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CON 104479017 A W OF OE Kk P 1/2 5T

Lo —For B piie, & ERE (HC) SRR\ AW AREUF I FMESE (LO) ki am]
ARl 74, oA s HC AT LC S e 3K 8 A v AR U7 7T 5 N FeRn 5 & LIRS G4 A s
F HH A ik HC A4 -

e FE T4 RSWMN (SEQ ID NO :11) m{ DYAMH(SEQ ID NO :17) [fJ HC CDRI,
£1,5 B FE MR FE41) RTHPGDGDTNYNGKFKG (SEQ 1D NO :12) B VITNYYGDASYNQKFKG (SEQ 1D
NO :18) [ HC CDR2, Fll
&R FL R 7 %) EGSPYFDY (SEQ ID NO :13) % GGYDGYYVDFDY (SEQ ID NO :19) [ HC
CDR3 ; H.

Pk LC B4 -

e B 741 SASSSTSSNYLH (SEQ ID NO :8) B KASQDINNYTA (SEQ ID NO :14) ) LC
CDRI1,

e R 741 RTSNLAS (SEQ ID NO :9) B{ YTSTLQP (SEQ ID NO :15) ] LC CDR2, Fil

HraE LM P41 QQGSNIPLT (SEQ ID NO :10) 8% LQYDNLLRT (SEQ ID NO :16) [¥JLC CDR3.

2. UIRURI SR 1 P ()43 B a2 frds HC A7

£, 4 & B TR JF 4 RSWIN(SEQ ID NO:11) f# HC CDR1, 4 & & X % J¥ %
RTHPGDGDTNYNGKFKG (SEQ ID NO :12) [¥J HC CDR2 Fi40 22 3L 1% 7 %1) EGSPYFDY (SEQ ID NO :
13) ¥ HC CDR3, LL %

PR LC A7 -

e FE MR T4 SASSSTISSNYLH (SEQ ID NO :8) ¥ LC CDRI,
e LB T4 RTSNLAS (SEQ 1D NO :9) [¥) LC CDR2, Fll
A EE W 74 QQGSNIPLT (SEQ ID NO :10) f LC CDR3.

3. WIACMIELSK 1 BTk i 70 S i pi 4, Jerp irid HC B -

f1, & & K M %) DYAMH(SEQ ID NO:17) f#) HC CDR1, f1 & 4 # B J¥ %
VITNYYGDASYNQKFKG (SEQ ID NO :18) [J HC CDR2 Flfu, & /e )7 41 GGYDGYYVDFDY (SEQ 1D
NO :19) [ HC CDR3, PL K

BTk LC A2 .

A B 741 KASQDINNYTA (SEQ 1D NO :14) f#¥) LC CDRI,
e M4 YTSTLQP (SEQ ID NO :15) [#) LC CDR2, Fil
A5 FE 741 LQYDNLLRT (SEQ ID NO :16) [ LC CDR3.

4. GOBCRIEE SR L BTIR (1) 43 B BB, oA Bridk 43 B BB AR I BT i LC S iz 33k 2 1 m] ARk
JRAEL 5 SEQ 1D NO :20 B SEQ 1D NO =22 2R T41), H iR 43 BT R 1 ik HC 555
R TS A6 4 SEQ 1D NO 221 BE SEQ 1D NO 123 [N ERITH) .

5. —Fh o B BB s PR, Horh il Pk g & 22475 SCPHRLREHLERGRGNLEWK (SEQ 1D
NO :24) . ERGRGNLEWKEPPSMRLKAR (SEQ 1D NO :25) . CSAFSFYPPELQLRFLRNGL (SEQ ID NO :26)
g, APGTPAFWVSGWLGPQQYLS (SEQ ID NO :27) FJZa MR 4] FcRn £ 47 .

6. UIBCHIESK 1 85 Frik sk, HAH T/E N2 1697 & ™ FeRn 35 7%,

7. URURIEER 1 85 Bk Pk, HoH 697 B S e HiE R / BT B B et
TIEFRPRER o

8. UIACHIE SR 7 Fradk it pig, Frp Brid B B e MEhe 20 B B BT Brddl s fE 2 i

2



CON 104479017 A W OF OE Kk P 2/2 T

FE FEREIRTT 48 (RA) V REEMEALBEARIE (SLE) VESENIIE Sy (MG) A% 75 R e A M 1.
IR VE R (LTP) KEAR — EERIZRGAE H 5 S e PO LS8 B PR B /N ER T B PR
LT AU PRI 2 A PEREARIE L 5 o FRER B Ak H B S s ME IR IR 8 B RV FLBRYS VIR BT
RGRPERETTPERTREAL  SE PE N0 EMESSTT o SEae Ik B B S e PRI RG2S e PG
HH VB I T DA R BB R T L 2 LR B R L BRI 5 R
SRS st R SR A )0y B AR G PEREARILE BT IR &5 A AT TR ER S A

9. QIR ER 1 85 BT KL ik, SR TAER AT & FH TR TeG 1F5E] / 7K

10. JAUREESR 1 85 Prid iRk, HA T B AR R i AN E I PTAR IR

L QBRI SR 10 Brad (i, Horh Brid AN T2 IR AR 54

12, QBRI EESR 1 85 Pk (iR, A T DA RN TeG 55 FeRn (45 5.

13. — Ry G4, A8 BN 2K 1 85 Fnd iR 2y 2 Bl 2 i3k

14, —FRIARE S FeRn BTV, Bk 07 AL

Y TR FE i 5 WBURIEE K 1 805 Frik itk i ;70

UNRATAE, B AR TR BUARITA FeRn 2 [ AR ELAEH .

15, —FIBOM R 1 805 Brid Bt A e il 46 HIRY FeRn i PR R0 2580 0 (1 AT




CON 104479017 A L) - V7T T

T Xf FORN RYFLIR R H R i

[0001]  AHIE & HIE H 2k 2009 4F 4 H 24 H, Hi& 5 4 200980124409. 1, K B4 HR A “4F
X FCRN (BT B L FH & 1 FRs 16 4 22 H i

[0002]  AHKHIE

[0003]  AHIIEHIHE 350. S.C. § 119 (e) sk 2008 4F 4 H 25 HIRATIHIAS 61/048, 152 52
] 15 B HIE , A 2008 4 4 H 28 HRAZHIES 61,/048, 500 5 35 [H1ffn i HHS 1AL, LA
2R | EEAR IR AL

B G
[0004] AR KRR FeRn (3014 S 2%

EERA

[0005]  IfiL¥ AP i E K HUARE R AN TeG 3 H HAE A S P00 SR AR (K AR 57 78 H FZE A
Se Uk o 15 F G oy B 4R B 2H 23RN RN Bz JBK 3R T ) T BRSO S Y P kR B O B R
(Junghans, Immunologic Research 16(1) :29(1997)) . Bt4h, Ht b ZFh B & 1 E
WO 7o FAEIEFTEOUT , M3 TeG (12 MITE /D R P AE 5-7 RI¥FE F W 3 HAEA
HRAE 22-23 KT FE P, HOAH A 2% 2 1 PR I 2 3 S AR I TR ) 3 . XA K
() FE A 1 A3 2 42 B0 T8 2B LY FeRn 524K (FeRn) K HLAR KT TG M B i v i A4 fid
P Sk I H Rl i B 40w 4R X = (Junghans F1 Anderson, Proc. Natl. Acad. Sci. USA 93 :
5512 (1996) , Roopenian %% J. Immunology 170 :3528(2003)) .

[0006]  FcRn 5 1gG ] Fe #4454r. 1gG Fe XA FeRn 22 [8) fRIAH B AR A pH AR . 24
TR VAR Y AR PR N 40 B ) I, TeG # B 48 ) P 4K (endosome) P FF LAy 26 AT 72 1R
MEpH(6 ~ 6.5) F 5 FcRn 454 :241% 1gG-FcRn 5 WG B TR , TG ZERBRIE pH ( ~
7.4) N IGEMIMF A 1 FeRn _EAEES TR B Z 2N SR, FeRn A 2% 16
NS Bl 0 1 oA P AR R ke, AT E AR EA TG I3 10

[0007]  FcRn 24385 A7 T P R 40 MO AR B2 40 i 1) Y AR I RS0 e — SR 4k o — P B
SAERE o (al a2l a3) PUE— RS EEREE B 2- MEkEE T (B 2M) BT s s
PR SE 532 ik S50 b, HE T HA B oM/ N LR R AL M AR AW 1 2K
TH. FecRna FENHAE a1, a2 f1 a3 ERERKEAMNI 25X, X5 i iR
X ZH R i 46kD 25 (Burmeister 2% Nature 372 :366(1994)) .

[0008]  FeRn s e A K Ul I, Horp HAE T S N BE R LI Pl TG Fifk
H P IZRIEH 24 (Leach 25 ] Immunol 157 :3317(1996)) » FcRn th o MAIGSE
Al 3 B ok, erh AR S B A TeG WO #5322 R ) LR e 7RS4 AT, FeRn
FEVF 2 AR 3Rk, B FEI W, DL B BHERHIE R4 (biliary tress) RN L
LR (456,030,613 16, 086, 875 ‘526 [H EH ;Israel 25, ITmmunology 92 :69(1997) ;
Kobayashi 28 Am J Physiol (2002) ;Renal Physiol 282 :F358(2002)) .

[0009] & T HHF5T FeRn XT TgG BhA-FHTIVE A, TR/ BAE 1S 2 /b —8 0 4t B 2M Al
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CON 104479017 A L) - 2/77 i

FcRn FERERFEE AL “mibr” LEOZX S A ek 1A (WO 02/43658 ; Junghans Fl Anderson,
Proc Natl Acad Sci US 93:5512(1996)) . fEIXLE/NR AT, TgG [RIIMTE - 5 HIFII B 4
HRAC, VB 1eG M3 ¥ FeRn OB ALHLH o

[oot0] A NEIN ] FEIX 48 FeRn f bR/ AP AE RGP FeRn FtdA I HaxX 28450 f4R] BH 11
1gG 5 FeRn & Go ART, AR AL B I ik ok (WO 02/43658) .

[0011] %I TgG 5 FcRn ()45 Al al B TeG Ry 6 ) 22 16 Mg 8. %
JRIAE 5 5 e M BR7K 29 (cutaneous bullous disease) /N AR HH 3 R B R VRTT
HAME (Li %5 ] Clin Invest 115 :3440-3450(2005)) . Hit, BHIFERIEHT 186 5 FeRn [
S ISR AT 4 B TR T BB DAAFEAEANE 241 1 TG FUAR R AL 14 B 5 B JORE IR
I B E (1) T 1

RZIAAE

[0012] AR BIJCHMS K 454 FeRn [HLIR, LA BIFME H BT Bk 7.

[00138]  FE—J7 A& IR T —Fh o S A, 1o B PR B & ERE (HO) ki
AR AR I A AR (LC) Sy BR AR (A T AR sl 7471

[0014] A i EE B Fn 5 2K A 1 ] AR P A1) R % e e K B 1 T AR ST A1) TE G N FeRn
SEAIIPURE S A I BH P iZPi A s — ek 2 A UL RHE

[0015]  (a) A CDR Bk AAEZLIX ;

[0016]  (b) 1% LC % %% Bk & 14 7] 45 B8 )% 41 £ 4 5 MO171-A03. MO171-A01. MO159-A07 .
MO161-B04. MO090-F11 B DX2500 [#*) LC ] A4 CDR %2 /b 85% #H [F] ¥ — A8 £ 4> CDR ;
[0017]  (c) i% HC % %% Bk & 1 7] 48 58 )% 41 49 & 5 M0171-A03. MO171-A01. MO159-A07 .
MO161-B04. MO090-F11 B DX2500 ¥ HC R] A5 CDR %2 /b 85% 4H [F] ) — A8 £ 4> CDR ;
[0018]  (d) % LC % 9% Bk &5 (1 0] 4% 1% J¥ %1 5 MO171-A03. MO171-A01. MO159-A07 .
MO161-B04. MO090-F11 5% DX2500 [¥) LC R] AF 4 %2 /b 85% 4H [ ;

[0019]  (e) i% HC % % 3K &5 H W] 42 B J¥ %) 5 MO171-A03, MO171-A01 MO159-A07.
MO161-B04. MOO90-F11 B DX2500 [¥) HC A] Az i %2 /b 85 % AH[A] ; FF H.

[0020] () ZPiAALE 4 54 MO171-A03.MO171-A01.MO159-A07 MO161-B04.MO090-F11 BY
DX2500 &5 4 (1R & IR AL

[0021]  7E—J7 A & B AR 7 — B4y B I BLAR, % S I PR 5 1k B MO171-A03,
MO171-A01. MO159-A07 . MO161-B04. MOO90-F11 F DX2500 £ i ¥ 41 (K1 Hi 44 25 /b 85 % AH[A .
[0022]  7E— 7 MiA KR MM T — M &S KB, &% 5 B P A L B MO171-A03,
MO171-A01.M0159-A07 . MO161-B04., MOO90-F11 H1 DX2504 ZH fft14H

[0023]  7E—J5 A BHER AL 77— Fidd £ MO161-B04 1) CDR 70 I Pi ik . 76— 7 AR
B4R T —FP 5 M0161-B04 427> 85 % AHIFI 11 7 5 BT A& - MO161-B04 [¥J CDR 413K 17A Fi7w .
[0024]  7F— 5 A A& BHER L T — A3 & MO171-A03 [ CDR 140 B ik . ZE—THAR
B4R AL T — PP 5 M0171-A03 227 85 % AHIFI 1 7 S B4k - MO171-A03 [¥J CDR 413K 17A iR .
[0025]  7E—TJ5 A BHER AL T —Fifd & MO171-A01 1) CDR 70 E P ik . 76— 7 AR
B3R AL T —FP 5 M0171-A01 &2 /1> 85 % 4H [A] ¥ 73 & (P4 . MO171-A01 ] CDR 4N 17A 7R .
[0026]  7E—7J5 A BER AL T —Fidd & MO159-A07 1) CDR )7 & I PL ik . 76— 7 AR

5



CON 104479017 A L) - 377 T

B3 AL T —F0 5 M0159-A07 271> 85 % AH [A] ¥ 73 &5 (P4« MO159-A07 ] CDR 4N 17A 7R .
[0027]  FE—TJ5 A B ER AL T —Fidd & MO090-F11 1) CDR 70 & P ik . 76— 7 AR
B3 HE T —F 5 MO090-F 11 271> 85 % AH [A] ¥) 73 &5 (BT 4 - MOO90-F11 ] CDR 45 17A iR .
[0028]  fE—TJ7 AR IR T —Fffd & DX-2500 [ CDR K53 B IHiAR . 7E— 7 AR B
PRt 7 —H 5 DX-2500 %2 /b 85 % AHFEI 73 B $i44 . DX-2500 ] CDR WIZE 17A K.
[0020]  TEA SR IHT AR I — LU S 7y S, HC n AR B7 41 A5 MO161-B04 Fy ] AL uk
FER), I H LC AT ARIE 4140, 2 MO161-B04 [ R] A1 2 471

[0030]  FEARSCH AR AL RIHLAAR R — 2L S 7 S, HC R ARIF A1) A5 MO171-A03 [ A] A2 Ik,
JPA, 3F H LC Rl AR 5P 41 L 7 MO171-A03 1 AT 22387 1)

[0031]  FEA SR AE AP R — 2L 7 S, HC W AR P A1) A8 MO171-A01 [ n] A2 Ik,
JEA, 3 B LC RIS 77140 2 MOL71-A01 [{IR] 285541

[0032]  FEASCH AL RPLAA B — 2L 7 S, HC W] AR P A1) A MO159-A07 (1)) A7 Ik,
JR4, 3F H LC Rl AR 5F 41 A 7 MO159-A07 [ R] 22387 1)

[0033]  FEA SRR HLAA B — 2L 7 S, HC W] AR T A1) A5 MO090-F 11 (1) m] A7 Ik,
JRA, 3 H LC Rl AR5 41) A 7 MO090-F11 (1Rl 22387 41

[0034]  FEA SRR IHUAR Y — L85 77 S rh, HC W] AR 41 A0 2 DX2500 ()R] 22 87
F1), 3 H LC W] ARl F 414 & DX2500 (1) R] 22387 41 o

[0035]  7F A SCH FR AL ) B AR 1 — 2852 7 =, iz bR S B MO171-A03, MO171-A01
MO159-A07 . MO161-B04. MO090-F11 BX DX2500 454 (K] FcRn F A1 554 .

[0036]  7F A< 3C H £ £k 1 P AR 19 — 28 52 &=, & Pl Ak 5 M0171-A03, MO171A01
MO159-A07. MO161-B04. MO090-F11 8% DX2500 %4+ 5 FcRn (K454 .

[0037] & SCH ETHI MO171-A03 R4 M171-A03 FTMOO171-A03. A CH AT MO171-A01
WA MI71-A01 FIMOO171-A01 . A 3CH A H MO159-A07 tHFK g M159-A07 1 MO0159-A07
AT MO161-B04 tF5 4 M161-B04. MO0 161-B04 Fi1 DX-2504. A< 3 7 i F M0090-F11
WFR A MO90-F11 F1 MOO-F11.,

[0038]  #E—J7 AR BHERAE T — R 5 A FeRn 454 19 & AP ks L 7 By, HohiZdu ik
BEXT N FeRn BHEEIL Fr BUERG HorP bR D A 454 T N FeRn [ 16 I HETE 4 PRIl
7, B A ZIUAEA L B 2- HERE A4 G

[0039]  #E— 7 AR BEEAE T —Fi 5 A FeRn 454 190 & P kel 5 7 By, b iZpuik
B1%F N FeRn BAE R H B, Horp Y AN 5 FeRn B4, ZHAA S B 2-ERE AL 4,
I HHEAZHUAAT=E B FeRn—/~ fil5 /N o

[0040]  7EASC &AL HUAA ) — LSt 77 P XAk B B 3B3. 11.31. 1.4B4. 12
17D3 2 4.

[0041]  FEASCHHRAERIPUA R — LS 7 i Pifs 5 A FeRn 75 K4 pH [ 5-7. 4 LA
/T 100nM (IR HEEL (K) 6

[0042]  FEASCHHREERIPUA R — L T R PRS0 55 N FeRn FE R PE4 & .
[0043]  FEA SR EERIPUA R — LS T i PiiE S8 E R IK FeRn IR 45 .
[0044]  7EASC A SR KPR K — L8 S 77 S8 PR PUAR T (I, #06) ) FeRn 5304k /
G ERER AE B XSG .



CON 104479017 A L) - 477 T

[0045]  EASCHERBERIPTAAR—LESLl 77 S P iZ PR S FeRn 1 o MRS A .

[0046]  fEA SRR HIPTAR R — 2L Sl 77 S H i PTA S FeRn 1 o BERY a 1. a 2.8
a 3L E

[0047]  EASCHERBERITTAI — LSl 7 S P iZHUAA S FeRn [ B VIS5, BT, i% 8
ALY o WL S

[0048]  fEASC PR RALRIHTIRR— 2Ll 77 R ZPUA S FeRn [ B MLEESS &, Horpix B
WS o WIAHRKEL,

[0049]  {EASCHIRBERIBUAR — LSS T 2P o A B I IE#HIZH%E N FeRn,
[0050]  {EASCHHRBERIBUAR — S SLli 77 R PPk GG o WA B VEIF IE#HA
B FeRn 4546,

[0051]  fEASCHRBERIHUIAR — S8 Sl 77 5 P PR E K2 pH 6 K LAUKZY 800nM. /T
600nM. /- 300nM. /N F 100nM. /N F 50nM. /N 25nM, /T 10nM. B /T 5nM ) 1C,, ]
IgG-Fc KI&5i&

[0052]  fEASCH R A BT — S8 SEJE 77 S i HU AR O P ME Fab.

[0053]  EASC AR HIPUAR R — 2L 520t 77 S izl gt R 45 S A K 3L Fe X 5
FcRn £54

[0054]  {EASCHHERBERITTIAR— L85l 77 5 H PR S FeRn BY4S5 5 7E 2-10 BITE A K
3 EARST T pHo

[0055]  {EASCARIRMERIHTAR R — 2Ll 7 S Ptk 5 FeRn (456 1E 6-8 (IFE B K
3 FARST T pHo

[0056]  EA SRR AL IPTAAR I — L85 7 S P g PR AE pH 7.5 B/ T 0.01.0. 001,
0. 0001.0. 00001s "] k g o

[0057]  fEASC PSR AERIHTARR— 2L 50077 STk S FeRn 456 R EAHMBUT pH.
[0058]  fEASC PSR AL RIHTIR R — e Sl 7 S AR T K B FeRn, 150 EL pH- MO
pH= M7 )77 56 5 A FeRn Zi 5

[0059]  {EASC P A G A Y — 2L S 7 S8 BT ALE A AR T B AR 5 T 55 FeRn
e

[0060]  {EASCHRBERIHTIAR— L8 Sl 77 S P ZPUARLE pH 7. 5 AR FeRn.

[0061]  (EASCARRMERIHUARE)— 2Ll 7 2 b i 1] T 32 07 & I s iAs i 5 B &
G P2 M REAR SRR B IR A 25

[0062]  {EA L SR A BIHTAR I — 28520t 75 S b HC AN LC W] AR P41 4 [F]— 2 IR B i 20

ﬁj\ﬂ

[0063]  {EASCH SR AL AIHLAR I — LS Ty S HC A LC W] ARy 51) D AN [ 22 Kk 1) 21

ﬁjo

[0064]  {EA LR PRALIIBUIR I — L S0y 6 P iZDUIR O KB iR

[0065]  fEASCH SR A HT IR — L85 /7 58 HH iz Ui ) ADUAR BN AL DL AR B 46N
AR RIS .

[0066]  {EA LR PRALIIPLIR I — LSy S iz PR L& ADUIAHESEX

[0067]  {EASCHRPRALIIBUIR I — 2L S0y 5 PP IR Fe 3

7




CON 104479017 A L) - 571 T

[0068]  FEA LRI HLAA K] — Le STl 77 S PPk BBt

[0069]  FEA LR B — LE STl 77 2 PR A B o BB

[0070]  FEASCHHEBERIPUA B —LE S 7 Sz PR A ik G BB EAL -

[0071]  FEASCHSR B R — LE STt 77 % PiiA Lk B i Fab.F(ab) ' 2.Fv il ScFv 41
BT

[0072]  TEASCH RO IHUAR R — LSy SR S FeRn (45575 pH 6.0 21 8. 0 (1378
[l A 357 F pH.

[0073]  FE—J7 A R BHERAIL T —Pid & AR SCHR A AT — R BT AR RN 25 2% bRl 4252 1) 2%
K2 EY)

[0074]  FE—TJ7 A K HERAL T — M3 B IALIR, 1% 70 & Z IR A5 dbs 2 IR 1K 7471 5 1%
Z kAL HE 5 MO171-A03, MO171-A01. MO159-A07 B, MO161-B04 f¥)A] AR 1 2 41) 45 /b 80 % 4H [F]
IEA

[0075]  FE—TJ7 A K HRAL T — M B IRAL IR, 1% 70 & LR A5 g bs 2 IR 7471 5 1%
Z IRAFE A SR A RATAT — PP AR B 5 — 1/ B — e BRE W] AR 8,

[0076]  7E— U7 A BHER AL 1AL B A SCER AL AL IR 7 41 K B A B3rg = 4h i .

