS9 o 1208 RS9 m] LA LA 5]
2 [0 A7 AR 190 4 1 5 5l 24 17 B4 0 B I s/ A e oy, 208 AR AT DULAE RN 2% RN A
Bt B EWR NS B T il rhes 24,

[0194]  Xf T & W 245 25, A K AL & Y v] DLl o i S s R W 55 10 VRS T,
A BRI W 55 A% BT BN R ON 8. MY ) I 55 4R O Mistometer (Wintrop)
Medihaler (Riker) o

[0195] 330, Lb e HIR 571 sl i B3], W] DAFH A A & — sk 22 ol 2 A1) B9 5] sl ARV A 571
(7K PR BARE A P S TR i 45 o 8 PR IGE 25501 g {6 b A0 s 28 Fh a8 o TR 3R e 008 A0 A T SR 1
I 25 IR B BIIR 25 24, 1298 BRI LR R TR -G 0 8 T 28 Y. T8 P9 2590 ()3
Hio

[0196] I&A TAEL M TR K HAMMA S WA & —Fhoi 2 M A K WL GBS —
B P2 2E b2 I e B A8 8 /K M BAR K PR VR 70 BT BV B FL T, B TR e A8
BT LA 73 BB DG AT v S A B o U B R, AT AT DL A B A ) 2 i) A o)
)5 2R MRS RV BRI AR B S AR 7)o

[0197] W] DAYE A & B 2540 & 4 A 1008 A 59 7K PR BR AR ZK PR A 7 SE ) L B 7K &
B 2 olE (Lo H N 3 O A% ) RIS & VR A4 R0 T LU A AgORs s ] v
ST WL L A R T8 . 35 I Bl I R % 49 ddl ok A A AR B an BRI i SR 2
3 BV T 1 08 1o e I P e R SR A /I A B e Je A P = T 7 Pk 1SR R

[0198]  IXLLZH A4 nT L&A BRI L anyg i ) FLALHIF 2 BoR . el &b i
FLFESEB I LL QR SN S o A, SEIR IR LU far B A I 60 AR B R P I N ] DU %
AT VES 2R A IR

[0199]  7E—2LfE 00T, A T IE K25 W I A0, I EE 4 22 25 ) I\ S T DL A 55 50 A KR
o 3T DAIE A FH RAT 99 7K 1 1R it T BRCHE R T A0 R 0 PR BT R S o T4 24540
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AT P 32 A gl MR - T, MK ORI HH S m] DU T ok /DR Ao 880, ARl
T AR SEIR RO B A L 2 AR T B Tl B A RS

[0200]  WIVEST Ak (depot) il I AEA M W] FRARSE S LL IR FLIR - B L BFIR I
IR LR ORI 26 o MU T 2590 55 2R A W I LE A A0 B AR F R SR S i P 5, e %
PR ZSYIRERR R o ALY n] BERER S Se B2 (R ) FIZR (BF) o wIvE
EF PRt P26 TR0 R S e 25 ) A0 10 2 S LA SRR 2 O T TR el L b ke i &6 o BTk mI
IR BE 6 L g s 53k v o i i PR 7 iRk K

[0201] 3R A] LAAFAE T S50 B w2 5) i s ) A 1) S 2 AU RV TR, O ELAT AR
S5 E A IS 0 I Ve R PR 23 A9 e S5 K (RO ) 2 A7 o T A SRV BORT 87
ST A H 3 U B SR 1) T B AR S RURE AT P 0okl 4%

[0202]  CLAHLIE G TA K MR HI ) —HWRIEESE HBLE ST F 8 A ek & A A 40
A R R 2R AR R ke T A S W o A LR 255 A B A DR
el I X Ly S YR LRI HCR RTINS BUE B IPIAS N= R AT
/ B C A g 2k IR W ML P il — BRI 2K

