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System, vol. 10, No. 4, 1993, pp307-377)— X REH N & &
BB~ BRHEBERHNRIZECE TR R RAE -
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BEAY-RKEAEE - Am - ARROESMBH REFRBK
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FlpH 5.0~6.084 £ B Bk R 45 1 B 4F B 4 5 pHey 4 1 &) -
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BAAThm e L R B EHIFF RO EFRRGER (LR
Baxevanis CN, et al., Immunogenetics (1980), 11,
617-625) - WX EHRNBAERAUR —ABRRBARXTAM
BHEMERERLEERIARA ARV EERL LRI H 6B &
Yo MBMAAMBAMRTET ZEEHRRHEYHY N Thia i
HEHREBLAEER T A 568 % % (% B Rosenbaum
JT. et al., J. Exp. Med. (1981), 154, 1694-1702; Waldor MK.
et al., Proc. Natl. Acéd. Sci. USA (1983), 80, 2713-2717,

Jonker M. et al. J. Autoimmun.(1988), 1, 399-414; Stevens
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W B BIAT KBRS FRB Y B B2 H25C £40C
HAEIBA HRERBRARBORSY 28 - &85k -
RACBFTAEWARE A BREHLE LS ZHN
WA «- T RB AT BB REAHEBE Y B eypHA
4.0~6.0° BEHMRAFBEA2SCRTH - T URIZRHE
HE T -

ARAELLNAATHFEARAA GBI AR EA F 3%
2003-4314003k A T R/ZB KX F e /R E -

[ &5 K]

AT 3 a3 K o

AT TABBREER AKBEABENRY
NBEBETHUERTBEBN AR EROBE - RBRFEFHR
B EFAELROBE BB PR A TRERER
REXLEBGETHEHRSOR S - BT EHR A EFAH
BRIREBEMBEERIPEFT LI -RARLBEHR -

"ETRAFAHBAILALABRGE T HEMOFTRERS RIS
Bl REBBENERTHERERBE AR Z LN
M E  ARBARARFBELTHNRETHEREH R - e
FHRHITFERECEABTEARANBAFR AT YE - B >

98096-1000722.doc -13-



1353253

AR A AMBREHUMNOLEABERRORBHEAZTN
BRAREBTEZHFHELIWB - BH "THRBEEZLERS
BT RIEFHRSIAII GO FINBREAE EEAAE
HHADEFHR RIZRETREAEFREA(BABZLRAER
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w#"HEIEBR RBOGRED 28 F8ER - AR
FAHEBEHAROEBEME 0 - B > HBHEELRBAE
RIEE MBEBARSY - 7BEY - FBER - ALBTR
MBELXRYIEERME o - AEAYREZHEB T HREGR
S EARTETY R Lo Hn25C X40C THRAFL1E A 4
AR THBRHPLCRA Z & HEFTREMDHRBALLH D A
t  c BE AR ANRIREB TR BB ARG P H
MR % w25 CRAOCTHRAIEA BT oAb HEHR
oyl AR BE AR AR EB T IRM Y X8
BHEOEARETHENNFR S Hlw25C R40C T /% 4% 1M
A ##FrmmBEdgas hBE - & —F > KE
AR BB PR BAFCH T ACBRERE T NE S
#] 40 25C 40C FTHAF1MB A B FFcEmMALBRHERE
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AERHTRBY "TEHERERE  RBEAERLBAARN
ERSETARBENXEAROAET -THEF  REXARB LA
ARBHERTHKR Lo RAFALBEERE F B EKRE
MR MHMRELEBRER -  HEFHFLAORBOERA N
E ARV ERERREMERAE - BT HF
BB EEEAS] mg/mLE 4200 mg/mL > 24 % # 5 mg/mL

E#H50mg/mLAE4E > &iE A H10mg/mLA/HK %420 mg/mL -
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niE - FHAR S EHREHRE  -RARREAHEL Y E
ML E R &

AEAGHANLSARBOKREBRBHEAE - 8 Feyisd
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(DAL BRERERSED S FHRILR/ZIRAREZ G
ERepiaBEAA @B Bk QBREEZHNH
HWEFSERE KRL2K - BRETHERBE - RATHRREBSH

® B mAEIRRBRELA B TR I C)FHBE =B (F B E
myeloma)sy A E S (ORBE AL R A FTHRBO@BES
BEABHHRBYBRLCBHYGE, (O E — @R ERAY
S E(FEdcloning); (MNAXREZHREEHKRRE BAHFAMLE
BT RABABREIBEERS B OEA A (8B B
AME > REBSGBERLBEL R EALBABERRLE
MER BN SENRBE T BHEANE X oF 34
mmEk RARBH BBl - Lhe -Eher%)-

Q@ nrRcasEALTAYRBOEY ()b LS R
Ragsib, (10)w EA R ey BB £ 2 EH AR
FHEMENRD  HFARTRBOFTHOKR T E -
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A e AFINAOF L AETH RO OR R B ERTEYE
A ik (site specific mutagenesis)¥# A (Proc. Natl Acad Sci
USA., 1984 Vol 81:5665) - sk » B R4 OB AR LA
KEAHWE/LITEABRELBELZAR - RB&6TE AR
BRESOBETZHABRF SN AR ©hEB L RHKET AR
AR EBRKEZE - REATHIORBTELAET LA
HEORALFHZHB - A BT &4 ZH(subclass)& F 4
MR ERR - REHELBEIBRHNEUS R &2 & (£

