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(1988), 1, 399-414; Stevens HP. et. al., Transplant. Proc. (1990), 22,1783-1784%
), SHICBRFUCRBITHMRICLY ., BB BN SHE OS2 B
THZENHLNIZENT (Billing R. & Chatterjee S.(1983), Transplant. Proc., 15,
649-650; Jonker M. et. al., Transplant Proc. (1991), 23, 264-265) , BI{EEEIRHIIC
FEIRERRAE R DA SOS OMFNTIL, 7 aARY L ARLFK506 &V o= e il
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DHEELRE TS, FiRICIE, T ITREMBE 2 W EHE, UIESHICESE
WIRDEUT > U 72 27 A (Sequences of proteins of immunological interest,
NIH Publication No.91-3242 #Z ) 281} 53313 H DT I /% Serl il & # x.
IgG1Serb LIHIgG2Serb L7c BT UEE D G e, EHIT, T—R, AYNIT L A
b, TIFF T LEDNREMEAERE (J.W.Goding, Momoclonal Antibodies: principles
and practice., 1993 Academic Press), SR #EFR ., D7 TIT ML VDL
RHME TR, BLOANMLFE—N wAheAV 2 HIXRT AT 728 DILFIR
41 (D.].King, Applications and Engineering of Monoclonal Antibodies., 1998
T.J.International Ltd.; M.L.Grossbard., Monoclonal Antibody—BasedTherapy of
Cancer., 1998 Marcel Dekker Inc) , &5HIZ, Maytansinoid% 7' 121K+ (Chari et
al., Cancer Res., 1992 Vol.52:127; Liu et al., Proc. Natl. Acad.Sci. USA, 1996
Vo0l.93:8681) e E & FE RS HDILIZIVERE DR BOIRRMNREIOITHELIZS
DYHEET D, FHUROMERBIINT 5 A, THERERIWT A ) LI, il —is (
oWt i) Tioo T, R OTUR~DIEM 21 DL LRFFT 20D FIRL . BARRY
IZI3F (ab”)  Fab’, Fab, Fv, VAVTARFEETFv, —AGFv (seFv) , FATHRT 4,
BLUOZhSOEAKRENZEF NS (D.J.King., Applications and Engineering of
Monoclonal Antibodies.,1998 T.J.International Ltd), &5V i, THERERIWT H 11X, HT
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[0031]

ROW FChoTHIH L ALY DW N ThD, BANLINAHRITFELIIARE
AR CHY, BELKBIATNICHE THD (bbb, IHRE " IA %52 5%
RN o TR R | TR LIE M D28 BT L T DK EbKI90 E &
% DR, IFELIID 2 EBKIBE R % DOIREEH T HMDEERT D, [
AEWNCHE ) iR s, S 02 EBICxL TR EHKI99HE B % DHi i
EOA T AR E B R T 5,

ARFFE ENDHURIT., FELITEMUER, EMUBHUASUIF ATHURTHY,
FELITIGTHY, FFFELLIKgGDY T I7FAR, 1gG1, 1gG2, [gG4DVVT T
BB, ETcIgGH, ¥ D 7/ TERLF| DO — IR T WEIZEY, TI/BDOKX
B, BLUY/XIE, E@#, BIOXIT, FAMTOIIEETH>TH RV, 2, &V
I FELIFHLA-DRIZXH B ME /7 —F AR, SHITHELLI
W02003-033538IZFE#i S CWBHHLA-DRENE /7 —F )L fifk, HD3, HD4,
HD6, HD7, HD8, HD10, HD4G1, HD4G2Ser, HD4G4, HD8G1, HD8G1Ser,
HD8G2, HD8G2Ser, HD8G4 T D, ZDHH, HD4, HD6, HD8IB L UHD10%& FEAE
FTHENATVR—=iZ, N FNFERM BP-7771, FERM BP-7772, FERM BP-7773,
FERM BP-7774&LC, 200142107 11 H AT CMSZATEE N EERBATR AT SEET
R Em T 2 — (HARERBROOIHEL T B 1% FRE56) ICEEE
FRESN TS, F/2, HD3B L UHDTRELE T HNATIN—<iL, ENEHFERM
BP-0853433 . 'FERM BP-08536&£1L C, 2003410 A 31 H A ClRlE & —IZH %
FESNTWB, EBIT, ARFFFIZIZCDA0IZ R T D ME 77— A HiiRb & Eh ., 4F
FLLITW02002-0881861Z ALk &I TV BHICDA0T > # T =AML i, 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, HLCD407 = = AR, KM302-1,
KM341-1-19, KM643-4-11, 2053, 2105, 3821, 3822, 285, 110, 115, F1-102,
F2-103, F5-77, F5-157Cé5, ZD5H ™A T YR —<w7m—2KM 302-1, KM
281-1-1038 X T'KM 281-2-10-1-2i%20014£5 A 9 H £+ C#HZHFERM BP-7578,
FERM BP-7579, FERM BP-7580LL T, 71— KM341-1-1938 L U4D11i1320014E
98 27 H A C#HZHFERM BP-7759, FERM BP-7758LL T, Z11—>210532002
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[0032]

[0033]

