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L — G728 R R OG5 8 B 7325, A4 1) 75 L IR FLEh A0 A CD 24 SR -

2. WIRURE SR 1 Bk 53, Horp ik CD24 & A A HE et BR BN CD24 (1) )%
B, B AR

3. QAR EESR 2 Bk 773, Horb Bk i N CD24 I H SEQ 1D NO: 1 A1 2 1731 40
h, HH A BEAR BN R D24 HH %1 SEQ ID NO: 3 ZH

4. BRI BE SR 2 Bk (77322, Hodb BTk D24 & 1 B A G /N BB CD24 [ J v, H 5
i CD24 |1 N- Sl o

5. AR LR 4 Pk i 773%, Horb Birik Mo 480 Ee 7 %1 SEQ 1D NO:4 Z4H it

6. WIRLRIZER | BTk 7775, Forp ik D24 & 1 B A2 TV o

7. ORI EER 1 Bk 97732, Hep Brid D24 & A i 2 A AR AL

8. WML FNE SR 2 Pk 771, Horp Pk €D24 & 3 BB S AL 498 5k EH (1g)
(R — 38 5, Ho 5 Pk Al CD24 ) N- Sk C- SRt 4

9. AIACHIZER 8 Pk (K771, b Bk Tg #i5r2 N Tg EEE K Fe #95.

10. GOACHIEER 9 Pk 0 777%, Ferp irad Fe 54 ik A Tg 22 A i I ECEE X A CH2 5
CH3 Z5 I 4 pl, HH TR Tg 3% 1 1gG1. 1gG2. IgG3. IgG4 11 TgA.

L1, GOACRIEE SR 9 Pk (07772, Herp ik Fe 59 B TeM BIECEE X AT CH3 &5 CHA 45 1))k
Ho

12. WA EESR 1 TR i 777k, JorR ik cD24 A RAIH B E AR KL R

13, QBRI LK 12 Bk (7712, Hodp irid 638 R g F5 0 5 78 v [ 4 SR U0 S8 40 i & o
)8 A B B2 A1) e o 100 e Sl T A

14, QIRURIEE SR 13 Bl (1) 773, e v B il 52 bl Bl b 200 2t S o 3 804 e A o 5 B A%
) VBRSPS A T
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FI A& T CD24 897 KRR IE XTI KAV &

[0001]  ARZEEHIES N 201180021423, 6, HiF H A 2011-4-28, # B N “FI 7T A M CD24
BT TR IG5 4.

[0002]  AHICHIIERIAZ X 51 H

[0003]  AHEZERE 2010 4F 4 H 28 HIRAMSEE G LR H1ES5 61/329, 078 I A,
ENNES IR =5 D Ny

W N
[0004] ARV K HTIRTT R RIBIEIT % A AR T

BEEA

[0005] ARFEATIRILE 2GS, KAWL HAR, M 2 RAFHNENGAMR, ZA
A 8 H A G SO BT A RRAE B A T A FF

[0006]  CD24 #EF A BTG (1) . HRIENFEEBREBIEE GPD-4#E5+ 2,3 H
HEAEERD RG] 200450 (3) . BT CD24 8 T 76 K sl g ERiL, b e gpH
VEBR 2 T-24m bR ic i LA T T 4 1k . 5 CD24 47 5555 — ThRE e i R s Je vk 7
1 S 2 AL RS TR (4-6) o AR PIRIR B, AR ik RS B T 40 Mg 0 LB 5,
CD24 S22 A1), HARA/EBL = CD28 I HAF B B (7, 8) o X FEANIE & FHAEAE A “ il A
TEERN” KRS RS . 5XMMES 8 BATBEH T B CD24 5E [ 548 17N R
SEAHPUSEIR M A B B TER A BE 2 (EAE) (Wi (9) (10) .

[0007] A CD24 2 IG5 E0M B B G g (RS 3k Al o¢ (11-16) , 4 2 &
PEBEALE AN RIE SRR (RA) o 75 2 R ML IE I 0, AT L8R5 7 H BRL CD24 Al
N 1gGl Fe HIMRANES - LR AT PE CD24 P38 S8 56 Mk 1 5 Ho g% PR 22 A PEREALIE 1Y R
B G RFEIR (9) o HHEBATF I — RIEAT ISR AR B, CD24 5 A 2% 2 F A%
(DAMPs) F7E 3 i SLAH FLAE I 0 AT H] (16)

[0008]  RA 52U 0.5-1% M A D #iE. REIRZ MmNt XIETEZY) (DMARDs) E Hif
A, AE MR 4 35 RG22 D bR R 2% 2, B AR ) 7 DMARDs (1) 4 s 4, R4 i) [y 24
TER a BRITIEIE/INT 50 % B2 107 I G H 2B 50 % 3% (ACR50) (17) » A RE
IEBE RA VG R, DR, WA S AR RA VAR TVAETA ZE ). RA SBE AR K & )%
M , R Z I R IR KRE R BRI . IR 20 77828 U I 9& T 4 1 R AL
b R T4 (18) o« Hift, AR BIR, FUE R T R/ RS WAERI R E (19-21) . ifs
o BR B AT NSRS R IS 48

[0009] M\ RA I HUAA 4% 2 4 B (Wi 90 vh 8 7 ) e A R (M 2 — 2 B ik B A
TR AERE RIS B A AR R 1, EE L B 2R R R B & S e (19-21) o
XA A A EE B, DR R R I, R A SR Rm LR, AR E / AN H B &k
PR ] Be e EAFNGYT o CRFIZMRES A, |z HTRIT 2 R E TR B XA
7 RA SRR /INET R RA (22) &