Sequences of proteins of immunological interest, NIH
Publication No0.91-3242)% % 3313k ax K 8 R X A Seréy & 4
IgG1Sersk IgG2Ser&) B # 41 A8 - & — F F & 25 ~ 4 ~ 48 ~
2 % Kk 5 MM (J.W. Goding, Momoclonal Antibodies:
principles and practice, 1993 Academic Press) ~ 4% i & &
F AR FEF CBERFFELBEE S ORTERES 42
W & - F % #% & (calicheamicin) % 4t £ % & X # (D.J. King,
Applications and Engineering of Monoclonal Antibodies.,
1998 T.J. International Ltd.; M.L. Grossbard., Monoclonal
Antibody-Based Therapy of Cancer., 1998 Marcel Dekker
Inc); i — % - # & # Maytansinoid % 2 #7 5& % 4 (Chari et

al., Cancer Res., 1992 Vol. 52:127; Liu et al., Proc. Natl.

Acad. Sci. USA, 1996 Vol. 93:8681)% & 4 & — % # 3% % 2

EEERBREEAXAROYE BHETLALARBYDEMNAR
B ToHaMHMAh&E AERBEY -0 F oA &) 2521
BALrIRBHRLESHER B MmE T 5 EF(ab'), ~ Fab' »
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Fab~ Fv~ —Biibt#h & 4 Fv -~ E & Fv(scFv) ~ #4 &A 4 35 4 41
g (Diabody) & £ % 4 4 % (D.J. King., Applications and
Engineering of Monoclonal Antibodies., 1998 T.J.
International Ltd) e R " hAE M A & , RIER BB & F T
AHRBEELCHRER - EBILORBUARET L& F AL - B
FAELHE(F FeAEFaF%) - TAHT LB, 8
MBREAHEN AW HREEE) A HNI0EE%Y IR
B-E2VSAHNISETN B abh AL -TKELMYE
M RBREBHIYPALSMYBLEET ZEV 45 HFHAHA99EE%
ety -

ABRRATHHRRE  BEAABERE - AR X
A—BRBESINE - BFABIgG RFwigGey 5 #8 A 1gG1 -
[gG2~1gG4T t9fx —# - B H[gCHR T A LB T AR B X
BAESG A EARAA LT ABRARL YR X R/ R K
Bl AmlgG B4 > £ 4 A% »HLA-DR& A B 4
B~ X £ 14 A W02003-033538¢ 32 # &9 ;L HLA-DR A E #%
%% - HD3-HD4~-HD6~HD7-HD8-HD10- HD4G1~HD4G2Ser-
HD4G4 -~ HD8G1+ HD8G1Ser~ HD8G2 ~ HD8G2Ser~ HD8G4 -
#£ ¢ - &2 £HD4 - HD6 - HD8R HD10#) &% 4 /8 » % ;X FERM
BP-7771~FERM BP-7772~ FERM BP-7773~-FERM BP-7774 >
2001510 1B EABFFRBILITREAEER TG A

RAEFANADFHRFSC(BABRBEXRABEAFTRIT AL
]l FRE6) A& EAHDIRHDT® &4 B % 5 K
FERM BP-08534% FERM BP-08536 > #2003 108318 B
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BHEBENE —Fw - &E—F KEHFES4HHCDIOH A
BB - &4 AHW02002-0881861%2 & # $L CD404 L
# - KM281-1-10 - KM281-2-10-1-2 ~ KM283-5 -
KM225-2-56~ KM292-1-24~KM341-6-9~4D11~5H10~ 11E1 -
5G3 ~ 3811 ~ 3411 ~ 3417 -~ F4-465 ~ 5. CD40:% & # 4 82 -
KM302-1~ KM341-1-19 - KM643-4-11~ 2053~ 2105~ 3821 -
3822~ 285~ 110~ 115~ F1-102 ~ F2-103 ~ F5-77 ~ F5-157 »
£ F o B4 B EHE B KM 302-1 - KM 281-1-10 & KM
281-2-10-1-2# 2001458 98 % % sA FERM BP-7578 - FERM
BP-7579 - FERM BP-7580 ; i 7 # KM341-1-19 2 4D11#
20014 9K 278 % % A FERM BP-7759 - FERM BP-7758 ; i&
7 4 2105# 2002448 178 A FERM BP-8024 % » # i /R #
BAOBRBBRFTEARBITEREAEZERTESLREMmEFN L
DHEFT(BABRIRBELATRITELISZSR]IY £ F
6) o i — % > A A F2-103 -~ F5-TTRF5-157¢) & 44 R 4= 44 T
% AR B89 H B M 2001 £ 4 B 19 8 4 % . ATCC
PTA-3302(F2-103 & 4& ) - ATCC PTA-3303(F2-1034% 4% ) -
ATCC PTA-3304(F5-77 & 4 ) - ATCC PTA-3305(F5-77 &
4 ) - ATCC PTA-3306(F5-157 & 4 ) & ATCC
PTA-3307(F5-15748 42 ) ; @k 4 /8 2 A #k F1-102 &R F4-465»
2001 # 4 B 24 B 4 % s ATCC PTA-3337 & ATCC
PTA-3338( £ B B X B 2 A & /M £B8 4% 3% & & H
20110-2209 5 A% & #7 10801 K % K #7 )& » A & A #4744 B
BFHF -
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ABRAFHELZ TH W, 00FHRSASHAKRNEER
BUBTALADNAS  Hlve 2B HE - pHAG A -
2B LB - RBFHE - BEAE-RBREBHH - LI
BE -BE NS RBANBEARA_EFEALBZRYDE