4 17 H A1 CFERM BP-8024&2 1L T, JUSEATBUE N ZEE BN BB SUAT FriTE
Warattr F— RBRIROIEHHEL T B 1B 1P RES) 127 F _RANEKIITHES
FEBF LI TCND, EHIT, F2-103, F5-TTR L UF5-157D BB L UMRE{DA]
EHERA A T 57 7AINIZ2001454 A 19 H A TELENATCC PTA-3302 (F2-103
HE) . ATCC PTA-3303 (F2-103 #&84) . ATCC PTA-3304(F5-77 E#), ATCC
PTA-3305 (F5-77 #:4%) . ATCC PTA-3306 (F5-157 E#4) 3L TFATCC PTA-3307
(F5-157 $&84) L LT, "A T VYR —< 27— F1-1023 L UF4-4651320014E4 A 24
HAFTERENATCC PTA-3337R8 L TPATCC PTA-33382L T, (American Type
Culture Collection, 10801 University Blvd., Manassas, Virginia, USA)(7 AV % [E 3B
GRIERT, TAVAARE U —Y =7 M 20110-2209 =R 10801 2= 3—
T AT NN=RNTT FA_RAMRRNC I ST EBREF RSN TS,

AFEINTE END THINA ) SITTEPERR Sy LA DKM EIRUAN S TN 52 TO
FG3 % P ) ZATAREE A pHAREEA, BaRAbA, ZEALA, FmEiE A, B A
VIR AR E R EEND, e —REORMAIRSICB T U Lo
PRERTHOHEEND,

MR Al | iRt BB o DVEMNIZXVpH OEALETRRNIT T DEMNA L6+
o AFEHOFBEWITIFELLITH4.005896.00pHE I, LT ELLITHI4.55 55
6.0, XVAFELLITAIL.0935%95.0, KVAFELLITAIL.6925%95.0, HDWITKI5.005
#96.0, pH5.27>5pH5.8, K95.50DpHEF L TV 5, ZOFFHDOpHEH L TV DHEE
W VTSRE . WR5IRG B E OEEBF ORIFRE THH25CLL T TX
ETHD, 72k, PiRORBEIC L > T, KRR, #l21X40°C TR E/RpHE AR E
o TWLBEABHD, BT, FUFICHIHLA-DRYUAE W 2858 OFREE AR,
#5.0%356.0, LVEFELLiEpH5.205pH5.8, EHIZHFELLITHIS.5DpHEHFL TV
BODYFELL PURIZHICDA0T v 72 =AML IR E V235 & ORREAIRIL, 7
4.05>56.0DpHOHITA, LI ELLITHI4.55256.0, IVFELLITHIL.005575.0%
BLTWDIEDLFELY, pHEZ ORI T DR EA OGN, TNV FI R
W HIZITTNEIET MU L) | B (B2 IXEE TN D L) | aniRlE (Flz
(XTI L) TN as i, 7 R, 7 Rl T AIVE IR (B %
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[0034]

[0035]

[0036]

X7 AN E LT Y L) BIOMMO T ERE o7 7— N EEND, HERAE L2
ERBAPEENDGE L BEANIFEL IV T, AFHIZBW
THELIIINZIVEBE I 2 R THY b IFELLIIINZIVIBE THD
o RRTEAIR BT Z ORRERE ) B L0V XTI E DR EITIGET TR ImMAHH)
50mM, #FELLIEEmMAH20mM, b 72 DIEK 10mM TH S,

M5V H ) I3 RO BFI SO MK EAR T RICREEEHF D E5RBE
ERET L OEEET, SEMANITR2505>5350m0smDIREEL AL, LHAK
KOBBEEE1ELTREE TN THHZENEEL, ik — M
i/ BIORVA =N AEND, AFEPDERCANTGFELIAETHE A
BET AR OERMANIGFELIIRIA—NVEFLTND,

[RYA =NV NIFEBOER VAR 0B THY, # (BB LU ET
B BET NV — VB L UOBEIRE & e, ZZ CHERRYA— 1L, $9600kDA (1
ZATHI120kDBHI400kDDEIPH) THDH T FBER T 5, DRI, @B AA
AW T DLW TEDRNE L T E ROV DT I FEEIF IS TESD
NITRF—NVEEGLOOTHY, [HERITOHE T Bl b EE RS2
WD THD, BIOHEDOHNIT NI N—R, =2 /=R, vV h—RA FIM—=RA TTE
=R FYa—RA VR —R FTL)—A HFIM—ABL O Na—RThH b, HiE
ToHEIE, A7 —R RbAB—R | V)VR—RA AL V=B L NTT 4 ) — A& 5T
o W=V FUYR—V 2RV AL ARV YA E R VBT
T— L BPET NV a— L DFITHD, BERIZ OV T, L-Z NVariRbts e B
BEND, WK TR THIRIL FREEE 5 2 W IR ST AT LV VRY A
—/VTHY | BFI S EAERAE L THIENE TG AL, BRITOfiRE
REEASED IR HAEIRE (B 212-20°C) TRERELRWL OB IFE THD,
NE NV BMENT- IR Z EEZR L TSI LFELLY,

MR ETEPER] 2, RV A=K (B ZIERY L~ —120, 8072L) TR w4
~— (B ZIER e~ —188) DIORHAT AR EEHERD 5 0D, TISHh
B ETE A O B, BANLS PR OBEEIRL |, L0 ITBH H ok:
FDRHER/MEL, BLT/ XIIRE LR DL ETHD, AEPITIBNT
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[0037]

[0038]

[0039]

[0040]

[0041]

FEEHERIE U THELUIRY I AR =N & 5, IFELIIRY Y VN — R 80% 5 Tp
o FETEMANTRIAFIZ, FFFEL<I%0.02mg/mLA>50.10mg/mL, FbHFELLITH
0.05mg/mLOETHFIELY B,