CN 105381451 A i BB 2/13 7

[0010] 5 A RA FHICHIZNHHE AL DMARDs J7 VR YT R Fe ke e 5 2 4E M . 9, 72
ZIN BRFH K B8R e 5175 S IR G 6 R R RA YRT VR R RBERY (23) o ilt, CVARIESE, UK
T 0038 R PR AE /N R P 51 R R 2L RIS RA IR SE (19) o BRINFEZR R AE 2 A RA (2
(1B S PRI (24, 25) , R SRS S ME DR IR 85 30 56 A2 02 A28 RA IAH SG B AL

[0011] AN RA FIAIRMLER I KAt DAMP (7 32 B2 (26, 27) , 1 HLIF R CD24 43S 5
X DAMP [f375E 32 OB (16) , RIS ERATIIF 78 7 AL T I CD24 V9T RA I BB EHE RA 1
BB FE R, JR RIAE T 5 N i Al O¢ HL 3236 v B

RIAAR

[0012]  ASCHEME T i R ZE KM AL s A CD24 & A B i 7 28 RIB PR 1T 2 1)
J7i. BTk CD24 85 [ 53 m] B A8/ B CD24 BUAGEA N CD24 1 7 F B AR A . il CD24
Al FH SEQ ID NO:1 BR 2 #Hpk. AE/INBR CD24 A HH SEQ ID NO:3 JEFI4L k. Frik D24 A
ik T AR /N SRECN CD24 1 Ji /M, Hom] 5 Rt €D24 1 N- IS . CD24 1 B /M8 AT e
SEQ ID NO:4 FHIH k. Frid CD24 & [ FUk nf GFE— Az skEr (1), K]
5 ik €024 [ N- ¥m Bl C- Imfl & o ik Tg #5907 Bhag A Tg S B Fe 74y, Al L2
IgGl.1gG2. 1gG3. 1gG4 BY TgA. % Fc B Al FH A Tg & AR BIBEEIX AT CH2 5 CH3 45435
HRl. ik Fe #5in] LA TeM FECHEX M CH3 5 CH4 5 5 .

[0013]  CD24 & A5 nl LA RLVAVERY, M LAl DU RE SRR . CD24 Al FIH Bz A
KIERFET”  1ZFIE RG] AR 578 G ST 540 M 3 o i 304 35053 i i bl 4 %
PRER A . BT S ] B B 10 2 SR B AR P R M S B B A e SR R A

[0014]  f I fAjid

[0015]  [&] 1. CD24 Rl &85 14 CD241gG1Fc (SEQ ID NO:5) M IEMRZH . TFRIZRIY 26 AN
FEPRSE CD24 15 5K (SEQ ID NO:4) o 1%/3 FI AR A 1) R AR 432 il & g 1 A 438 FH 1)
A CD24 AR (SEQ ID NO: 1) o I AFAET B CD24 AP IR BERER AEY) &
25 WA A4 v A I AT B 038 DR P o TR RIZR 1 ARRELAAR 1 7 B A A R X R CHL 5 CH2
LERIIRI 1gG1 Fe FE%1) (SEQ ID NO:6) .

[oo16] & 2. Zlifk A Ab3E MR FL BN YDA L R KAL) CD241gG1Fe [T

[0017] & 3. SRE/NERMIAEL CD24 A (SEQ 1D NO:3) Lk EH AR CD24 & A i
(SEQ 1D NO:2) Z [A)[ SR )7 ARk o I AERE A AT S B R, Frp N— LA s oL
o

[o018]  [&] 4. CD241g %f RA HIVAIT R . ¥ 8-10 JE i@ KETE BALB/ ¢ /)y BRIk P f 2% 42
2mg/ /MR, ArthritoMab %5 S5 R IUEN B (MDbioproducts, St Paul, MN) » 2 KJ&, %t
INRIEREESHET PBS Y 9 ug LPS. M TR Rats HiRERMARE. 0, TRMN,
TE 51, R0 AR IR Y BR /B 0 R i B 38 B T S Bk P 0 A £ A i, AN 52 4%
ZRERELE 2, pEZRTEEIER / BRI 53, BATITOR AL R K 4, A48 BEAE
(VU Ji R 98 e KA, B8 e 2 A4S0 o BT B OB 2ok B DU IR & Bl 8 (CF3ME +SE) o
*P<0. 05, #%P<0. 01, %kxP<0. 001, P [A] 125 53k T 2% 5 PLSD I 38t 42 io 25 1 o

[0019]  [&]5. CD241gGl FIZGMAR BN 7712% B WinNonlin X B4 o FFFALK 3 R/
(R E, 2ok 2 TR A 3N 7177 i e, a. FRAKIEST Img CD241gGl. b, R MYEST 1mg

4
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CD241gGl. c. Hectmmid thek N EAR (AUC) < 2P 3E AR B K MLk N E ik B &, 7E
B B VEST R AES AUC AT Cmax SEFF K ST HIZ) 80 %, R ZZE T A LG LR ET.

[0020]  [&] 6. PAMP 15 DAMP 2 ][] CD24-Siglec G(10) AHHEAEFH YR, A. %F PAMP [#¥)75 3
MAEZ CD24-Siglec G(10) M EAEF MM, B. CD24-Siglec G(10) A AE %% DAMP
i RN, AT B AL TR Siglec G/10- 454 SHP-1.

[0021] P& 7. A BRJREST CD24Fc FEAIK CATA G IR 728, a. 58 AR, BALB/c /INER (8 J
W) FESE— K45 mAbs FFEE A HARB AL S o 1E5 = RN/ N BIE ST LPS 548 H WS, i
%2 3 Ji, b. CD24Fc FEAIK CATA GR350, 7055 — RiES — KA A E 1 (Img/ /MR ) B
o B VEIEWGR . *, P<O. 05 %%, P<O. 01 g3k, P<O. 001, CD24 FIRCRAE 6 AT
AT T HI, RS PBS 4L 52 H/NELBA K CD24Fc 45t 54 H/hE .