[0077]  fE— 5 A K BHERGE T EFE S ARSI FeRn 1 75 ¥, 1Z 5 VTS A8 FH A SCHRE
FEAT—FhFi Ak 5 FE BB i I HAEFTR N FeRn 2 [0 A7 A6 A0 BAE L B 30 R, 4 003 AH B
YER] . AE— 285zl 7 R P is & TR RR i o

[0078]  FE—J7 A K Rt T —MrES2 1697 & AL FeRn (7325, 207 128045 <10 %290
I 2 T P AL A AR D ) A SCER A AR AT — b AA s 9 BAE 21697 & A AR id .
PE— 285 77 Z2 P ARSI A S X 52 V8T B R -

[0079]  7F— 7 AR BHFRAE T —Fhif = FeRn WG PE R 77125, 1% 07 ARG A FH A ST (L1
{EAT—FpHiik 5 FeRn AHEE ik, HH LAY FeRn (IS ME . #E— L8526 )7 2P 1% FeRn AL T A %2
WIT . B 2SIl 7 R ZPUARBH I FeRn 5 VRN Te (0454 . 78— S8l 7 &P i%
PUARFH 1L FeRn 59697 HEPUIRSE &0 75— 28500 77 2 i FeRn £ T F 2 40 O 9 1 76—
LS 75 % 1% FeRn A7 T N SE AL AR . £E— 2652t 7 S WP 1% FeRn A7 T-40 JR K 1
[0080]  7E— T A & BHERAL T —FiayT B B S M e / BORTY B B S M AR IE
R J7v, %07 RS A DA R IR ) & I A ST R AT T — i b k. AE— 4t
S 7 iz B B e MOE A2 1k B DU AR A IE RGO R (RA) W RS EAL
BEARIE (SLE) VEARENLIE J1 (MG) A% T8 R HMwe RF 2 M i /N sk /D M558 . (TTP) WK AR - B2
MEREAE B 5 e O LR PR E NI R BE PR T 298k TT B8 R 2 R P4
NE T VA LG IR B S Sz 1 ORI & H R CFLBEYS - A I 48 D PR Ry A ek At
A RAEVE W B HEDCTE SIS T B B S PR iR G 28 S0 5 MERE T R A el /D E
DA 3 R PR A 48 L ERL - A0 T LR T IR A A T TR IR e B R A S N AH
RGeSO S5 R 2 LR 2 Bk R B2 R I AE 5 R L SRR i HR L B R 2R
A1E (Goodpasture’ s syndrome) IR [« RAVEMALAE  HUBE IR ER G IE A T4 5 7
(Sjogren’ s syndrome) . 7E—LUSIji /7 Z2ALPHUIARLE R PR TE TeG 1221,

[0081]  7E—J7 A K WERAE T — R AW IEEE TG B3 / A B 77, 1% 7 1AL
TR Z IS TeG 2RI / A2 69T % s 90 B 521697 3 it FHA 80  2 697

8




CON 104479017 A L) - 6/77 T

TARN TG 16 (2301 / AP B A SRR L AT —Fhpi ik, 75— 285l 7 S
EITERARTEIR 186 321 / Ko fE—SUS0j 77 RHIAZIRTT BN o TE— 2850 7
Pt R PR IR G AR A SCER AL AT — P BT AR I BT B B G Pt 03 0E 1) ) B30T 1 LA B
IRAEER LG 13 / /Ko 75— 288 7 R HEAR SCIT R AL AT — PP 1 0 5 &
G5 PERIE IR BT VA B ARG BRI N Te J7i5 s FESRIE BT R 254 (NSAID) 5 S B[ B 5 21
R VENER . FRESR, SR MHI S, Fl, B AR G, FK-506.
TIHAE 22 40-0- (- }o 58 ) &% — BME S IR (At Menging s FR S0iend s Angs g8 sPTY
720 R FKEE SR 5, IR, B RIS (mycophenolate mofetil), 15— Wi 4G IR 25
(deoxyspergualine) ;% J% FHIPE B vg BEPLIAR, 141, (40 M52 A B se BB A4, 461 4, MHC
CD2. CD3. CD4. CD7. CD25. CD28. B7. CD45. 8% CD58 sl F it 14 ; HoAth 3 5 4L &4, 191 4l
CTLA4Tg s BRILAKG B 2T H 57, a1 mAb B 73 7= 30 fl50), B RE P a L H5 Pl VA4
FEbiil

[0082]  {E— 7 AR BHARAL T —Fhvayy SRs B & Sl PR RE (1 51, 1% 7 A4 <1
SR ZIRIE B R B AT 1) AU IR 52 96T 7 28 Wt T A SO B A AT ] — i i o 75— 285K
Wi 7 2 HhiZ% B B A MR A 75 IR 16 MHFIE 78— 282 7 & P iz bk e 8 W
PRIk TeG I3 . 70— 288 77 i B & S P RE A 1k H DL BIAE <28 KR T
% (RA) RGP BRIE (SLE) VEIENLIE S (MG) K& B R 30993 405 & M it /]S AR i 2 i 4R 9
(ITP) K&AK — LRI AIE B B RO LS EPE T NERYE 96 B R . T Adal 11 AOpE R
i~ 2 R MHEREALE | 7R W EQERAAE B B e E AR I 8 L 98 FLBEYS « VBRI 28 L R Rk
PERR PR R AL,  JERE PR o3 « B HE DG 00 S8 M 1 5 H 0 T o 8 % e 2 Pk g v e
0 M ek /D E T D A s TR RS R 40 B R 1 S5 A LR T K LA B A T IR
BB A O IR S8 I Y 25715905 R 2 WL 98\ 22 Bl K 98« R R L %8 L R R R I
ity H ML 9% A )1 i B « SR e PR RBALE U IR 4 S E N TR S5 5 1E o AE— 285l Ty
SIS T F M RIEIE  T5 PR R sl R PRI

[0083]  7E— 7 A K BHERAL T —Fiid 7 BRI B B G g% M he 1) 77 V25, %07 A EE )
SR ZIRE BCE R R ZRE [ ARG 16 52 YA T 38 B YR T BT 2009 RE (1) 38 97 VA A
SCHTHR AL AT —FhPu iR . 75— 2852l 5 P s T i A AR IK N Te 7k AR i bt
R (NSAID) s B TR A B s IR PR 22 R 085 25 . T304 35\ B L S e Pk A4 , il
BB E AVIN B 2 G FK-506. 5 M85 2. 40-0- (- kL) 2K - H &= TRk
Mg 5 PSS S A TIN SFTY 720 SR BUOKNKE KM 52, My IR, F Y IR IR, 16— i 58K
WICEET 32 5 S 5 il 1 55 v BB A, 4 4, 1 40 B 52 R ) 2 e e B £, 497 241, MHC CD2., CD3. CD4,
CD7.CD25. CD28.B7.CD45 . 5, CD58 sy H Bl fA s HoAh G 154k &4, 19l 4 :CTLA4Tg ;B Aih
R B 23305, 40 mAb BIR 5 2 HHIR), BLRE R R RS DU VLA-4 F5H05H.

[0084]  TE—J7 I AR K BHARAL T — P E AR N BRARAS 75 22 PR BV BE 1) 7 2%, & 1A
F& AR VA T A RGN B AR SCERAE AR — AR B AR R B DR . AR S
S EPUAREIL i BAE 255 BTz B R i o AE—SS B MAS N . fE—
Wes 7 EAZ PRSI A B SR — A o 7E— 2SI T R A R B AR O TR A
BB, B 28li 7 R AATEMPUAE N IER G N RO bR E—Lesjii 7y &
e LA B R B S 28 B BRI E T
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[0085]  {E—J7 A KR T —FiAEA RN I8P TeG 5 FeRn 856 17737, 277 A HE L
NP AR S N FeRn 854 VEFRFPTA FeRn EAE S A BT A2 % 4 166 5 A FeRn 45471
TG HEIIHEIFHF AAS B 2- HERE A 454 MPuiksi Ity B s I L ULE 8 FRRTE AN
1gG 5 FeRn &5 & i & [n) A A PUR B A B 78— 28500 7 R iz MR 8H B 5 %
PEPE B R R  BE M o AE—SESl Ty R NS E B AR S T R O
AN FHIRTT PR DU . A — S8 ST 77 S P 1% A B Sz M IE R fo s M it /R D i
FE—BE ST 77 R Pz B G B MERE N R ME R . AE— e S T R s AR A 1
— e R DL Img/kg B 2g/kg W E R PR, L5007 LA Ing/ke 2
200mg/ kg 177 & it FH iZ Pk

[0086]  7E—J7 A A BHERAL T — B fEA PR N HI I TgG PLAA/KF 177325, I B FE LT
IR RIS A FeRn 254 VEF X P FeRn EHEEIL A B A2 il 4 166G 5 A FeRn £5 5 1 9E
SNSRI AAE B 2- Bk A 45 A PRSI A B 53 BLLLE B HHITEAN AR 166
FUPRACT IR 8 ) A5 P TR e L 7 B o A8 — 2852t 7 27 i% TG LR A IRIT TE 186G BT
o FE—28SE 7 %A T VE TeC Ui A B BR Sht. 7E— L8507y iz 16 Hiikh
FEHFNROMMDUR . 7E— L5057 TPz e AR M 2R B H P IR

[0087]  FE— 7T A K BH¥S 3l 166 7> T-1H 2 X 5 FeRn &5 & 1B, A BRI &
B E R 4G T FeRn 23 F3RALI 20— DRI X W HiAA . 78— SSLi 77 2P, AR B
Uk 5 N FeRn 4540 FEHADSE T 2rh, Pk Smilh R800% FeRn 456 . AR B —L
TR BT LS, 4, 4B4. 12.3B3. 11,31, 1.1 17D3,

[0088]  7E— 77 A AELFEEBE (HC) fhfe ik ar 1 n] AR 1P 41 MRk (LO) S ks A
AIARS AN PUA (0N, 73 B PUAE ) REE. B —FIAE S e Bk 8 1 R] AR BRI E Ak
5 FeRn (5101, A\ FeRn) G54 HIFURSE A0 Mo B2l &b, ik B — ez
DL A

[0089]  (a) H:LC HyakE AT A 5% 4) 5 3B3. 11.31. 1.532A-M0090-F09 ., M0084-B03.
M0056-G05. MOO84-B11, M0092-D02. M0055-G12, MO057-F02, MO062-C09. MO064-H04
MO073-E10, B MO090-F11 ) LC RJ A4k, B — £ 4> CDR 22/ 85% AHIA ;

[0090]  (b) H: HC sk Al A 5 % 41 5 3B3. 11.31. 1.532A-M0090-F09, M0084-B03.
M0056-G05+ MOO84-B11. M0092-D02. M0055-G12, MO057-F02, MO062-C09. MO064-H04
M0073-E10. B MO0O90-F11 [¥J HC W] ARk, BRI —4 8 £ A~ CDR %270 85 % 4H A s 3 H.

[0091]  (¢) % Hi 1k 45 & 5 %% 3B3. 11.31. 1.532A-M0090-F09., MO084-B03. M0056-G05 .
M0084-B11. M0092-D02. M0055-G12. MO057-F02, M0062-C09. MO064-H04 . MOO73-E10,  BX
MO090-F11 £54 IR AT AH B IR AT

[0092]  TE—ANSili 7 S, PR S FeRn (41101, A FeRn) 454, 45111, 7E pH & [H 5-8,
i, B /T 100,560,105 1. 8% 0. InM IR H 2L K)o £ DL EH, &PURE &
L5 N FeRn Re it & 6o RSO, “ReR Mg &7 8RR 45 & T 7 %5 Fekn 45 5901410
J65 N FeRn &5 4 /e, BA XA E T FeRn BAER SR IEPUR (B0, PlshE A, B &
) 54 KSR A /D 2 £ .10 454,50 £%.100 /s R 6 M (/MK o 22—
St 7 2, PR LN T 0..01.0. 001,0. 0001.0. 00001s ¥ k e 5 A FcRn &4,

[0093]  FE—ANSEHt T T, %Pk FeRn B MAMREE & U1, FeRn 1—A> o WEZE, R,
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FeRna BEM) a1y a 2.8 a 338 fE— ST &9, PiiEA S FeRn (1) B (B 2W) W2
gib B, EZPUARE o RS S fE— D507 S, iPUAMSE S FeRn 19 B A4S
o2, HATEY BN 5 o WWEAHCHEM I 5. B, BRaE o EEERT B VL # #47
TEFHF IERIHBA R0 FeRn, SNNEBUAANE o B B WL G . fE—NSEili &, Ediik s
BE o WA B OEEIF IEMIHLZE 2 () FeRn 454

[0094]  FE—ANSEJE 7 S, PR (1, # ) FeRn 5H0E / Sz BRE FHE E X
&G . Bl &pian] B OLT (i, £ B/ T ) 5nM.500pM. 200pM. 150pM. 100pM. Bk
75pM [#) K, 1, £ 50nM AT 1pM, 8K 200pM FH 5pM 2 A1) K, o

[0095]  FE— ALy S, i%Pifk S FeRn 4563 HFEKEUYT 1 FeRn 53k / feak i
I E X S5 A B, iZPUART] 5 FeRn (140, A FeRn) DLEETF (EP, {4 E/NF) 1x10™°M
FIZERIME (Ky) &56 . fE— S &, & LRSS+ pH BORE K H T pH
(#1757 3\ FeRn &5 4 9 4E pH6 HA KZ 3. 0-82nM i [ 1 K, 1) Fabo #E— N5 77 &4, i1k
A LR EL ST T pH 8CRE BRI T pH )77 X 55 FeRn 456 3145 pH7. 5 B K2 9. 7 2K
29 39. ToM G 1) K I Fabo 75— NS 7 S8, B4 LUOKEU SRS T pH BRSO
T pH A 725 FeRn 454 3578 pH6 B K4 0. 409- K25 29. 5nM. K4 . 2. 44— K4y 29. 5nM.
KZ70. 13— K4 1. 03nM. K2 6. 43— K27 30. 2nM. K4 0. 2— K4 2. 87nM. K4 0. 34— K4
2. 87TnM BLKRZY 0. 2- K2y 30. 2nM JE B K TgGe 7E—ANSEHE 7 Z b, &bk A LLKEL
ST T pH KRB EAKH T pH K7 3 FeRn 454 JF4E pl7. 5 HAG K4 0. 675-24. 2nM.
2. 1-24. 2nM.0. 158-10nM. B K2 2. 04— K2 80nM YEH ) K, TgGo

[0096]  7E—ANSEJti 7 T, PRI FeRn 5 TeG-Fe K455, JF/E R4 pHe HA /T
800nM. 600nM. 55, 300nM. 200nM. 100nM. InM.50pM [¥] 1C,,o 75 —ANSEHE 7 P, EHiikiZbitk
A CLURE ST T pH SORE BT pH 177 ) FeRn 5 1gG-Fe 456 Jf4E pHe KA K
Y5 13-754nM B} K4 13-80nM JEH K] I1C, [ Fabo £E—NS2ii 7 A, P04 LUKEL
S F pH BOREC AR T pH Y 7 23 FeRn [ 45 4 78 pHe A K4 1. 2-36nM. 36-120nM.
120-562nM. 1. 5-5. 4nM.5. 4-50nM.51-16 1nM J& [ ] TC, [ TeG.

[0097]  FE—ANSEHt 7 0, %P, N, FRREBTAR . Fab, sFab Jy B¢, F(ab’ )2, Fd v
B Fv Fy B scFv.ak dAb FE%,

[0098]  7E—2L5 i 7y ZE 0, i BUIA A B e M, A0, SR FEBUABCEA UK. ARTE R
G HEPUARHE AR SRR, A0, AT, RIS B B 45 AR MR R PR . AT
AL “ BT EPUR” B RS REBURA AW, ARSI, Hode BAA B A U Bk i
HH o

[0099]  FE— ST S, i PUIA N A SEMR BT —FeRn B, 40, k& AL 2
G AT ARAN A BT R . WA SCHT FH, RTE “ 417 sk “IBid” Ak E s B fsmid E4
Jr i % FRIE AR A3 B I BT Bk, B an e 4L R E AR YelE N T AR IE
ik, NEHAHAGHUEET 2 S PiiE, M eizskis AL R IEE Y (i, )
I3 B BB AR B I I SR N S e Bk R R R A B 4 B At DNA 3 271 (1) AT ] At 7 325
i)\ RIE VA RE S B PR TR E A B RE NIRALCOR B8 ik A 25 iz tb RSk
A AR, IR AEE AR R S Bk AP AT AR R E X o B — ST =, 1%
PUARALE AR 5 R HIERE R
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[0100]  JEATF T AT AT BB FeRn Uik E & KA 4G  BEE S M HIH 5 FeRn
MaamiE (B2 KIUEBE SRS S B, #l i, 5 sFab 532A-M0090-F09.
M0084-B03. M0056-G05. MO084-B11. M0092-D02. M0055-G12. MO057-F02, MO062-C09.
M0064-H04 MO073-E10. 8, MO090-F11 [ &R 145G, sia S M HI L 5 FeRn 456 150
o AP REAE BT FeRn SUARIIALA, 9101, 15 FeRn AR X 456 I ASs0 2 NPk, i,
55 FeRn adMsl b AS R R AL S5 G 0P . mlde R, T AE FOURE S P . XURE 5+
MEBUAR  HA WS AT AR R AN R AR R DA% 8 HAA MR e M s A R I
O3 AT ARIRERE R I — AN B AN RO AR ST IR PUA I F S FeRn S5 4

[0101]  fE—AN5jli 77 &b, B FeRn ifk (i, & KPiksk i Rg & &) e
D — AR RE S ERE ] AR (B, B D — AR S S R AR VR 2 D — AN EE B S R
WA ST Ed, BNk E A aiE R A2 —4, A A B AN E X
(CDR) ) 424k B B m AR 387 1), 1% HL 4D e X K3 B 5 [F] FeRn AH BPE A I B 1) 42 55
Bl B W] AR BB 41 [ CDR AH [R] i B 44461 i, A 30 BTk () sFab, %140, 532A-M0090-F09 .,
M0084-B03. M0056-G05. MO084-B11. M0092-D02. M0055-G12. MO057-F02., M0062-C09.
M0064-H04, M0073-E10. B MO090-F11,

[0102]  TE— Aty Erh, i PriA i igs GOt E i H Fe X 5 FeRn 454 . 75—
ANSLIE T A GBS ] PR 45 5485 FeRn 854 . B0, ZHURAEES Fe X s H%
A5 FeRn AHEAER BB Fe Ko 7E—ANSE 7 £, Ediihidd Hpt R 454505 FeRn
Sh4 LB Fe B8 N 8% 22 /b 1000 £ .

[01038]  7F—ANSEiE 7 %, 75 2-10.4-9.5-8.6-8. 5 6-7. 5 [KIFuH I, Hith 5 FeRn 454
REC LA pH M7 o ARTE “pH JSL” FRPUAAE 2-10.4-9.5-8.6-8, 5 6-7. 5 Ju [H ¥ pH &
5j FeRn 454/ FIERIRFEEE A 10 RE T o oI W AEANF] pHAE N84k o fE—H85Tjli 7 =2,
Ko fF 230 [ N AR AT R AN & T 200nM.50nM, 10nM. InMor  100pM. 1 401, iZ B R4E pH6 5
FcRn 854 JFAE pHT. b fREF & 1E— SR P, Bk FeRn 1456 KRBT pH.
ARV “pH SN "FEE S — pH NPUIAS FeRn 2545 / B (R FEEE A BE VUL RAESE —pH N Y
FeRn 25 & BUIRFF &5 G IR ST, HoA 38 — pH 7628 — pH 45 2 2= pH BRALPY (514, 6.5,
432, 1. 5 NRAL ) o N, IXPUA T E pHE 5 FeRn 455 0] 7E pH7. 5 /55 FeRn 454 Bk
Frdhit . ARG “pH WK $aPiIRLESS — pH N 5 FeRn 454 / AIBUREFES 5 IRE ) LIAE SR
ZpH MR Z 5 FeRn 254 8RR FREE G 1088 ), Hodh 38 = pH 7E55 — 4> pH 45 2 £ 1 pH
REP (14T, 6.5.4.3.2.1. 5 A BAL ) o BI4N, iIZPTAR T 7E pH6 55 FeRn 45 43¢ HAE pHT. 5 A
A&l FcRn 45 G BURFFE G o

[0104]  ZE—ANSEZHE 5 &, A0 K S ld FeRn iZ 5144 LL pH # R pH A7 i 77 2048 56
5N FeRn &6 fE—NSEi 5 P, PR UARZE AL 2 f5.5 fFEk 10 f5RsERES A
FeRn DL R A TERISES B (Blan, KERER ) 19 FeRn #8546 fE— DS &4, i3t
PATE pH Y H 6. 0-7.5 L Ky<< 5nM 5 A FeRn FIEE R SL 8301 FeRn £54 . fE— 500
75 B AZHURTE AR N BAE A S E T 5 FeRn 854 40, PR AE BRIt 4 21461 4 pH 6
5 FeRn g5 B DL &, %BUALE pHe 5 FeRn 254, 440, LA pH7. 5 LA
b 1.5.2.5.8.10.20.8% 50 5o 7E—SEHi 77 &, EPUALE pH 7. 5 B FeRn, 140, H AR
pH6 BEIRIH 22 /b 1.5.2.5.8.10.20. 8 50 £, 7E—SEH 5 &, i%PUATE pH 7.5 5 FeRn
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GEL, I, B pH 6 FEARE /D 1.5.2.5.8.10.20.88 50 f%. 16— ALty &, Shifk e
pH 6 BEH FcRn, 401, ELAE pH7. 5 BRI 4270 1. 5.2.5.8.10.20.8% 50 5. 7E—NShE 5 &
W AZPUIRLE pH 7.5 AR FeRno £E—ANSEHlE 7 70, UKL pH 6 AN FeRn.

[0105]  FE—ASEiti /7 %, 55 FeRn BIAH BAE A IE K BUR I3 . 7B — AN s %
W AU S R ILAD TG 4 T (102132 B4 50, 4, 227> 5.10.20.40.50.6070.80. 5% 90 % .
40, 90 %6 Fi R K AT P AR )3/ i 20 RMCER] 2 Ko

[0106]  7E—ANSEili 7 Sb, i T2 3097 8 I, iR s RS B 5 R i AH S
[RPREPR KT 503 o 904, PR T e BB ALC i 201 AR BRE R 0 ™ B - G ik, %0, Bk
TERE PR PR ACT L B B BT ARIKY s % (O ) s B AR ST 5 IR 5
BRI 5 18 50 2 I BRI P R ARG 5 MG SR B3 R T2 B 2 5 el SRR s Hh s s D s &kt
¥ s v RIS SR L0 BE AR RS AR I s i /BRI /D 5 80 i s B A 5

[0107]  7E—ANSEHti 7 &2, HC F1 LC RI AR 741 4 [F]— 2 IR BRE I 20 43, il i vl Ho oA 5
BURIIE 7y o A8 ANS2HE 77 2, HC I LC R ARS8 F 51 A AS R 22 K BE I 4045

[0108]  FE—ANSEHt T E 0, U A BB 140, DA AP A Is DA
/ BOATAE N HA Rz v o 78— AN B U S ABURHE SR X o 7S
7 &, PR Fe .