MZELA LT, D BEOHRM, FELLIT10mMEL F ORIMNZ IV RTFRIZIB N T
TEHERR Sy DAL FI B L O/ T BRI B L O/ TR EMEE K0 @D 25N
HThd, ARPFADHANITIZEIADPFENTHNTHRL, FIZIETVT v AF
F=2 BBV AT AL afv BRIV BT N = TANRTR U, T
AV VR, EDTAB LV ENLDERE DGR DLV RIRENLD,

ARSI SN A BBNT I CRTIZRBR, 2k, BAIO TR0
XTI T, EE IR L @R ST IR IV E S 2 Eha,

BANL, FUATOIBRELELL TODHALEY ., IFELIIENT, BEFD Ik,
Bl ZIZR—FALL THLL T —ER I b B A LD RN 5, AN
L HERERN . RBMP, BT BIEIN, MBIREN. <BBETRERN. &0, RATH. XUIT%
ALY, e 53D, {FH72 M RERR CIE, BUANT IR 512 J 0 sLEh
WG-S5, ZOXH72 BETIE, BANT, FIE VPR ERL T TR
T A 2L THEASIS,

AFE A DA D FFEREARIZ I T, AFEP OKMERAZINA T 58552 BfL -
B SB RSN, FBHICL o TEDOFEA DD DR RERMET 5, (FERFRIC
X BIZIR B AT T NVBLOVI OUREEND, BaslI T FANIE
TIRAF I DI MR BB TR D 2L TED, BlRHIR A 4R133-20mLD
HIABNAT N ThHD, BRI RANZINEL, a8 L XIBRBRITEDTVIEA
EOERAPREN TS, BE ML, MOBEHR], FHRHF, 7ovF— §, 2
 BIUOMEREAREELHE Sy — VA E G AT TS RS, TSI OMERE
DBURDDEEL MO BB IZE AT THEL,

FE i

AFERIROEEHIE S BT TE I -2 BRSNS THAD, LinL, Thd
EHFT, RBHOHPAZHIR T 5L DO TIIR, £ TOICREFFTHIHIS#EIIRL
TIZICHEUATe,
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[0042]

[0043]

[0044]

[0045]

[0046]

[0047]

Bl HPTHLA-DREUAZ G T DK M B (BREA OReEt)
ZDFEKEFNIEIW02003/033538IZABHE IV TVVHHLA-DRIZK T 55k (Fi
HLA-DRHUE) 284 T DK M EH % 7lik 42,
AFEH TIIFR NN U RFZFREL | R EA OB TR DO ZEMITE 2D
BT OW TR T o 72,

[#&1]
AR U fE —
VA i E A FaRAbAl i 5 PR A pH
1 [HUHLA-DR Hufk  [10mM 0% 2 B D-VAE F—A[E D Y A2~k 80}5.5
10mg/mL 10mM 7 22V B 1262mM 0. 05mg/mL
3 10mM & = Bk

(1) BUAIBAROTREL

ARFHAE L7233, HTHLA-DRFUMAR (K18mg/mL, WO2003-00335381Z 7L
WENTOBF B TRY U — VAL S A PEAE AL PERANT o & — T O
) L= NWVE B NI b— Kl (H AR A AMEIRGHE) L EAF V2 (H
AIIFTT) . 7= BN A—KF (H AR ) . T Aane g (B ARG
). D-YAE R (HAEFF)  D-vr=b—V (HARERF) . Hfg (H AREKRFH
) Y NA—R80 (H AR ) K (B AR ) Tholz,

FRARARITD DN CORIEEE T\ T F BRI A ERIL . FIHLA-DRELAE
WHRAENAPA T I (T 7 V=T T 3AZT 748D b bW TR T R E IR L i
FTHIEIZEOFTRL T2, Fe &L /37 PREEIZOD280nm B S EEAREL ¢ =1.4% VR HL
LR EZ LT,

FRFIRIT ) = N FNT0.22 p m7 4V F— RUARTHERD 25 DUV EREIE
WEATV, SmLAFANAT )V (H AR T ZER) Il § 07— N FNT
B Z o THREEAT o7z, SOIZHTREDOFRIB IO DT T 7 Dl ht
HLA-DRILIAZ B ER2VEK (7 F8R) &7V —0 R FWT0.22 p mAR My by 77
ANVE— (FNT ) 2 EE IR E1T o7,

(2) RBRSAE
AREFFNTRB O TREMTMEZITO720 . LT ORI HEWE BIFIR RIC AR
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[0048]

[0049]

[0050]

[0051]

[0052]

[0053]

A&B.Z2 7z,
B EMERER  40°C L 25 CITHIIS oA F 2 —%& (TABAI ESPECH:#Y) 121
& A MR L T,

Flo, BRI E AN ZAT# 28T BIAA E T4CITHI B S TARTR IR AFL T2
(3) Zabr 71k

YA ZPEFRHPLCHRE (SEC) : AT B LU0 il & Bid v A HkRR d s
ka7 I7BICEVRE U, BEIDSE THRAZ Img/mLICAR L 15 u LOTE
A& FIRIRE TITo72, BRI TSKgel G3000 SWXL 30cm X 7.8mm (3 — 4154
VAT LEMAL, BEIHEL T20mMY LR R D A, 500mMEEA L TR LpHT.0%
FAN0.5mL/ 53 D & THATREEIE3057, #iHZ&215nm TIT o7z, 2B FEL—7 LD
ANCR I 2605 EAE, BRI 2055 EEL-,