T p  REAEBEER>OFERALE I pHE LY
B AEANEHRET AHHI0ZE 46009 pHE B >
B4 AHISEHNG60 EHBHNI0E Y50 XRM4EAHH4LS
2450 XA50FE 460 -pHS52FEpH 5.8 #HpH 5.5 45
AEeEASpHE B M EH R EAMABLEEFTELEHE A
BAEBE2SCRA TR ERE - BKm > BRABOREBELRERE > F
AFBRHBBEFALIOCTRENpHE R At # B -
o 0 B4 AL HLA-DRILE 85 > £ 5 R 9pHA X 5.0
0 1 AHApHS2ZpH 5.8 EH N ASSHHE ;> LBEMA
HCDAOK e > B 5RO PHAHNI026.0- B4 A
pH4.52pH6.0 - £ 4 444025058 % - AHpHE % 4 B
MEFEB G T SR BB B (P o BN TEHEB (L
LEM) BB (ka8 M) HDEBE - BHRE B
BEBED  HEBEBP R A LBEN)RAE T H KR E
Bl o FEBEBFARBE LR ZHB G > K& H FTER B
BAHME  AFATREBEBRBIABHEBRALE RBRERBEHK
- HENEBEHENR/IAFENELER > KHBRAE
BHH1I mMEHS50mM - A5 mMZ H20mMA 4 ~ £ A4 4
10 mM -

FE%&B ,  REALHELEBMEARAHE L RAYE L 48

98096-1000722.doc -20-



1353253

FlAERMGOHYE - SR ELE A A 2502350 mOsméy 4 B
B - ARBRGYLERHBIHBERLYABIEHE - £
B ARERABERR/RSIAE - AEAHDERBAET LR S
BAMLE ABEANERB A
Pt AR SERERANOYYE oo B(ERAER
BE) - BERBEHE - £t % UELE A KiEH600 kD(H] 4o
#120 kD2 #4400 kDEB))® » FTEA4E -"TER#E, AT
RV EBBTIRIALATARAZTAI P ERBERLCRLAR
HABRARENFHEBEAOYLE "TERBE FAEAFER
BHRENRET BERBOBATARE - HEE L F B
LA FTHRAE KRB BB -REE - FIABREHEHE -
JEERMBEOSEE - BEE - L EBE - 2B Melezitose) &
MF M. H EAEE - KB - F R B - & 8 (threitol) -
LABBERAHBRBENTS  BEPLSL-HERBAL
BB - BERTHNABELEZDENEERBAREZ %
 HFEUB AL RBA LR FHBTHRBR
RZEALHARBEPBw-20C) TAEZKHHE A - LA
BEAAEZENERZTEMR  HBH-
"REEEE P A AR LA N (o R A E s
20~ 80% )& Poloxamer(f] 4o Poloxamer-188)% Jk s F H R &

I3

7T

5

EME oA R EaENEBNEARSMEBILRBEY
BB -RIZWHEB IR FOVRER DI R/IZARDI R
Mo E - AFEAFRALRLABEEEARGELAE L
£~ R EARLABERESEME REazHBEHB TR
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4 £20.02 mg/mL % 0.10 mg/mL -~ & & X £ 0.05 mg/mL#y &
%k
Fgxd  REEBVESFH M- BEAHFMIO mM
AT HTREBREHEEIRASIAILER/IXADER/KLE W
M RmB -  REALB P2 REARRTFTE S

2 T
“H'B;&‘ ‘? )ILB?(‘ES‘E‘ Eﬁﬁﬁ‘l’iﬂ)ﬁﬂfﬁéﬁ‘ éﬂﬁﬁﬁ‘ ﬁﬁﬁ%ﬁﬂgﬁﬁ
HBER R BB RPIAKRE - 0E  -EDTARZE B X

P 42 Fk &) 48 B -
ERANERNZREXAB L EAEH - Bk HBAHEAN

AL Ao BBLEPBEEMBERMINERRA -
HBE B EH o LB EHREE — ToF R EH

EANMBEHRNIZE PN~ BRERN - KBEAR - ETF

MM FREN  -S@BETHEAR &0 3 - HdR

ANBRBRBENFELEURBESHEOAEAALY - A ANHEA

53]