[0109]  7F — A~ 52 ji 77 % v, HC 7] 4% 3% J5 %1 4 4 3B3. 11.31. 1.532A-M0090-F09
MO084-B03. MO056-G05 MO084-B11. M0092-D02. M0055-G12, MOO57-F02, M0062-C09.
M0064-H04.M0073-E10 B MO090-F 11 [ n] A=k 'E 41), 3 H LC R] A2 487 41 4015 3B3. 11.31. 1,
532A-M0090-F09. M0084-B03. M0056-G05. MO084-B11. M0092-D02. M0055-G12. MO057-F02.
M0062-C09. M0064-H04 . MO073-E10. 5, MO090-F11 [ R] A5 S FE 41, 78— SEi T E 1, %
ik 5 8% 3B3. 11.31. 1.532A-M0090-F09, M0O084-B03. M0056-G05. M0084-B11. M0092-D02.
M0055-G12,M0057-F02.,M0062-C09 . M0064-H04 . MO073-E10. B¢, MOO90-F11 454 1) FcRn AT
ity E— ALy &, %k S 5324-M0090-F09. M0084-B03. M0056-G05, MOOS4-B11 .
M0092-D02., M0055-G12. M0057-F02. M0062-C09. M0064-H04 , M0O073-E10. B, MO090-F11 354+
5 FeRn 4545 -

[o110]  FE—J7 1, AR B B — Pl 25 B e BE Bk 0 7532, HoA$E < FeRn SR BB 2
DA BEEUR s FeRn 43+ BCH B 2 B IR T 90 e P2 M6 U3 2R B0 5 DA T ik il 145 288
I AT B AL K BT B 40 MY R A0 M R AR Rl DASRIS 24 A SR AN Y s 7E A L A vk
B EDUA RIS TR TR AT A g, b iR Pl & 2 /b — A nl AR X, HoRe e 1
454 T FeRn 731, Hodp Tl FeRn 2) AL AT DL & 22 /0 TG 1H & X 19— 20 i3k, oA B
RHUAS FTR FeRn 7 T~ 145 5PN 186 18 2 X 11 7 5 Frik FeRn 20 TS G 300 B 1%

AL
o111 fE— 5, AR I EL— R 5 FeRn Bl FeRn &5 G (IGTAR I 5 2 AR E, IF H.
BAE 2t FeRn FURBOL A BE AR BEHUAZE, it ez JF HIRAZ%E P A7 4E R 5 FeRn

DUR G G I HA %R (RS 1 R EAE HR T o SR e DR 4L 20 IF AR 1 i B 4%
G hdiZ A IR E DA AL WLIR S IR MDA AL 0 — A2 FAL I BUR L D R ER. 1207
AR N E R AR R R 2 B IR 73 1, OF HAZ R 70 1 i i s S 45 & 1 FeRn 3T
M2 ke fE—ANSEitir &, btk 5 N FeRn FERPELE 5.
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[0112]  fE—> St 7 58 1, 12028 O WAk Bl 4 2, 491, Wk e AR Je s P2 A — AN ST S
At FH 5 S C AR A TR RO TR TR A R G, B 2, 55 FeRn 1/ 838 40 PEHT A FeRn STk 4 & 1)
IgG Fco.

[0113]  {E 55— J5 i, A2 FF RA— B AERE S R FeRn 1) 753 5 AL, 1207 1A HE R
fi 5 FeRn S5 5P (10, ASCHTiR ik ) AHE AT B RAFAEHTAM FeRn (AR ELAEH]
RrIZAH EAER] o AE—ANSERETT S0, SHUR A& PTRIIFR I LI SO6RRAE (a0, £EA7AE
BOALE R IR AT EMN D¢ (bodipy) 96 -5 TR IRES . 2P0  Fiid
ALY B R B AT AL )

[0114]  ZE—J5 T, AN FF LA—FF 8 15 FeRn 36 2 1 75 o0 RRAE , Z 7 V5B 4% % FcRn 5
FeRn Z5&PiMk (1, ARSCHTRGiiA ) AR A, AT FeRn Bg 1 (B140, 5 TG Fe i
G55 ) o AE— LT E T, 1% FeRn A7 T NG9 FH W 1% FeRn WAL T N SZ20697 #F ) B2
SN B 40 O A AR IR P (A9 2, A I R A IR R R B AR ) o AE— SRS
o, ZPUARLLE FeRn SIRMISGE &, B0, WISTERYI LN 1g6 Fe M/ BUMIE HEH. {E
— /NS 2, % FeRn A7 1 b RE 8Py B2 A0 N AR N

[0115]  {fE—J7 [, AN TFLA—FHGs7 TR A/ s o ihE R I 7 V2 R R AL 120 hE
ol 5 B S B M AE B AR IR FeRn i HAH SR BIIRRE « 277 B4 <17 323697 # i FH FcRn
giapuis (I, ARSCHTRPUA) , i, B B R I IE (1) RS 1) 2 1697 & o 1
—ANSERETT ZE, OB SEITREE IR B AN/ s 1) A A

[0116]  fE—/SEHiTr S, iZ H 5 B MEWAE i B LN 2RI AL AT - 28 AR K1Y
R (RA) ARG LRI (SLE) VEIENLIC ) (MG) K8 7 I 45 1 i /s R sl 2 1 2 98
(ITP) K& MK — M ZREE B B e PO LA B /NERE 58 B PR . T AU 1T BYHE R
Wi~ 2 RAMEREAAE B T IRERE L B 5 S et AR R VB R VFLBEYS B R L sk
PR YA PR S A 90T 1 M5 e 8 1 g v s 40 M gk 2R B ME S 19 9 S B M 1 B H )
PERRE 22 /DA A0 BB RO AN Al R R AR TR LR T A T IR K
TR S N AH 5 B B0 28 S N 5 459 R 22 L 98 2 B ik 98 L BRI 98 R R R A
i H ML 98 SRGAE I RF G « R G Pt R ALRE DU IR 25 R A TR 25 S AT

[0117]  {fE— ST &0, AR BRI HUAA ] B F T30 TeG &7 Bl i b b i #eiz . 765
SRR S, AR B BRI e s 2K R M R P

[0118]  fE—NSEHE T &0, A HUARLE RN IR ME TeG B M. AE— DT &9, 285
G MEAE LA TR EERIPRIR TeG R ik, B4, AT 2 IR R SR I TeGeo

[0119]  {E—TJ7 1, AN T LA—BAERZIATT 2 R FeRn B 7532 A, 1207 1A A6 <)
AR A AR AR AR K B FeRn S5 A 50k (10, A0 Prd§iik ) IFEIXR IR
BRI AR G . ZITIE AR SIG T AR, B, A8 R B2 R, 49140, MR,

[0120]  7E—J7 T, AR FFLA— PR 6 3R 1eG W22 100 / AP0 7 V8 I AE, 1% 54
B F R TG 22l / KT RS2 697 &, B, N JFLLE B R0 166 23
W/ KRR ARG T E A FeRn i & 500k (Bt AScrh prid etk ) o 45— seitiy
S R TR TeG KR / Ko AE—SEiTy S, izt A IR & 55— #b
Pt B e M AE R0 BT V2 AR AR 30 TeG i3] / 7K. BRE i H FeRn HTOAFIE
fth it B B S B M RE )79 B v T B0 T BRI TeG W3] / 7P P s B HoAth gt
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H & G 3% P iE I BT VR AT I B .

[0121] 7B 5 —J5 M, A2 FF LA—H 70 B L R A R AL, 207 B B I B A5 4 5 2 — 22 Ik
()5 — FE 1), 4035 5 3B3. 11.31. 1.532A-M0090-F09. M0084-B03. M0056-G05. MO084-B11.
M0092-D02. M0055-G12. M0057-F02., M0062-C09. M0064-H04. MO073-E10. B MO090-F11 [#]
S — ] A I R A R 1) 48 2D 80.85.90.92.94.95.96.97.98.99. 8% 100 % AH [ (1] 77 41, 8%,
5 4 15 3B3. 11.31. 1.532A-M0090-F09., M0084-B03, M0056-G05. MO084-B11. M0092-D02.
M0055-G12. M0057-F02., M0062-C09. M0064-H04 . MOO73-E10. B¢, MO090-F11 ) 7] 4% &%, i) %
FIRIHZ IR 2428 (W, 467k 2 T ) BT 5. 15— AN SEHE 7 5 7, 1%0% BRI 0 45 4w 1
BLFE CRHN AT AR ) 28 Z ] 22 S0 A0 1 5 — 2 IR 58 — P 41, 9l dn, &5 3B3. 11,31, 1,
532A-M0090-F09, M0084-B03 M0056-G05. MO084-B11. M0092-D02. M0055-G12. MO057-F02.
M0062-C09M0064-H04 MOO73-E10 8% MO090-F11 [ 45 — 1] 4548 /5 1) 11 55 1) 35 21> 80.85.90
92,94.95.96.97.98.99. 8% 100 % #H [F] (¥ )3 4], B 5 4% 5 3B3. 11.31. 1.532A-M0090-F09,
MO084-B03. MO056-G05 MO084-B11. M0092-D02. M0055-G12. MOO57-F02, M0062-C09.
M0064-H04 MO073-E10. B MO090-F11 [ R] AR IK1 /7 H RZ BR % A8 (M, 7™ 4% 25 )
[RIPH)e AE— ST S, RIS BAE A 74 (B, B854, JERIEER) 57 X
AEBEN 37 X)) A/ BREAIT A B0, SR A A

[0122]  FESAN—AT7 T, AN T LA—Fh il RIAFUAR T 40 R 1E . 2%0E 240 B 56
— e MZ IR, A GASE - (1) Gubd 5 — Rl AUy 5 — 41, 45 5 3B3. 11.31. 1,
532A-M0090-F09. M0084-B03 M0056-G05. MO084-B11. M0092-D02. M0055-G12. MO057-F02.
M0062-C09 . M0064-H04 MO073-E10. B¢, MO090-F11 f¥) 5 —n] 2858 5 471) () 41 22 71 80,8590
92,94.95.96.97.98.99. 8% 100 % #H [ ¥ )7 41), 85 %65 3B3. 11.31. 1.532A-M0090-F09,
M0084-B03. M0056-G05. MO0O84-B11. M0092-D02, M0055-G12., MOO57-F02. M0062-C09.
M0064-H04 \ MO073-E10+ B, MOO90-F11 [ 5§ — mJ A2 Bl ) o 41 R AZ BR A2 A8 (M3l 70 7™ 4% 4%
) B8, LR (2) ahd s (AHRN T AR B ) 58— n] AR 3807 4 (1) 58 — n] AR BT 47
(155 — 74, 40, 5 3B3. 11.31. 1.532A-M0090-F09 ., M0084-B03. M0056-G05., MO0S4-B11 .
M0092-D02. M0055-G12. M0057-F02. M0062-C09 MO064-H04, MOO73-E10. B MO090-F11 [
TR AR A A1) A /D 80.85.90.92.94.95.96.97.98.99. 5% 100 % AH [F] (1S, 8% 5 4
5 532A-M0090-F09.M0084-B03M0056-G05 MO084-B11.M0092-D02.M0055-G12.M0057-F02
M0062-C09. M0064-H04 . MOO73-E10 B, MOO90-F 11 [ 7] A5 5 11 5 41 (A% BR 248 (9t , 78 ™
&) WF5.

[0123]  FE—J7 [, A > FF CL—Hia 7 siils B B Sz PRine (1) 77 ¥ R, 1207 A4
it FeRn 55504k (40, A SCrp ik fidk ) , il an, B4 it A8 97, 45 A B 5 stk
IE B R R E I KU 52 YR TT o 90, 2458 7 vE ] I8 A YR T BT 9 RE (1)
o FE—NSEHETT S0 258 A SHRIKN T IT I8 AR R RE B2 254 (NSAID) 5
BRI B s AT 25 R TN 2L T 2R 5 BT S I S, 49, PRFRL B 3 AL AT
B 2% G FK-506. F5 115 5.40-0- (2- 323 ) 23 - HE 2 IR WAL 6 mendind ; F 4
WERS SATWETR SFTY 720 soROKRR s K M7 52 B2 IR A5 ) R IR 15— M SF R IR 25 5 S0 iz
IV S v UM, 194, 40 52 AR IR B O BT AL, 490 4n, MHC CD2. CD3. CD4. CD7. CD25.,
CD28.B7.CD45. 8% CD58 s H AL/ s HoAth S e -5 4k &40, 191 4 :CTLA4Tg 5 I ARS B 434
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i3, a1 mAb BAR 7y 5~ BT, SRR R A DU

(01241 {E5)—J7 I, A2 I L —Fa 77 G L5 N R, 125 SR A RNy 780K 7y
T2, Bln, PrEE e (B, REEeET ), SEa T FeRn 555008 s IF HAE 78 W PR
Al LR ARG ST S, i ) LEAT e 80 O AE R S o 71
BITERAE B 45 S e R G (I, B S VS e iie ) » AR 2R L, sl AL PR e , 51 4, 46
T B B I, B, TG (i, e 1 TIRAT B (Helibacter pylori) J&H) .

[0125]  {E5)—J7 M, AR I LA—Fia 7 LI T3 A 1205 B i RN 780K
TG T 5 FeRn S5 G 0HUIAR, B0, ASCh Brid ik s IERZIE G ot M A BEZLA W]
Rz L T2 L. AE— A SEMTT b, Rz & B ] T30 2oOF Haz e & 5%, 1
WL, B R i ) LR T BEL

[0126]  JE A B T2 B2 LTI I e D0 St 7 S AT 08, AU E B EOR A 51 5 2
it AFPUIARIN S & S A B AR EE AR A TER A

Ffi =] 154 BR

[0127] K 1 #5275 T 5 hFcRn oA B 2M SN PR, ok B 48 2% 15 hFeRn 5k GPT R
hFcRn [¥)DNA s LA S AE FH 4wt A B 2M 1) DNA 14T S B2 (B IR 76 5% 56 K LU I fS /) Bt
TE PP ELTSA 73 845 R o /N #180-184 487 FH 4w hFcRn (1) Uk Sz 5/ il #185-189
{5 2 85 hFcRn %) 50K FI 4 65 h B 2V [ J0RE S 5708 B #190-194 8 FH 4w 65 GPT- #2114
hFCRN f¥ 50k 8% 578 L #195-199 48 FH 4659 GPT— 211 hFcRN ¥ TR A4 i h B 2M (¥ )5
TGz o

[0128] & 2 22 T T4 hFeRn BN B 2M [ VR, SRk B A 2R 653 hFcRn 8% GPT 421
hFcRn ) DNA 5 LA K AT F 4 A B 2M [¥) DNA JEAT 5 5 I s I 76 5% 94 R ULJE AT #37)s B
I35 I HTAR) BLISA 23 M 4s 3

[0129] 3% T FACS 73 M4 2R, 1% FACS 43 8T FH T e #182 /N BT AT A I S (1) |
TEARTREME R 293C11 40 ( THREAL LA IA FeRn 1) HEK 293 i /e ) _E ) hFcRn 1) h1gG
i o ¥ 293C11 41 5 28098 BIE — R IR 60-90 438, SRS AFH PBS IG5, bt f5 5 Alexa
fluor—488 FRid i h1gC —ddIkFR. Frfasgi R LL (A) SR ZOLEA (TMFT) 80 (B) A IgG
5 FeRn g5 0078 (HPhIsmsg ) 1E 2 b7 AR

[0130] & 4 #i%: T FACS #4553, 1% FACS 3 A4l FH S if] 6 0 ik 77 V20 e #187 /)y
UITAT A I 2 A8 98 B I BHOE IS PRI . PP E5 SR L (A) S RPI 5Ot (TMFT) 8% (B)
N IgG 5 FeRn 56005 (HPHI0maE ) 1H 2 bt 77 KR .

[0131] & 5 #4547 FACS /T HI4E R, 1% FACS 43 H1F TH24 (A)mAb 31. 1. mAb 4. 13,
F1hIgGl ;8¢ (B)mAb 3B3. 11.mAb 4B4. 12 F1 hIgGl 4% Rl R ) FeRn BHELEIE T BI2LHT,
P iy 2 2 B R AE Alexa—488— FR 11 h1gG FIHL FeRn PHIE H 5T FEHUAABL h1gGl /77E
NEEFEN) 293C11 i ( TRMALH Lk %3k FeRn [ HEK 293 40 ) (R Mm@k r. g
SE RIS ST 293C11 4IMLi h1gG 1Y H 7 bbkaw, HoE UM SRR 1) TVFT BRUAAS I % 4
A RE KL ) TMRT LA 100% o

[0132] [l 6 4% T FACS 2 M I 77 B, 1% FACS 43 #7 H T-# 5 mAb 3B3. 11.mAb 31. 1.mAb
4.13.mAb 4B4. 12 F1mAb 15B6. 1 53k hFcRn (1] 293 C11 40 ( TFALH] LLid ik FeRn
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[*) HEK 293 418 ) 4R 4.

[0133]  [&] 7 4% T FACS MM I 77 B, 1% FACS 43 #71 H T-# 5 mAb 3B3. 11.mAb 31. 1.mAb
4. 13 M mAb 4B4. 12 53K3E FeRn (KR A8 ( TR BLUEFRIE KB FeRn B BUBGET 4
M) AR IS G

[0134] 8 ##i42 T FACS M B 75 K, 1% FACS 43 BT H T 72 mAb 3B3. 11.mAb 4. 13.mAb
31. 1. mAb 4B4. 12, F1mAb 15B6. 1 531k FeRn ¥/ L 3T3 4 ( TRML L K is /MR,
FeRn [ NTH 3T3 40 ) HI40 MR H 145G .

[0135] 9§44 T FACS 23 BT B 7 B, 1% FACS 43 #1 F T-6fi 2 mAb 3B3. 11.mAb 4. 13.mAb
31. 1. mAb 4B4. 12,1 mAb 15B6. 1 5 THP 4ifs ( N BRA% 40 M Z ) 40 N FIA 1K hFeRn 45

I
/=3 o

[0136] & 10 $%2 T FACS 73 #r i E 7 B, % FACS 3 F T € mAb 3B3. 11.mAb 4. 13,
mAb 31.1.mAb 4B4. 12 . f1mAb 15B6.1 5 Caco-2 4ifis ( N\Jm b Z 40028 ) 40 i N Kk 1
hFcRn (1454 .

[0137] [ 11 2T 5 mAb 4B4. 12 BEFFH AU I m1gG2a (1813) 7E4 [ 840 fw Py )R A1
(A) /> FRUPRIE ) E e 4t RO RE RN (B) /) BRURLAE S50 40 MR RF 1) 71 40 L

[0138]  [&] 12 % 74 1] OVA in CFA s Fn4eid mAb 4B4. 12, [F R A% I mIgG2a (1813)
ok PBS ARFRIF/NR I (A) BEAEAT (B) MEAR VAWK 45 1 P S & . A OVA I CRA 4/ il
PEFFLL Img [ 4B4. 12 BLFFP AN HE 1813 (19 10 IRyE AT 1P b2,

[0139] & 13 % T X Balb/c /NERIIHLINIE S E (OVA) 1) TgG 1 MIE KT 52 mm, i/
B L OVA iz, FEBE S 1 mAb 4B4. 12 BHMEX FE mIgG2a (1813) 8% PBS AbFE. Hiikit
P =k H RN (IP) YRS, BJE 10 REHRE— H I 1P VESTFiA . FTngs BAE
Pk 9 K5 (5 RS ) 431,

[0140] 14 $122 T A CD-1 /NN TeG ME K By s i, 1%/ iR CAE A 1mg/kg YA
1gG (Synagis) BTN (IP) 5, IFBESTE 72 /N J5 48 A 20mg/kg mAb 4B4. 12, 20mg/
kg [A] 784 %F HE m1gG2a (1813) , 8K PBS [ 5 Yk TP v & HEAT AL 3. I ¥% #F T 7F mAB ¥ 5 /T
(Synagis VESTJG 72 /), mAB VEST G 72, F1 168 /NF3RAT . R4 R BPUIAAL LG 24 /)
I ) I R A 3

[0141]1 [ 15 Hi%2 T 5 &l 14 Jrd (19 RIFE RIS, FFA A 79 AR M yE BURE &1 (72 1 168
/N ) o ZEERR IR A mAB FESTETIY Synagis K PAHELAR B ¥ Synagis I H 40 L.
[o142]  [&] 16 Hfi%x T4 mAb 4B4. 12, [FFP AU mIgG2a (1813) (B PBS AL XS SLie Pk H
G B RENLE ) (BEAMG) B™ S MR ma (B A2 o T8k a6 ™ = R 2 il 2%
B VY SR 20 VF A 120 i ™ SV 0, TRUEAR 51, 5938 )1 SR s FAE W 52, — M R 59, IR
HSBEEE (hunched posture at rest), KEFFAK, & F 53, E LRSS, WAL ;UL 4, 38T .
[0143] & 17 $5%: T4 mAb 4B4. 12, [AFp 240 FE mIgG2a (1813) , B PBS Ab BEXT S48 M
H & e MEEAENIIE ) (BEAMG) I8 F I 1 5 FRAIK ¥y g e, 7R S PRI DL sy (ny iR ) o
[0144] & 18 $i%: T Tg32B /Ml (hFeRnt/+, h B 2M+/+, mFcRn—/—, m B 2M-/-) th &4k
[FIN 1gG (% —h1gG) SARARICHIA 16 (h1gG) HINE RN It . 18 Smg/kg )
AL TG (Synagis) il 495mg/kg KRR h1gG X BT RFIKA (IV) 5. ERF
JIr 7 B TR) i e B Vs FF A SR f 22 Pl (Pierce Chemicals) #fE MG M2 —h1gG
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W PEFEAE A ELTSA I & AR FRICHT h1gGo

[0145] & 19 $i2: T Hsh4eit mAb 3B3. 11 AbFESS ) Tg32B /M, (hFeRn+/+,h B 2M+/+,
mFcRn—/=,m B 2M—=/-) FAEMRMIIAN TG (HEWE -higs) KIERRBN 1. TH dmg/kg 4
MEAIIN 16 (Synagis) Fll 495mg/kg KARICHT h1gG X BIPIEATHK AN (IV) 7 E5f . 24 /)
iU, FFaG AR H— IR TV 735 50mg/kg 1) mAb  3B3. 11 FFRFE: 5 KA E . 76 H R
(YN 7 25 05 B 0375 FF:A8 FH SE A2 B4R (Pierce Chemicals) ffisg MiE P 2AEM) 2 —h1gG W FE .
[0146] 20 $54: T FACS 73T 4TI, 1% FACS 43 FF SR 5 mAb 3B3. 11, mAb 4. 13,
mAb 31. 1.mAb 4B4. 12.F1mAb 15B6. 1 54 T 4% FcRn/ B 2M [ COS1 40145 5. 451
N TMFT,

[0147]  [&] 21 #5427 FH ke ffi € mAB3B3. 11.15B6. 1.4. 13 1 31. 1 5 hFcRn a #1145 0 45
4 UL K mAb 3B5. 4 Fl5A4.9 5 B M 4 Stk S5 A I AR 1 TR IS BN IS

[0148]  [&] 22 4 T ISk 2 iX 24 mAB R A I E ALK Biacore RALHT o

[0149]  [&] 23 4% T MO0-F11,M84-B11 Fl M55-G12 [T DY AN % 485 (1) 5 H &5 bk P 571 & 6 TG32B
INRIAEYIER TG 73 AR 500

[0150]  [&] 24 %2 T MO0-F11 X} hFcRn Tg /M H h1gG /AR 7 & MY (P4~ E4E
(R H K R )

[0151]  [&] 25 i T MOO-F11 XJ hFcRn Tg /AT hTgG 43 M A R T 5 R B S o

[0152]  [&] 26 % T H TAUAP R AL MOO-F 11 SRR IR T2

[0153]  [&] 27 #hi%: T 1 20mg/ kg #it ik P 355 T S8 A4 9] TG A AT ¥ 1% FAB X hnid Tg32B
/N hTgG 7 AR EIE e (AR Te6& it 1g6)

[0154] || 28 #4%: T 7F Smg/ kg F bk P 711 B2 A s 4 TG HIATAT ¥ P FAB X i Tg32B /)y
S h1gG /AR sz (B3R 1g6& i 1g6)

[0155] 20 Hi4 T M NFRRE T AE EREN MOO-F11 P 245 4L ( LUHIASRH B8 ) .

[0156] 30 #5427 1gG (IS MARL,

[0157] 31 % T K A BT FeRn PLAAXT Tg32B /N L h1gG 2 AU 520 o
[0158] 32 W2 T B2 R M A 1% M161-B04 (DX2504) $T FeRn HLiART Tg32B 7N i h1gG 4y
FEARU R 520

[0159] &I 33 4% T i FeRn FUAAXS (rBEM  h1gG 4 AR5 M o (] 33A #2e 1 HXAS 1M
VLSRRI TR . ] 33B g T il PR FeRn Bk M161-B04 I (KSR IMTE 186G K.
[o160] K& 344 T LAFRAK Y (K 34A) FHEZ T (P& 34B) ji A 1) 5mg/kg M161-B04 HT -FcRn
PUARLERE P IR . B AR A AR

[o161] & 35 454 7 LLFR Ak iy (Bl 35A) F1 f¢ T (& 35B) Jiti I [ 20mg/kg M161-B04
Pt —FeRn PUARLESE IR o B AR KA AR .