B A ZZHAHPLCIRUE (IEC) : 7 7 INKE BB A AL S ik e 7 < 27
TR LRI LT, 5mg/mLICHE B A NEIT 7ok %260 u LIEA LT, 53BEDT
AL ELTTSKgel BIOAssist S (BRY —+E8Y) & v 280nm THi 21T o7, BEIFRLL
TAIZX L T20mMifi A fRpH4.5, BIZXL T20mMiEA 18, IM#{bF R v ApH4.5%
A, Bl 5V = MR RO EAT o2, 72388, EE—ZXORIFICE L
=HE T TIRIREER L,

BZKHPLCHEE (HIC) : FeE M bk D& Bid Bk o< b 7RI IV HEIL
720 1mg/mLICE B AR EAT 7288250 1 LIZ6 1L 250mMY > iR 7 A 12.5mM

L3 AT A2, pHT.0/KERH20 1 L £2.5mg/mLOD/ /AL Ei#62.5 u LA M Z37°CT
2P EE R IR AAT P T 77 A MR AT U T2, TREBLLT=Fc 7 57 AL Mk %
15 u LIEAL, 278D T 581 CTSKgel Butyl-NPR 3.5cm X 4.6mm (B> —4L%81) % F
W215nm THAT R LU M 21T 572, BEMHIZALL T20mM Tris (hydroxymethyl)
aminomethane, pH7.0, BELT20mM Tris (hydroxymethyl) aminomethane, 2MFH2
T oE=U A, pHT.0E AV, il 7V = N2 W& iT o7, 728, &
v — 7 XORTF I L 7= b a R b iR L E R LT,

SDS-PAGEMRTE : BT U CTRAARYA 3200 1 g/ mLICH IR U 72, BARESIKIZRY
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[0054]

[0055]

[0056]

[0057]

[0058]

ASDSH L TN ANERK (F— A3 22 D1 Z ., FERITTHRAEIKEL
720 T, AREMLEITGET THIRL7ZHDIZINIASDS B MEH 7V AVERE (5 —
b5 3R ihAERY) 2245 D1 %, 65°CT154y BIMEL | BT S LTZ, K8
R EKIKBI N R/ 7V /SDSETET#K (BioRad#15Y) & 7= L7z, FUBHAKS 1
L#&4-20%RY7 7YV T IR 7N (FE—b 538D (27 7 I/ L . BRIKENEA)
20mAE BT T, REHAKIZE END T 0T T = ) — )V T N —DF AR VO T i
FHEICB BT 2 ETIT o7, WKEE TROFNVEBIELRI LT, RBHRikB X
UHIED BRI ZD S FEEHIE T D700 T B~ —— (200kDa,
116.2kDa, 66.3kDa, 42.4kDa, 30.0kDa, 17.2kDatd> &> /7' H % & Tr) % RIRHZ Ik E)
L7z,

AR B I OWY : HESLHROE T KI5000V 7 2D S DALE T, WIRT
KRG R B L O OF A~z

BB HERSEREEE (77— —4EH0SMO STATION OM-6050) %
AWCREEREEZFTV., FRFCHE L AR AR ORBIEICK T 5 E R
L7z,
pH : A BipHJEEEE (AhT— LR AERIMP-230728) % AV CpHBIE %4772,
TE BRAARIRFIZpH4, pHT38 X OpHIDEEMERS R & AV M IE AT o T R M E AT 072,
(4) % R

X 11345 7K P R SR UK 2 25°Cdp AU MFA0 C TIRIFLIZEE O EA R EOE L E /R
4o EAWEIIVARAPEBRHPLCIZEVRIE LTz, 7 N ZI TR ER BRI B I O
TUBREER BRI N R E CTHDHILE R T, $io, TOMDHHTHEB (5. 77
IR, FEBATRRILAR) IRV T 7 AL E VBB BRI R E ThY, —H T
NI IR BN A B L O = R R AN R E Cho T,

WHIRIZE D B MR E CIX 7 R e IR ik 2 & o BA IR ER I DD
B EICE AL, TVEUR, 7 IR A CII R CELIERR®
BITRIE ThH T, REEMHMEL XV T ORKIZIB W THENTHY | i fr
FHi%% COBLIIRO LN TLIE Tholz, £225CHDHVTA0CTHRFLIZLX
DpHITT Ao B Pk ik BAN 3\ TERpHANIZ S 7 M2 1 25380 b7z,
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[0059]

[0060]

[0061]

[0062]

[0063]

[0064]

[0065]

[0066]

TNEIR, I TRREEHR R IR AR TEITRO N TRE ThoTe
o IRIBEHITETORMBETRLITHY , AN AARTRIRICIIT A IO IR
otz

TRV L PRRR T A O T BRI E L7 2 < D HALHBRRIT BV TR ERME
ERLIERHIIARNRZE CHHI LRI LR 5T,

AREFHNCLOPIRE R ENSEDBEHRILL TN, 7L BDMHE TH
HZERHIALTZ, mBFELITEREAEL T, IAFIUBEAVSIEREEL,
EhaB2 PTHLA-DRYUKRZ G H T DK P B (pHOREY)

ZOFEHEHNITWO02003/0335381ZABEE 4L TV VHHLA-DRIZKT T 281K (Fi
HLA-DRHLHK) 5 D7k LA & Feilk 372,

AREHEHITITR TR U A E R | 4872 A pH O MR 3l 21T o 72,
[%2]