# - BEHETRREAFUBEHBRNBREN LY -
B NhEREIHEIXRBAIHFEISEANY B -

ABAHACERKET  RUBFEAEZEHAEAKRNK
UBMEESH LD RENMKEFHEAZE T - @&
AR Bl i~ REREAR - ZHT Bk
BREBELEMMBAAR -HTHES AH3~20mL ey 533 H
R UNEBZEFMNEH BB LAFEEEZHERELAEZHA
gRAEFT HE22RTOLEALEHH HEHRH - BES -
~EHB - RERAKTERB LKW 0 T & —

SR TERERAZFBRELXEHE MR -

®
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K % 4]

LBATE®RG > TEAPERARAENA R ZEF
e pl it RFRAFAGKE - 3 A XEKEEHHNA
XL E -

EHHpll A RHLA-DReY K B B (L HB A K)

b B Ml & 2 i 4 A WO02003/033538 ¢ o M & #
HLA-DRZ # 2 (31 HLA-DR4U 8 )&y K & # -

AERGITRAAZ LRI THEB FBREHBHOBLEY
T E -
[%&1]
HARRARGEE —FE .

BERE B HEr B F R A SRRy pH

1 AHLA-DR# 2 |10 mM 4 RkEg D-, &L 458 R LA AEEFES80 5.5

5 |10 mg/mL 10 mM 5 f 8 262 mM 0.05 mg/mL
3 10 mM #2458

(DR B RO AR

AR PHEAHRE A HLHLA-DRIT# (%418 mg/mL -
#: B WO02003-0033538 F A 2 8 &9 F A N BB "R B 3] B
BAEARANALAAEABHF AL L-ZEEMNERSH(B A
B BRBLRE) L-AaKB(BRER) BHEEBEMNE X
e (B AER) - RE KB AER) - D-LABE(L L
Bo) - D-HEBR(BARA) - BHABAZEL) RLile
BRE580(B AB M) A HAK(E REHR)-
EHBBRBGAEADEMBRAATSCREARABER - M
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ILHLA-DRu # /& & 1€ A NAP# # (Farumashia biotech2 3]
)R B RABERBRAMARL BAEXZETRAAYLZE
OD280 nm%& & B th #e=14 EHRE -

2B BB EAEFILE NS AO022 umig B (Millipore, 3
)T LBBE FLEAREBELAGAMH THI mLE A »
SmLEBIR(FLSLBRERZR)F - A RBEIH
BRBRESHHEEBRZ R SHRHLA-DRIA B 8 EZ R (XA
#Yy f£%16 & W45 A 0.22 um#R T8 8 B2 (Nalgene ™ 3] & )it
ITRHBBE -

(2) R B& 1% 1F
AEW®RB P AHBITLETEMHITE » KRBT &4 H LY E

REEFRA -

e B MR O EH AH40TC R 25C & 3% % 4 (TABAI
ESPEC 3 # )+ & Z 118 A -

A BRBNERND AT BT RAEATRENIES AHIC
b AR R B P e

(3) o # F &

R+ 3% HPLCKBI(SEC) : R oM A2 ERTBhAS E R
BRITHBRAERRBENEZEL BREEEZ REFEZI
mg/mL ~ # 3B E B E Fi&E A15 ulL o 4 8 1% 4 A TSKgel
G3000 SWXL 30 cmx7.8 mm(TOSOHZ 3 #)& # % & > &
20 mM#: 845 ~ SO0 mM#A1LspH 7.0k A 8 848 - 22 0.5
mL/> 40 RE  SAHEMA3004 £215nmifTHEH -
EREEMBEDAHBRESM - XEHRBEHATEY -
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M+ XBHPLCHR B (IEC): + BB S £ b B & F
T BZRERMEMEHEFELE - A0 pPLEBEHEZES
mg/mL#y #% # - 4% A TSKgel BIOAssist S(TOSOH 3 # )4
By wEi s H280nmETRE - HN AL A20 mMIE & B
pH4.5 - # W B R20mMi& 5 & - 1 MA 1L 4 pH 4.5 B #
B ERARBEOHESCH BTN  TEREITETAEALE S
Hibih B E8HBERB -

K HPLC# B (HIC) : Fef M A by 5 B i KR
HEMEER  BEN250uLBEHEZE I mg/mLeyix 38 > Au
A 250 mM#h BE 48~ 12.5 mM L- 3 Bk B2 8 ~pH 7.0K & & 20 pL
#1125 mg/mLA NE FHEKR2S5 pL> £37TCETEF R E2
NBE s AEFcH BB E - EAIS UL AR 2 Fear B g
1% A TSKgel Butyl-NPR 3.5 cmx4.6 mm(TOSOH 2 3] # )4 %
TEEHER2IS BTSN ELRE - FEA20mM= (& F &)
A FRpH 70 588 BA; 20 mM= (& F )47
o2 ME B 4% » pH 7.0k A% & 4BB - & A KB &K%
HEITHH  REXITENEL G S ILH A AL -