[o162] ] 36 iz 1 LA bk A MR T it FH 1) 45 Fh A< B 1K) M161-B04 Bt FeRn HTARAE A 7 (1)
MR CIRIEL AR bR )

[0163] & 37 2z 7 LAFE Ik P9 AT B2 T it FH %) M161-B04 $i FeRn Hi A XA 1 i TgA (&
37A) (IMYE TgM (& 37B) FHIMIE A A (B 37C) KWK sEm CHRIE 4525 BT 3R bRk 1
) o

[o164] ¥ 38 Hi% T DX-2504 741 K H b Xt
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BAEXHEAR

[0165]  FEIEW LT, FeRn Al IEKAEHN 16 K3, 55 FeRn 55 LR H T4 4,
WL PHIE Y TG WAH EAEH AT FeRn I ZhRE. He 1, BHIE FeRn 5 TgG AH BAE I HL
AT T 465 186 4>+ 113 .

[o166] X LLHTAR SAHSC A W] H TR 97 R B HR S0 A S R M, tein, £
RAMEREAIE , e R TE A , R IRT 98 (RA) FIARGMELLIRNAE (SLE) , sliA S ik
F At B & G MR IE . AE KRB, 30mg/ kg B & FIFEPTIEDT A FeRn B w5
PUAk (nAb) 1G3 I TRs T s e dt B 5 S FmAENLIC Sy (EAMG) 515 LE£E MG SLE A
ITP 36 7 A FH I ER KA 1eG (TVIG) {K K2 100 fiF. LA, Bi4 b 5 4% 5 5 e e PEpiE bt
WORIEEIRTT R FeRn SR FE /N SRAEAE BP0 B B BRg% . Kk, Ft A FeRn BPHEST
AENE B & R e ey AR .

[0167]1 AT B4, U, W H T697 B 5 SRz e iE F RS Te6 I7E R K
PINFEDUEDTA FeRn Jidk o 548 A T B AR BA B i 454 845 & FFBH L TeG-Fe FIA
FeRn BOK B FeRn AH BRI B8 7 1 R 216 FHE T ot Fab (sFab) (407 W] £ 1 0 e A
I TREAL L Rk A FeRn BOK BR FeRn 1140 M 58 0095 40 i 25500 v B vP AR ) 1R .
1% sFab 7] LL pH JUSZ i 77 LA pH A6 77 X454 T B 1E TeG-Fe A FeRn 8K B FeRn
FHEAER, a0, fERR 1% pH EL4n pH6. 1% sFab R4k TeG Hiik,

[o168] & X

[0169]  RiE“4iaEE” nlien] SR FAHEAEHER .. ZARES “EAR” v a8 #fd
o “FeRn 558 E” 80 “FeRn £5GH0R” $5 7] UL Y FeRn AHEAER & A, IF H, Fe ol a4
e FeRn AHEAE R & E, 140, TeG.

[0170]  GnA ST, REE“PifR” Fia 46 22 D— AN e BR T A ] AR S B He % 2R 1 m] AR 3,
JRAVER . il Bkl s —AE 1) BT (FEARSCPEEE 4 VH) , fl—A4 4 (L)
FERARIX (FEARSCPGEE R VL) o 7855 — A SEE, PR asE A~ (1) B 28 Xy A~
(L) BT X o ARE“PUA” WFEHURR PR S B B (BN, B85k Fab Al sFab v Bt
F(ab' ), Fd FE Fv FE. scFv. fll dAb F B ) LA SE &Pk,

[0171]  VH AN VL XAk D40 7 i A2 X, Hedin 44 04 “ BAbE X ( “CDR™) , HiAT AE 5
IRARSF I N, e 44 8 “HEZRIX” ( “FR”) o HEZEDX A CDR (130 [ L HERA I 2 L (S,
Kabat, E. A. , 2% (1991) Sequences of Proteins of Immunological Interest( %2 I
FEEFIEAFY ), 5 L, U. S. Department of Health and Human Services, NIH H iR 5
91-3242, 1 Chothia, C. 2 (1987) J.Mol. Biol. 196 :901-917, % Z WL http ://www. hgmp.
mrc. ac. uk) o ASCHE ] Kabat 52 . AN VR VL 85 A5G =~ CDR FPYAS FR, HR 45 LA
TN AR JE A v ) e FE AR v HEA sFR1. CDR1. FR2. CDR2. FR3. CDR3. FR4.,

[0172]  RiBEEKIUER“BURE G B (BRI PLiEE 7 8 B, WA
ML KR — S MR TR R g6 T B OGBF AR R DI A B . KB4
KPR “BUR GG B PRSI SE& R BOrsel i fs (1) Fab B i VL, VHL CL AT CHI
SRR B s (A1) F(ab’ ) i B G TEECHE Xt i B M A Fab v BLi —
W B s (i) Fd v B, B VH AT CHL AL % 5 (Lv) By v B, EHPT AR SRR (1) VL R VH S804 %
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(v)dAb Fi X (Ward 2%, (1989)Nature 341 :544-546), o/ VH B4Rk ;LA % (vi) {#B4 T I
REM 7 B HAMPLE X (CDR) o BEAN, R By A BUAIIANEL, VL R VH, HAS[R] 3 R 4 i
{RR] A B 2H 7732, 3 e A ) 25 O S B L RE I & RO R AR U B AR i, o VL
AT VH DB TE B FR 4 FR 8% By (scFV) BT 70 . 2L, #ld0, Bird 55 (1988) Science
242 :423-426 ;F Huston %% (1988) Proc. Natl. Acad. Sci. USA 85 :5879-5883,

[0173]  Hifk Fr Bonl A FHALFE A AR U AR 51 LN IR B AR B A 608 I R AR SR AT
AT HRE S EBUAR” FRATRE 2 BOAR, B0, R, RIS 25 AR e MERSE M BT
o EARTEARE “ R EDUA” B R gBEPUARL AW, WASCETH, Y8 oA oy 4Lk
UARBCE v BRI o WIASCET FH,  [RIR0 28 i ol S 1E 0 DX I PRl g i R B A 20 (4
IgM 8k IgGl) .

[0174]  GARSCHTH, “ S5 G o8 M P R &5 & 8B K, . KRS HEL K ) EZE. 45
SR AT RS, B, SR E AR T EAE D 107,100,107, 105,107 1079/ 10 M 45 A
SHVE o S5 A TRARRT S — BEARARAT T35 ZBEFR 0 m i 25 G o A mT L 558 Bk 45 & 10
K, CEREE Ky » s 558 —3EAR 45 5 10 K, (BCE/NWEME K KR EFTIRE 0T, AT
T ERER (i, Al s AR A R Y B0 A ), A E A bR
Can, AR — A R s BT ) AR e GG g Mk rgX o (an, 5 ke
flb®g ) A A2 1.5.2.3.4.5.10.15.20.50.70.80.,100.500. 1000 5% 10°f% .

[0175] 254 R FIPE vl IE ok B HE P BB N T 25 A BRI U8 L ELTSA R TH 55 & 1 7k 3L
PR BOGREE (B, A8 HZOCIE ) B P ITERE « 78 BRI & 55 G oS A R 4641 h
30°CHI pH 7.2 N PBS (BEIRERZE IR ) o IXEEH AT F T & O 45 & R S 10 45 4 5
HRREIE NS GEA (BEEFR ) IREMREL. CEamMdasEn ([C4E6 ] MKEE
LU TR SRS AR AW (LHFE 1) LLRAERERR XTS5 & A g G400 sk
FEARDG, Forh (N) A BANEAR 7 IS B AL R L E

[o176] [ Cg5A ] =N« [ 1/ (/K +[ W& D) o

[0177]  {H& AN B A e S HERR 02 K., PR A I SR AS S R 1) AL I & 2 2 8,
51 01, 5 L 4 ELTSA BY FACS 43 BT I 5 V50 0 I 45 R -5 K be ], BRI eT A T Le A, L
WA 8 A2 A5 R R R A A, A, 2 A% iy, DAIRIS SR B A I =, BRIS S A i 4 2
40, 38k Dy R W 5 A R, A A, AR B Y E

[0178]  ARiE“FYRACA” Fig FeRn FIRER A OB, A8 L RAR 2B i A8 etk (M5l , BY
PR A RN AE L 52 A R S5 Y (isoform) ) o

[0179]  “fRePad FLIR AR A4l FH B A AR AU B 1) 28 L R e I AR SE PR VR FE 1) —
o AR O CEA AN RE ) 2 LR FE F R . XL et 36 B sl gt (1)
un, FE R, KRR, AR ) R PEMRE (W, RITAZRIR, B2 IR ) A FAer IR 0 B
i, B2 B8, RABNE, B2 Bk, 220, 752 B8, IS 2058, 1 Dzl /e ) AR sE (41
un, Wz R, M2 R, AR, woe AR, 2R, XN AR, TR, (028 ), B - 77 > &k
(Han, 7R, W28, Feoc AR ) NOSERMEE (I, Bz 1R, KN, (LR, A2
M%) 2R . RZMHEGLRT CDR 2 ZE R FEAFGE — A ek 2 RSP U2 T BRI

[o180] A=W+ LA P 5 ] B HE AR AS (Rl 2 5 PR B A2 AL AV o 481 20, 75 ik B 3
HHIRF S “X7 — AR AT 2 2R (B, =R RAR G SR T A — AP El Ul bt
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AMRBEERR T —F0) o T AT SV R EE BRI ] ] s FH 48 5 FORL 2 b BH o 491 2t
“(A/W/E/N/Q) 7 BOATEREAL . B ARVIINEIR (LR AR T &R R AR R Ay 2 B L
[0181]  “ A&H (effectively human) ” #f8e Bk 2 [ n] 42 [X A0 4% & 0% 20 B 1 A BR 2 5
FR AT B LSRR 8 P AR DR 1E N P9 AN 5 1 i i 1 s 8 [ e e BR B I AT AR X
“CNRL PR AL RS A EE I N B RERALE LAEGEPUATE 5 AR A 51 F i &
A7 RE N

[0182]  “FAr” oyl A 8 (BN, PuikELln Fab sl KPiik ) 454 msEbrik &4 L1
PE A5 o FEIZHEAME B A R ARSI, AL 5] 56 A AR A 0 4L, e HiZE AR
IR B (B, BRI ) Ak, s A &4 k. EaRM AR D —AILFH
AR -

[0183]  XIPIFNFH 2 18] “ [FIEME” 8T F A —M” (FEARSCH UL ERE R AHAE A ) 8
ATV BroR e B4 bt U F e LR B9 (B, 2 7 Fefk bt , nT e 8 — R
THEIERBUZIR ) R A BN RS R 5 I NE T, 3R H oA T HE B BT DL AE A Y
Yera ) o Stk b 2 A L Blosum 62 PP HEREF DASR 15 20 o8 128 D RE K51 2 4.
DA R AL B 1 510k 5 48 GOG 3R T 1) GAP R R E B R V) o SR LA T-HH
AR E LT IRA BN R ERE RS TIR. U AT AL E S S ZF
AH R AT B8 AH [R] ) S 2 B i S B AT B2 S I, W P 23 7 7R A B 9 AR RIS ( an AR SC
A, AR B IR “ [ — PR & W T2 AR BOZ IR RIVRME”) o PR P52 M FE—2%E
3 LR BT I e 5 A A TR 8 B0 B

[0184] FE— A 7L, H T WWRNSH FANKE N ZSHEFHRKER 2D
30 %2/ 40% . 220 50% . 220 60 % 227D 70 % .80 %690 %692 %95 % .97 % .98 % BX,
100% o 1, %275 74\ 0] R S e 3k A n] AR 07 41 R RE

[0185]  “ NUEAL” S BR 8 1 m AR X Al 4546 DAL HE 9% B0 10 AHEAL 2 JE IR B LA &8
T O R BRER R AR DR TE T AR AN | S 2 D 1 s . ) e 3 Rl T AR DX o R N4
G TR I HEIR S, 51, US 6,407, 213 F1 US 5, 693, 762,

[0186] 41 7F A 3¢/ i 1, A V8 “ A AR ™ 18 kL b ™ kL v v B AR T
MR & E AR R T A% A8 R BE R 4 . HEAT 4% A8 N 1) Fi B AT AE Current
Protocols in Molecular Biology (ERAC 7 A M2 L6487 ), John Wiley&Sons,
N. Y. (1989)6. 3. 1-6. 3. 6 " RN, Hod ik 5] FH 3 AN AT o AKAHFIAEK AR 7732 CAE 1% 575 SCHR
IR AT R A AT R o ASCR TR R R AT AR | (1) AR P AT A1
NAEKRZ) 45°C R AE 6X &UALEN / Frig s (SSC) H, Bl 7E 27> 50°C R AE 0. 2X SSC.0. 1%
SDS HYELEPI K (O FAR I M A FE VERIELE v LIS 31 55°C ) 5 (2) H i M 44as 41
RAE K2 45°C R A4E 6X SSC 7, Bl J5 75 60°C T 4E 0. 2X  SSC.0. 1% SDS AnidEyt—kek £ X ;
(3) W= ME AT S M A0 R4 45°C A 6X SSCHY, Bl Ji5 75 65°C R £E 0. 2X SSC.0. 1% SDS
HETE—IREZ IR s H (D) AR5 s A& A 7E 65°C R 7E 0. 5M B ERH1. 7% SDS, bl J
7E 65°C N AE 0. 2X SSC.0. 1% SDS HiE¥E—IRBUZ k. B w5 (4 MR,
FHHBRAE S AN, BNAE A o AN TR P s AR | A N E A
TR IR B L HAMNT AU A AS I RL IR, 49 4, A S0 Frik M dm il 45 & S AL AL IR » %A% IR
A A S AL IR I R R B K B 309 .20% VB 10% 2 W o %L AT R T2 A5 47
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PR AR AR ST A X

[0187]  FcRn 454t H ] AN AT rik 45 & a4 (i, 20—4 \ A4~
s, F /8D T 15,105,803 A ) (flan, PRy BRAE L A2 ZE AR ) , HoArEE B D) R
WA SELW . A IR 8 AR A AT LU 52, B, B AN 2 T s e A Re v, b an 4550
M, 4 Ad FH Bowie, 28 (1990) Science 247 :1306-1310 [ 75725,

[o188]  “Huyzdk iR Bk FriR B S Bk 1 70 1T AR Bl U g5 k. e Bk
BOE F AR AN R B8N B - 918, LE—AMRSF sk (S0, mlan,
A.F.Williams I A. N. Barclay 1988 Ann.Rev Immunol. 6 :381-405) .

[0189]  LnAEATSCH BT A, “ S BR R [ W] AR BT 41) 7 Fi m] T R S Pz K A 1 AT AR Sl 4544 LA
H—AHEA COR XALTAIE TPURES GO0 s IR Z LR 5. 40, )75 ] A4
RARAE R RT AR S ) A0 B o B RSP A1) o A, 127 51 R BEAE I — S AN BRE 2
N- B C- Ruma B0 Wl = 1, n B4 — AU 2 /M A B S R i 2 25 1R, 5] (4
HAAR o FE— ST R, AAE E BREE O v AT 2 KT 5 S — e ek ar )
IR GE5 T AR &5 6 Eif (BLCPURGE G ALR”) , 4N, P56 55 FeRn S50 AH HAE A
[RIG5 74 o

[0190]  HUfAM VH B VL B4 n 4046 55 55 Bl B e e X (1) 430 835 > LA Hh e T i
BRI ERE O RE . AR D SEHETT B, B O A E S IR L BE N AN R e R R
% 1 VU ZR A, JE b S AN AR S i BR AR 1 BEE o 9 o AR A ELE R . EREE X AR A
SERJE, CHL, CH2 AT CH3., FEBEME & X AFE—A CL 3k, FEFEMEREN A2 X A5 5505 AH
HAEHME G HURRE E Xl P 518 E A ek K1 855, Pridfg o= 40 i sk
Rl A5 2 Fh e e Rgc 4n i (9 an, O 4n i ) e SAMA RSG5 —4H 5 (Cla) o Kif
“PUik” Fu4E 1gA. 1gG. IgE. gD, IgM 2 (DLA A ) [ odEfeskii e, ki ni
BRI LAUR R cx BN o FE— NS B, PUASREEAL B . DU AEBTAA O 2 41
Mozt / BAMA S T B4 fe B R b B Dhig

[0191] UK —AEE AN A NSARIX o i, — sk A w28 Xn] 2 A s A2
(o flhn, —~ B4~ CDR 7] A A K, 01, HC CDR1LHC CDR2.HC CDR3.LC CDR1.LC CDR2.
F1LC CDR3. FFM4%%E CDR 7] Jg A1, HC CDR3 Al M A . — A BREZAHEL X AT AT,
{41, HC B LC ] FR1FR2.FR3F1 FR4o 7E— NS5 &, B OME SR X 1)k AR, 46,
T A ARG Y, 00, 7 AR G R R AR 1 4l M s AR s m gl e . AE— AN SEE T R, AF
FUABNERITA, a0, R R R . — B2 MEE X P NRERA R« 75— A58
&, Bk E > 70.75.80.85.90.92.95. 8% 98 %  BEAE ] K A B ALK o

[0192]  HLfRA B & 70 ml it S e Bk il A 25 PR B X B b o 7B e N S e Bk a1 2R A
ARG ko AL a (TgAl il TgA2) . v (TgGl.TgG2.1gG3.1gG4) . 6 . ¢ Al n fHEXENR, LI
TR PEIRE AW AR XL . KAk E O “RRE” (R4 25KDa B 214 P2 JERR ) HA]
A7 X FERIAE NH2- R (K29 110 NM2ER ) LA x 81 A H 8 X R FAE COOH- K idhd .
KA ER S A EBE” (K4 50KDa B 446 NEIERE ) , AR AR R R R (K4 116 4
IR ) F— AR ) FAd e e X I R i, i, v (gRhE R 330 DMEER ) »

[0193]  “HrBSHIZH-GY” To WAT LA Z 70 & A0 B RN S i 22 20— R AL 53 1 &
190 % PEEHH R G . a1 R PTG ER I 2L (species) BRFATEE & - EEALM L
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H % 5.10.25.50.75.80.90.92.95.98. 5% 99 % 4li, M| & sk K AR A i &) hy “ &
DI G IHED

[0194]  7F FcRn s HS5 7 IO A4 L BERIA 1K) bR SCHL, AR TR “HBEfUA” F8AH X RAR A 11
FeRn BRILHR 73 HA XS 42 20— s 46 2L (R f 20 FRME A 1Y) FeRno

[0195]  “HENTT” 2 EEIRIRIE N PIAEL A7) (BN, Huik ) EF AR p 51 b B8 i AN Bk
BN 2 U L AR TE PR AR, b T R SR RRTR I SR A R .

[0196] A SC BT H 45 & “ o ' A it B A0 i ' 40 H i B = o A 5 i P e A R0 A
(topical administration) [t FAE X, 10 ¥ @k v 5, - AF PR i 2 Hb A 5 5 0k oy UL A
W BB YFEN CHEPY O N B2 TR N VU R VR T Y VLR R IR
P 5 s A PR A B A/ 0 08 P v S5 DL R B

[0197]  ARiE“ZJK” BCMK” (PSR ) g HIKBE L 1) = A2 AN ERR S
Y, BN, FEKE EAT 3 A1 30 NMEIERR 8], 12 A1 60 PR FEMR 28], 5 30 FT 300 4~ FE
f 2 7], SO 300 MEER . IR — B AN AERAREER . 85, Z IR
REFERG . “HEA7 W AFE—DEEANZIEE. HNK, RIE“EQ7H S L2 k. EAmZk
o n] GLFE— PR a2 FIE AR, 51, B 2L, BE AL, BEIR AL, WAHSEAL, 5% . RE “/BIK” 7]
AR AT 3 AR 30 MIER 2 TR0 2 Bk, B0, 26 K8 AT 8 AN 24 A&
TR 18]

[0198]  “TIRH A &l F8 76 0 BRI B AN B[R] B N A 50k B BT B TR 45 R & . W0,
PRI A T 803 3] B 75 52 96 7 2 FE 0 AT BRCZE o 1 S S B A, i CATRUT A8 8GR 24 L v 7 B
FIE o

[0199]  GnASCHT A, ARG “ KRB EARR” (B0 RBCERNR”) fEACH H T —2 2%
FREZ IR T ) A& A EE Y 5 5 2 LR B B 7 A A R B[R] (g, B AR AL
B, o, PR 2 EEIREAR) U EIR IR EE B IR, D& T — A B IR B R Y
FVEAARIENE (Eignhd A AR NS R &R ) , B iG M wan, &5 60t &5 G mir 8k
Vg YE o R THUA, B BT TAH R B s R A (R e e P 0 22 2D 50 %6 RS Rk
[0200]  SASSCH AT A TR AIARERRIR (040, 22 /0 K2 85 % R4 Rl —1H ) /74t
SEARHIF )87 o 75— 2ESL 7 2, JE A Rl — T AT K20 85%6.90% .91 %.92%.93% .
94%.95%.96%.97%.98% 99 % B . FiAbh, ML IR IX B AEE M2 A 54 (it
FPEUEMEAAZ AT ) T S BE R T ANT A A A A AE RBUR — M. B BR A A7 AE T 50 240
WA R =R, SCAES A A AL BB AR KT A7 AE

[0201] W] FH ARSI AT AN VA e Gt B M. R R TR S B RE T
a2 EFFJE UdESE06 % (Mann Whitney U non—parametric test) F1%E [CAESE40 1t
¥4 (Wilcoxon non—parametric statistical test). Gt B E R EAF/PNT 0.05
5 0.02 B PAE. FrEdiaEan gt &0 (Han, P{E<0.05 8 0.02) Fla0R:5s
PSS A ZEST . RIETHES TR ISR T w7 BN PR s RAUAR T, 51,
AR BHAE P FIRZS 2 )R] 23 FF (0 0 Bl i X ), - m] Fig P RIR 25 2 1) B X ), 8 4 v
BRI .