[0022]  [&] 8. CD24Fc FEAKICTY A 1 48 TR 4 M PR 70 CATA [¥)7KF o AnfE I Ta BT EIAE T K
FHAbFE CATA. LK EH BD pharmingen HANML P/ NERGBES I & R PR+ a. £
F M FACS 128, b. 77T 21K = kb AL R+ (PRI +SE) RO .

[0023]  [&] 9. CD24Fc /b 7 HR I S SE A BCE IR . AESE-EK, M\ CD24Fc AbFR /I BRI
RN B U0 T TCRLG TG, £E 4% 2 5 R B 24 /DI, 2 5 H 6% BRERAS . S8R I
I R IE A HRE FI3R 40 0 41 (Sigma-Aldrich) Yl

[0024]  [&] 10. 7E CATA 5558 TR A I CD24Fc BFINRIT AL « 44 CATA- 75 S /N BB L
oA, B2 a4k (PBS) B CD24Fc. HRUEVE /IR Bon VAR =AM
Ui

[0025]  [&] 11. &7 & CD24Fc B 1k CATA K J&. a. WIS E, b. JCTF R MR 9%, WE %
.

[0026] & 12. Siglecg XfT CD24Fc WIvay7 RUE S FEA K], WT (a) 1 Siglecg—/— /Ml (b)
BESZ AR RE B CD24F e 45 SRR mAbs (KX Bl . XUE AR RIT R IR 2341

BALHEAR

[0027]  AKIHANCEKI, TEE AR CD24 BHEIT IR I % JE% A 2.

[0028] 1. X

[0020] AL I ATE B BIUZ fdR e E st 7y 20, T HE e B2 R e MR . EAR
B A0 BT BRABCREE SR Bk, BB 20— (a, an) ” 1 “i% (the) ” BFEEHHRA, BrAE L
T HIME RN

[0030]  JCT AR S H R B ARV Rl A, EL A R (BRS¢ R TR Py B Jo V) P L B
FEAEN o 40, X T-EFH 6-9, B 1 6 F19 2 4k, B 7 0 8 3% [BAE Y, % Ty [ 6. 0-7. 0,
BUH 6.0.6. 1.6.2.6.3.6.4.6.5.6.6.6.7.6.8.6.9 Fl 7.0 HEAHEEEN.

[0031]  “fR”BL“ZAK” 2 R AR IER A, 3 H AT DU RIR I & A, BOE RIRBLA 7
B IR B G -

[0032]  “HEACHH [F] [ 7 AT 4558 — G LR T S LR FIAE 1.2.3.4.5.6.7.8.9. 10,
11.12.13.14.15.16,17.18.19.20.21.22.23.24.25.26.27.28.29.30.31.32.33.34.35.
36.37.38.39.40.41.42.43.44.45.46.47.48.49.50.55.60.65.70.75.80.85.90.95.100.
110.120.130.140,150.160.,170,180.190.200.210.220.230.240.250.260.270.280.290

5



CN 105381451 A i BB 4/13 7

%, 300 N IEER AT X RN /D 60% .65 %.70%.75% 80 % .85 % .90 % .95 % .96 % .97 % «
98 % BY, 99 % M [F]

[0033]  “YRYT (treatment BY treating) "4FaFi ILBNY) St B im iy, =48 TR il F il
B SE AT BRI B « TR i E S AR B RAE Z A I it AR R B A . He il e
o AR LB 51 R BIEAE I PRI 2 10 131 sh W0 it FH AR & BRI 20540« $0ii) e s L6 £
Piv e R R I 2 I R B A R R 590

[0034]  “7AR4A” A]RHE FH T 2R IR M9 N S Bk L BO0R <7 B3 i (2L IR P 9 AS R E 2 R
&b — MR RS2 IR “AEYNEE I SEHEE S Tol 1- BESZAREE A DA A
R EPUA L A RIBE 7T BIE T i HE B RT A 5 G IRE 20— P AV M R 2 1R
FAM S EAFEAMEANEAR . ZERAIRT B 5, B, 2R (B,
SEAKPE T L X R FE RN 34T ) BOAS [ 2 B PR 5 6, 76 AR VTR A A R LR 8 S B/ N ) A
o X EEHL/NFAL S 43 BRI 2 R R IR B SR K R Ok %5 58, IXAE AU 2 Tl BE Y - Ky te
S, J.Mol. Biol. 157:105-132 (1982) o Z IR I 25 K MEFE Fi L T 0 He i /K Al (1955 18
ARSI, FASE A AR B S R R T AT B e, (B R B E A B EhRe. £ U7, %
KT £2 R B . 2RISR e n] H T Bontg = AR E AV Dhee ) &
H B B . AEBKITE 0T % R FE IR 1 S K M A 15 AT v B2 IR i oK R P ) S K
Kot — P DAk & S PUR A Sz SR AR A S IA F & E . R E £ H] 5 4, 554, 101,
HlEZH L2 AER L. BAFRLIEK M2 IR I & #en] 7 A R E A WiETE (4
W1, G SRR ) K, XA AR IR W e 1 o B B m] R S K PEAELAE A BRI 2 W YA R
HHAT o SIS AR K PR BRI S /K M AE 52 % L R i e MR (R s . 5% 08— 5K
T, N FR i 5 A1) D R AH 75 (1) 2 I B A B e T P o S kB A o U AR, AR i) 2 B ke T
S S TR (AR , fid ek K P S KM | A RS B AR T BT 48 7= 1