[0203] gk, AEAR A B HP A T 1) — B IR IR SR BE 6 S A 1 6 11 s Bk 1 L (e 20 40
PR S A RBR A BOR % o Bl g 7 A E A RS B e L A R
sl A T 3 UK IR P pH BRI Sk G2 B R DLIE L, i VB IR AR IR (Bl K
100 ~ 500mM) PLSEHE N- ARl / B C- AR AL MR I 4L R IZ3IRAE 60 C KL
2 /NI~ JLR, PR L) 4 R, LLG 1R —BWRESR I . DUE N =00 et A A2 . IXRE
iy S A6 FH 4 e O S TR) AT/ G N~ PR B N= LB (LR IR A5 K2 0. 02M SR SEHL
[0204] A< 5 WA HH ) — B W W 25 the B 0% T I A 1 B 1 SR R R A 1 (R 20 40 M 2 Al 32 e
Fot 87 1 SR S BEIZ R 1 SR DT YA N- RS 2 SRR (g (91 dn — IR EE kg )
B BE A% B BRI YA C- R im A AL IR N (PR AIKME ) AR AR % o 38 A i — IR
PREEAIER PR AT W45, Bl B sigmao S M AZAE pHE ~ 8, DLIE LS L i R 5 2%
PV EAT , R R i BN S AN B H AR (94 37°C )

[0205] K F) & A RIIR R 2 IR 3 41 A2 ELAN I, JF ELRERS A HIAE— J7 ook e HoAT ) 22
) N= s AN/ B C— A P27 i) e A TR TR AR TR ) — IR (2R) o« B IR P4
IRt RE FH N I T AR A T HLAE AT

[0206]  Frik WK BRI BENE N EAT EATRIR R RAE A ST FE A ek A A 40
A0 Mo 2 R I A G 2L, S RGN T VR E A o3 1SR B S (I Centricon
JERL) RA I (BlnfE FIAERORL (beads) b A £ B ) —BWRIGR S — Mk e
Tt 1A B X AR 11 A 1 SRR IR — Al s R AL 1) B B 1 A R sl PH 8 1A 44
T ZEAWRIEE S RENS B AL T S5 A2 LR UL i 2522 L 5

[0207]  HAOR M WREESR A 4EAL, A5 T L Sk SRR e AT 21 40 Mo A ol 3 AE A8
RSP RO AR E AR/ BRI 252 A S RENS BT TR T T- 4 3 K5 O H
RS H RIS T- A MR AL . OB RS LL s AR / IR =il A5 I 4 S R 5
A7 BRI S BE 6 45 A8 LR LI ) AR 20 Ik 28 o R 20 50 i 4 3 i ok
H Rk E AR 200 A e/ s A s AR/ SRR AT A 2 DA SE v BT R A —
HIWRRIS )& . sk e N, IF HFrd s aoa / sk A s amn / sk, A&7
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HAR2e 25 2 UL -

[0208]  FTiRER AT / BUKLL &0 B ORI B R 8 B2 40 W e , I HARIXHE I gog R A4
SRR Z W JUIL, O T g B E A/ ST & R 2800 &, RS D& TR 4 & 4
FFAE R — P el 2 Bl BIWR BRI (0 8, OF ELREWE X s 2s T 06 7 512 R0 — WWRER 2R
B AY . AU BARN T 24 BRI A B B AR AL &4 BT 23R 7 IR
SPIE 0 B R A 25 T B AR AL S 0 0 T R VR 7T R SN 1) X ik B
W2t ¥ 1 FCA 25 I 4 5 BT IR Bl ) R AR U o RUST AR A S A5 B 24 A0 85 B sl 24 S ) TR 3R 1
AR i, E A/ SRS WIRE G H R R0 R AR I AR . AR,
2 L FRERCRE R 2 iR B S8 B AE S il B PV Y whog o SRR, A A H s m] L
DA =W T S ECE 22 1 70 ) A R LIS 2 1) (8] B8 73 2 T o 25 25 N SRR 3 I8 3
TR I N 1k