AR HE U7 A — B

AR A Al FERALA S TE A pH

1 [AHLA-DRIUAE  [10uM & I D=2 e b= KD Y —F 80 4.0
2 |10mg/mL 262mM 0. 05mg/mL 5.0
S 5.2
4 5.5
5 | 5.8
6 6.0
7 7.0
(1) #BkE 73

ARIEFEFNZ AN BB L O F RIS LR LT D LRI TH S,
(2) HRBRSA:

RERBHNB D CTLREMITMZITO72D . LLUTF ORIV E BIFIR AR IZ AN
A5z,

B EMERER : 40°C X325 CITHili S L7z A% =~ —% (TABAI ESPECHLY)
(118 H PRAFL T2,

BRAHRLAR AR : —20°C A IR EE 38 K UM CARIR L I Z A3 B AR AF T D T LI KO B il
fift % 3N #R IR L TR E LTz, B A NI BRI KRR 2 ks H D
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[0067]

[0068]

[0069]

[0070]

[0071]

IRR LU= LR LT,

SRR BN ARER - IREN B CRPERL Y L4 IRECIPRO SHAKER SR-1I) & fiv»
300rpm,
40mmiREN S AEC2050 TV BRIREFRRIL 72,

V672 TE PR  K94000V 7 R ITHIETL 72 B OGAT T 120 5V 7 R IK&72 5 191
A SRS LTz,

(3) #E R

X 20345 7k P R SR UK 2 25°Cdn DU MFA0 C TIRIFLIZEE O EA R B OE L E /R
o EAWEIT A RXPEBRHPLCIZEVRIE LTz, 7V Z I TR TR BLA 25 pH4.0
BpHE.0 TR IE THDHIEE/RT, Fie, K334 AN EILELH225CH DV M40
CTHRIFUIZEZDO DR BDEAVE R T, Sy B A XPEBRHPLCIZ LVl
BTz, 7 NVEITRRRE R BIA5325°C CRAFL 72 & Z1ZpH4.02>5pHT.0 TR E T
HDHZEEIRT, EHIZSDS-PAGEGHTIZ B TH YA AHEFRHPLC CALI S Rl
[FEARDB IR 338D LI DUKENME IO T, X413 K MEEIKEIHZ25CH DV T
A0 CTHRIFLIZEEDT TINKBEDEAE IR T, 7 7INERITHAA L 25 #H
HPLCIZEVRIE LTz, 7N TR B BN 73 25°C TIRFFL 72L& IZpH4.072 5
pH7.0IZBWTLEE THAHZLER T, e, K5I E KM EEMFNZ225CTH DV
40 CTIRIFLIZ L E DRI IR LR B D ZE b %773, Feifr b A Eid sk
HPLCIZEWRE LTz, 7NV Z X TRAR T B4R 73 pH4.07>HpHE.0 TR E THHT L
2Rt BHICED BB LU, RISt RY) | BEE LB X UpHIZA R 2 A fif
AIRICRBITDEITIFEAERDONT | KE TH o7z,

KR EERBROM R, JERAN B IO TNORIBICS WO EAR, 2. 77
IRIR, Fe B bR BEDOBMBZRDONT-b DD ZHHZEGITHE I LD
LOHIHIFTRECTH B, 1o T IRIFFFITTHD DAL E R L DT & TR EIHRE AT
HETHD, 728, At RIS LUMRBEIA N AA TR (BT DELITVThosy
HFHEBIZBWTHRDLNT, ZE Thol,

EHip13 HIHLA-DRELARE A BA (FR A ORE)

ZDHEHEFIITWO02003/0335381Z/ABA S TV DHLA-DRIZX 3 23k (Hi
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[0072]

[0073]

[0074]

[0075]

[0076]

HLA-DRFUAR) 25 6F 9 2K MERA 2Lk 35,

ARFEFEF|TIIRITRUIZBAIZFR R BRI OERA P RA DOZEMIZE 2
DR T LTz,
(3]
KR Ui A —
R R Al & iR{EA T T A pH
I BTHLA-DRFUE  N0oM A FI @ [YAvrbh—a RY 2A_—F80 B.5
10mg/ml 262mM 0. 05mg/mL
2 ~=hk—
262mM
(DAL F Ik
ARERHFNANTA BB L O FIEX RS LR UL O LRI TH S,
(2) RSt

FHEFI21 R U T2 7 1 L ARR TR IR~ AR R E B LTz,
B ERBIUEL

61345 K M R S BAN 2 s B L U R 2 0 IR LI RO B AR BOZ 2R T
o EAMEIT A XHEBRHPLCIZ LV RIE LT, FR(LAIEL T/ E M=% vz
BHNPZE TCHDHILERT, INVE MR B O Th RS b LR W DIkt
LT, v = b VTSR R L T2 e0h, BRI T2 552 EEn
(R D RREMEAS B A DIVD, FRIEAN VDRI A — VL TN E =D
LR BRAERF AR i L7272 WD DR LV I ThHDH LRE SV, T DOMFBRSEAF
IZBWTREMICZRIIRO N2 0T, E-HPE T T2 REHI L0 ERE
fEAIE LT (AL TFRI D L) HBVNIHE (Ve h—V) & U T- 3B 21 T> TRY
BVRZEMERBRIZIWTEAK, 2. 7 7 INEAERREICEL TR TV
BAICXVRE ThOMALETND,

o T AP OFRMANTFELIIAENITHEE ST ET FELITBR I
BV THUKRITAL PRI L 5 2 RO HER TR FELVRY A — L THY | BHIAH
HAERR L2 E THHTENEENLIGA L, BAITT O E R L ENMSE DL
WA (B 213-20°C) THEA L2V DB AR TH D, Y NVE ML MBI
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[0077]