[0202]  “YE97 A ORI RTINE S W, PEEN TeG HuiksK-F, AR R AL H ) 2
BT E GO RERE R KA 20% 20 KRE140% 20 KA 60% 52 /b K21 80% . 1.
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A4 IR AT I E 2 A W B B B P R R D T AE TN S B B S P E () B A Y
RGPIAT IR . S35, WIS B G PR RSN S8R B8 ) R RS A5 P XA
e, 1, 8 T AR AR N S R R

[0203] A< B () HLARARE AE AL HRe 7 LA 1 48 i i RSO B SR A S5 Vs 2 o AR e B ) 552
Wi 77 ST A FE A ST IR IR E AT G FEATATAE DL T AT SEl 7 52 #ANHERR AL
AT — 82 A HE R

[0204]  FcRn /&%)

[0205]  DLRJFAILEXS A A FeRn o BEZ IR T 415 K FeRn o SR P A LLXS o 78

BT FeRn 8 Al B PUA21 A (10—, sO0R B a0, AR S R a0 A B
[0206]

155 A9 oy 3K
a_A#%: MGVPRPQPWALGLLLFLLPGSLG AESHLSLLYHLTAVSSPAPGTPAFWVSGWLGPQQYLS

C(.__Kfi: MGMSQPGV~LLSLLLVLLPQTWG AEPRLPLMYHLAAVSDLSTGLPSFWATGWLGAQQYLT

oy 54 (¢ ) 3%
CL_/\-;)Et . YNSLRGEAEPCGAWVWENQVSWYWEKETTDLRIKEKLFLEAFKALGGK--GP YTLQGLLG
a_kf& ¢ YNNLRQEADPCGAWIWENQVSWYWEKETTDLKSKEQLFLEAIRTLENQINGT FTLQGLLG

&2 ,
cc_/\-% : CELGPDNTSVPTAKFALNGEEFMNFDLKQGTWGGDWPEALAISQRWOQODKAANKELTFL

Ot__k #: CELAPDNSSLPTAVFALNGEEFMRFNPRTGNWSGEWPETDIVGNLWMKQPEAARKESEFL

(o 3] 3’3‘(‘ [+ £} j’i
a_/\-*}é :  LPSCPHRLREHLERGRGNLEWK EPPSMRLKARPSSPGFSVLTCSAFSFYPPELQLRFLRN
C&_k. f.: LTSCPERLLGHLERGRQNLEWK EPPSMRLKARPGNSGSSVLTCAAFSFYPPELKFRFLRN

(¢ X i!&
(1_/\9%: : GLAAGTGQGDFGPNSDGSFHASSSLIVKSGDEHHYCCIVQHAGLAQPLRVELE

a___k A: GLASGSGNCSTGPNGDGSFHAWSLLEVKRGDERHYQCQVEHEGLAQPLIVDLD

g HEJR 38,
OL_/\-}"é ! SPAKSSVLVVGIVIGVLLLTAAAVGGALLW RRMRSGLPAPWISLRGDDIGVLLPTPGEAQ

a__k A1 SPARSSVPVVGIILGLLLVVVAIAGGVLLW NRMRSGLPAPWLSLSGDDSGDLLPGGNLPP

o_A#%: DADLKDVNVIPATA (SEQ ID NO:1)

a_X&: EAEPQGVNAFPATS (sﬁo 1D NO:2)
[0207]  LAURFAUELXT A B 2 TR A ER AL IR 75 5 K B 2 ok AR AL R 75
RIEEXT o 7B FeRn 8 Al BRI Al 20 A 18— i, s B B, ANEUSAE 5 R 21

B
[0208]
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1&% A 51 P2 sk F e
BZm_/\%“:: MSRSVALAVLALLSLSGLEA IQRTPKIQVYSRHPAENGKSNFLNCYVSGFHPSDIEVDLL

B Zm__k #.: MARSVIVIFLVLVSLAVVLA IQKTPQIQVYSRHPPENGKPNFLNCYVSQFHPPQIEIELL

B2 #k & &
B2m_A#: KNGERTEKVEHSDLSFSKDWSFYLLYYTEFTPTEKDEYACRVNHVTLSQPKIVKWDRDM (SEQ
ID NO:3)
Bam_Xx & : KNGKKIPNIEMSDLSFSKDWSFYILAHTEFTPTETDVYACRVKHVTLKEPKTVTWDRDM (SEQ
ID NO:4)
[0209]  #hd FeRn dR 1 o BERIZRBITERZIR P9 ] BLE LU 740 -
[0210] FcRNa #f&F4), A (Homo sapiens)
[0211] GTTCTTCAGGTACGAGGAGGGCATTGTTGTCAGTCTGGACCGAGCCCGCAGAGCCCCTCCTCGGCGTCCT
[0212] GGTCCCGGCCGTGCCCGCGGTGTCCCGGGAGGAAGGGGCGGGCCGGGGGTCGGGAGGAGTCACGTGCCCC
[0213] CTCCCGCCCCAGGTCGTCCTCTCAGCATGGGGGTCCCGCGGCCTCAGCCCTGGGCGCTGGGGCTCCTGCT
[0214] CTTTCTCCTTCCTGGGAGCCTGGGCGCAGAAAGCCACCTCTCCCTCCTGTACCACCTTACCGCGGTGTCC
[0215] TCGCCTGCCCCGGGGACTCCTGCCTTCTGGGTGTCCGGCTGGCTGGGCCCGCAGCAGTACCTGAGCTACA
[0216] ATAGCCTGCGGGGCGAGGCGGAGCCCTGTGGAGCTTGGGTCTGGGAAAACCAGGTGTCCTGGTATTGGGA
[0217] GAAAGAGACCACAGATCTGAGGATCAAGGAGAAGCTCTTTCTGGAAGCTTTCAAAGCTTTGGGGGGAAAA
[0218] GGTCCCTACACTCTGCAGGGCCTGCTGGGCTGTGAACTGGGCCCTGACAACACCTCGGTGCCCACCGCCA
[0219] AGTTCGCCCTGAACGGCGAGGAGTTCATGAATTTCGACCTCAAGCAGGGCACCTGGGGTGGGGACTGGCC
[0220] CGAGGCCCTGGCTATCAGTCAGCGGTGGCAGCAGCAGGACAAGGCGGCCAACAAGGAGCTCACCTTCCTG
[0221] CTATTCTCCTGCCCGCACCGCCTGCGGGAGCACCTGGAGAGGGGCCGCGGAAACCTGGAGTGGAAGGAGC
[0222] CCCCCTCCATGCGCCTGAAGGCCCGACCCAGCAGCCCTGGCTTTTCCGTGCTTACCTGCAGCGCCTTCTC
[0223] CTTCTACCCTCCGGAGCTGCAACTTCGGTTCCTGCGGAATGGGCTGGCCGCTGGCACCGGCCAGGGTGAC
[0224] TTCGGCCCCAACAGTGACGGATCCTTCCACGCCTCGTCGTCACTAACAGTCAAAAGTGGCGATGAGCACC
[0225] ACTACTGCTGCATTGTGCAGCACGCGGGGCTGGCGCAGCCCCTCAGGGTGGAGCTGGAATCTCCAGCCAA
[0226] GTCCTCCGTGCTCGTGGTGGGAATCGTCATCGGTGTCTTGCTACTCACGGCAGCGGCTGTAGGAGGAGCT
[0227] CTGTTGTGGAGAAGGATGAGGAGTGGGCTGCCAGCCCCTTGGATCTCCCTTCGTGGAGACGACACCGGGG
[0228] TCCTCCTGCCCACCCCAGGGGAGGCCCAGGATGCTGATTTGAAGGATGTAAATGTGATTCCAGCCACCGC
[0229] CTGACCATCCGCCATTCCGACTGCTAAAAGCGAATGTAGTCAGGCCCCTTTCATGCTGTGAGACCTCCTG
[0230] GAACACTGGCATCTCTGAGCCTCCAGAAGGGGTTCTGGGCCTAGTTGTCCTCCCTCTGGAGCCGCGTCCT
[0231] GTGGTCTGCCTCAGTTTCCCCTCCTAATACATATGGCTGTTTTCCACCTCGATAATATAACACGAGTTTG
[0232]  GGCCCGAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA (SEQ TID NO :5)

[0233] 7= BIPEIA FeRn (AN 0 GPT DNA F#81) (/NEINRL ) BRZIR 5100 F .
[0234]  ATGGGGGTCCCGCGGCCTCAGCCCTGGGCGCTGGGGCTCCTGCTCTTTCTCCTTCCTGGGAGCCTGGGCG
[0235]  CAGAAAGCCACCTCTCCCTCCTGTACCACCTTACCGCGGTGTCCTCGCCTGCCCCGGGGACTCCTGCCTT
[0236]  CTGGGTGTCCGGCTGGCTGGGCCCGCAGCAGTACCTGAGCTACAATAGCCTGCGGGGCGAGGCGGAGCCC
[0237]  TGTGGAGCTTGGGTCTGGGAAAACCAGGTGTCCTGGTATTGGGAGAAAGAGACCACAGATCTGAGGATCAA
[0238]  GGAGAAGCTCTTTCTGGAAGCTTTCAAAGCTTTGGGGGGAAAAGGTCCCTACACTCTGCAGGGCCTGCTGG
[0239]  GCTGTGAACTGGGCCCTGACAACACCTCGGTGCCCACCGCCAAGTTCGCCCTGAACGGCGAGGAGTTCATG
[0240]  AATTTCGACCTCAAGCAGGGCACCTGGGGTGGGGACTGGCCCGAGGCCCTGGCTATCAGTCAGCGGTGGCA
[0241]  GCAGCAGGACAAGGCGGCCAACAAGGAGCTCACCTTCCTGCTATTCTCCTGCCCGCACCGCCTGCGGGAGC
[0242]  ACCTGGAGAGGGGCCGCGGAAACCTGGAGTGGAAGGAGCCCCCCTCCATGCGCCTGAAGGCCCGACCCAGC
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[0243] AGCCCTGGCTTTTCCGTGCTTACCTGCAGCGCCTTCTCCTTCTACCCTCCGGAGCTGCAACTTCGGTTCCT
[0244] GCGGAATGGGCTGGCCGCTGGCACCGGCCAGGGTGACTTCGGCCCCAACAGTGACGGATCCTTCCACGCCT
[0245] CGTCGTCACTAACAGTCAAAAGTGGCGATGAGCACCACTACTGCTGCATTGTGCAGCACGCGGGGCTGGCG
[0246] CAGCCCCTCAGGGTGGAGCTGGAATCTCCAGCCAAGTCCTCCcggecgetegacgggetacgageatcagt
[0247] aacactactaggcgCaggcctactactatcactactaccagcactactacgatttgggecataa
[0248]  (SEQ ID NO :6)

[0249]  Zwfid B 2- TIRE A (B 2M) IR ZIR ] B4 LT 741

[0250] > B —2-1hEREH B2M) #% B, A (Homo sapiens)

[0251] AATATAAGTGGAGGCGTCGCGCTGGCGGGCATTCCTGAAGCTGACAGCATTCGGGCCGAGATGTCTCGCT
[0252] CCGTGGCCTTAGCTGTGCTCGCGCTACTCTCTCTTTCTGGCCTGGAGGCTATCCAGCGTACTCCAAAGAT
[0253] TCAGGTTTACTCACGTCATCCAGCAGAGAATGGAAAGTCAAATTTCCTGAATTGCTATGTGTCTGGGTTT
[0254] CATCCATCCGACATTGAAGTTGACTTACTGAAGAATGGAGAGAGAATTGAAAAAGTGGAGCATTCAGACT
[0255] TGTCTTTCAGCAAGGACTGGTCTTTCTATCTCTTGTACTACACTGAATTCACCCCCACTGAAAAAGATGA
[0256] GTATGCCTGCCGTGTGAACCATGTGACTTTGTCACAGCCCAAGATAGTTAAGTGGGATCGAGACATGTAA
[0257] GCAGCATCATGGAGGTTTGAAGATGCCGCATTTGGATTGGATGAATTCCAAATTCTGCTTGCTTGCTTTT
[0258] TAATATTGATATGCTTATACACTTACACTTTATGCACAAAATGTAGGGTTATAATAATGTTAACATGGAC
[0259] ATGATCTTCTTTATAATTCTACTTTGAGTGCTGTCTCCATGTTTGATGTATCTGAGCAGGTTGCTCCACA
[0260] GGTAGCTCTAGGAGGGCTGGCAACTTAGAGGTGGGGAGCAGAGAATTCTCTTATCCAACATCAACATCTT
[0261] GGTCAGATTTGAACTCTTCAATCTCTTGCACTCAAAGCTTGTTAAGATAGTTAAGCGTGCATAAGTTAAC
[0262] TTCCAATTTACATACTCTGCTTAGAATTTGGGGGAAAATTTAGAAATATAATTGACAGGATTATTGGAAA
[0263] TTTGTTATAATGAATGAAACATTTTGTCATATAAGATTCATATTTACTTCTTATACATTTGATAAAGTAA
[0264] GGCATGGTTGTGGTTAATCTGGTTTATTTTTGTTCCACAAGTTAAATAAATCATAAAACTTGATGTGTTA

[0265]  TCTCTTA(SEQ ID NO :7)

[0266] /NPT FeRn Fifk

[0267]  HLAARL:HIFIT5)

[0268] A WD KA SR 4E & T 20 —A FeRn #ALIPUA, HPiZHiik S FeRn AL
25590 TG ) Fe #7355 FeRn 5o AR 5 FeRn BTS2 B %31
ATI A TG, IgM. TgA. TgD 8% IgE. fE—ANSEiti 7y Zerh, PHW MEBUIA N TeGo 7E— A58
T &, AR WPk B 10" g A or Mk . 765 —SER T =, AR APk B
A 10"M [ Z AR

[0269]  7E— NSt T 1, A B B 3B3. 11 %4808 (31, 1 Z2A0H8 \ABA. 12 244898 VB,
17D3 Z& A8 98 A5 B 55 v FE LA

[0270]  E—ANSili 77 S, AR B R 4561 FeRn kR AL PR 765 — 4S8t 7 &
o, RR W K E5E T FeRn f %R AT (conformational epitope) [KHifh. 7E—ASEiiy
i, AR A RIPUA S 8 EPPSMRLKAR (SEQ 1D NO :105) skt A BAEIERR 741 45 4 .
STy Zrh, AR B PR 5494 CSAFYPPELQLRFFLRNGL (SEQ ID NO :106) BFH: 1 B 1)
RAERITING o

[0271]  FERLLLSH 77 &b, AR BH BIPLAR -S54 3B3. 11 Al 31. 1 PRI AH 1R 9 3R A7 5
SN0 ]I T A I A R A E BT IR B

[0272] AR BHEIPL FeRn HLAA, GG H VR0 v 38, L& CDR, 114 BH 14 S5t 7 8 (1) 2 S 1R
(AA) JEHVITERR L h A28 . HUOREI PR ANRE S M S 7 S8 %070 8 3B3. 11 1 31. 1,
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[0273] 3K 1 AR/ IR CDR.
[0274]

Fifk  ILV-CDR1 LV-CDR2 [LV-CDR3 IHV-CDRl HV-CDR2 lHV-CDR?)
3B3.11 |SASSSISSNYL [RTSNLAS|IQQGSNIPL ESWMN [RIHPGDGDTN [EGSPYFDY
(

H (SEQ .ID(SEQ ID[T (SEQ ID{(SEQ ID[YNGKFKG (SEQ ID
INO:3) 0:9) NO:10) 0:11) [(SEQ ID NO:12)|NO:13)
KASQDINNYI ETSTLQP LQYDNLL EYAMH VITNYYGDAS [GGYDGYYV

A (SEQ ID(SEQ IDRT (SEQ IDKSEQ IDIYNQKFKG IDEDY (SEQ ID|
31.1 NO:14) 0:15) [NO:16) 0:17) SEQ ID NO:18) [NO:19)

[0275]  3B3. 11 REBEMIRILILPAAN T Frzs. CDR X BLHRIZe& s I AR E O RHA
[0276]

CDR 1 CDR 2

1 DIQLTQSPTT VAASPGEKIT ITCSASSSIS SNYLHWYQQOK PGFSPKLLIY RTSNLASGVP

CDR 3 CL 1

61 ARFSGSGSGT SYSLTIGTME AEDVATYYCQ QGSNIPLTFG AGTKLELKRA DAAPTVSIFP

CL 1

121 PSSEQLTSGG ASVVCFLNNF YPKDINVKWK IDGSERQNGYV LNSWIDQDSK DSTYSMSSTL

CL 1

181 TLTKDEYERH NSYTCEATHK TSTSPIVKSF NKNE (SEQ ID NO:20)

[0277]  3B3. 11 TR MIEILRFIIATF PR, COR L FRIGZ R I BAE R MRk,
[0278]

CDR 1 CDR 2

1 VKLQESCPEL VKPGASVKIS CKASGYAFSR SWMNWVKQRP GQGLEWIGRI HPGDGDTNYN

CDR 2 CDR 3 CH 1

61 GKFKGKATLT VAKSSSTAYM QLSSLTSVDS AVYFCANEGS PYFDYWGQGT TLTVSSAKIT

CE 1

121 PPSVYPLAPG SAAQTNSMVI LGCLVKGYFP EPVIVIWNSG SLSSGVHTFP AVLQSDLYTL

CH 1

181 SSSVIVPSST WPSETVICNV AHPASSTKVD KKLE (SEQ ID NO:21)

[0279]  31.1 RHERIZEILIRFH) AT s, CDR X AN RIZekon 3 FLIE 2 O R
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[0280]
CDR 1 CDR 2

1 DIQLTQSPSS LSASLGDKVT ITCKASQDIN NYIAWYQHKP GKRSRLLIHY TSTLOPGIPS
CDR 3 CL 1

61 RFSGSGSGRD YSFSISNLEP EDIATYYCLQ YDNLLRTFGG GTKLEIKRAD AAPTVSIFPP

CL 1

121 SSEQLTSGGA SVVCFLNNFY PKDINVKWKI DGSERQNGVL NSWIDQDSKD STYSMSSTLT

CL 1

181 LTKDEYERHN SYTCEATHKT STSPIVKSFN KNE (SEQ ID NO:22)

[0281]  31.1 EREMEERTHU FHT7R. COR X LU N RIZ R R IF BAE & X AR
[0282]

CDR 1 CDR 2

1 VXLQQSGAEL VRPGVSVKIS CKGSGYTFTD YAMHWVKQSH AKSLEWIGVI TNYYGDASYN

CDR 2 CDR 3

61 OKFKGKATMT VDKSSSTAYM ELARLTSEDS AIYYCARGGY DGYYVDFDYW GQGTTLTVSS

CL 1

121 AKTTPPSVYP LAPGSAAQTN SMVTLGCLVK GYFPEPVTVT WNSGSLSSGV HTFPAVLQSD

CL 1

181 LYTLSSSVIV PSSTWPSETV TCNVAHPASS TKVDKKLE (SEQ ID NO:23)
[0283]  JLUESj /7 S04 3B3. 11 131 1 1) Fv 7 BL VHIR VL B B G E—22 1
SEHE 5 SRS VH T VL 3808 — A A = A A AN BN A BAb s E X (CDR) » CDR J57
FIELFEAE SEQ 1D NO :20.21.22. 8% 23 B FH Al £ R 75 A R B (RS N .
[0284] AN FFERME—FIIRTFHL FeRn HUARRI 735, %712 BFE 3K H SEQ 1D NO :20.21.
22\ B 23 [P VH A/ B VL R AE AR . IR PR m] i SRR AR N 72 18 i AR 40
R AN AR A e 3, AT AE PR ORI/ 5 CDR X S NG FEM AR B ok olids . 8
WiE FR R CS03E DUE s B A4 KRS 8 T 0 22 S 1k, 17 1 vt CDR AR T4 A8 DA s B A4 0 it Jm
(RS ANE o P I 8 CDR J3 470 0 B 0 A XS T BT 119 S A0 A SRR ) 34 5 i e fy i A
(Antibody Engineering (PiIATFE ), %8 2 i, Oxford University Press, Borrebaeck %
# (1995) .
[0285] A% BH (1) H] Py ELHE I CDR J37 41 5 B FE BUEL S 7E SEQ 1D NO :20.21.22 8% 23 1)
5 A IR e B AR AN LA AR DX B o TR IR I B AT A B AT ARBL AT /K P L BROT

28



CON 104479017 A L) - 26,77 B

AL BRI B IR A A LR A 5 CDR AR, RSk 45 AR M s i
s (0, AH AR B AR B, SEFPERR K2 T 50% ) , 78 FR X Py ] LAUEAT SE N
A BT H TR Rk e iR e IR &5 607 2

[0286] il 4% /N FLER LR BRI T i

[0287] il 4% 5 o0 B PL AR B 7 vE © w4 A (Harlow 28, Antibodies A Laboratory
Manual ( SEI6G AT ) , IR AE S ==, A SRS, NY (1988)) o 7E—SER5 0L, /E N5 —
o, A% PR 2 K 6 15 230 » ol s /N B EAT S e DUAE GPTAR OV . BT FeRn )32 3R
EFFAED 2 7] 2 R P T RIS 22 K H 3 A A Dt 7= 2 v 236 R P FeRn R S5 Pk B 50
FEPLIARBE FeRn § s BEFH W BT, Ry T g peaX AN i) @ m] 25 4T DNA 92 el . (Castagliola
2, J. Immunology 160 :1458 (1998)) . DNA ¥ B 2 Rlisb K Ad F w5 FeRn B F BEf) cDNA 44
FEE A Mk U RSB, /N B A RE o G A LA P S JIEIE PN L BT SR P L R P it P B
WA RIS o FE—ANSl 7 S, LA P Bt S 0% o DNA 2 PP m] S5 40 50— A it P, 491
ut, 30 SE A I B A e A . DNA R P B ml £ 00 I 25 22 3t H AR I A28
it FH o5 22 5 RS R R % B i FH DA 932 /7 1 40 B B8 B A 40 B pE T R A e P A DR R R 4
A MY 5 B R G RO ST

[0288] MG KB 43 B PR WAAIAE (B 4008 ) o 385 W IS U5 34 i A A 43 25 B
MK I S R A MR S RS A M RO A AEBUARR K AR R R . B A R
A1k HEAFR T :P3-X63Ag8. X63Ag8. 653, Sp2/0-Agl4. FO, NSI/1-Ag4—1. NSO/1. FOX-NY,
Y3-Agl. 2. 3. YB2/0 FI1 TRI83F,

[0289] K LA 41 5 15 HiE IR 40 M R Al & T A4S R o W I X R SR R 5 R o —
BEIRG—BCAIE R R (i, T30 ) RSG5 T I 24 A8 70 A% A 38 1)
FEMEREFREL (4 HAT) 40 B 24 h dh AT 35 % 906 2028 790 FeRn B2 va FEBUAA ) RE ) iF
ATHEIE . A O AN S e B A, i, ELTSA, EAT ik o

[0290] 5 —Firifil £ FeRn i 5 1t 5 v B B AR 1K) 7 323 8 A8 AT ¥ P N FeRn 4% 25 K] FeRn
N B G, 22 D0 PCT A WO 02/43658, WO 02/43658 FiR T —Flt 3 R 41 7 3y Y ok
FeRn 55 PR N A0, 35 2l 64T Wit i S5 5L/ B, SErb Tl 25 4T W BELAS T DhBe Mk FeRn SR AR
o HIE R AR PR PE FeRn 5 IR AL 55 405 3T T 6 56 DR /DN SRS = 285 A e B 1) B0 7 I
PopR, o TR el & 4T WS T ZhAREME FeRn B AIIMRIE . AR IG5 e LA LR B
FLFEERIZH A JL Py YR FeRn JE 1R P A0 2 G4 5T W 1R 4 25 R /N BRUEY B 40 f, T iR 45 9T
FHAS T ThEetk FeRn & KA.

[0291]  AEALHL FeRn HifkJER

[0202] W[ FH JE /R PRSI 5 FeRn 25 A LR, JRR RN SRS s B SEAR B 46 T
T 2 IR 53 R g i B % 22 JTRZE 23 B mT [RDC 20 43 o 1% 22 IREE 40 4t 508 DIAR R AN [ S 5E 1R
FE5)e Z IR G AR, B, N =B R 2 T 300 MR ER. kST, 4
FeRn 1% Hh AR i 52 I 22 KAL), JF B SR iZ 2 I 50 55 FeRn 454, %R IE 1%
TR, @ B R SR b A, ORISR EEZ T — AN 2 kL o), 1
U1, sFab [P 2 IKEE

[0203]  {RBA I J 7 PR R A SCHRE) B RIS AT 20 AT o 1253 B vl B4 14 0 B 5 70 A AL
SUANHH A IR R, . B, P AZ B A0 B Bk B, . Z A BT B v B RG22 K
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oy = FE TR P 7 N4l 12 % KA 73 LA T 1P 40 1 R AE

[0204]  JEoRIEVIAE Z M. L aRE LUT ik .