[0200] i L Ui WYY, LRI AL 5 11 T 1 S Sl BEBR AT I AT 21 40 M A B 3R IR AR 45
THWMAESYHRILT RS, RSP & LA e A el (6
K)o —HWRBRI AR ] B BLAE A S I il 25 b BB BRI Hoth s L RTIR 25 M) 4 15
Porb o QA SCUL T Y, 1R 22 —HAWRIBR ST 6] T- 41 MRl AL I RE T o A1, FEIR 22 4601 A
A BRI NG F E R R ERER A (R L0 A0 M A a8 B T W R e S 1) LAt 2 Bk
WG B, AEALE LS TR EAIMIRR N, R E AL 4 7 B R Rst
BRI N DL AR 2L A0 M A il am 4 T S e AR G e B 2 P I 8 I Jee hE s R Ao 4
Bb, AR T NIZ LS S PR 5 2 D> — SR A AR 2k R SR 5 ik
2 A WRIGE S R] L2 T A U B SR B 5 0 i 23 1 b (A (Bl Centricon 381 ) 2R
A (A A BRORL B A 0 52 1 — I DR R 2 1Y) — e AR B 2 Bt 4 s et 0l ik
LI 5 1 SR — ol Bl TR (KA 5 ) B B A e B 8 A e LU AR L R 1 A e Bk
S A LA I A R A AR R A BRI S R A S

K Hte 11

[0210]  SEJEf5) | :Asp Ala DKP (DA-DKP) Fl Glu Ala DKP (EA-DKP) M K 5 iz Wi U
[0211] K WU () 1) F5 29 L 22 B B Ui s 5 280 o AR P 3 bk FH DL 21 40 e kg R 1)
A M B8 A IREGRREL . T T R 2 W s A mh ot B LA EE (FF 78
A)E) o PTG, B &E K Img 1) Asp—Ala —HiWRkMEE (DA-DKP) B% 1. 4mg 1] Glu-Ala
“HAWREE (EA-DKP) WA R4 Iml VESIA TR —fs s .,

[0212]  FEZH 252 Ja, %M@ N TR BRI EE — RV HERUBAE M B BIZ5 25 )5 2 /. X
SO B0 I HLIMR DA (5 5 BB ECA  (LC-MS) 17V H T PR AR kI 7347
[02138] £ IR, fERER G 2 7N, DA-DKP F1 EA-DKP M i =W e AT BF () 2 73 il 15 2]
TETHIER 95% M 100% (FHsL F£& 112% ),

[0214] PRItk P B — DRI PR a4t W e I HL A 2850k AW s i3 N 21 T IR, 75 M i B
BRI EAEAAHIER . FEeT DOl ORI T X LB AR VR TT

[0215]  TEARAL ) DA-DKP il EA-DKP M 5 iz il 35 N\ 21 1 38 A ey PR s i e 3 HLAE 73 38 B RE IR
R R U A P RS R ok = o I G B QAP HEIR ) , BoR RERTEREBAC. Ktk
CARSE 255 AR I 45 253842
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[0216]  [bAh, %43 B R HE TR BUE IR BORIF R B, ANGAR 2 45 15 K 12 AR i ELREIK
[ B ) NN E R R <SP K i

[0217]  Brf IX SR /R — MaWRiE 28I H 5 & 45 250 D 697 B T B2 2% 1 .
[0218] K Ak &h 24 ) I 0T 28 2 3y 2 204 5 P d IR ol 25040 — 30 78 0 IR =
1. 1 ~ 3. 7mg/kg /A (DA-DKP) 1 1.5 ~ 4. 8mg/g 1K (EA-DKP) Ji, T, 164 30 ~ 60 43
BhIEH C, H K 4 ~ 61 g/ml (DA-DKP) F10.6 ~ 1. 1 1 g/ml (EA-DKP) , (T, 421k Bl 5 KU B
(RN TR) 5 Crap AR B 1) J KUK P 5 IR 9 38 15 A2 PR T A5 50805 140 il A R 1 5 FE VT SEAS2R 1 )
[0219] 20 ¥ 47~ DA-DKP AL A — MWK P& S a8 ik if i BE R o (R, DA-DKP A % B
() oAl — A WR IR S NAZ 6 VA T AR R G L i 22 PR AR A T A