[0078]

[0079]

[0080]

[0081]

WREMEALTOBTZDEELL,

FARAE I REIEEA L TRV VAR —F80% VY, ZDOREBPTIED R E
PIZ B Z DRI DUV THRFAEL T2, SrETE R O i L A h =5t
ROBREMES Iz, LxUe3n, 0.20mg/mLEL_EOBRIEOTIN LR
DFcEN RGBS AR SR8 DIz, - T, FmEiE MR i
I FELL130.02mg/mLA>50.10mg/mL., Fb4FELI3AJ0.05mg/mLD & THDFFED
By,

FERPAF T THRRANCEY ., R ETOREFNINZ TR ELAIFTM (7Y
VU ATFF = BBV AT A aAlL RBIY BT NFR = T ARG
XUMR, TAANVE R, EDTA) DRGETEAT o 72, Fl2IX7 VL BRI KO REEE
PR T- DOSBRDMEIBI R AR DI, AT A= IR CIRE B D 3h R
BHNTND, 1o T AP R ELAIEZF AT THRYY,

FSHIT, HSA T3 3 HHH#E 2 52 2 MegG1HUiR (FTHSAHUA) & AV Rk DR
FEATOTEY, ARFARPFERICLL TR T2 2 /AL TW5, T, Hi
HSAGUAZ IV KPR R BIA OB R TIIHUA SR B 1mg/mLA>5100mg/mL E THE
AEATOTRY, AR CTHLMTR ST FIEIIHRREIC IS T2 L 038
BNEIRo TN,

Ehaple G A EERA O R

Tk Z G A 2R 8RR E IR DT R %2 DU T I RE# 2.

AFEBNZAWBHiK (HD3, HD4, HD6, HD7, HD8, HD10, HD4G1, HD4G2Ser,
HD4G4, HD8G1, HD8G1Ser, HD8G2, HD8G2Ser, HD8G4) & 1— N3 5 i#{5 7 C
W EERS NP2 R B EA LS SCHOMM D 5% Ei%h 5, W02003-033538
RSN TODF L CHIEE R, ZORBPRE K 10meg/mLICHRHMitk . R
SMIBRIEE IV T10mMZ )V ZX FRER K . 262mM D-Y /L E'h—)L | pH=5.5/ 3y

—IZEBT D, Ny T 7 —EEE ORI TS ENS5URIR 4 20mg/mLIZ R
MR L OFBIL 21 . KUY —180%0.05mg/mLE7RD IO HM UL fAE
20mg/mL 7 te/k P B BB 2445, F7- EFR20me/mLATREFIZHADE TN T
VRV KPR R SRR (10mM 2 V2 TRAR R 262mM D/ /LE h—)L
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0.05mg/mLRY Y )L~_—h80¥EIK) CTHIN T DI LI IVER OFUREE DK EZK
BN Z BT D, LT DORADADBNIZHIAZ 10mg/mLE A 3 57K [E ZKALA]
ImLH 7=V DB Z R T,

[(F%4]

A HD3 & Ak EIERA DMK B HD FAAEERNA O
HD3 10mg HD4 10mg
TN BT 7hA—K |1 8ng FAZIBF MY U A—K |1 8ng
Fn4n ik
e 0. 057mg EEE 0. 057mg
-V h—i 47. 73mg D-VArhr—n 47. 73mg
AP Y —hk 80 0. 05mg AV VS — | 80 0. 05ng
ST HAR B K (1mL) S AT K (1uL)

C HD6 &7 At B S KIA] DRARR D HD7 FEKEERBA OB
HD6 10mg HD7 10mg
ThF IV Y 7 A—K |1 87ng T I EEF Y U Ak | 1.87ng
4y 4y
Rk 0. 057ug IHER 0. 057mg
DA h— 47. 73ng -V k—a 47. 73mg
BY VY ~<—1 80 0. 05mg AU Y A— K80 0. O5ng
T AR Ak (1mL) S EEEAK (1mL)

E HD8 & K EE SR EAI DR AR I HD10 & 7k i 1 BB o # f;
HD8 10mg HD10 10mg
Ths 2B RY 77K |1 87ng TAEIVEEFFY Y A—K| L 8ng
iy Fnip
g 0.057mg HER 0. 057ng
D-Y e b—i 47. 73ng D-Y ¥ h—) 47. 73ng
AU Y ~— | 80 0. 05mg RY 2 A— | 80 0. 05mg
g AR K (Qml) S AR E A (1mL)

G HDAGL S /Kt ERBA DR, H HD4G2ser A KIEEEMF O AR
HD4G1 10mg HD4GZser 10mg
TNEI VT YT A—K |1 87ng TNF I BT MY U A—K |1 87ng
iy Fud