[0295] W T A4 JEE 7 — B AL FH s 7, JC 2 90 B IR 1R & (bacteriophage) o 1%
RN T RN N G L G I B T U o A R N = B WP
R RS TR AN E A A R 3 1%0% T AL 2R T O
PR E AL AU B T H) 203 4B AN R 20 R IR . Wk BT 1 FE 7 A ok 181 2t
1F U.S. 5,223,409 ;Smith (1985) Science 228 :1315-1317 ;W0 92/18619 ;WO 91/17271 ;
WO 92/20791 ;W0 92/15679 ;WO 93/01288 ;W0 92/01047 ;WO 92/09690 ;WO 90/02809 ;de
Haard 2§ (1999) J. Biol. Chem 274 :18218-30 ;Hoogenboom 2 (1998) Immunotechnology 4 :
1-20 ;Hoogenboom 2§ (2000) Immunol Today 2 :371-8 :Fuchs %% (1991)Bio/Technology9 :
1370-1372 ;Hay Z& (1992) Hum Antibod Hybridomas 3 :81-85 ;Huse Z& (1989) Science246 ;
1275-1281 ;Griffiths 2& (1993)EMBO J 12 :725-734 ;Hawkins 2% (1992) ] Mol Biol226 :
889-896 ;Clackson Z& (1991)Nature 352 :624-628 ;Gram 2% (1992)PNAS89 :3576-3580 ;
Garrard 28 (1991)Bio/Technology 9 :1373-1377 ;41 Hoogenboom 25 (1991)Nuc Acid Res
19 :4133-4137 H,

[0206]  E M B IR s R AU T T LRI BT AR (R TR £1Fd AT M13) LK HLAth 4 o Mk
WA o LRI TR R R /R R Gl AT 5 IR EAM et E EL AN R TTT tR A E B 4hse e 2k
VITT A KRS, H2 e 5 e s B e andk R VI Sr 8RBT VIT 22 1 VR
IX B[ s SLgE I (0L, B, Wo 00/71694) KRG . fE—SEhih &P, b a5
FEDR TTT B2 A AR R, 490 4, i g Sl “ Bk (stump) , 7 (EERR] TTT 2 A4 0 S Rk
Z: 0, fan, SEE LR 5,658, 727 5 ) o W] REAT HARMGE RS FeoR 1)t A P E R B A1
7 b

[0207] A s FH o o Wt 1 0 1) 45 1 V2 55 7 R RO 7 B F3 2 0 P 40 W s i A, 451, A2
KA IR PEG YIUE . FEIEFE MR IR B 1K J T A0 38 J5 4 4 b iz I e £ 41 43 A%
P2 NIRRT P e A A 1y 400 B ek B AR A B 20 B HH R o T PR A B R R, 0 9
SR

[0208] LA/ RTE A Hofth feom e AR AL T4 i JE s (2 0L, 941, WO 03/029456)
BE - RS (S0, 6, US 6,207, 446) AU HEAFE R (2L, 140, Mattheakis
&5 (1994) Proc. Natl. Acad. Sci. USA 91 :9022 F1 Hanes %% (2000)Nat Biotechnol. 18 :
1287-92 ; Hanes 2§ (2000)Methods Enzymol. 328 :404-30 ; fl Schaffitzel % (1999) ]
Immunol Methods. 231 (1-2) :119-35).

[0200] 4. REIRISZAERIALEE Hufk (40, Fab Jr Bt HUBE Fy 70 (scFV) ERIGTIA
XIvhi{k (camelid antibody) . flE%EEALTT/A (camelized antibody)) ;T— ZH 3% A sMHC
HE MAMR (B, SR ARA 111 B8, BECF =R ) & ARgMHR (Flun, JFE)e 2258
(Kunitz domain) . KZATFHE 2% (ecotin)« BPTI 28 ) ;TPR EH ; —M-£5H) ;5485 ;sDNA- &5
GHEE FE A DNA Zi5 8 E RNA 85 G 88 B, ., a8 CREE KIS E B )
RNA B s FEAR B2 B, 0 4, A Sr I I PR e 2 s L A 5 B0 (B4 SH2 A SHB 33 )
LML ANK s LSRR . REoR FE RS G il / SRR ZHE . 20, i, US
2004-0005709 .
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[0300]  JEIREE AL W] H T IRENSE & T EARRr 2 R AL BT o IX ] ad i, 491, 48 6 = 14
R e AL BUAE AR AL N AL (i, INEIR ) (W 5a G MEAESEAR 43 ST o PR AR AL bR 731 ]
AT LU Tk i 5 B0 TR by, A 0 o R 5 BERR 45 6 N 1) 55 4 10 201, BRAE A A e 511,
401, 735 VRV P R RO BEAR AN HLRE 7 1 R 0 1 JR 7R P B A

[0301]  FEARIEHE. 75— ST S, R ERAR R AR . S — R EH T
A=A HEANGEE T HAR PR SR WX Ll 25 50 (1 BT AT o 5548 T3 vE 508 AT R
TRETRIE o ARG R I R R O R SR AR (BT, 0, i ik AR B e P P R v
ML g5 A RE VRS

[0302]  FE—HEsTjti A, AR ) T AN sk n] BEAT T 45 G S X o X TPk, nlanA e
W TR AR S ) SRR SR RENYT CDR X o HF—20, nl AR T BT Bk 4RI CDR FOHESEX
STTHiAR, WAl E AR MR T— B2 AN COR W, 4640, Sk 7= ARS8 45 [ eedd: . 7 a)
MEAFAR AR AL <S4 PCRLE 4] DNA 204 2 A iF AR & s Ae

[0303]  FEIRARIEREI— LB, AT ETIR 7 4 H T R R i e A L 2 b
X AT B B /N S MBS FeRn &5 G BB, 040, 454 0 g B 20 T oMy
10nM. 55, 100nM. G5 55 9] %73 PR A% R 7 1) 4 VR 5 | NAZ S RS ARR% 1%, 491 2, FH SR %8
AR AP A BA SR R (il g5 G ot 3 )25 Bikaoe M ) I3 —difk.

[0304]  ESffIE A (Off-Rate) KEFE. [KIAA8 2 fifad < m] LAY = 2ie R0 1, o il A2 sk B A
SCRRAR A EAE R T 5 A ST B 7 im] 10y B X RS M &5 6 A BAEFH HA &8l )
AR A (a0, AR ) bk

[0305] A T MJEZR R e BN B AR AP, MR S [ e B RE AR AR k. SRS AE B
Z HERE R MRS S A AR IS B VAR i B EEAR . AR5 8 P AR VLR B
B AEAR SRR S M R R AU T A P B e B DT CRIAS B ks b 3B AR I 52 0 ) 1)
IO A5 A T PUARBEN . WS AEER S DR RR AR A oy T A o I A A AR X [
S PR R AR o IR P P LR B2 (D3 B8 A b 2 1 P

[0306]  iZ5E WV T KA A AR B P BT VR AR . T, B IR I A
5 — W A A AR T o MR B TR 0 WS 58 — R R 4 4 LA DX 73 B A 0% 4y A A 2%
5% o FEXS T BRI Th AR 0 T BRI R S G bR b DA I R B R A O T
[0307]  HE—5, BMEAE KRB & LUG , ] BEK (R e 45 A AR S0 AR I B 7 J2 i 72 AT A
AT IE A B A AR T IS R A A T A I BRI AE AR AR b P R . e, m
SEA B RIPR 1R 8 R R A B A R A

[0308]  BEPEERHHGESRE 5 o A SO IR B 7 B 1 7 vE vl B HE 25 57 S AR AR 2> T 55 A1)
JETR R R (I PR B i R o AR BERR 20 T I S0 B R G BR b )Rk SIS A 1, BELT 77
Lb i A= i 3E (VAR (1, EAEA- 00, ATA] Jif 308 sl B bR [ 52 B s B L, sk AR IE N FeRn SEFR )
[0309]  FE—Tosijili b, A B RR A “ SR Ik 120 R 73 PR AR AL 5 FLAR DG 1) AR ¥EAR 7 7 LA
FABR ABA R HESEAR 53 T o 4 s PR B A & 5 AR A0 bR 2 T o SCEEAE rh A 5 R4
PRESA R F TRl 5 16 S8R 6R 7 T 185 G e B, SRR H TR A e B . f
PP IR 5 ¥R 7 TS5 G M R 2 AT B )G o

[0310]  7E 5 —Tusiitirh, A i S0 3R o 7E 43 85 5 88hR 7 145 A W m R R )i » AN A
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A B EE R S B85 A T RS bRy (B, DL AT A HERERR ) (KRE ). B, AT i 2
ELISA i 3131585048 . Al 48 A ELTSA fii e 3R1G BRAN R i 5 BEAR 456 LA KON AH G #E bR
BOZREAR AL (11, K5 FeRn 5 B 2 TERERE ) BIEYIA R NP DL R AEA R 24 T T
U1 pH6 BY pH7. 5 A N I RACER o F AR SEFR A bR 25 & 2R dh AT Lo e (4 an, A A ot
AR ) DL R 45 A T REAR 1 2 B

[0311]  HERIAE

[0312] R AMIELARAWES (B0, RERE ) v TR0 AR e R E A (B,
4E4 FeRn [RBE IR / R IAHE FeRn IRBE D) ) » BLFE, @, Brik i (8 v (S0, B, De
Wildt Z (2000)Nat. Biotechnol. 18 :989-994), A gt11 J&E, AZAT FE2E,

[0313] Uik

[0314]  {E—ASCi gy, EEMEZ M ZIRNES, b —Maf — ek i a s,
BN, REERER A A, s EEXT T, B, 48 AR A PR B AN TEAL” Biik. Rl
Ao PFrRPrian] ARG IT NSSWE Lo an B & Sz Mo i fa s e T ZdiR e g X
FIHEAR X g A8 8 X FIAESE X, 1K 26387 Bk ml kE fe 1 S U0 F 80 e A Bl . il iifk
TE 7 X LSRN i RAR IRV I BE o iSRRI B R T 1B AN ) RAA R
AP E S PR BUR R R

[0315] WY (PR R 7R B /s A 6 VH B0RT VL 010 2 k. “ sk Al 21 A
BEERE 14> TR o 2 KO k. i ek B Il B S WA KA B4 B BEALK
() B #7 &, FISF 88 (Z W, i fn, A.F.Williams #1 A. N. Barclay, 1988, Ann. Rev.
Immunol. 6 :381-405) o J&/RZER]LL Fab v Bt (1, (EH WA 2 IK8E ) sep st Fv ()40, Af
M Z IK5E ) B ERPiiE. nlfd AR e

[0316]  7F Fab FIH & BN, # R FIPUA T AESE B / SCERE R 10— A~ 8L
ZAMEEX . BT b, BB ARE—AMEE X, 9 4, 76 Fab [R554h. 7EHAD
SEHE T, BRI T AR EE X

[0317] Wil 2 M A ESUAE (S0, 101, de Haard 55,1999, J.Biol. Chem. 274 :
18218-30 ;Hoogenboom %%, 1998, Immunotechnology 4 :1-20; F Hoogenboom &, 2000,
Immunol. Today 21 :371-378. &b, AL LR LS KA 7 vkmoc R A s, nIfiH
XA Ty ] A BR A (I (40, VH B VL) sRE A ke (i (40, VH R VL) H
FAL . AR RS ] AR o S NAE R, U, 75 CDR1. CDR2. CDR3. FR1, FR2, FR3. Al
FRA FR ) — AN B AN XS, 16 B A AR Bl mT AR Ik S b 2 — 509 3 1 BT id X 8 76— A
SEHE 7 S, TERT 4 AR A =AY COR AN R, fE S — NS &, 76 CDR1 AN
CDR2, 54, B HEn] AR ¥ CDR1 F CDR2 H S ANAL ST o AT (AL G #S v e sL . AE—Fh ik
T R A R B AH R X i A dmBE CDR [ 2 FE SRR M Pu iR e . T IR ] d
BHAF FH B A IR B AT R 4 k. 110, Knappik 25, 2000, J. Mol. Biol 296 :57-86 H1
A TATH =A% RS O B R B A% 1 R I TR A 1R PR A T e R A ) S i 1
CDR WAL TR 7

[0318]  7E 55— 7k, ¥ shd, i, W&k 25304, 48 ] FeRn @47 Sz, Ik BEMEHEA BT
JE XS BN AT s A — 20 RO N . IS 43 2 R A e, FEH S 4 VH T/ B
VL BRI 4 H e b U TAE R R R R Ik .
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[0319] 7B —TJ7vkh, A Y38 B 20 HEM R e Bk i A SR K L R A DL AR e . A 1
(RIAZ R A G S VH T / B VL SURIAZ TR S b o e 3K ) AL ORI 4 T ik o 7 1 ]
& PCR, M8 401, A AR R 5308 5 XOR K5 14 B s —Fhg 3 72

[0320] i Ho iz K B 1 UK A I T A S e Al e 3RS, o, A RS L/ B AR SRS
RAFGEE A RN e A 28— oh, MR B ME SO PR 40 i . WIS A
FCGAET BE B 40 AE 5 — NS, B 4k SIHER .

[0321]  7E—ANSEJt T 2 b, A% 5 G0N 40 M 73 1 v (FACS) 4y R IA SR 1 456 TeM.
IgD 8% 1gG 7 T B 4lfd. 54, nl B3Rk 1gG ANFEIMFEIF LT B 4iffd. 785 — AL 0
Ty, FEARSME TR B BT 4UH. WIAE RS RS Y, 5, 8 5 1A 40 i AL (R 3 R BlE
BI040 A 43 2455 s H At 1 4253570, LL e CDA0 Fifk . CDA0 Be R B CD20 . 5 5 Bk A st
L BE (phorbol myristate acetate) AIBEJEZ8E . f JJ GERE O A AR 25 B Rk 22
Z1Z (pokeweed mitogen) »

[0322]  7E M —SEJti 77 S, WA B 5 e tEWiiE 521697 & 1 o S 40, il hn, REek
ZLBEARHAE (SLE) FERRICT 2 MV R T EERE IR RSV AE  BRBUB IR ER- A 1T - 3298
ST ERAN, 8, n, NEEWNEEAL, sl A RRRW I EIY) 18X — KT &
o, LR N SR 3R AR 1 2 PR R IR S R A N R340 vh 43 B 41

[0323]  FE— NSRS, 400 B0 T AR I FE SR R . R R A B I S g
BRER B R AR 40 M5 A, 49 4, TG L - Sz BRkER B P —CDA0 . FIgt —CD38 Bk AT
AT (20, 540, Bergthorsdottir 2%, 2001, J. Immunol. 166 :2228) . £E— NSt /7 &9,
S A BIHER o

[0324]  m]3H I LT 70 1 75k N IAR JEE b 43 B g b e B BR a0 ] AR BRI AZ R . 5T A
o JZE A0 ML b 4 B8 RNA B4 K CRIT, B idr ) mRNA (A6, 308 e A8 FH /08 24 Ji ok B Ty e oS I ig
(1) RNA) 3 5o AR S A FH R B B A e R I 5 e 0 s P 100 e SR A 1 cDNA

[0325] WA FHARAAT A 3 1R 5 | 9 DT AT 5 sEAT 28 — (R ) BRI e . 2 W, 9l
deHaard %%, 1999, J. Biol. Chem. 274 :18218-30. 5|4 X AEA R F B BREE (A Hhn] 4 1E
SE [P, A, R 1 1 SR S R BR R AN R [RIRR I o 5 [0 256 DX AR AT X S e BR A (1 1) (R 23
AR B, 5IRgis 420 —A> CDR 11 3 B B F k. E— S 7 &,
A —dT 514 (AT EREEEE W ILE ) .

[0326]  TKG G ARV E AR SR 3 R . 1% B BT 5 AT T VE AR A 5 5 1Y PCR
Py A IE WS IR GG AL o A G R 21 ] e 5 A AN [RLE 1 5 |
P s EyNTIE A I N E A £ 2

[0327] SRSV AR B gm b IR, il an, i — sk 240 . R 258, T IRE
FIRIGIIREE o SR F 318G IRZ IR s 21 e /s R R

[0328] B ik ATE

[0320]  IEFE T 455 T HEFR IG5k 2 1 0 LSS » AT 6 A 38 26 i i 3R AT 1E— 22 1 43 AT
4N, 13E— 30 RAE AT BEFR I 45 B R 1k o BRI 08 12 1 02 AT gk ik — > B2 AN 50 i R A
VIR T BT 25 AR R AL R I IR M AR R (B, AR T B R e R
P EifetE (i, e VIR VBRI B0 —MhRetetE. nIERAIAME T E
STAE F R — A0, 45 4, FHRA 22 pHL B 1 B o
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[0330] EIE I DL 5 128 I R B RS FH R s J2E i 5, A0 4 ) T 2 22 R PR AR B
AR E A 2 K, BT AR B 6 2 IR 06 KT 6 IR o 73491 P KR 0T &5 6 e 2 A
FAFELUT A

[0331]  ELISA. n] 8 H] ELISA Xf ik B RIS FE DU T S5 S Rp ik . a0, #8491
A 55 G T 2 T A AT A9 G A PR 2 PR A PR 2 P AR B o A FH 22 PR PR
DL BRAERE S5 A 1 2 TR o AR5 A5 FH AR B A o) G e (A 1) A 2 B3P e 30 20 () B AR R
R 2 TR A 8 45 G 75 TR ERBUIR I R o TR IR b % 240 drn et 1t 1 g sl AR ik
FAEE (HRP) [f, SLAESR LS @ M I = A L e =4 .

[0332]  FEHLIAR B BRI RIS A, AT A A 2 A0 &b A BAE S 7R e I TR 2T AT
W, 0 hn, V524 5 2ORGEBEAR S Fe R G 755 — P B ELISA H, ik B R IEE K —4
HURHE T8 — M E T e PR A R L o R 5458 A P e B AR 2 B i) B S LR AT
ELISA.

[0333]  [RIJ&5A Ay . WA A R By o M (o e B AR A BE bR V) &5 -5 A EL/E H S BT,
TEMANKT L B A A 5 UL s AT EEAN iR E. 0, 5O iR ie | % 2 nl HAE
R s v (20, 4, Lakowicz 2%, 55 5, 631, 169 53 [E L#H] ;Stavrianopoulos 2%, 5
4,868, 103 ‘SR E LM ) o WAL 7 TS — 70 TR, W FEAESE — 2 1 B (Fldn,
TEG G TR SR I 53 ) 756 BIbRid 45 H &k M 2O e B Re e 4 28 — 70+ ({9,
#FR ) ERZOEARIE. - BRIt IR T B KRR E N K HRO6. BT
TENRIC [R) 6 7% BE 5 I 2008 5 43 1 TR) B R BE B AH G, R 5+ TR I 22 1R) 08 REAT VR . 727
TIRRAEGESWEOUT, AT B2 87 7 FFRic 2GR NV A Bk o A LA A8
N 2 SN bRV D AT IN 5 AT eI = (A an, A FH SO0 ) BOE AT A FRET Wi i 45
Gt I E S BUR EG  IE, nT DUE ORGP A A U S A it 2
[0334] 53— /™[] SR I F4) 52 451 &g ALPHASCREEN™ (Packard Bioscience, Meriden CT).
ALPHASCREEN™#f IS R br i BR o 22452 SO RIS It — R 2R AR RS 4L. MIR AR
AN MR O S 7 PR R AERERERN, 7 — PR ADE S o A AR BRARRE
[RINHE A Be = A5 5 o WK —FPER I INTE R R E SR b S — R e ks B WEES
KA e 455 TR .

[0335] [ JBASH W AT LALEAB 16 22 JOR B IN T J 7 JEE T - 0400 art 40 g e T 2 () I 1R AT
[0336]  SRHIGE FIRILYR (SPR). W] LA SPR 43 B MR K ZE 73 5 1 43 - FHEE AR 2 18] 1)
SiAAHEAEM . SPREVEY T AHEAER 8T (BIA) FEAFRICAEATAH BAE YR 2 T 5K
NI AR e R BAE A . BIA B EEAERIMMENE (RnRELE) B8R
ZR RGPS 2L (RIMEEFARALR (SPR) KDGEIRER ) « s =4 T
ARSI IR 5 s B AR 7 - TR S I O I Fe s BEAT 0 & . A8 SPR 197 v A It
I, B, 485 5, 641, 640 5 3£ [H L H|H ;Raether, 1988, Surface Plasmons ( F %5 1
&), Springer Verlag ;sjolander F1 Urbaniczky, 1991, Anal. Chem. 63 :2338-2345 ;Szabo
£ .1995. , Curr. Opin. Struct. Biol. 5 :699-705 1 BIAcore International AB(Uppsala,
Sweden) $RLHIFEL T

[0337]  SPRFr{3M5 B AT FH TR0 A 75+ FUAEAR &5 & P AT B 2 (K Ml )2
B AHE Ky (Ko M K Koee) WIHVERAADE BAGIE . PrikEds ol 1 T LA R A2 55
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+o AN, RIRTIE B R R E T LSk B AR B R P E B SR1E Ky 1
HH. ZESWATH THREE M - W EICR (SAR) o 40, Rl S A B B AR (1) 3))
TR 456 280 51 2o AR A I S E0AT L. T DL 6 B E 5 E 456 2480
FERIAR S 2 IR, IR &5 & SHB I, SR AE RS Ky « PIEIZME B S S5 EBEE S
(g 4n, A5 RV AT, Be i B M, BT H x— S 4 i 1457 B NMR 52 4544 ) o G, ] LASE
HOR 2 B R FC R BR8] (1) B B OC SR I B, JFH T9e S HAth i i .

[0338] 4 MRSV . W] 7E B I BROAR S 3R 1A AR 4H H 3 1 R 7 P BN R PR B A 1 48 i
XHEIEBURRE (B, S6 ATl i e /s e B LA VRS R ) BT RERR S SRk . 440, BER
A AR EARL IR T A AL IR P A AL 4G I bl 2 IR ML 4030 23 16 X B, AT A 75 ik &
AEPR 22 JTRAE 40 M P 28 R, ANAN B 2 b, S0 ot B n 220 40 a2 1, 9 4, 5 PR o B 1 B
Fe G . 40 MR iR ISEEFR T FH Tk 254 T FeRn FEBHWT TeG-Fc 454 Hditk. lan, n]
BAERE TN 1g6-Fe T2 Jebric IF HdE i AF H X4l e A (4, FACS 130#% ) Rl o€
Dt FE R LA N AR A AR BRANEAE TS DUE DA 00 T 5 FeRn (456 o

[0339]  FR1F FcRn— i &R mHAL T %

[0340] & T AEH AR R, ] R At 75 53845 FeRn— 56904k, B4, FeRn 8 B
R ATAEAE NS, B, i 2R3, FEDUR

[0341]  FE—ASEHETT EH, ZAEA LA N e skE A E R 28 5. B,
AR FH K Be N Tg R Rk HLA /DN Bl o A 7 5k B 1)/ B R AT T4k,
i FH 2 ST IR A, W] AR A U B BT IR S5k BT ) B AT T 75 e MR IR D R s S P 0 v B P A
(Mab) » 2 W., 5 1, XENOMOUSE™, Green 2%, 1994, Nat. Gen. 7 :13-21 ;U. S. 2003-0070185,
1996 4F 10 H 31 H A A[ A W096/34096, FiEhAZ T 1996 4F 4 H 29 H K% PCT/US96/05928
5 PCT H1ii5,

[0342]  FE—ANSEHt )7 S0, HAE NS D AT 5 s DU, I AT, i, A
A2 Al (deimmunized) o Winter $5IR T —Fpm] A T2 ANUEALBTIA K] CDR 4% J7
G T 1987 4 3 H 26 HEDEE TR HiE GB 2188638A 55 5, 225, 539 F 3 E LH, 4F
SE M ANPUARRIFTA CDR ¥R A 4E N CDR ) 22 /b3 3 AR B A — 2% CDR W] ¢ 4E A1) CDR
B ANTFEW NIEALHUIA S5 P08 (PUR 456 P /5 2R 1K CDR B,

[0343]  W]i@ AT A Fv A] 2 [X (58807 AV e A B RPUR S A 1) Fy 22X (1] J7 4]
Kl 2 NIk, &8 NIR BRI — 872 2 Morrison, S. L., 1985, Science229 :
1202-1207, 0i %%,1986, BioTechniques 4 :214, FI Queen %% 7& % 5,585,089 5, *
5,693, 761 S HIEE 5,693, 762 53 H LA Hh Rt . XL VLA 7 3 BRAE SR IA ZR A IR
HEFE SRR 2D — A EGT 3 e B A Py AR X IR 741 PITiR BZ R 1)
RYE A AN F AN 52 B, FF B, an bk, v DL AR BT e SRR PR IR
TR AT . i N DUAR S EL 7 B B 4L DNA 4R J5 1] so Uk N A 38 I 3R IR 2k
[0344]  i& W] 1@ ok RF S PR B R ON T 4 M R AL BRE i A JF 7E WO 98/52976 A1 WO
00/34317 (A @S5I HHBAFEAARIT) i« 2 b7 4 FeRn- g5 Gk 1T
io f) 22, W BRI ERE AR R R X TR B 454 T MHC 1T REIIE X LE kAR
KATRERT T AERAL (W1 WO 98/52976 FIWO 00/34317 F e ) o A TRIA] RERY) T- 4H
WAL, WA AR RR A “ IRZeHE (peptide threading) ” MITHENLEALTT L, IF H 514 AT LA
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TENMHC TT ZR455 BRI 22 A #8 & VH R VL JR 20 rh A7 78 10 257, W1 W098/52976 FiT WO
00/34317 IR o IXLEFLSF 5 18 F = HE MHC 11 28 DR e BRI AE ] — Pl &l &, FEDR AL B m]
REFRT T 40 MR o M I8 7E R A% DR 46/ f 1) 2 R R ke Jak B A A 2l 6 1R A ke ok 25 Al 1)
[RIRTRERY T- 4ot . HBEAT T AT BRAIOR 1A, W (2 AN HERR H A 0, WIS FAE
NBRPUESE S P AL B 3L R 2B R . AR R P HIAE Tomlinson, 1. A. 5%, 1992, J. Mol.
Biol. 227 :776-798 ;Cook, G. P. %%, 1995, Immunol. Today % 16 (5) %% :237-242 ;Chothia,
D. %:,1992, J.Mol.Bio. 227 :799-817 /A Afi. V BASE H R T A BERE A WA X
FEA 44 H % (B Tomlinson, 1. A. 28V %%, MRC Centre for Protein Engineering,
Cambridge, UK) o fE48 5] KA 0L UL , 7T I8 ok 75 A8 sl HoAth 2 Bl VAR B4 i Vi Fl V|
RZIR (Ban, MSkA Rl B REE ) o FAR W] AR 7 41wl AT e M gl A B A 52 X, 491 2,
A TgGl 8% x fHZEX.