[0220]  SEJEf5) 2 : &5 Met—Arg DKP (MR-DKP) ft) AT, #43 A1 Asp—AlaDKP (DA-DKP) £ {4
AN T— 9k EL 40 A IR 1 7= A

[0221] A #E

[0222] 1% S jiti 9 451 UE T DA-DKP. %5 44 MR-DKP [ A #J . (HC2626) F1 1215 4 MR-DKP [f]
AVIFLHE 5y F 235 (HC RBL s & @ik i 5 W1 FL Centricon it JEHI % 1 4 F EAK T
3000 7 B ARIFLER 5> ) FHI T WK EL 40 Mo AL+~ 19 7= 42 . DA-DKP F1 MR-DKP 4 A DMT
Synthesis, Ltd. , Cardiff, UK. 7321 3X 5 Fh = B0k 0 X 9800 ) A BN i #e Hh = 2k
INIRAR =AW . BT A RE AT IS TR ERE R (IVIg) W A A s A AL Al
AWy R A R

[0223]  B. il T- 4 fe A+ A=

[0224]  XFPYFRAS[E] CD-4 FHPE N T— Ik 40 M v B 13047 1 IR0 o X LE 4t bk 1K) —Fh (TRPS)
J2 TR B 28 (A R b 2y B AR I ELXS M BREEFE 201K 307 ~ 319 2N R R Ao —Fh4 fu
PR (H4 # 9. 25) J2 M 22 R RS ARAE (%) A0 4 18] 7 A gk ] o 281 23 b 2 15 P 9 L XG5 480 ik
M (228 87 ~ 99) RFF AN M (1) e 7P s HLA-DR2- & FH M 40 i 5%
(2) L -CD3 NPt ~CD28 HLARLE ARSI , WA T— Ik B 40 B 5o I 47 25 1/ 25 8 (IL-8) &
IL-16FHE - v (IFN-v ) FMBEIRZER F a (INF-a ),

[0225]  ETRSCHIEE 5 18 ~ 20 KA KL 4X10° A4 B EAT Arids T bk £ 40 Jifa Ak 1) )
AL, B Iscove Modified Dulbecco Minimal Essential Medium (IMDM, Sigma)
B0 10 % AR AR I35 (FBS 335 [ B AR 0 (ATCC)) Bl vk — ik, JFHERT&H
1 :500 B [ HL —CD3 B FE BT M4 OKT3 ( Ha /> BB K VAR 25 ) 1Y 1. Oml ¥4 IMDM 35 77 2%
. SHAEVK E SRR FE 30 438D, AR5 T FBS HIve 85 3 0k, FRAE N T 50U/ml A
IL-2 (Xenometrix) MIREZEFE, VE A TIZEAIHL, 5 K4 2 X 10° 4~ 4000R~- 5 1) 1F 5 AfE 4%
[R5 R A 48 e (PBL) & 9F. @78 = RINASE FBS i IL-2 [grdsf IMDM Br =5 K
Bigit. REFRIIREUNA OKT3 RIS RIS, B 7 K (IR ) Hananupets A T
SEEG, AR AESE 14 R (O PR ) JFHERIE 21 R (HEARGLEE).
[0226]  [B|We— /M Ei L IT FHR (37°C ) IMDM S5 72 BRI P UG BT IR AL S2 3 . X T34
Ry S PRI, K 2 X 10° ANVE Al AE B A R s AL AN ) (4911, HC2626, DA-DKP, PMA %)
[ PRFR 0. 9ml 3R IMDM K5 =35 b F 3T C TG 7% 15 438h. ZJa A HA 2X 10”4~ CD3/
CD28Dynabeads (Dynal) £ 3% AL BB (R TMDMO. Iml 3 HLFTR 5754 T 37°Cad 35 9%
(18 /NI ) o FEIE I B /0 4l M e i S B At e 5 R ) HiE V. DURE Sk ELTSA (43 2,
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TNFa, IFNY , IL-8, IL-16 ;Endogen) 4> M7 40 fu Kl 75 & .