SDS-PAGE#: 8| : B E 2% £ % B 5 & # 2 £ 200 pg/mL -
NRBAERY A Z—EH e Tris SDSH &R R (F
—tZ2 B8 L2 H) KAHFRERERBER - BE - BEL
EHRBAGHERY WA= 52— FE e Tris SDS PME#
BRER(E—ILLEBLNGGE) H6OC hsh15n4 4 4
BRERBER ~ BAMET AT KM tris/ H & 8K /SDS % #
& (BioRadz 3] # ) 5 pL3k 4 /5 & % hu 7 4~20% % & % 8 A%
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1353253

BB(F L2222 %8) - R20mABE R ERETEXRE
K2R FPHALHENEELEBGERE S THRMEAS
Ik EARhERBORBEAEFERE - EF AT HERA
BEItBAORBRY FEAMRRE Ty FEH®/E 2200
kDa~ 116.2 kDa ~ 66.3 kDa ~ 42.4 kDa~ 30.0 kDa ~ 17.2 kDa
MEkag)-

FAEMREYMRRE  GELRELERH L5000 744
B AARREABFIBEHEHDRAE -

B E Rk A AHEEREREE E (Arclayn 3 #
OSMO STATION OM-6050)i# /7 2 & B A X ~ 3+ HE @ H N R
BT s BB KRG BERZI -

H: # A 8 $pHR & % & (Mettler Toledo/» 3 # MP-230
%) irpHB & - Rl E M5 ApH4 - pH7RpH IR #
R BEATRIE 12 AT R E o

()& %

Blix T &AM BE2HEBA2SCRAOC THREF RS Y
Egit e REMWEHBRTHHRHPLCR T - BT £ KK B
EHRUBABHRBEHERALBARE - BHE > Lo
BB M +8BER FcALRB)Y RIEFELBEEFH
RAEAERE MBEKBEEHRIBREEREHREE R
Z X e

MHABRBAKRE AR ELBEHREBRGFHREIRT L
RBE - REHE  BHEBREHFREABMNFRFTARETRELLL
MBERE FE—RBRBIYFBEHERTFEAME » AMRFAN
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BRABARAEZLMARE - BE » BRE2STC R40C FTHR A
B pHAEA R R o B EHREB T A & KpHR B & & 18
B RER BFHERBREEHEREBARETNAARBERE LM

2R BAOLEARLAAB]l BHAFTAERER

BEE -
% 1L o
ERRBELBEEHROEB A ETH RS & ILIEEH
TERRABME BTEFTARARERE -

R ATRA AN ALK SHEITHARBERTEL
WEHR - REAERABBEBEELAEHB -

K Bl2 oA HHLA-DRIL # ¢y K & & (pHO M %)
A F 3k 5] i 4 A W02003/033538 % B &) ¥ HLA-DR
Z 8 (JLHLA-DR#L 28 ) ey K M & & -
AFERBFAE X2 THEB > BiTE ET M HE B pH
#) 3 tm 3R 1B o

[%2]
HRRARH AR — B R

RERE 4 5 B %R B R & &P E] pH
1 [#iHLA-DR#i% |10 mM #:a:8% D-.l £ 4% 82 oL HpEEZEE80 | 4.0
2 |10 mg/mL 262 mM 0.05 mg/mL 5.0
3 52
4 5.5
5 5.8
6 6.0
7 7.0

(L)# # 82 F %
AERBTAAMBREST T ERETHRSIL -

98096-1000722.doc .27-
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(2) 5 # %

AE®RGTAHAEFTRTEMHIFE  RBUAFTEK4HEE B
3 o &S oo

o R MK IS MNA0T K25C ¢ 3% & 4 (TABAI
ESPECx a R)v 4R #F118 A -

ARBABRR A B-2004 KB RACHKRE R ¥ X # 4%
HOARBBEMAIR MUAKRHE - HEFTEHERBREUBRHE
RABFADERE I BRAE -

AR AR CEAKRGAEKB(RFEFHEZ E N5 E
RECIPRO SHAKER SR-II)32 300 rpm ~ 40 mmiRk $ 45 4 i& 47
20548 0 AE B - |

R EMRE D IEH A L4000B F e E B AEBRT
U & 21208 B L F AR BB A KRB -

(34 %

B2 & KHBREHEBA2SCRIOCC TR EHF R LS
EEIlL - RomERBRTHHRHPLCR E - 887 & K 8
SR BApH 402pH 6.0 %X - A& > B3k 7&K
MBLEPBAE2SCRAICTREFT ST B e Rib- 0B
EHBRTHHRHPLCAE & - AT BB & H R E B £25C
T 05 4£pH 4.02pH 7.04 % &£ - i @1 SDS-PAGE 45 # +
RTHBRHPLCA R &R F 2 RAKM @ EXE - B4k 7+
EAMBMBREABA2ZSCRAOCC TR EF L ERB E S &
b - *EBKEBEAL GG T RK/HPLCA X - 827 & M B
BHREBASCTHRAEHFALPH 4 0EZpH 7.0 % % - B 5
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R EKMEE B R A A25C R40C T4 & % Fedf fx A 1L 8
B %Mt cFeif M AR &4 S H3 KHPLCR £ - 8857
BREEEHREBAPHAI40ZpHG6 0B 2 £ - B B RAHRE
MBERRE - FBHEY - BEBLRPHER h & 5 AT #4 %
FARAEGILMBRE -