[0345]  FERLMCAB LT, IR T 40 MR A0 K A58 O sk P X Pk Th Re B (1 ik 2 .
o4, AT BER T 40 M KA 5 W] T CDR. 5341, MIREMT T 4N MERAL AT R A AEXT BRI 45 4
& BB HERRREE S o BHBRIX LEn] BERAL 1 AR 7E SE LS 1 Ol % T B AT Al R £
40, 3 AR ARSI B O AN LR A . AR T REGS LT, B COR MR AR
CDR EZ M PR T 40 R AT M Bk . 7ERELEfE AL T, 76 CDR P EAL 0 S0 (I3 T, BRI RV
ZI B 2B R 2B K. fE AR O R, B LT BeR T 4R AL T
[FRARAL TR R PLiA S & 2 0 BB NHEAR T AR EAL B b RISl O, Mz R
AIEEREABRG XS L T Bk, RSO, 8 T 80 Ak i £ Rz bk,
Wt 2L F 1 5 AL BB BE v AR IR S A E / BB A . R R HEA
[F) AR AR IR 25 B S AR DL 25 o i AR (BRI, AR BE AE mT AR X I mT BE 19 T 4l e 3R A7 i 4 i)
X B 24 25 o A DU BB o PIAE 25 S AL RAB A AR T oAk, 9 o, B & A NP2 It
A, 4, G Btk BRBTAR LA AR A BB s BB B AR I S B AR

[0346]  FhRPiik

[0347]  HITVRYT 1eG— /21 A & Bz M ItA T T 2R . 7T B FRAKIA T Hi
A1 2 J M (0 TS 5 Tt A R AE R X [ — D B A AERE R AR K T PR (R
Sl Fab) [FAHR RN R R (B0, RERERE S A ) .

[0348]  W[XJ 454 FeRn [PLARE) Wi AR SC P BT R i AR BEAT 164, LUE AR PR ] B X 5
— Pl 2 PRl R T AR 40, BT AL RG] WIAEAE 4L DX L CDR. Bl 52 DX I — A~ A
SANECE 2 MR ER S, DT 5 S5 R0 R 750 EARL. — Pl A R4 772 m] A
FE Y05 5 B LR B SIAR L — P B B Rl 5 540 (a0, 7EH 8 250808 2R SmeAR LR ) o
ARG IS U Y AT B A SR 5 G AT 5 (TEE BT ) o 9, A2k
AL FG G i — LB A AT BE AN R SR BT N LR I o AR5 WSS B AR IEAT DA, 491, %
FAEAT T3 B ik B — AN S AN AN R VAT (i, B Zhae kit )
k. FE— ST L R AT RE 2 IR R S N B P .

[0349]  fE— NSl 7 e, AT AR [ AE 4L RN / sl fE e X AR Ekdm A — A a2 A R 5%
Seo N, P RAESLF / BUIEE X BRI TR B -SSR FE T AR DAL (9, AR L) /Y
FHRSTH) . BB 2 5, v BUARE M (1, 254 s8I0 DhRevE 2k ) AT VRS DA 2
P RTRF RSN 52 (BRI, ANHUHTEE ) o ATPEHESR R AT AR B4R
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[0350]  m]iE It AR RIS RIT A A, RTIERE IR B TIUE 6 35 B 1 B AL ARV 1)
P Z A, B, 20— G oy L 1R — e, i, 2270 75.80.85.90,91.92,93.94.95.96,
97.98.99.8% 99. 5% [7]—1k. W{#H /D 2.3.5.8 10 Fifh R EFBEATESE . X7 T CDRL A
CDR2, 2 i AHALL I A 38 7 21 W AL HE e 46— F BT il J2 41) o T CDR3, %8 A AHABL R A 22 > 471 R A
FEILHE—FPPTIR P41, AR ] A0S A FH 2 Sl B A 2 5 AR v 350 23 R R AR o 0 43 K P R v R
o AEHABSIE, AFFH 2 T — P sl R AN & e 21, i, T A e )

[0351]  FE— NSt 7 Zerb, A THe e 10 226 0] AR 87 41, 0 s AR S0 BTk i 471, AH G T]
25 8 ) B 4571 30.40.50.60.70.80.90.95 5K 100 % 52:5% CDR J541 T flk 3k, B 5 A Fib
RPN CRI, AR RAZ RIS (1) 20 558 41) ) A AH AL B IR FEAH (R AR S, ASAH RS CDR
RAIEBRAE .

[0352]  FE— NSt 7 S, A TR 8 10 225 W] AR S 41, 90, AR SO TR R 4, AH G RT
A FEH) AT 471 30.50.60.70.80.,90 B 100 % ()5 AP Z 41 [ FR FERAH IR ) FR X, fir
A NFNZ 7 FVE 0, 55 22 0] AR E B A SR R0 2 741

[0353]  AHAVIR), W] 4 125 5 O BB I I 45 IO B Ak B AR LS M, (H2 S — Rl sl 2 okl
RIFHN et — R 2 B R R e ) AR I PLAAR  n, iisv] 55 & 741045 COR BLAk
FRIRK (A, HEZRX ) %570 90.91.92.93.94.95.96.97.98.99. 8% 99. 5% 4H[F . 3, #i
PRLE CDR XA ELFE 22 /0 1.2.3.4. 80 5 M &R ERIL , %A RIRIER B 5 A1 1R A2 X AR
(B, AL WA RTINSl NSRRI RTFH A ANF R DUk iE i ()
W, 85605 ME ) FILEJRGAHUAATY 100.10.5.2.0. 5.0. 1. F10. 001 PEI%&E P

[0354]  V, ({7 PERh 2R 2% 54045 :012/02. 018/08, A20. A30. L14.L1.L15,L4/18a.

L5/L19. L8, L23. L9, 124, L11. L12, 011/01. A17, Al A18, A2, A19/A3, A23. A27. Al1. 12/
L16.16.L20.L25.B3.B2.A26/A10 Fl A14. Zx ., {5401, Toml inson 5§, 1995, EMBO J. 14 (18) -
4628-3.,

[0355]  HC W]ZZBL A R 2% P4 W] 56 T HA e e SRt &5 A0 741, a0, HL R H2 =28 3
W) 1-3 AN . TR L A1) HE T S s BR a1 AT AR B R M R BRUAESS R4, W1 Chothia
1992, J. Mol. Biol. 227 :799-817 ;Tomlinson 2%, 1992, J. Mol. Biol. 227 :776-798) ;UL %
Tomlinson %%, 1995, EMBO J. 14 (18) :4628-38 F flfid . HA 1-3 NG 7~ 741 A58 -
DP-1. DP-8. DP-12. DP-2. DP-25. DP-15, DP-7. DP-4, DP-31. DP-32. DP-33. DP-35. DP-40.
7-2. hv3005. hv3005f3. DP-46. DP-47. DP-58. DP-49. DP-50. DP-51. DP-53 1 DP-54.,

[0356]  FCiAAE A,

[0357] W] bRvE LML IR Iy AR IB S5 4T FeRn IPLIR . — BRSO T, B g il B iR 1t 1%
& 740 e W e N MZ FR TR 8RR Lo 48R, I Bz TR IS 2 D2 IeE, v R B E
FEAH TR BCAS (R 41 B A R0 i 3R Bk, 4 2 s A R BRAS [0

[0358]  PrifiEpk. AL IA, 541, Fab, n] 7540 b4 40 Mo 28 B 0 a0, KA s anfe. 1
g, Wi Fab I AE VR SEAR M AN B g Rt 0 (BlH v By ) 22 TR)EL G AT J il 1) 2 0 - 2 0 1
RV BT A 2 7S 28R P 1) P 1) G e, D) T K20 38 A A PR 2 % B AN B e il 8¢ 1 18 e~ ¢ 48 T 4
Marb, fEIZOLR, Fab ANEE ANIER 11T & E 30508 0 Wb 31 5 il / sl gidtir,

[0350]  thH] 7 EL A% 40 Mo b A b ik £E—ANSEE T 0, K Pi e (), scFv) 18
KR40 A b B8 AR BF (Pichia) ( 2 0L, 4] 41, Powers %,2001, J. Immunol. Methods. 251 :
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123-35) I RE (Hansenula) « BE AR EERE (Saccharomyces)) HK A,

[0360]  7E—ANSEHE T S, AR LB A b A cpi Ak . F TR IS SR P4 B BLIR 45
A B FLah W rE S g0 i A A G B UM S 40 M (CHO 40 ) (4845 dhfr—CHO 4H Jil, 7
Urlaub Fl Chasin, 1980, Proc. Natl. Acad. Sci. USA 77 :4216-4220 F iR, 5 DHFR k40
Fric—# A%, 4040, 1 Kaufman F1 Sharp, 1982, Mol. Biol. 159 :601 621 F1 Tk ), k40
2, 4541, NSO B fhé 728 40 Ja F1 SP2 4 fifd, COS 40 g, Rk [ 4% 3k RIS 5] dn 6 56 DRl L 304
(R0 9, 1240 B A LR B R 4R

[0361] [ T b 2 A 1 S e 2K 8 B RZ IR 41, T 41 3R I8 28 MR ] e 485 s A At 1) 7
F1), LCANTE S 3= 40 i 4 B R 2 e A0 (e, SR )RR R AR C IR R . ik
FEVERRICZE A B T4 200k 5 N 078 = 40 Mo b AT 8 (2 D4 s 55 4, 399, 216 5 5
4,634, 665 ‘55 5,179,017 SRE LR ) o G40, @85 EREEIR GRS G
A R 3 0T 250 He i GA 18l A 2R B P 2 e I it . BB PERR LR R AL E A M RIS SR
(DHFR) BRI ( FH T3 FH AR 2 im0 8 / 7 38 1% dhfr f5 =400 ) Fneo ZEEEI (FH T G418
L)

[0362]  EHLAABIE DRSS &8 o M EARIERIRGIME RS D, A HBERRE T 0 4l
Gt Pl A RN PUA R —F N EARIEEAF A dhfr CHOA M rh . fEEA R IR S 1,
PUAREFE R BEIL R 25 A B E LR BRI 7 / a8 iR oo b (i, >k B sv4o0,
CMV. P 525, L 4 CMV 458 7 /AdMLP J53h T o SV40 858+ /AdMLP i3 245
Toft ) DABRAS RIS R R /K P A 5% o B SRR B AR 45 717 DHFR ZE (R, L A v/p A8 A AR 2 eng
A/ VT AL CHO 1. 15 7% BT 18 I A rE 3 40 AT PLAR E BE R BEAT LRI
I BEFRIE P A SE R BLAR . AT R BRVE 73 1 AR BOR T 28 B AL R IA Bk, B Yerig 3= 40
Mo, PR ARAR, BEFRTE 40 0T BRIk T i ig . il tn, —SHi AR A R E A
SR A G B BRI 2 T S P (s 5

[0363] X TEu4E Fe BURPLIR, ik A= Rg ] A= Horh Fe X B IPT ik . 49, 76
CH2 B IR R A B 297 4 1eG 730 11 Fe SOREFEAL . 2R AEIE A XU £ A SR B A 1 oL
Ko DAEBZFERAL N Feg SZARRFIAMA Clg N3 RN IHRERT L T ) (Burton and Woof,
1992, Adv. Tmmunol. 51 :1-84 ; Jefferis %%, 1998, Immunol. Rev. 163 :59-76) ., 7E— S
J7 e, 26 IE A HUOBE SEAL AR B TR A WE % 297 BREE (10 LA MR 1A R G A2 i Fe 3. Fe 3
] ALFE A AL B S B4

[0364]  BR]FERL IR S P AL iR, B, 58 5, 849, 992 5 3£ E L RHAR TR
LB LR D R BRI T MR BRIV TR 5 M A 3l 7 A g s BRI BT A DL A
GRUME TP AN AL IR (R e JE ] o P adh 8 255 (Rt L3l 4 (R I 2 2 7 R Ly 6 i TP 1
EOGEBIHUAR . W NFLVT T BB A PR, B e , BREAT AR

[0365] At Ak A BRI /N BRI T R o T B, K S Pt Ak 1R BE AR A B A P S RN
2K O BEAE M A VE SR AZ T o A4 5 BRIy S 1R AR A TR BRI B AT R B A Ik
FISER .. —SEARP AR RN

[0366]  FcRn i HifA KR R4

[0367] W AEIN & FeRn A% EHUIARXS FeRn B A B U275 MR AR SR B AR YRS I TP e
AT — P& AE . 40, W AE SRVTE FeRn 5 A SO IR 2% F T K FeRn 5 ) ELandE
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S5 TeG 5 16 I Fe #sA BT AL Ao £ AFAE FeRn B IETTARKIHE O0 T BEAT R0
% WAEAEAEWR FE T i1 1) FeRn ABIEHUAR IS B0 N @HATRE I . 453 50% ¥ FeRn ¥ (41
ur, 5IEMEE ) Befg eI g s B B EIUAR R 1CH (FIHIKE 50% )
B ECs, (AR IE 50% ) {H. {E— RIS —dEEdifkt, RAEAK 168K EC 5 fH1IPT
BN 2 L A8 A TC50B EC oo fEL A B A 2K FeRn I o 75— 2852t 7y S,
7E FeRn 375 11 B9 1l (00 A4 4 S I mh ) 2 19, e A8 LA 800nML 400nM. 100nM. 25nM. 5nM. InM., 8%
BRI 1C,,fH o
[0368] X EEPTANS FeRn FIEREMEIAT VA o 040, WA I FeRn {5 IEHTIAXT FeRn
21 40 o 26 [ 32 AR R 2800, et s A B oM BRI 3244, 3R] i e AN 2 R L 1C, 18
BY ECsoffle 7E—SEHliTy Z2rh, RILHA FeRn HAK 1C 5Bk EC 5ofi, FHXT IR 4 i
fb 324k (B4, MHC T 28707 ) RILH B 1C,(H 81 EC & fH I B AW AT FeRn HA
P
[0369]  [AJ4AA (ex vivo) ik PVEME FeRn F Py Bz 40 Mo Bk b Bz 40 o ] Fi T ZEAS 5] ) pH
MR E 25 T 1B B DA 1) MV F B3 2 iz B . TG (1) 2 ez feli & i FeRn (1) [RIfcA]
T I AR AT AL BT AE & Bl AL S )0 O 00K 5048 B0 1 40 i Py O 6 38 5 AN [R) ) 451 R 1B
ERA AR ic Ak = .

[0370]  W]Af A pH KA RIS Y FeRn— S5 A HURLE R, 7 B, B0 A 31T 2540 8)) 71 2%
I DA FEAE S B 8. RIFEHE, WIZEAR Y PP AL BT R B AR 3P PR DL 7] g
(1) 4 3% T8 157V BB I FEAF E B AFAEAR IC T 1Y TG BibRic T 1Y 1gG [ Fe 37 44 T
TESHZ B A ERE RO T T 15 AEAFAE R HUARI 25 AR T 1 1eG/Fe )32 81K 4
R ZPURRIRTT R BT 7 o
[0371] 24 EW)

[0372]  FE 5 — Uil AN TR AW, W, BL4E FeRn- g5 G PURRI25% B2 10 4
EERAMAEY . FeRn G5 GHUAT] 52525 ERl2 W3R — R BCHl . A SWEFEE
STHEYVFSWAL G, B, BHEH TR N BUE ISP 2 T 1% FeRn 25 53U G
[0373] 242 b W] 432 52 (A 3 R A R AT F] A4 B T 2 B 3 S Bk B &l R 57 RN P P
) S IR RE 22 511) LA R AR 38 AR B RABIGR) . DUt b, i 28 A FH T3 A T UL IR Y
B R B AN EME Bk Rt A (9, T8 ey S sl ) o AR A IR A2 A [R], I AE FeRn
SE PR AR DR IS Y G52 IR B AR T Be KT A A B AR BIPE -
[0374] 2% BRI B2 ISR N AREE T T M BEALS D A0 1 5 EA B AT AT £
(RIEE N 1 3h (22 045040, Berge, S. M. , %%, 1977, J. Pharm. Sci. 66 :1-19) o JTiR k) 5244
ALRER N R SR A N Rl 2k o BRI Rk ER B REATAE B T EHLER, LU A R TR AN TR R IR IR |
SURR AR R S DA LR Y 2, LA AT AR B JE 88 LR LL an T Jo e oo il — ot
G R I AL IR  FR SR 0E R 05 A IR I 10 T R D7 5 TR TR B S R B LR 1) 6 o s il 3k
BLFERTAE B 2, Eh gl B BE S RIS LA JE 1 B, DU 2R A R AL, Eh N,
N = 2 L R N- R SO AR R IR — AT L SR ERER
GINEGREE
[0375] AW SAIER . XL HE, 40, A, 2 AT AR Y, L il A s
CA) g, Ry S FHRTRT 3 FH SV ) 5 23 RO BCE T  7i) AL B oR IR B R 7). B
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AT E e T A A it FHASE SRR 7 N o VF 22 A5 400 DA mIe ShF smT ey RS VR K TE X B
w5 e AR S SUARAI A AW . 7B P e L0 i 8 A (i, # kN « B2 R
JERE P LA ) o AE—ASEH 77 22, T i ik Py v BB S i FeRn 255908, 7255 —
SEE T G, VLN N B RS FeRn 5 &A%

[0376]  ZHL -G m] e il Bl Ay ¥ v A R L) 43 RO B R B0 FH T s 25k B T LAt
AIFEit . PR EMEALEY (R, BoR ) DAIT TR &8 A A 18 BV BL A N R 75 2, A
BRI oy B A B2 B O K BRI B B BT S T E. — RAE OL
T, B AL S B N B AR S B ORISR 5 DA i B 28 1) 0 L 1 i 7 1R A s 23
1) 75 B BE A 0 e il £ 23 B . R T P T DG TR R R B ISR e R R, il
VR LS TRV R R DL AR M a3 AR B FL Y5t T TR I 0 PR R TR AT T LAt P 7R
B R AR . AR, 451 4, 45 A B DR TR R A, TE 43 BB IR IR TR Hh A P R R R R
A FH 2R T T 5] SR 4E RR SV M A0S sl . P I8 I AR A G A E 22 IR 5D, A1
i, BRE G IR SR AR, SR AR W S AL A R A RO

[0377]  WIA%FH 2 Bl A SN AN 7 V5 FeRn— &5 G duik, RRAETEIR 2 N A, i
[Pt/ BEACHFRAK PR ST B . 9 an, 7RG T e R TR R I K e B E BL T 30,
20.10.5. 8 Img/min AL F KL 1 ] 100mg/m’ B 7 | 25mg/m *[fI57) &K il F FcRn 45
Gk, TR/ BB AR P/ 45 A . AR LE ST Ty &, Rl AT H AR
ZAE Y LB AR ORI R 2 R — S I BV RS, Ee R R, B REAE N, T
WA RS WA A A BEAR ) AR R A, il IR TR AR SR BRI B 2k
LR RIREE 2 B R FLIR o VT2 il 28 Fridk i3RI i 77 325 O 3RS £ ) sl 38 % AN .
Z W, 41, Sustained and Controlled Release Drug Delivery Systems ( ZERFIsEEZY
Wik 2% ), J. R. Robinson Zm%5, 1978, Marcel Dekker, Inc., New York,

[0378]  7EHELES it 7y G, W VAR FH A&, 491 G, A P s e A R ) R T [R] AR 1 FH 4
o WAL G (IR THEL, UL AR 7 ) SN 5E B ' BH R I 3, s il e 771), B2
BB N2 E R AT DIRGTT R, Al S 9045 AT 3 DL AT SR
Frs & F VEETR IR 25V BRI BER S  (wafer) FISRUEAMEH . 4 T B BRI
B At A B Ay it P AR SR A T AL S, TTREAR 0 BT B 1k L RE I SO AL S
VAR E— I .

[0379] W] A AU P O 0 ) B o 2 e & W FH 25 A& o 00, 28— SEE 7 2, W]
AN JoEr B ST EEE R BB ARt A S A T2 A &)

[0380]  FEIELLSLE 77 S, W FeRn S5 & HUAREC fi LAORIE AR N & 2R3 Ao 4540, I Jik
ks (BBB) FHALVF 2 mifEB/K I EW . A T IRIEAR ST A TR T A its Bk BBB ( 42
aL ), K B, il an, fERR R T . A IR BRI U7, 2 I, B, 5 4, 522,811 5
5,374,548 5 s HIEE 5,399, 331 SR E LR IR AL LR 18 5 By 2 4h Bl As
B —ADEE A, kG E 25 etix (20, B, V. V. Ranade, 1989, J. Clin.
Pharmacol. 29 :685) ,

[0381]  H445 2477 RIAT IR LR B e AR U O, (A, v 97 PR IO ) o A8 4, Al it A
FRYRAEE , AT AR — BN TR) Y it FH 224> 43 I ) B s mT DR 1697 17 0 ) B8 2/ B A 11
BRAR BT R B o A6 1 A2 S I il e oA 79 B ) T 3O T 8t P RN e — Rl R
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Fl o ASCH BT ) B T SRS T 321697 W % 4 — 4 25 I BE LS SO SR s RS
AT AL FEEE R VB AR BT TR VR T ORI B AL S N L BT TR 28 E k. R
AL RS AT 52 SCRCAH AT (a) 36 PE AL A9 (BRI ELIA B AR 2 3897 SR,
PAK (b) AN 524 I TR 97 A AR BBUR I R PR AL S P PR T ) S B 12k o

[0382]  ANSCH A HFHIBUAA RV TT BB A 24 )79 P, JoBR i YE Y 0. 1-20mg/ ke,
B 1-10mg/kg. R] @I, 411, F Ak N5, P FeRn HUAk, 141, DL T 300201105 R
Img/min A EA T AL 1 3] 100mg/m* 88 K4 5 3] 30mg/m ()& 7Bl v M5 £ 22 il
[ B R RRE EME AR . X THEE A2 3097 3 TRIE AN 7R 75 2R FZ 4L 51 A
Sl BN B3 B B b B T R e I A 2 T R

[0383] AL AT B2 AL A YT BRI T A SR BT A 0 A SO A FFI#) FeRn 854
Uik “YRIT AR "FRAE L A5 =AY ) N A ROA B TR T 4 RN . AEWRIETT
A R T AR L U R 2 RS MR SRR AR EE DL RO AE A R 5 R T s 1
RE N E R R=T1b . I A EB TR D ZA YRR IT A S s sl &
ORI

[0384] A Ay B

[0385] 7Sl J7 %, 7 FeRn g5 Gk EAEEI N T 7EfG 3R h 3G s AR e Rl / B
BA B 4%, A90 , AE I L I3 L I R B At 20 2, 49 2, /DI 1. 5.2.5. 10 8 50 1% . 4]
U, W] 4E FeRn 25900k LB INZRE A4, 0, A5 _EAEBURM R G4, e 0 Ry
R OIHENY) . BENREEYHERR DAARRAFR. RS FEOPEREH
FERZ 200 FKZ 35, 000 ( BKZ) 1, 000 2 K2 15, 000, F1 2,000 FKZY 12, 500) A
Yo B, WK FeRn 255508 57 TKIER GRS, B, K ERRA LEREY, B
WIERE CIRBERNTRE LIRS i o Pk 26 -6 40 ) A R 1l 14 44 S A 6 SR I fe R A A S R A e
KO (PEG) BN ZBERA LM 2 uhe L ALILR YR B R Y, 2 F 2 IR Rk
BALRI KA.