[0227]  fnfE] 1~ 5 ZIR), ARIFL (HC2626) AT AR i 7 NP0 i 7 A T— Ik E. 40 B ik
(RSN 0 B 7 1 7= A2 o Tl 1 ~ 5 S7R 1, HC RBL i DA-DKP LS & At 1 77 20 A ) ik
JEL S L SHD R IX P Al T— 0 R () A4 9 40 B Rl 1190 A2 . #RT75, HC RBL AT DA-DKP 7E1% 4
e (5 14 RECHEIR ) 2REE AR (OLE 4) . HC2626 F1 HC RBL #8744 MR-DKP ( 41
FHBCREAERA E 1)), {H HC2626 [ 1 ] REXT 40 i J& S R S 9 il 4 FH 47 5 1) MR-DKP 4, 5 3
A2l 73 (BLEE Ay AH R R R A £ 11 BRI T e 28 IS & 1, WIAE 2003 4F 11 H 25 H42AZ i3k
[R5 5 FHE 10/723, 247 B ) o 4k, HC RBL Fil HC2626 ( & #5574 MR-DKP) . MR-DKP
H1DA-DKP NAZXTTE T— 40 B/ S BT/ 8% B B Sz s L i 22 S PR B AR w1y 2 9 48 e [
TR IR A F R, PRA e AT SRR S S A A T 40 M 40 B R A . IX ek
R A7 HC RBL. HC2626 . MR-DKP F1 DA-DKP % B s mapi J& — 45k T— 40 i i /S 52 0
Hr R T- 4.

[0228] C. YEHHLHE

[0229] X DA-DKP F1 HC2626 ( 4 MR-DKP) W€ AL B EEAT T F 90 o T X FEA
L X 10° A5 18 K TRiPS 41T 37°CH % 30 73%h, MW A A#A I (7 47 7), I CD3/
CD28Dynabeads (CD3/CD28 Bk %7 ), i A CD3/CD28 Zk i 1 0. 5mM DA-DKP, 8% & fil A CD3/
CD28 FRHFLHN 1:500 FREIK) HC2626, 15752 I , 1 40 Mo A 40 i 2 At 1Ry el L3 4 40 i £ D)
(Sigma) "HEfHE .

[0230] SRS iZ40 iR T 2R 2 1 Hypromatrix FEd) sy B 7%, 2 J5 4% Ml
%) K (Hypromatrix) HIJ7 EPEEMIR. % Hypromatrix FEFIZ MK | rh o) H S+
PR EN Rk (¥ Je Jelie (Hypromatrix EMUTI ) o MG BERR A I 280 IR B R A 22 2 TR A 1k
FAL I 2 B e I I PUARTR G (Zymed) , 3557 L /NI o SRJE IO AV SR e bt — Sz
BREEEPUE. vEREPT - EERE O - ARG, MAMETUEDRED - SENDEE, I
HAEMAN IS E AL — [N R OGRS 34T 8 5 e o

[0231] 18 ik B8 )6 i ml DAAE &5 R B0 AL OF H a2k 2 Bros (108 45 SR 4 B o CFH 7% )
B+ ~++++ () . 1K 2 BoRi, — Lo fu bt R K 7 3E4k (ERK1/2) R
(pe—formed) 4 i [Al ¥~ HIRE A, HC2626 (75 MR-DKP) A1 DA-DKP A .

[0232] & 1 :Hypromatrix FE4 (GEMIN ) - THERILIIE A
[0233]
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5 | B FEE% 1 eth

1 Akt 1/2 OB, -0 T s

2 ¢-Cbl TeR 475138 5%; Tyr”? SRR K Syk #= ZAP-70 ¥y 45 4-Fn k&

3 CBP csk-25 4% @ (PAG); 1 LI % & 4345 Wb (5 FLIK K P 49 ) BS R BR AL -
FRBRALVAREAL csk

4 CREB cAMP BURL A4 % & BB AL (unk) A LE/ TR IL-2 B3 T

5 csk COOH-3% src #B; BBRILAY Ser™ FoB8BRbe) Tyr(RFEM
(activity)) I Ick BEBRAL I 40