ARZEMBRBROER  BRAABHA B E—HRBETFT RS
W~ 0B KB E CFcHMALBYELF B > %
¥R THODAHABADKIGPS - B> REFFTTEM
BAREFTRZEWMBAHE - X ¥ ARBERKRGHE S &
MAMENSELEE—SHBEFTHAERE LR ABRE
EH#3 A MRHLA-DREE L BH(EROAE)

RE E fl e 4 A WO02003/033538 % 4 B & 4 HLA-DR
Z LB (L HLA-DRHL 2 ) ey kK 4 & 8 -

AREB T AR A3 THEB FEELBSERBY
B TR GBE -

[%3]
BRAF TG U - E R
BRERE Lot % R A F&@Zg | pH
1 | AHLA-DR#t | 10 mM £k 8% D-.L £l 852 BLAEEE (55
#210 mg/mL 262 mM 580
2 - 0.05 mg/mL
262mM

(L)# # 82 7 %
AEWRBFARAMBESH I ER T %A1 -
(2) R & % 1+
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R ERBI2YA AT ENRHKRBENNEGTREA -

)& £

Bok T&AMBEUBNEITIHARRBBRLERAYD E
By R EHR SR THMBHPLCR E - B 4E A L #

BUALERBOLHNABRRE - HHEN LABELEAS RS
FERE MHERBARFTGTLE  ARABALRBEA T
MEMBEBRES>F - EAEAHZERBATAG S TE R

BEZAREBF AL R OO HEE - ERBmEHs
TRARBERALZEIMWEER BF BHALEEAAAHFBR(ARIL
MR E(LEBEIMEAERB ETLLERR AR H
KRB FTAMBLY - "B THEEBRAAEE » F4H4#EAR
RGBT EHE R -

A AEAHERBBRIALTLERSE  BRIF AL S
RYPHRBAFLCLEPEHAFREREEAB T 5 T E
HEHEBAEALRBBLRZEG ) AL EB PHRBRAR
FAAHREBEMWw-20C) TR E LAY E AR - LB
BEEABRENERZRAMN  #$#ABRH

BE ABRAEFERARLABERESFE AR T M E -
EARARTHREHNB L AR PE N R BT HBHG

Acho o HEILRBOBRRKRD 128> % 5 # $50.20 mg/mL
U LEHBERMW  RBAFCH ML ACLB I A wiEG - B
b 0 @ E M B £ R B P B A 002 mg/mLZEO0.10
mg/mL ~ &% 1 A #%0.05 mg/mLey EH £ A F -

BAEBEAFHASRARL BT LETHRG T RIXH X
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FALB (BB - FTAKE - BB FRERE: - OB~ B8
AR BERBHKRE - RFIAKE - L A8 - EDTA)#
Ao BITHRE BRI ES IS BEREHEM
MFHHEAR AN ERFERBEIrHALLEE KRB K
R-BA  REAFT oL ZEFRELA -

oA HHASE @ w2 A#EIgGliL 2 (AL HASH )
BATRSRGOAR HRBARAERALASRBEBRAL R L - B F
ERAAHASH B KK B EH B O RTHRITRBERI
mg/mLZE 100 mg/mLey S X BT~ ABE AT AT EH R
RO REERIL -

Fopl4 AR BB EHBnAY

TARBY XX AKAEBRBRERBAOAL Gl 0o T AL -

# LA 4 %% K % P A7 A 41 82 (HD3 - HD4 - HD6~ HD7 -~ HDS ~
HD10- HD4G1~ HD4G2Ser~ HD4G4 - HD8G1+~ HD8G1Ser -
HD8G2 ~ HD8G2Ser - HD8G4) Yy A B # A B4 L B F R %
RAAFHCHOm 93 F LF R F » # & WO2003-033538
B R kb - BB ESEE 410 mg/mL
% ERAREBRAKALI0 mM4£ B B & # & ~ 262 mM D-
L R AEEE CpH=SSE&EHR - EHRBRREHDHRR F R A
M BRELRERAYL 220 mg/mLiE » FHiw R LA B
85 802 0.05 mg/mL ~ 43 3] 420 mg/mLii B ¢y K 1 B % &
B BEF > LH20mg/mLIABHEARRSR B AN RS
OB (10 mM#k B B % # & ~ 262 mM D-.y & 4 & - 0.05
mg/mLBLRABEEHSEAR)HAZE - ALEERBRES XK
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B BEEB o AT RI4ZAEZENE T E NI

mg/mLin B &y KM BB HEHAB S @ RLH -

[%&4]

A S AHD3zZ KM BB H A ek
HD3 10 mg
BN EKREY 1.87 mg
B 0.057 mg
D- L &l 48 47.73 mg
Ly £ 52 87 8580 0.05 mg
A4 A A48k (1mL)

C 4 AHD6z kit & 8 R #l 6h4a i
HD6 10 mg
BEEINE KRS 1.87 mg
B fif 0.057 mg
D-\L #4583 47.73 mg
oLy £k 87 85 80 0.05 mg
E 4 A48 (1 mL)