R 0.057mg HEER 0. 057ng
D-Y e h—p 47. 73mg D-VaArh— 47. 73mg
RY 7 )— | 80 0. 05mg WY Ya~<—h 80 0. 05mg
TS A ZRE A (1mL) S AR K (1mL)
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[0082] 1 ypggs g krEmMA DR ] EDBGL B AMEE R A R
HD464 10ng HD8G1 10mg
TNEI VTR 7 A—K |1 87ng TN I BT NY 7 Ak |1 87ng
paiky) 4
pri=h vy 0. 057mg HER 0. 057ng
D-Y LY k— 47. 73mg D-Y ek — 47. 73mg
Y Y2k 80 0. 05mg RY Y NR— k80 0. 05mg
S HARB A (1mL) SR K (1mL)
K HD8Glser 775 At EE SR ELAN DHLAR L HDBG2 &4 skt = SBRIKT D A%
HD8Glser 10mg HD8G2 10mg
FNE I BT R Y A—K | 187 FAd I BT MY Y A—ok |1 87ng
i i
HEEe 0. 057ug "k 0. 057mg
D-Y e h— 47. 73mg D-YArek—a 47. 73ng
RY Y A_—} 80 0. 05ng Y J— k80 0. 05ng
HERAZEEA (1mL) T AR B K (1oL)
M HD8G2ser &7 7K i R ERBIAI DR, N HDBG4 &7 Akt BB FE A D A%,
HD8GZ2ser 10mg HD8G4 10mg

FAsI@rh) v a—sk| 1 87ng T I BT bY 7 A—7K {1 8ng

) ik

R 0. 057mg e 0. 057mg
D-Y e F—s1 47. 73mg D-YAE kh—i 47, 73ng
HRY J~—] 80 0. 05mg AR Y AR— k80 0. 05mg
A FZRE K (1mL) Vbt FH A A (1mL)

[0083] ZDISIZL THLN AN EREFT M IGREL AVEREL, EEEFHIN
7= BBV SRR E 2 HWT, HODUDBE S AAT IVITTIEL , 2 58 Thiate
TNRFR Yy T EBREDTHIE TEE OFUR S B K MEEIEFEZES,

[0084] FEEBI5 HLCDAOFTLIAE G A T 5 AMERA

ZDEFEFITWO 02-0881861ZABIEHLTVHCDA0IZH B Hik (HiCD40T ¥

A= ARMNUK) 5 T KRR & iR 32,

[0085]  ASEHEHI TR UTRLIBFHZRHL ., pHOEFURD L EMEIT G X D EIT OV
TRHli A2 T > 72,
[35]
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[0086]

[0087]

[0088]

[0089]

[0090]

AUFFRIC 8 L o A — 5

JF PREH EERAEH FETE R pH
1 Fi CD40 10mM V% 2 2 (D-VILE b—=)L RV )LR— |k 80| 4.0
2| 7oyI=A B 262mM 0.05mg/mL 4.5
3 ik 5.0
4 10mg/mL 5.5
5 6.0
6 7.0

AR RO P

ARRBHAE A LIZRIRIT, HICDA0T > T = A MK () 15mg/mL, WO
02-088186!Z FLE I CUVDH BT - TRV B — VAL R SRAE FEANET AR PE R AT
VE—ITTHBY | L-Z AU T N h— KRl (H ASE R 74 E SRR |
D-YAE RV (B AKRF)  KBALFTNIDA(BAEKRT) | Hik (B AR )
VARUYNAR—180 (H AEGTT) . EH MK (R AR ) Tholz,

BRI TH LU F L& E2W T I e R EERIL, H1CD40T > #
SAMNURENAPH T A (T 7 NV~ T SAFT 7408 6 BV CRLRI T T2 Rk &
BT HILICIVRBUT, T2 7R EIZOD280nm K Y EELREK « =1.65%
WHELURELZRELT,

B BFNIRARIZ ) — 2 R FNT0.22 p mT7 ANV F— (RURT L) 26 BV
WEATVY, SmLA T A AT v (R AT (BR) HU-KB2CS (a—7 4> 772L)) I
ImL$ D7) — R FNCIE R > THREEIT o7, SOITHOTTRIED AR L
OO DT T 7D 0HHCDAT v F T = AN E & ER\VRIK (78 R) 22V
— U RUFNT0.22 p mAR MV b T g — (F A AR & O IERE IS AT
272,

RBRSA

AREHHNZRB N TREMETEEITO720 . LT OLAIHEWE BIAIRKIZA N
A5z 72,

B2 EMERER 1 40°C XL 25 CIZHIlIS 7oA % 2—%& (TABAI ESPECHE#Y) 121
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[0091]

[0092]

[0093]

[0094]

[0095]

[0096]