6 ERK1 e oME A0 X B Ee

7 c-fos # TeR FIURE 49 AP-1 R4S
N-#o C-unk 7L AR AL,

8 NFATC Fee T-mic AT, ReLRE

9 c-jun #% TR EHIE ) AP-1 &% Ser™ 4k INK-MAPK B 1L,

10 xB-a NF«B #39 #|#

11 plkB-o BRERALAY Ser-Fo & i 49 NFxB #9745 7]

12| p38MAPK | #4ZRENEEG Y

13 | pI3 % Ba/pl5 | WA MM & = B2-F LIRF B AR 49

[0234]

14 pten WS 37-4F He R SR ER M, P 4 ) 2k B 3 1L 4% PI-PO #EALm 3R 6 1%
# X2t dt PT 37 i B

15 ¢c-Raf-1

16 Rap 1 % TcR A% GTP B

17 Ras BB ERRERARE

18 fyn 4 Ao 45 6 PP it TeR 12 % B8 (immediate TcR Signal kinase)

19 Ick MRS A 5B TeR 155888, 7EHM XAl Tyr”;, &
C-3% Tyr #& osk BEEAL K % 49

20 | ZAP70 #8s |k A CD3( W55 4T @il Ick/fyn A RFl E (at?)BFBRL,
ZAP70 1% LAT(T-%m 87 AL i 40 ) 0 B 2 BR AL & A8 BRI FF 1%
SLP-76 #98& RERARER AL,
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[0235] 2.4

et NIL CD3/CD28 DKP HC2626

Akt 1/2 + ++ -+ +F
¢-Cbl - - = -
CBP + ++ ++ +
CREB -~ - - -
csk + ++
ERK!1 + + + +
c-fos - - - -
NFATC - - - -
c-jun ++ +

[0236] IkB-« + +4 + +
pIkB-& - - - -
p38 MAPK ++ 4+ ++ -+
pI3 s & /p8S * ++ + ++
pten == i - =
c-Raf-1 - o - -
Rapl + + ++ +
Ras s e i i
fyn . + + +
lck -- - - -
ZAP70 35 - - - -

[0237]  SEjif5) 3 :Gly-Leu DKP (GL-DKP) Al Ala—Pro DKP (AP-DKP) fEAAANIIHI A T- #kEE

0 o KL 1 1 7 AR

[0238] % HASZHERE] 2 Fh BT Ut BH 48 F TRiPS 1 HA # 9. 25 40 g bk %] GL-DKP i AP-DKP ( M
DMI Synthesis, Ltd., Cardiff,UK 521 ) #4735 . &I GL-DKP F1 AP-DKP DAFI & (i /7
DI P R T— 0K L 40 B PR A S Al e PR A o A LI Qs e 9] 2 o Bk =4 ik
FERIFFCH, I EL40 B PR 7~ 2 5% ER1 3 P 385t AR T e 1) 400 L R~ 0 R e 28 4t i)

[0239]  SLjififs] 4 :Asp Ala DKP(DA-DKP) 11 Tyr Glu DKP(YE-DKP) fEAA4MHIA T- W
il aNPS et T

[0240]  H Histopaque (Sigma) M IEH AR ISR M T 70 8 EH AW 4. AR5,
¥ 3-4X10° AMZREAT IR RIE T Iml LIS IMDM Ao @b A 251 1 1§ 1 :2000 B¢
HI3T —CD3 PiiEk (Pharmingen, San Diego, CA) MV, 7T 37°CH:FE 18 /M.

[0241] 4R S5 =Bl DKP 570 A i —Fp R 28 Kbn (ZIREEN 107°M) I B =4 55 =24
W BT = Fh DKP i35 -

[0242]  1.DA-DKP ( M\ DMI Synthesis, Ltd., Cardiff, UK 15 3] ; fE 55 559 P (0 X0 B
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251 g/ml) o

[0243]  2.DKP-ZLB, — Ff 25% (1 & 1 ] #| ( M ZLB Bioplasma, AG3000Berne 22
Switzerland 73 ] ), ‘& T 60 C I # T 4 K, Z J5 & ik v 9 & & I8 35 4 0. 5mM
DA-DKP ( 35754 DA-DKP (K2R JE A 14 1 g/ml) .