[0035]  2.(CD24

[0036] A% 3C 42 fit 7 CD24 &5 [ 1, H B A Al AN CD24 1) & B P B, % 7 31 ] D
J& SETTTGTSSNSSQSTSNSGLAPNPTNATTK (SEQ ID NO:1) B{ SETTTGTSSNSSQSTSNSGLA
PNPTNATTK (V/A) (SEQ ID NO:2), B¢ 3 H H A /) & D24 1 & 2 7 71, i% ¥ %) 7] LA &
NQTSVAPFPGNQNISASPNPTNATTRG (SEQ ID NO:3) , B # HAR A, Firidk CD24 7] LA 1K)
I CD24 R ATALHE N- (% S ik, JL T BLELA S L 8 5 %1 MGRAMVARLGLGLLLLALLLPTQIYS (SEQ
ID NO:4) . % CD24 i& A A 1 8¢ 3 Frik R IR T H. 1% CD24 ] LLLAP AP A7 B 20
ZAFAE, UAT RN CD24 ) C- vm 2L IR T AR A IREUN AR . C- WA RN AL 7]
B2 % IR MR EL AT DA CD24 R 48 25 DARRAIR FL G i 1t o P b S5 o7 L AT -2 1) 1 22 e T
S AL 46 22 R PR B ARE AT RA 76 N IV B S 0% PR (R RS o SR T, (R R PR A S Ao T 2052
M FEs 25 A T SRR KT, TR AR S B S AN 2 CD24 [H ZhRE

[0037]  JLE R /N BRFN I B8 CD24 B 15T I = B8 7 71 (7 B A A AE 24 K B2 AE
Efak ka1 (DAMP) AHEAEH 7 M eAI7EDh g8 FR2 SR 1. DRI Xt DAMP (75 3
RN RS RA BRI ATLER A2 2L 1Y, (RGN BRI CD24 7EYR YT RA T THI I ReSSh /BN
INRE N CD24 Z [ FEAE C- v AN VE 2 M A0 A7 s 1 3 AR <5 10 45 3, Bl CD24 S 1 R
1) 30 AR AT i 52 R A CD24 Y97 RA, 5l A2 a0 AR B A AN F2 A C— i O DR S AR R B A
S Sfe [ /N SRR N CD24 [RARE SR AL 15 o
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[0038] a. RiI&

[0039]  CD24 AI7EH: N-ImBL C- I 5 E i FLah Y Te SEE it (HAT AR ABUNR ) Bl .
Fe XA A04% Tg B 1 I ECBEIX AN CH2 55 CH3 S5 M3k, Tg B2l BLf& A TeGl. 1gG2.
1gG3. 1gG4. IgM 8K TgA. Fc #4937 LAMUHE SEQ ID NO:6. Ig &[T LA TeM, H Fe #F
Ay Al VAR TeM FUECBEIX AT CH3 &5 CHA Z5H 38, FITik CD24 i mI 78 H N- i Bk C- i 58
JRbRILEL A, Z & A AR IE T BAAE GST His B FLAG. il &ml A 8 (5T BA S gL Bl & 2 (1
(R TTIEAE AR SIS 2 B o

[0040] b. 477

[0041]  CD24 A D& KEMEAEALRT, i Bl A2 5 CD24 )88, 18 w3k fil g LA & 5 fa ki AH
KT EAEH. 1% D24 FIH EZRILE RG] % ZRIAE RG] 752 MBI 40
P B R R IR, 1 G R BN (CHO) 4. 1% R Guide m] DR o8 25 3044, 18 T 52 il B b
WL SR EE A, T A TR E 4. CD 24 i 7] DAMFESE 4m i 277 4, 1% 48 52 4
L 22 I O 204t A5 1) 4 i 2 R A P YRR B AR 1 — 3 43 3R 08 CD24 . BTl A e 4 i &R ]
ML 1 B2 | R B0 A% o SR AR CD24. Rk REnT LAE GPEx (TVW) .

[0042] 3. VRIT L

[0043] ik CD24 A FHTRIT R MR MEIRTT 28 o 1% D24 At A T FR ZH I R o prak ot
Al ORI ALEE WA

[0044] a. K& CD24 V697

[0045] iR CD24 W] LA S —Fh 2Bk &, i WS AR T RIR PE 2547) (DMARD) o FTik %
Y] DO AR IE BEPT 2 25 (NSATD) , Hon] DR TR BTN CIRATAND IR BERR AT AN 5 I
% (fenamic acid) fTAEMBUEEENE Cox2 M. Bk 254t n] DU 57 Jon 288 [ i 53R 2 i
W, B 254 a] LA A2, HomT DUJE TNF- o 3590570, 18 040 TNF-a 4K B TNF-a
LA MRS E A (Enbrel) , T —CD20mAb, 3L 514> CDSO A1 CD86 HIF5 4L, 1 15X P
SFEASH R TEAS RS E A (CTLA4Lg) , B TL-1 3K 1L-6 524K I35 Fi57l. CD24 i
TRy n] PA— R O e .

[0046] b. ZZMHEW

[0047]  CD24 Al LI & AEZ9ME G 25 &40k n] A5V 77, HomTAE CD24 K HA 7]
{R3FFaSE o FTIRVEFITA] LA PBS, HATH CD24 78 —20°CHaE R 50 36 M H o B BE%
&R CD24 5 5 — GG

[0048] c. #=

[0049] AT A& B & ] ok I A6 AT w2 B A n] 482 52 55 1 A 2h 280 1) 77 =k 1
5 o FHT N ZEBIRTUGE I PR & ] a7 ms o5 A EE N R K (25980 7725 R0 B85 Rk 91K
. CD24 [FFIE A LA 0. 01mg/kg & 1000mg/Kg, 3 H.AT LLJE 1 & 500mg/ kg, iX Bk T4
TBYT R 1) B S AN I R

[0050] d. JifiF

[0051]  Z5WEH &I I8 5 mT DL B8 AN o W B A0 it P A RS BRT-# ik B0k P
WERE P KR UL B PN S0 Y A B 3 B 52 A2 28 00 R o R T S IE M, 294 7] AE
DI 2 AT 4R I i 55 4 B E T SRR S R o IR ] AR B MU E B0l AR BN 4
T ENER ISR AR LA T AN KBS e s 2.