& A HfRAEL T2,

Fiz. BRIRITE AN RARTHR DT B E CACITHl S R R L T2
SN
YA XPEBRHPLCHRAE (SEC) : ARG BB L OV ity & Bl A R HEBR s i
7av T F7REICEVE U, MBS T THREZ Img/mLIZARLU15 u LOVEA
B IASIRE TIT o7, 47 HEXTSKgel G3000 SWXL 30cm X 7.8mm (B> —+EHL) &
FLEAMAL, BEHEL T20mMY > BE T R A, 500mM 7R ApHT.0% v
0.5mL/ %3 D& THATIRRIZ3047 | K H&215nm TIT o7z, 2B EL—7 IVHIIC
BT 200 HEAK, RIEHT2b0% 0L ER LI,
SDS-PAGERJE : S BHTJH U TR A200 1 g/mLICAIR U 72, MAREIKIZINY R
SDSH> T NALER K (5 — b S35 2255 DI A., HE TRk E LT,
Fo, AMEVEIDSCTHIRLZHOIZIASDS B MEY 7V AVERE (55— 1k
KAL) &2 D1 M A, 65°C TI53HIMBAL | BITHAARYAIRE LT, VRENEIZ
BRIKETINIA/ 7V /SDSKEEK (BioRadtlBY) 24 7= Uiz, BUBHAWKS 1 L%
4-20% RV T ZINVT IR TNV (LR aALED [T 7 7T AL | BRIKEIZ#I20mA
BT, RBAKICE TN T 0ET = ) — VT N —DEART O T
BEITHETIT o7, KB THROF NV ERGEOURIILZ, BRIEB LU
HROBRLEOL T-BEHETHI-OICSH T-E~—7—(200.0kDa, 116.2kDa,
66.3kDa, 42.4kDa, 30.0kDa, 17.2kDadD &> /7' E&&te) Z FRHIKBEIL 1=,
BB IE : B ENREEREEE (7 — 21—+ O0SMO STATION OM-6050) %
WCRBEHIEZITV., FRHCHEL AR EAKDORBEICKTHHEFRL
7o
pH: A BipHEIEEEE (AhT— LR AERIMP-230728) % AV CpHBIE %1772, Hl
T BRAARHIZpH4, pH738 X UpHIDEEHEVE iR A FAV VB IEAAT o 1o R I E AAT o 72,
fERBLIUER

X 710345 KM ESERIAI 2 25°C TIRIFELIZL X O BEA R BE R T, HAKREIZY A
RPEBRHPLCIZ LV HIE LTz, PHA.00356.0 CLE THHI LA /RT, X8IT&KMEE

\;
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[0097]

FKBIHN 240 C CRIFLTZ L ED LM Bk 7S, RN A RHEBRHPLCIZ LY
WE LTz, R Bl IpHICBh LTI E Th o7z, £7225CHDHNTL0°CTHRIFL
72 LEDPHIZ A TOMKIZB W TRTFRTER TELITRO LN TR E Th o7z, 17
BEELIT 2 TORKTRILITHY, AN RAARTHIEIZBTDELITRDBeh-o
7o

APAETHALEETOFITY., BB IO FHIEE ZOEESZLL TR
HMEICEDANDLDET D,
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[1]

[2]

[3]

[4]

[5]

[6]

[7]

[8]

[9]

[10]

[11]

[12]

[13]
[14]

[15]

[16]

[17]

FRR O HIH
TN R L O/ 2130 = IR E I IR LA e BOYikE
& Fr, pHR4.0—6.0 T D 2 B R M [ FKEUHI),
TR S, ImM—50mM T 53R IE 1 5Ll o /K P 3ERIH,
EiRICAIE ST, B RE T EII 21T FER DK ME R SERLA,
LR LA LU CHEAE S ERVEE R 1D D3OV b VI REE O K = FERLA,
FRMBIDBRYA— N ThHFERHEIEITAUTFLH DKM E IR,
RIA =B NE ~—VThDF RIS FTai DK M: = 3K RA,
RZEED, 250mOsm—350mOsmTH D, 7 KE3HH6 DV VT A THIZFLMDK
P B SR,
RETEHAE G Te, FERIBELDDTOWT I 1T FE#E 0 A M K AA],
FEIEERID RN _N—R80TH D HE R IESFLAR DK M= FERLA],
SETEMEAIBR A, 0.02mg/mL—0.10mg/mLTdh 5, FREE/ITNTFLH DK
P B SR,
PUD, BN, EMEH R SUIF ATHUR CHDHERIF LB 10OWTh 131

IZFEER D 7K P = BERLA,
VAN, /70— VPR THIERIE LD LIOWT I 1IEIZFEEH O KIEE
ERIA,

FURDS, [gGTHHFERELDB120\WF D 1T FTH D A P SRR,
IgGDHT 7T A, IgGl, 1gG2, 1gGADW TN THHFHRIFL STk DA P E IR
-0

IgG23, EH IO T /BRSO —ITRAZ T UEILELY, TIUBMOKK, Bk
BRU/IIFABITONZIgCTH S, #5RE13EIT 1A FLH DKM = ZEELA
PUED HLA-DRIZH T 2P TH D, 7 RKHELNH15DVT 2> TEHICFE DK
P B 3R,

PR, CDAOIZH§2HUR TH S, G RKHIND15DWT A 1HIZFLs DO AP E
SEBUHA,
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[18]

[19]

[20]

[21]

[22]
[23]

TUADIREED, $I1535200meg/mLTHHFHRHLNH1LTDOVT A THIZFLHD K
P B IR,

T NEILUTRAEER T IR LA BOFKRLEbIZ, SR EAILL T/ E R
NV FEIEPER L U TRY Y L~ —180% 7 ., pHAY4.0—6.0 THH L ERAKMEE
SERUA,

T NEILTRRRER IS IBR AR BORRE LD, FRERIEL T/AE R
W FEEHARI L TRYY V_—180% 5 A, pHAY4.56.0 TH IR E/R/KMEE
SRR,

TV AFF =y BV AT A ul oy WDV BT X = T AR
TXU, TAVE TR EDTABX NV ENLDHNORDFEIVERIRS N DD L
HIRDO L EAHE S Teis R LD H 20D U 1 T Fe s o Ak M B K EUA],
FHRIE1D>H21DVVT I TERICRE s DK PEE SR A D ELE T 1L,
FRIE1DD220W TN THIZFRAR ORI > T IRR LR R Bk s
NEIUTRRERER B LU X3~ TR EiR & E R b & R m TR 2 Ao
WHZLIZIVIRE Z NS DT,
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