E 4 #HHD8z k1 B % % &l 6 fa sk
HD8 10 mg
BEBNEKEY 1.87 mg
1.7 0.057 mg
D-L &y 83 47.73 mg
L AL B E7 8580 0.05 mg
A4t A A8k (1 mL)

G 4 AHDAGI Z KM B 8 & #th @ s,

HD4GI 10 mg
WM E KRS Y 1.87 mg
- 1.4 0.057 mg

98096-1000722.doc

mL~4 & 10

B 4 AFHDAz kMR 8 H B e

H

HD4 10 mg
BB E KRS 1.87 mg
BEL 0.057 mg
D- L #3257 47.73 mg
s £ 42 87 8580 0.05 mg
4R REBK (1 mL)

D 4 AHD72 KM 8 8 % A6 42

HD7 10 mg
BB ERAN B KA 1.87 mg
3.3 0.057 mg
D-.L £ 458 47.73 mg
L 5L 4% 88580 0.05 mg
4R AAEK (ImL)

F 4 AHDI10xz kM 58 8 % &6 48 5%,

HD10 10 mg

B ARELEN B K S 1.87 mg
BB ER 0.057 mg
D-L #4582 47.73 mg
oo B 4% 57 55 80 0.05 mg
A4t AKX (1 mL)

4 A HDAG2serz /Kt B 8 % &4 48 5,
HD4G2ser 10 mg
BAEEINE KRS 1.87 mg
BaL 0.057 mg
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D-L & 4583 47.73 mg
L EL 32 B2 8580 0.05 mg
4R REBK (1 mL)

I 4 AHDAG4 2 K1 B & % &6 fa 5,

HD4G4 10 mg
BEEBMEKEY 1.87 mg
Brg 0.057 mg
D-.Li £ 4% 8% 47.73 mg
L B R B 8580 0.05 mg
X5 RABK (1 mL)

K 4% HD8Glserz AR # &egmE L

HD8G1ser 10 mg

85 B B4 B K M 1.87 mg
BEg 0.057 mg
D-L &L 5 8% 47.73 mg
L L b B3 8580 0.05 mg
E 4R A8k (1 mL)

D-L &8 47.73 mg
W £ 45 82 8580 0.05 mg
4R ABK (1 mL)

J 4 AHDSGIZ kit B & & & ehtm i

HDSGI 10 mg
HEEHMERSY 1.87 mg
BEg 0.057 mg
D-L #4585 47.73 mg
b H B B3 B85 80 0.05 mg
4T AKX (1 mL)

A FHDSG2z K1 B & 4 B 6y ta i

HD8G2 10 mg
REBMEKRSY 1.87 mg
Bk 0.057 mg
D-\L £ 3% 8% 47.73 mg
Lo £ A% 8% 8580 0.05 mg
E4T R AKX (1 mL)

M 4 A HD8G2serz kB & W Eehmmk N 4HHDSGAz KM % 28 &) &) 64 48 s

HD8G2ser 10 mg
HARBINE RSN 1.87 mg
BER 0.057 mg
D-.L £ 45 8% 47.73 mg
Lo 4 4% 8% 55 80 0.05 mg
E 4R AA8K (1 mL)

9

HD8G4 10 mg
HIRBRNEAREH 1.87 mg
1 0.057 mg
D-L &4 8% 47.73 mg
WLy 444852 85 80 0.05 mg
A 4R EAEK (1 mL)

o PAAMAFR AR BELEHNANAEAREBERALED
HALEAFTENEHEA LB THEANALRBD O K
T UBRBARMUO 225 BIHEEYASFIRBEY K

R ERA -

8096-1000722.doc
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FHBS 4 A HLCDI0H 8 & Kkt & A

ZE B LA A WO02-088186F B 49 # CD40#y 41 22
(LCDA40HE L L B8 )y K M H B -

AE®RG FAEwESAA T R B -FEpHE R BRI K

wEE -
[%5]
AR RGOEAB —F .
RERE s 17 A FRE f@iEHA | pH
‘ 1 | $1CD40 4488 | 10 mM £ B8 | D- L ALHBES BTLAiEsE 4.0
5> | 10 mg/mL 262 mM 5580 45
0.05 mg/mL
3 5.0
4 5.5
5 6.0
6 7.0

R R
AR EERAGRAB A RLCDIOFE R LB (A4 15 mg/mL -
# B WO02-088186F rrze ey H A Mt B R B N3 B & 4
' EANALAEHRBMTCAR)L-ZRBREMNEKRSH(B RAEHR
hEBEELAE) D-LABE(B RAER) GRLM(E KE
) BEE(B ARZER) R LA BEAES0(8 K% ks
Aok(B A#&Eam).
EHB AR BEFEATHAASCRESOZTREBER - B K
# # $#L HLA-DR# #L 43 22 49 NAP % #: (Pharmacia biotech /2>
SHIAUBRAEBERBRAMAL ZaTREAELZE U
OD280 nm%& % & 14 #e=1.652 HE o9 R &
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EE BB AFIALENSEAO022 pmig B (Millipore, 3
HI)EITELBBE FLEARELAAH THELI LA £,
S mL# 3 (R =8 F (& & A R 2 8 )a U-KB2CS(& %
BNF - EmAUSHHRBOFBBERIFETEBLZIRAA4 R
HLA-DRER I B OO B R(ZEH )L F/1E A% MA0.22 pm
#LTA & B (Nalgene 3) ) 7 £ BB E -