7
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[0052]  CD24 7] 5 H ARG [RIN B0A M (metronomically) B . WA SCHT HIAE
PRI R B[R I A CD24 A1 HAth VR T AT AEA G R 48 /NI AR 24 /NI L BE AL
12 /N AT EE ARG 6 /N P DA S e pide 3 /NBF BSCRE D i o AR SR IR TE “ A
Htih (metronomically) "B AR A FILEAF T 75—y RIM ) LK 5 55t FHAH 9C 1 25—
E R .

[0053]  CD24 7] LALE 55 —IR7 BT ZEH] , A HEZY 120 ZNRF (118 /NIFL 116 /N
114 /NFFL 112 ZNIFL 110 ZNEFL 108 7N, 106 ZNEF L 104 7B 102 ZNEF L 100 7N, 98 7N, 96
INEF 94 /NI L92 /NI .90 /B (88 NI\ 86 /NI L84 /INEF L 82 /INEEF V80 /NEF LTS8 /INEFLT6 /)N
BF .74 /NP 72 7N L 70 ZNEF 68 ZNEF 66 /NS 64 /NS .62 /N (60 /N B8 ZNEF L 56 NS
54 /NI 52 /NI (50 /NI 48 NI 46 /NI 44 /NI 42 ZNEFL 40 /NI 38 /NI L 36 /N L 34
INEF 32 /NI O30 /NI L 28 ZNE L 26 /NI 24 /NI L 22 ZNEFL 20 ZNEF L 18 /B L 16 ZNEF L 14 )
.12 /B 10 /N8 N L6 /NEF L4 /NEF L3 ZNEE L2 NI L1 ZNEE G55 8. 50 43 B 45 4y
2,40 438h .35 4381 30 738f . 25 3BT 20 43Bh L 15 43P 10 8.9 B8 R T .6 4
B 5 At 4 .3 b2 RN L 4. CD24 ] LAAE S . CD24 YR IT 2 HT AT AT %1 e
R, ARG 120 /NI L 118 /NI L 116 /NI L 114 /B L 112 ZNEF L 110 /N L 108 ZNEF L 106 7)NE
104 ZNEFL 102 /NP L 100 /NS .98 /NI .96 /NI <94 7N .92 ZNEF L 90 ZNEF L 88 ZINE .86 /N
84 /NI .82 /NI 80 /NS T8 /NS L T6 /NEF T4 /INEF T2 /INEF L T0 /NP L 68 ZINFEF L 66 7N L 64
INES .62 /NI L 60 /NI (B8 /NI (56 /NI 54 /NI B2 ZNEF B0 ZNEF L 48 /NI 46 ZNEF L 44 7]
.42 /NS 40 7N 38 ZNEF L 36 ZNEF L 34 ZNEEF L 32 ZNE L 30 /NI L 28 /N L 26 ZNEF L 24 ZNET
22 /NP 20 /NEF L 18 /N L 16 /NI 14 ZINEF L 12 ZNEE L 10 2N W8 /NI L6 2N L4 ZINEF L3 /NS
2 /NEF L1 ZNEF 55 43R .50 43845 38T 40 43835 8. 30 B 25 B .20 43R 15 43
P10 8.9 9 Bh .8 R T R 6 BT R 4 AP 3 . 2 AR 1L

[0054]  CD24 A]{E 5 —¥RYT Z Ja WHATATI 2 H, 4G 2 1 43802 73503 43814 55,5
SERL6 AR T B8 4RO A BR L 10 B 15 4R 20 B . 25 43R 30 8. 35 B .40
3R 45 438050 B 55 BT 1 /NI L2 /N3 /NI o4 /NI L6 /NI L8 /NI L 10 ZNEF L 12 /)N
BF 14 /NP 16 ZNEE L 18 ZNEF L 20 ZNEEF L 22 ZNEF L 24 ZINES L 26 7N 28 ZNEF L 30 ZNEF L 32 N
34 /NIF L 36 /NI 38 AN 40 AN 42 2N 44 /NI 46 /N 48 ZNEF 50 /N L 52 /N 54
INEF 56 /NI (B8 /NI .60 /NI 62 /NI 64 /NI .66 /NP 68 NP TO /NP L T2 ZNEFL T4 /)N
7 .76 /NS 78 /NI W80 ZNEF 82 /NEF L84 /NS L 86 ZINA .88 /NI L 90 /NI L 92 /NEF L 94 /N
96 /INEFL 98 /NI L 100 7N L 102 ZNEFL 104 2N L 106 ZNBsF L 108 ZNEF L 110 ZNEf 112 Zhisf L 114
/N V116 /NS L 118 /NI 120 /NI o CD24 RIAESEHTHY CD24 Y897 2 Ja R AT Z1l i,
1527120 /DB 118 /NI 116 ZNEFL 114 ZNEF L 112 7B 110 7N, 108 7N 106 )N 104 7N
)L 102 /NP L 100 ZNEF 98 ZINBF L 96 ZINEF .94 ZNEF .92 ZINBF .90 ZNEsF (88 /N (86 /N (84 /)
.82 /NS .80 /NI L 78 /N 76 /NS T4 ZNEF L T2 /NS L T0 /NI (68 2N .66 ZNEF L 64 /NS
62 /.60 /NS .58 /N 56 /NI 54 /NI B2 NP B0 /NS 48 ZNEF L 46 /NP 44 ZNEF L 42
INES L 40 2N 38 /NI L 36 /NI L34 /NI 32 /NI V30 /B L 28 ZNEFL 26 /B L 24 ZNEFL 22 7]
.20 /NES L 18 ZNEF L 16 ZNEF L 14 ZNEF L 12 ZNEF L 10 ZNEF 8 /NI <6 2N o4 7N L3 /N L2 )
N1 ZNEF V55 438050 434f .45 4381 .40 4381 .35 081 30 8. 25 3B 20 3B 15 7
10 73%1.9 73408 73807 738h .6 8h.5 b4 A Bh.3 aBh .2 BRI L A Bh.
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[0055] g {3 SE 5] > 8 A A BH () 7325 i HL A AN 22 SRl B ik T VA I S o