[0244]  3.DKP-vy — BREE [ ——— 7E pHT7. 4 [ BEIR #h 22 vh EhoK th & °H 12mg/ml v - BREE A I
y - BRE A HIF] (M Sigma 133, 475 G-4386) H Centricon3000 it J&#%ityE, 3F HA¥ FHi%
W (A TE/NT 3000 45 ) o I T AS e HPLC 55 M HEUME SRS Bt B¢ A i i 52
(97, R BEH A — > 292 194> T8, JLO4 Tyr-Glu DKP (YE-DKP) [ F it o 1AUEMAERG =Y
DAL A R AR RAT H

[0245]  Jin A\ DKP il 7 sl b 26 KX 2 J5, S # W T 37 C R 92 18 /it AR5 H
ELISA (Pierce Biotechnology, Rockford, TL61105) | 5& & i B & Fp B2 72 4 v iy 1L-2.
IFNy F1TINFa f&.

[0246] 45 5AE K 3 thEon. Wi WEY, A H DKP- v - BREE T HUS T A X =Fh4 i
IR 7~ B8 A B Kk /b o W% CD69+T— 40 g (CD69 A A 3G ALK T— 41 i b R B FRIC ) 5L
=P AR R RE T- 412k 5 Ak, DKP- v — 3RET B RZ99802> T 90% 1
CD69+T— 4H fu ki i, AH LLBe b ZEKAN D T K2 50 % 1 o

20/20 1T

[0247] %3
[0248]
R 4k 78 U/ml IL-2 pg/ml IFNy | pg/ml TNFa
Nil : 0.24+9.1 23409 2.8495
CD3 2.6+0.5 289+35 98+3.2
CD3 DA-DKP 1.4+0.3 306+17 74+4.7
[0249]
CD3 DKP-ZLB 1.4+0.4 311+18 130+2.9
CD3 |DKPwy-#k%&é& | 0.24+025 2.140.1 1.6+0.6
(91%EJR) (99%3iE &) (98%iL/R)
CD3 o R A 0.940.1 76+7.32 41403
(65%3L %) (7T4%3% 7)) (96%3L 7))
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x
HC-RBL 1:10

DA-DKP 0.5mM

A
TS e e ———————r

10 10° 109
ERK1/2 (pT,n¥] PE

A

25ng PMA

" + HC-RBL 1:10

* + DA-DKP 0.5mM

1a? TS
ERK /2 [pT,p¥] PE

K1
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j’c‘ -
TNFa
B s

% -CD3/CD28 2 heE

. -CD3/CD28 18hx

HC2626 1:100-

HC2626 1:1000 | s

DA-DKP 0.5mMd E&E:

T

¥ R} 1§ ¥ 13 13
0 500 1000 1500 2000 2500 3000 3500
pg/ml TNFo

i

K 2
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7,

#,-CD3/CD28¥

HC2626 1:207

" 1:400 4

" 1:1000%

HC-RBL 1:20 -

R
$ne)

" 17100 A

1:500 -

P

SN

P AR M AR TTI G
GO
%ot oty

. o Wt

o vl aneteledaelelety
olateltaTals et s tatageanratats

2ttt ettty Pt MR S Y

1 1 o |5

N Rl |
(1] 500 1000 1500 2000 2500 3000

pg/ml TNFa

K 3
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&1
)’C -
— j
CD3/CD28 e
O pay7
] Day1l
HC2626 1:20 2

B oy

........................... ] W oww

HC2626 1:500 ‘.'.'.'-’-'-'-'-',.:.'-:.'.'.'.'.:-'.'.'.'-'.'.'. .....

HC-RBL <3kd 1:1

0 500 1000 1500
pg/ml TNFa

K 4
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IR A SN RO SO a NV )
SR o age T et
atatelnets

37 -CD3/CD28

HC2626

HC-RBL 1:10+

DA-DKP 0.5mM -

5
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