R g

AERHFPALTREIBIR/  KBUATH 48825
REE TR A -

o E MR R NLI0C K25C ¢ 32 % 48 (TABAI
ESPEC & #)v 42 &# 1@ A -

BE BRAUNERNAFNBE IV HABARENEHA4TC
MR E T -

oW H ik

R+TH#BMHPLCKR B (SEC): A6 MA ER "MW A EH
BRI#H#RSRRBENEEDL BDREEEZ > NEBIE
THEKRBAHEE] mg/mLit 2 A 15 ul o 4 8 44 4 A TSKgel
G3000 SWXL 30 cmx7.8 mm(TOSOH, 3 # )% & ~ & A 20
mM%} B 44 ~ 500 mM#A b4 pH 7.04% & #% $ 48 - 22 0.5 mL/
DEYORE T EFR A0 - £215 nmBEFTHRE o
RIS BELEDBRAY - 2EBZE MBI RY -

SDS-PAGE# & : B B % & » R H# M 2 2200 pg/mL » &
BERIY WA Z—F5#H0Tris SDSHE S E Z & (E — 1t
ZREGNNE) AHFEERBER -BE BELEH
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BASHERTMAZ L Z— ZH 9Tris SDSPME & &
BR(F-—IL2ETNNL) £60CHHEISHE £ HER
WMBAR - TAE Y ALSBEKAtris/H IR E/SDS& % &
(BioRad/» 8] # ) 5 pLE 4K 75 & 26 /w N 4~20% R & 4 88 B 5%
B(¥ —t28 228 8) X200mAE X EHR&TE)ER
HERTHAHEHENEEBHEZRB Y TwmE - &
RE R B BEBER e RE - AP AT HERKEKRS I
B RXBRSTFEMEAFE RS FERB(E A4 200 kDa
116.2 kDa ~ 66.3 kDa ~ 42.4 kDa ~ 30.0 kDa ~ 17.2 kDa# %&
a®)-

BE R ER AHALERBAEHEE (Arclay > 8 #
OSMO STATION OM-6050)i 47 ;2 &% B 8l & - 3+ £ 48 # 7 B
R RS AREBEB K BLAERZILL -

H: B & &pHal £ £ & (Mettler Toledo2 3 % MP-230
) 4TpHB £ - Bl £ M ApH4 - pH7RPpH 98 4% £
BREITREZ B ETRE -

HERRAER

M7= A8 KHEBEHBAE2TCRIOCC THRAEAFR S
MmE - RoL-MWESAEZEERTHMBRHPLCH £ - 88~ £ pH 4.0
ZpH6.05 % & - B8 T A& KK &R HBIRAENIOC 87
BB E N RHEhBIERTHMBLHPLCR E - 5 &
EapHE MM AME - B% > £25C %40C F 1% % ¥ ¢ pH
NEHRBARFITAEABTRELMAZT - 2 KRAEH
BERWLH B BHEAMATHRRBEREL -
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ARAZTFIAGLHBMA -~ FHREHN P F L L3I
RAXK AL A -

QEENGEELED

B 1442 H4AHLA-DRiL A 69 & /K1 B & & & 7 25T £407C
THAFREDEHLILTER - R4 ELEBRTHE
HPLCR £ - BATH KB EHREHNRAREREE HRE B &
x

B2% &AL HLA-DRiT 8 &) &K1 B % & & 7 25T £407C
THRESRSGDEHNRILTER - B EESRTHR
HPLCRI X - A~ &# KB & H R L B £pH4 02 pH6.0% & -

Bl3% 2 A HLA-DRyu 22 &9 &Kt & 2 & H » 25T £40°C
THREF > A EHEILTER 2B WEEHIRTHR
HPLCH &

B4%h 2 AMHLA-DRILHE &9 &K B % # B 7»25C £40C
THESTEEBZEHELTEE - T KB E4LE
B #-F X #HPLCA & -

B S% 4 4 HLA-DRIU & &9 & K 1 B % % # 2 25°C %40
THRESFSFcHE M AL EHFALTER - Fc3f 2 &1t 8
Z 1 # 4B KHPLCA & - BA-7 % B 88 & % & & & £ pH
4.0%pH 6.0% & -

B 6% 2AHAHLA-DRIL A &) & A B & R & €4 #1745
RERBBERLSGDEZILTER - R EHREDRTH
RHPLCR & - B~ A LEABEFELERBGEBZ R

Bl 7% 4 B CDAOE R B a) & kM B % HHN25TCIHR
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R EohEEgLTER RAHESASLE SR THBKRHPLC
R - BATHREBESEHAREEAPHI0EPpH 6.0% X -
B8A S AMCDAOR LB EAKRBRELELBBEFF
MM ERILTER -2 EHESRTIHHBRHPLCH X -
Wi

Era RS EHEREBMNAPHIO0EPHT.0K X -
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B PXBEARE

AEARB A ERBORTRAARBELE - B8 A
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