[0056]  SKjiti

[0057]  SEjifh] 1

[0058] W]k CD24 & (i

[0059] % CD24 (M~ 1gGl Fe Bl A . % CD24 A& & AN M 2L IRA R AE I 1 iR
fito SR AEHES) CD241g il At 1 RIS I & BB 00 5% i 55« GPEx (TM) (R [R = 3k
K FRAES ) R RIS T H LR ILH, Horb i B — Rl 2 Pk > 1000 A4
A/ AR, AHR RN 1N DL BhAb, DR DA I s S5 03 0 e 4 N2 S it P R R e
I GPEXTM A 7K ISR EE A I8 . 77 AR e i &, FLAE 7 |l e CD241g. 7i4t,
A7 45g GLP 407~ 100g cGMP 247 4) . T U IN TN AEW) e B 28 WOER I 3 77 2 1)
TNESEAE T AR E S (E 2),

[o060]  UERVITEIH

[0061]  FJH] Cuno 60MO2Maximizer JREILIERT 2 f5 /& Millipore Opticap0. 22 nm il
& WIFAEMK SE TR . BIEm R B 48 b . i ELTSA 3R1FRE M 1) CD24-Fe
e &= .

[0062] &[T A i3k

[0063] ¥ CLETE G FRAEIET A SRR (GE Heal thcare MabSelect) , HyRk AT
16g/L 4 llg (T ELISA) , HAZAbm ()Y 4 7080 AP 820t (50mM Tris+0. 15M NaCl
pH7. 5) , SR J5 FH 10mM AT AR IR / AT pH 6.0 LA 5 FEFS (cv) ¥edkiZiE. O4 & (D241g
MAEHFIA 10mM FFARBREN / ATHF IR pH 3.5 Pl

[0064]  Jpi &% K%

[0065]  JEILVNIN 2M #h1R, {F %8 1 A BEN IR 2 %A B pH 3. 0, FEAEPRERIL S T Ti% pH
NOREF 30 b ARG, JEILASIN IM Tris BE ISR pH 5. 0, FFAIH 0. 65 wm BIHA 4L
JE (Sartorius Sartopure GF2) LyEEVETE, LAKHAIFH 0. 2 nm(Sartorius Sartopore 2)
B E S,

[0066] SP-Sepharose fo iy

[0067] K EE KIEM KR T SP-Sepharose £ (GE Healthcare) , HiREAA KT 25¢/
LAE (24T A280nm, 1. 22 = 1mg/mL) , LA SR ZRPRIE N 250em/hr o FHPAHTZ2 R (10mM A7
BN / ATARIR pH 5. 0) Pz AE, JERIH 10mM ATARBREN / #TARIR +0. 2M NaCl pHb. 0 M
R O S CD241g. Rrm BB E LS,

[0068] Mustang Q f&ifys:

[0069]  JHALENIN IM Tris Bk SP-Sepharose BEBA 7 2 pH 7. 5 Jf A H WRT ke DA %
I T SRR B T Mustang Q 188y (Pall), HkE AL 0. 5g/L M (£
T A280nm, 1. 22 = Img/mL) , HiFE A 5 AR/ 438h . FP#r et (10mM Tris pH 7.5)
Bzt it g RS, CD24-Fe WETEF IR (flow through)  HAFW AR L EWELS P,
[0070]  JREFLLUE

[0071]  SRJ54E 30psi fH /NI Mustang Q ZEIR4Id 0. 2nM I JEAS A Millipore NFP JiE:
e (FRPRFLAE 20nm) b 38, R BI RS .

[0072] P4 Al ¢ Fr il
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[0073]  ¥4a= My FIH 10kDa @ EVERE Millipore Prep/Scale) PAZ) 10mg/mL £
B (s 280nm T AR B ) I B 10mM B ERAN | 150mM SUAKAN pH 7. 2 v AT
BT Az 4 B I REE T B BT RE Fr o HEATARAT, IR AR R EIE E QC BEAT I, [F A
RS AR AEAE 2-8 CREFRFREIL (pending release) s

[0074]  JHERTHFREEMF

[0075]  7F Cardinal Health, NC 7E-T CHM ffill % {4 5 L 3EAT 521G PR IGIE. R H Gala
Biotech B & iR~ ZAE Cardinal Health Viral Validation SZE6 = 4F Cardinal 2.
AN OB T AT R R S IR . 1 2001 MU I TR R T 44 LU A9 4 DRk 1 20 B8 L 3 PR R
JpEE H TZE 7S o 56— P& Mg S Pk BR A P39 5 (XMuLv) , O —Fick B M s R Rk
11K 7NA 80-130nm ()L RNA i 5 o 58 PR gE 4N/ N 85 (PPY) , HoZ—Fh K/ 18-26nm
[RE B DNA 5 o IX AN A — Pl Homs 55, JF L TUIAE b XMuLv it $@46 77 25 e ik
B2 PR

[o076]  SLJiEfs] 2

[0077]  FIA CD24Fc 597 RA

[0078]  iZSEEM o~ CD24 7] FFVRIT RA. BUATESE AR KA Z v B AZAE T RA 22
& i HLE O BUR IR PR B 08 7E /N B 15 5 RA- 08 R 2%, DRI FH 2 3711 RA 430
RS AR I AT VA ME CD24 AL, R E A F LA 10mg/ml 3T PBS Bkt . wfEE
4 W IR, 4 Pl B SR A 4 A A8 BT D I A B RS 7™ B PR i ASRE IR, IR AE 3R A RN CD24Fc AbHE
ST 7 RIE BTG . BTId m R AEAE T BT A DU 5 A A TUR 20 B i il o — 2
Je e RFEIE R 5, AFRREAM Z A4 . R, iZ Al VE & A AR TR R 4G . WA
(¥ 4%, CD24Fc AbHR A Fon tHIRGE 1S 2 R o W PR 2300 T FRAE SR 9 KT ih 2k W& 1,
Ht SRR 24 R, (KL, CD24Fc 320t 2L RA VAT » 7B MBI 2, TR A il
RO AR S A% W2 Je M2 B, DRI, 4R 7] B2 FELIBT CD24 520a 28 5 46 2 5 (18 1 5 s
[0079]  SEjifafsl 3

[0080]  CD24 Z5¥)zh 112

[0081]  }% Img CD241gG1 JE: 53 2 4HE C5TBL/6 /N, FHAEAS RIS B] S e SR AR (5 43
1 ZNISE L4 ZNEsF 24 /NI V48 /NI VES T R VES 14 RFIES 21 R ), Hirp B hA] A 3 R/
PR ALY 1: 100, I FH I O BEEIBC 92 43 #7 F1LFH S44k (I P CD24 (3. 3 1w g/ml) 1E NH 3R BT
UL B E AR 2 A B ET - N 1gG Fe (5w g/ml) fE RISk I CD241g (7K F .
WfE B 5a TR, CD241g [y it 2 o om th BURL ( 8 B R A 3 0l SR — DA 34l
BA 124 /BRI 5 ANk B R X 1) — OH B AR . 58 AR 2
9.54 K, KU T HuR ik i F . X R0, s s & O i P AEw e .
TERLE B T N 0 S — 05, W2 B LA R 9. 52 K8 (B 5b) .
B2, R CD24 g AF ML s B AR 7K P 75 222 48 /NI, A2 MR R 2 1 5 1A
& (Wi AUC BTl &1 ) 4 TAL— Rl S 2 M 5 A H o R, VAT I s S
AN FRVE S8 420 N 24 AN B 25 W R VR 7 R0 o 2Bl K ik T R A SR PR A I PR R 56
I BT

[0082]  SLafsl 4
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[0083]  FH-T-VRYT RA [¥) CD24

[0084]  HT4FK, —ELfiE RA EEE T- 4N T/ B & SE MEs . /B —14F, 7
P DA S B bk ELAH M AE RA R HLER A AT B 2 1R FH R R S i o DRI, BRSE KGR R 2 4%
7E RA B35 h ORI FR S SLBU AR B 18 3, R HAE NS e Rl e 28 B I 4500« AT
#r TEYE R CARIESE, 75/ ALY o, 56 T BT A PE B S35 e e b i B o e R I 44 2
PLEI R RASER . 140, RILK H K/BxN TCR 3L/ R 3R AE BT 16 £ h s ERe i i fe 2k
LLRA (I . [FIRE, 4 FhURR IR BUR IS B CRAW ) BT T /NR i K RA.
SR TUBIAEWRR A CATA, B S AR5 S0 5235 48

[0085] X CATA BELZY (iM% A R A T AMAE BRI OCERIE A o 8 Hofth n] BB VAT AL, (H 21X L8
TR F ATE RA B AR R AEP iR A TR E . HEUREE SO 2 (RS
TR S 2 — P OS2 . JL-F —H4E ART, Matz inger 3 HEMH 5 B F N R B FR R 11 U
o KA L, e, M 50% RA7E s 1B B e i st 4T RS PR /e
I A 78 995 S, AR A, YR A0S i PN R 31 1 () HMGB 1 AR FA AR v 8 (1 R RE TBURE G
H WS 9 DAMP, B A& By A S 4T R R0 & TW. DAMP 42 33 28 11 240 i DR M 1 5 4 28 P08 177
Ao AEBNPIREAL A, I HMGBL Al HSPOO IR P 2t RA. DAMP 12 S50 1 0~ B HY
St BN DAMP 175 £ ORGS0 AT AT RA VRIT . CD24-Siglec 10 7EXFHEUE A 15
F A EAEA

[00861 7| HI 1 4 B9 51 K I 2R B 3% 0 0% 28 RE, FRATT WL 8¢ 21 @ ok A BLAE H, Siglec
G, CD24 % AL E R 1 RN AE A . CD24 /& GPT 4 58 14, JLAE 6t 1 24 o A
AL )z RIS X AR Z R E Bt pom (A5 2 K PEAE, & 5 PR
BEARIE . RA FTE KR4I 48 ) AL i1 WoRTE CD24 285 B 5 5 MPm I R
2 [FA & W25 KBk, Siglec G A& I— BEAEE SO0 R, I8 TR ) 2 M Y3 I8 110 465 1) ok
5E X o Siglec G iR CD24 -3 MRV R 1 2548 HLIB AR SRODR 200 B 470 18 28 M4 J DX+ 1)
FeAE (16) o B CD24 FHEAERIEE 3 &, A Siglec 10 FI/NR Siglec G 7ED)RE 2
LT BRI, ANE 22 BATAEAE /N BRI VR 18] A& T ATAE — X — (X R AL
7515 B SE B MRS, (2 I LA 042, SiglecG- AHIRMT SHPL A gES H A EYT . i
Science HR 15 X Be B S 80— AN B AL, 5 iZA5 A TR, CD24-Siglec G/10 M BAEHAER
SR EARF DS 715 (PAMP) 5 DAMP Bl gEEE SEEER (K 6).

[0087]  Z/DPHANEEALE A AR CD24 IDRE. & 56, Wit 5 2 5 DAMP 454, CD24 Tl 4§
PEJORE HBEA, VAT ILE 4145 TLR B¢ RAGE A EAE A« X P& @R ik M mif3 252 £F -
Hl, CD24 54035 HSP70.90 HMGB1 FIAZAZ 248 N [ E0R DAMP 4> F-45 4 . 55—, Al BE4F 5 DAVP
Zia 2 Jh,CD24 Al Siglec G JBUE %5 PITKALE ] se—Euh /e, oA R AT
— PR )58 [ RAS /N R OR BN T SRS 2 I RIE RS . SEFE b, Mok E CD24-/- 5K Siglec
G—/— /N BRI B BB 35 52 14 DC 24 A HMGB 1 HSP70 B HSPOO #3847~ A =115 22 14 A PR 41 i BRI 1~
FHI, 72 H 6 PAMP (i 01 LPS #1 PolyLC. ) BN H A RIR . XL AR 158
RAJE R G X 0 IR AR 5 H B S RNLEE, i LR B CD24 A1 Siglec G RIYENET AT 4
P A I I I AR VR T A

[0088]  CD24Fc A I — HiAkis T BT R AT 1EH

[0089] & EHIFE RA Ao AL ER Ho 0 2H 23437 5 (1) 6 R S % (R SR ALUE DA A 7 i 79 2
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JMJT T CD24-Siglec G/10 @ARMIVER, WAL 1 RIBEZ Mg 2 LAV YT RA IR REPE. AR
FRTA B B 5 s B RR AR B R 75 T AR RN B G s PR IR B S ROV
B e VERR B B AR P AE LT CD24-Siglec G M EAER BT ThRE. BRI, % T 4728 94,
R B RS0 5 1 9% R PP T AE YR 7 R -

[0090] 1 ] 7a P 7, M I AE 5 1 R DA 2mg/ /N BB K NV S DU R AT R SR mAbs (MD
Biosciences, St. Paul, MN) , AR AESE 3 R ATEST 100 1 g/ /N LPS(MD Bioscience) ,
7t 8 JE# BALB/c /MR FES CATA. 7E45 1 KA Img CD24Fc BUEFAAFAIY 1xPBS #AK/E Kyt
ST ALEE /NG . A Th R, HEA N A L, CD24Fc $RALES 528 R IT RUR

[0091]  SHFRfE CD24Fc fE 1245 Y i 3 L B OC 4T 8 AL EE, A CD24Fc AbEE /)N bR BX PBS %
HEZEL 1 50 S 20 7 v = 4 L R, DA R 3 3ok 4 e R /N R B U 200 v g 2R ST
FiEW . SRS R T 8a i, 1 EFE S HE s T 8b o X Be KL B UE B, 4% B i FH (1)
CD24 PE{KFIAL4E TNF-a. IL-6,MCP-1(CCL2) M1 IL-1 B ££ A 2 P 4% 1 248 i K+ R 7K1 o
[0092]  CD24Fc FJRR AL B I CATA /ISR T IR DG T (1 2HZA 5 4 B 45 DUIESE, /e 9 i 2
B FE58 7T R, 7ERTTRIFE T 25, HEE YLl sk PBS 21 () 535 1 gl A0 4508 vp Mk 4
o R £ P 9K S 2 LA PR 1) 28 PR e 428 (1] 9a) o IXAE CD24Fc AbFER /)N B 224K
B% (K 9b). A4h, EIL7E PRS- 4b3 (B 9c) INRHFL 0 ta et i g I E i
KATPTE, (HAE CD24Fc— AbFEAF R kKA (K 9d) .

[0093]  JYHASE /N CD24Fc XFREAT HH I RA 22 5 HAAVRITAUR, /£ RA B S5 565 5 B 7 RIF
UHALEE . W] 10 R, fEHIA CD24Fc AbFE 2 JE TR WS 3] RA V74 525 PR . BRAECH [
TN ALER , Y T7 R AR R WS — B R4 . X St 1958 1 CD24F ¢ X #EAT R B im I
BITI T

[0094] 2y T VFUY CD24Fc 76 AN BRI &, 18R K OB ()57 &k e il & CD24Fc.
WK 11 fow, D18 2 fie / /N BUR LA Goit 22 0 3 3R 7 208

[0095]  CD24Fc [ Siglecg— MMPEIA YT R R

[0096]  Mill5E CD24Fc i1t Siglec G AHEAEAEGIRY/INE, BATIME TIHITRUERE
AT Siglecg FEH . AN Siglecg— Bt Z /NG R ok B C57BL/6 /N R ES 4 =4,
BARHA WD C57BL/6 /NRAE TR, il 12 Fras, RR B /N R L AIAT CATA B U,
B9 B T BALB/ ¢ /N WP BT M2 B o SR T, BRIRTE ST CD24Fc ZEANTHRR T WT /)
B R I RRER o B ZEA A, BIMEZORAE Siglecg— B Z AU/ R i AR ™, {H & CD24Fc %
FHIRTT SR . BRIk, CD24Fc FIVRTT SR ™ AR T Siglecg A

[0097] 2T Z, ASCHTA M EHRUESE | CD24Fc Af CATA AR & NG AUR . &T3A1
P22 A P R w MR 7 T K 0 DA B FRAT e S b il CD24F e, BT A 3% e 1S 5% AH Fir i
AEAFREN RABITAIE KR 7.

[0098]  SLJEfH 5

[oo99]  Efk

[o100]  XfmEARAFE AR RK LW Z TR O L BN, f£/h RATEHE AR R K
12.5 % 125mg/kg W E & A MR TN,

[o101] B3I H57% ik

[0102] 1. Springer,T.,G.Galfre,D. S. Secher,and C.Milstein. 1978. Monoclonal
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