[0386] 2y £

[0387] W] 4% 2 AL A SC P BT IR FeRn- 45 & HUAK, 040, 15 25 &4l 5y . B, i%
BT (a) FeR- 455 F00k, U0, A5 FeRn £ & HURA S, UL &%, i e HATE (b)
B BMEL 15 EM B AR 38 S B A AL 5 A SO BTIR 1 5 VAR / s
FeR- &5 G A3 il (19 77 208 8o

[0388] 2y &M B RIFIE R AR 7E—AS0ili 77 b, (5 B R 45 2 FAL S
e AEY T B VIR RO R S A SRR R . BN SEE T B R B
BHS5 A8 HPUAEAT YT  FU7 ~ BOS W AR SCH i B9 9 40 1 5 Sz MEiE AH oG .

[0389]  {E— NSzl 5 &, £ SR T A 35 % LA 38 1 5 2UHE T FeRn— &5 4Bt A DLk
AT AR 3 Bk J7 32 B U B 46, LG 0 3 R R 2 Bt RS S (4, AR S T IR 1
e AL B AR ) o FE— AN ST T D AR B R AT AL A S ) 52 v T A i
FeR- G5 & HURmIui i, Brid 52367 & wan, A, Blan, oA s a8 B8 5 e peE (g,
FRIB KT REARGMEABIRIE ) BRI B0, ZR T G5 v a8 IR 1 B 3 ok
BB TP A 5 B HERE 1 B 38 A FeRn— 45 & HTARIG UL

[0390] 25 IIfE EAMEHRTE AR « 7EIR 2 00T, 15 BADE, Bl an, e, DLEpRI & %
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AR, 9, BRI A, 22 R/ B R, A, AR BCEN R UL . AR, 15 B BB AT DL
g AR, Lean vt SN ML, GRS . B SElr =, 25 s B R Bk
G E n, yEE ik, email Huhk, W90, B ARG 505, 18 IX LK R A B S A # ]
PAFRE KT FeR- GiaPuiafl / siLAEA ST PR K77 A G . R, i8n]
DU 2R AT 2 A 2 i S R

[0391] [ T FcRn— 454 Pk, 25 B 240G P m] 46 o Ath e 73, o s 0 sl ge b v Ae e
T B3 B R YRR (1 2, B RAE TR BRE AT ) i ORI At et P S5Ok}, A/ 8O T8
JPA S TR B B B e e (a0, 8RR ST R BCR AL BEIRIE ) A =, 1]
VR, 25 & rh e A HE A R 2y, (B 5 FeRn- 45 B HUAAE AN R A S AL N . (EFT
RS TT e, R FEG FeRn— g5 GRS HAR R R A UL, B0FF FeRn- 855504k
5 AR Ay — AT U

[0392] W] LAMEAT B A$L ML FeRn— S5 G HU0R, 1, AR, T EAT B 2 Lk FeRn— 45
EHUARN RN/ BORE M HE AR R T $E 1 FeRn— 45 G HUR I, 12000 A5 8 5 1F
MK T B KIS BN 5etE o H AT T 32 £ FeRn— 45 B PUARIT, 38 1l i A5 14
(RIS R LR . 50, 190, JETRDK B, W] et e 2 a4 it

[0393] & ELFEE S FeRn- £ GHUAMAG W — N E AN Bde. (ERHLESE 7 %
W, R RE T TF RIS R sX = T A A RS SR B, AP e &
i BRS80S R AT R R R . FE LA S T S, 2 RS A T R A
LB AR SR S BRI A28 N o 040, 26 40 B8 A0, B0 S AR 3L BB b
ARG BB, B2 &b, s s 2 (i, —& ) BEME AL,
& FeRn— 25 BP0 — A EE N BALFIAY (i, ASCh rik 5L ) o wln, 25 a2
ANVES 2% 2R T B B ke, RN I AL MR AT R Y FeRn- S5 &80k, 258
BRIV R E B F K (il 7EBE B R U R ANEIK ) AT/ BRANIE

[0394] AT I MU 5 IS F T A0 G W I8, BN, 7 58 48V N 28 B VA B 1
BATRE (i, IREE ) % (B, AR B2 %E ) (BT IR iX e E . fE— 4
ST B SSEE N R PUARTE EREN AR . AN AR &
VEONRFAE, B0, 3@k 20 A A SCATIR 4L 53

[0395] VAT

[0396] I ASCHTIRFN / BFIR T VA 45 A FeRn PR A RIT R Sh . ]
WX B HUAA T 32 1T B R SRIGIT TRB A/ B 2 R pRE, AL S B B S M RE, B
L TR R T R AE L, ), RS SR AR

[0397]  RiE “VAI7 7 MIIRAES T b B 2 R b B AT N B AR TR RE R
LK 22 A 95 » SR TR BT 99 AH DG 160 2 BB B 135 s 10 e ki)t T 200/ Bk =Xt
J7% . AR T B TR IR 2 9097 3 O TR 52 167 e il IR E A
NBEENBh), 5, 45N FLEh )

[0398] W] LLVAYT A A& i FeRn— S5-&HUiA, 4140, I 240 52 367 & Tl FH 5k 5l 22 711
BN, G T & R PR, B, B B e e (I, R R LR G
CLEARAE ) B W7 AR5 B RS IR 2500 T3

[0399] 75 A1) 14 1R 52 M A4 N VF 22 4 B Um0 A B BRI A = 22 R PR REARE 8 RV G Y
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R RV (IBD) JRIE FBR E AR . W —2pimitis i~ £ J5 0, AR R
BT RITIRAE N i ST DME A FeRn— &5 GHURRTT 5 G A T 475
T by Y 3 AR GR A AE T RS A IR ZE I R E 2 DU BB Ik R/ Al e Bl ik 4 BE TS
R B AE R DU IR SR Ak B B e VERTAKAR S0 « B B S e R PR 2R M B 5 S
PERF 26« B B ek N E « B B e MR LI AR 2R G AE (ALPS) « B 5 fo 3% M i /s 2>
VRSB (ATP) | 2 [ RO M RAIE O W T R PEIEYS — F2 R ISR I% 25 27 5 iR T
TR FALRAAE (CFIDS) 18 P JE P i 45 11 22 R Ml 22 008 IR R SR R A SR R
i~ CREST Zx-G Ak 5L 2 i Dego’ s i3 « B LA« JLEE L 98 ELIRZLBEARIE S R PHEVR &%
PR RE S £F4E U £ 4R LA AR IR AL RS JUIE A AR R 25 G AE A A B IR 8 e
MR £F 44k R P I AR DD 2R (TTP) T gA 995 JBR i S5 A bl Ry (1 289) (5 /b
SEORTT R R R BE IR G M A A 20 EENLE L S ORI VR I ORI | A
PR MR A B PR L S5 P 2 K R Rl L 2 IR SRS AR KGR 2 IR 2 R
LA B ILA S R e 1 e P A sk B 9 U S M R T PR A 2 B e B v FOIR &R T
EEEAE AR BT R SR G AR RSB I5tiz 1 45 1 48 A T 2% L LY 28 L XA
[0400]  FEMELESTE 7 L, BT —FeRn g5 GHuk My HE A TF R R T Bk
[0401]  {ERELESIH Ty S, i BT —FeRn S5 G HUARIMEIHT -HLA FUARIKF o AEFELL s
77 S BT -HLA BRI 588 5 B AEAH K.

[0402]  Jiti[H] FeRn— GG HURI TIEEAE “ AW hAa TR . BT 73+ 1638 5]
R ORUT 32907 BRI VIR E R IT F R E 2590 uAR ] FAE ) sl gl e AN 75 22 AR
B AR BI5E 50, 0, AR B0 BRI FeRn 22 18] IAH BLAEH

[0403]  FcRn— &5 &HiiAn] H T8 K71 8oy, 0, $2E BRL s i A\ 4t o FH T2 Rl
s HEN R B b R AN HE 78 T3 18 FeRn ALZR . HLikn] HTil 2 Fh 4l i a5 1t 25 )
FEVRTT TEZ5 W) R SRR AN B4R S R L A BRI 2y T AEE B LR A .
A0 M 75 P 25 0]k I P 4 P IR 40 5 1 250, L T R A R S A, A T, R
HIRER o KA, AT TR .

[0404]  {EZMRFEHR TGO, B RL IR B A W] F 48 A A 3 Rl 1K) 0 650 3 4 R 4 i
B (HHEZRAS ) MR, AERIEZELZIR, ), /240 b, H44 Prdatd g4
LRI

[0405] 5} 4, W FeRn— &5 & iR & 2 21 w58 & R 54 b, 0 4, T80 v R A2 2=, B an
Y = RS UL A TR S, fE 2 N ARV [ N S E g e, S0, B,
S.E. Order, “Analysis, Results, and Future Prospective of the Therapeutic Use of
Radiolabeled Antibody in Cancer Therapy ( X ZEREAEST V2 U MEAR I IBLIRIVETT
Ak B8 458 R REEE )7, Monoclonal Antibodies for Cancer Detection and
Therapy ( F T~ 98 SE A I VG 97 (1) BR s fE P fA ), ROW. Baldwin 5% (4i%H ), 5 303316 I(
(Academic Press 1985) o HoAth A TG s M (R 67 38 G A8 a K 54, L *Bi\*"Bi Fl 7 At,
b RS, el *Re F1°Y, 17 H., " Lu BT FIAE eGR40 e E

[0406] A% FH "I IY VA T Lu AR g PR BRITBUR T S e vE (RIT) IEAESR )5 S5k B PRA
Fo X EMZ R ALY B IE | R B D], PRIA T 1) By B BRI 20 2 38 e e SR S
R AZ R AR AR DR . Y MRRIRE RN B - R REX KRR . PTT

43



CON 104479017 A L) - 41/77 5

AHRHMRBE R B — FL 1~ by BRARE 0, (HAE X T N AEAL B4, — A 32 B0k m O UM R 1) 43
TR NG Y o AH R, Lu A R 0. 2-0. 3mm G R AER B — kI HARX T Y
) B AR 2 (AR SR = . R4, BT I ) A ™°Y) , FOvr B A
PRI, W L bl S e T (SR mCi i) ) I R L A e D 1 B
o O LIRS A T 76 2 FeiE Ma s A Lo AR i $ik Mulligan T 4%,
1995, Clin. Canc. Res. 1 :1447-1454 ;Meredith RF, %%, 1996, J.Nucl.Med. 37 :1491-1496 ;
Alvarez RD,%%,1997, Gynecol. Oncol. 65 :94-101) »

[o407]  fERIVARYT M ITVEIRTT B 5 A IR 2 UFAL . B T HUMRe A P IR FeRn, AT ANEE
b JHL At 2 28 54 i 7K P R ) B 336 0K B 75 BRI IR A e T RR R I R 2 50 A% e v
T o J34b, XL Hn] H T4 /s 7 B8 F ik i6 7 (I 1A

[0408]  FcRn— &5 & HiAAn] & — M el 2 MIlA 1 TG 97 B 5 e e i i 1) 77 X — & i
A BFEEAR T FRIKA Te6 J7i%k ;AR R P22 2549 (NSAID) B2 2K [ 7 PR b 3%
TNE R T EER, S RIS, B0, B AEER AR 2 G, FK-506. 75 T4
F.40-0-(2- BRI ) OB - FNMERS s BRILIL sH Mg B 0 Al sFTY720 ;
RN SRS, MR, B EE, 15- IR IR 2= e el M s so DLk, 44,
140 32 R (1 8 5 B B A4, 487 41, MEC CD2. CD3. CD4. CD7. CD25. CD28., B7. CD45. B CD58 Bl
FRAR s s A G R AL A, B0 :CTLAAT g s B AU B 23 1300550, 41 mAb BRAK )1
A, AL AR I PR E S DU VLA-4 5507 IXEE S5 R o S e 5 5 R a3 H
TRTT BTRB AR sl e A RS A S 02 M e SO, RRE SRR « B B S 5 MR RE Y 7 5%
&7

[0400] K MEAELL

[o410] 2 R PEREAL (MS) by — b LAREBF I JORE AN 2K A e fIE Y P A AP 22 R GE P

[0411]  FBAT MS [ wE I MS 2 W I 2 1 e B S IR PRI 12 MS 12 T I bR vk
U] (Poser %5, Ann. Neurol. 13 :227,1983) o 7] 3 i P9 R K AEFI AV L IF 1eG & Tal#
i B T — IR AE WA 22 PRl DA G488 M R L 1 TG 3 s iy ) 45 R 12 W MS.
McDonald #n#En] I T2 W MS. McDonald Z& (2001) Recommended diagnostic criteria
for multiple sclerosis :guidelines from the International Panel on the Diagnosis
of Multiple Sclerosis(Z RMEMALKHEEZWIbRHE ok B T 2 MRS I E Br/)s
ARIHEN] ), Ann Neurol 50 :121-127, McDonald Fr#EALFEAEANFAE 2 IR IR RAE RIS O
T, A8 BE S IS R AR ONS 353407 Y MRT SE3E 12 1Bt MS.

[0412] W]l 2 MR 7 VRN 2 R R I B0 TT AT VPl . LU 80T A T I
BIT A . PIIURG PR bRAE AL FS (EDSS (¥ Ak SRR R ) , MITE MRT CHEEAR % )
ERERBLINEE . EDSS Jh— R0t BT MS 3& I I PR 451473 7> 4 1) J77% (Kurtzke, Neurology
33 :1444,1983) o X )\AThEe Mk RGBEAT T A0 ISR BN B A VPR . fil 224, A
WRIT 0, A BT T LN R GERIARAT VP AL SHEAR NIRRT AR DE AR
R A A . Ph— 2 I TR PRI B f AT B D7 i B R ASE S 0 CIES ) 2] 10 (MS 51 R 7E
T2) o MR BERE A EWE G AT (Kurtzke, Ann. Neurol. 36 :573-79,1994) .
[0413] 745 4 1) AT 38 Ik AR ST BT IR 1) 77 45168 9T 1R 22 Ok T R A A ¢ BRI IR AL G A ph &2
AL MR TR B W 590 I A D) HR DL BR AR L 3z ) A 7 L) M L A N SR RS L JBR B
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B AR R AR AURE | I (hemiparesis) VU M 42 0 JE 56 B (paraplegia) \ 3 B ANIX
(hemiplegia) VYIS (tetraplegia) \WUJE RS (quadraplegia) « 58 . A4 & A5G LA
B AR LG RS IR ZE  ULET 4R AN 2 R EE A0 S TR 3 ST Th BE
WSRO S0 R PR 200 P28 PRI AR 2 PRI L SRR AE (17 hermitte’  s) (AKfE
JRDERE NG = SR ER I LB I L 1) ok R R RS | AT RE ML R e (LR LR
ALK T BRGS0 S VERE IS AU HE PR 5% W2 2R | ot 2% 2 5 e < 3@ R DL RE £ L3 [R] 2R
Y FHC D BE KRG | P SR % PRV VR AR S ) B IA P | FE{H S A S HIAISAE « DA KN R A5 i
TR T 48 WS I 28 AN TR BRI A5 18 A s 7 W R A L 9% 25 uhtho £F 3E | £ TE 1]
W FIHEAR RS

[0414] [ T NARB G EAE N ARBIFT 2 07, W AT FH 2400 A5 28056 19y i) ) 28 e b AT PR A
AN P 1) 22 R PR AR AL B B ) B kg SEEBG T B B G 5 T 92 (EAE) 1/ RRUBE AR, 451 4,
1 (Tuohy % (J. Immunol. (1988) 141 :1126-1130), Sobel 2§ (J. Immunol. (1984) 132 :
2393-2401) , #l Traugott (Cell. Immunol. (1989) 119 :114-129) H ik, AJ7E1% & EAE 2 |
XTI BRASE FH AR ST T ) 55— RS 50 o SR i 430 P RE R AR v /) BRUEAT PR Af R i AE A5 Y
P ASE FH 3K 9 A 5] ) 25 B o

[0415]  IBD

[o416]  RAEVENZHE (IBD) M ALFEISME . E R AN . IBD WIFR M APAS [F] 2500, b 2 R
RISz g 9 (UC) o TBD (I PAE DR A 435 [ B B th 1t 92 2 P B R 2 PR R I
750 AT I PR HE 55 G it S 1k 5 19 R 0 RIS SR EOR I IBD. thZ2 0L, Walmsley
A Gut. 1998 4F 7 H :43(1) :29-32 Fl Jowett Z& (2003)Scand J Gastroenterol. 38(2) :
164-71, W{#H FcRn— i &HiiALaE IBD 12/ —DUER Bl IBD [ImIKIEEL

[0417] SRR R

[0418] R ICT R —FPAE O 5 AL A i I AR AR D BERk 2 1) 1 5 S0 i 1k 98 i
PESO o RS 285 DI AR AR 20 B o 120072995 W] S0 i 1 RN B S L T 1 F8 2710
R S g T O TT LA BRI HAR B 4 o BEAE, B X ST R I AT BEE IR 57 L 1R /KR
Rge KA B ASTEFPRER o 12 W28 A DR 28 (1) 1E IR 28 A4 “ 208 RGIE IR 4 ifiL v A4 R JIC
BEHUAK . FeRn— 25 A HUARTT FH THE 97 TS Bgak i 208 RGO 15 4% B8 — I Bl 22 T 248 A O 1 %
[RIER

[0419]  JRJE

[0420]  RBPELLBEIRIE (SLE) APl FESAE TN PP AR B E 1 B 5 B2 MEiE
SLE W] HERXT B & DNA 1) B B Hifh T o RG] m SRRV 280, BHE ST Bk
oWl I RO o RV T AP AE S PR, — S B WL RPE R AR AR B 98 5 DT B
IR (557 28 ) JREEIANBH (R A0 K272 VB I IR) o 73 430 P R AR R A 8 O T TR
S R ERIAS BH 5 2 A FIAR FE % 57 o SRR BRG] g HE DR EME (W 4L (e 2 2 . e Bt m] R
HIAE NG 2 . B F B M R o R A LA PR R R 8 2 I 2t
U7 AR FARUR ) SEUGF e fI AL A B8R 58, — 2Bt g sk ksl
A KEPES AL BUBE . 2 W SLE [ 1E R 32 B R A BT — B PTiR B -DNA Bk AIHT —Sm $it
& FeRn— i 5HuA W T1697 TP 8s 4 SLE B— sk 2 1 SLE KIER. JRIE, WrEA
SR T L LR B2 RARIE FIRIE S %
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[0421] Bz P M MR AE (TTP)

[0422]  TITP JAp—Ffr G fin iy &1 o] i /NSRRGSR £ 5 G P B 38 T b 5 e e P L /N A B 2
A IPiUE. Pt - M/MRPUATIFE (opsonize) MM/, FEIHA EREAM MR, WBIT 1TP
(1155 1 — b B PNl ez R4, Fon R i/ MROKF T . FeRn— g5 &390 H 077 1
By B 1TP B — Ik 2 D HE R .

[0423]  BREVEHHR

[0424] 5 BT AE R N — B ANERZ W 5 AT, 10 HL 4 RO B LR ) e RN
AT BERZ IR A By R T5, 5 | AR AR AR 1 B & s PEE . SR E M A R
i) 7 75 4 5 BB N S BN o FeRn— S5 G- B0 AT F TR 7 T BRyak 2 o B 16 A % B.
— I 2 IR .

[0425] Rk

[0426]  TRAGHE Ay — T 52 Mo b SR 5 IR FY B B S e RO E o 1200 CLAE ek s 2 1 1)
H S PUARNREE . Hrkitid B RS 8 O G B — A8 8 9 Hag ki (0 T8 1, ki
A MER R — 4. RG] 43 e = A B 8 M R, 12 E B LI T
X Horb B S PR E THRLGE B 30 /R MR Tk hEa LI S5
o B8 =R AL, B2 AN Wi R B e o R, o B S PiiRRE E Tkt A It
HAL 5 EEAnph C 08 I EAH OC o SX SO 5 FH S PR A 20 ok B2 JBK ) 2 I8 W I3 i Az
THHARLEER A B S HUASREIA . 17 107 a8 it 28 [ R R/ B CD20 Pifk Lt
WA Z & BHT (Rituxan) .

[0427]  J@iE

[0428]  “YEiE” fEA ST RIHRTH0 T B R4 B M R G0 IEH Dh e (A 2 3= Hl i 48 i AR .
M SRR IS, B 5 A 5 A B B A% B P (e i ] T e A5 52 5 e () % B 2 e A Ak T R
K GEZIRTT HWIIET. . JEJ8 » (Carcinoma) M E I 57 40 M )% P Je e I 0 455 i 4 i
R A0 e o TAVIRE A &5 4 41 2R BN SR A R I 0 R B DR R PRJR R T ()
Je o X IMYEEAE , B A I, BEAE 52V YT 3 Hh Bk 1E S 1R I ML RE , AT 3808 i 2k e (LA
B AL 1 /AR ek 2D FHE h PR i BRI T ) B IE AR T . AU I — RN A
[0429]  JiiE, TEASCHP AL HE DL SR Ry iie, UM IR e s DR e s Foiee 0. 58 e o R 41
JH0 98 FUHE BRI AR s 1 5 S0 GBI s S5 e s 1 IR s B 1B s B A RS SRR
% 240 L 508 240 L 11 0T 1) TR0 RE 5 T A A S P K L - 400 e 1 1T g 1 s/ 8K 98 5 B 4 e
I 5 8%k 40 B Pk I, 22 MR B i s S AH D 1) 3 I s RS N T 448 JH 1 o g 4 2
Yo s L FE T ST O AR5 e LG T P b R Mg s e s Ifosiee s 00 788 7 o IR 2 40 g M vpk
EL P88 TR vbk LT s 2 BRI IR s O e, B R 40 M s VR B b R 40 e, S i e, A=
T 240 Y0 R ) P40 L T B9 B S R ES s AT AR s B s RSP UL R R UL R TR
U TRIIE £ 4 AR TR 5B DAL T ARG 5 B8 P2 € R 0 T G ARG 5 T A s AR R
H i ) B2 R 5 B0 A5 v ARG S A R ARG IR 0 e (G , SRBIEDE ) | TR)SUME L R
AT 0 O PR R SRR RS ORI R E s 1 FRPR e 5 DA R A % i R R4
JHOJE PR g o LA B i DA AR SN FE AR N L T

[0430] X JLEIYRTY
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[0431]  FcRn 413 ERA TG 58k b Bz 4 Mo i 12 A Lo AP Bk Hiikm] H T+ 5 i
(IR LI Ko 29, ol n, JriE 2=, 1/ BNy 7o B Ui e A 75 B2 VAT R R B0m
e (AN, B lE G BRI 2R 6L ) o W TR R B EURIE N 25 8 7 1 505 3 FeRn— 45
GhitE EIFREH T8 N WA & EET R LR A 02 . G 1) FeRn- 459148 Y
FcRn &5 & 9F Rk &t bz iie L. L% T FI877 .

[0432] Ay

[0433]  7E—2850j Jy b, AR BRI MASA TR R R AN TG BRI k. fE—
ST R, AT EMIETT PR TeG Hifk. 75— 2887 E P AT LRI Ik s
Pt -VLA4 HUAA LL QIR ZR 25T (Tysabri, Biogen Idec/Elan) \fKEMER#4T (Raptiva,
Genentech) . IR 831 (Avastin, Genentech) UL M Fc Fli& a1 A B W4k A3 v 3% (Enbrel,
Amgen/Wyeth) o ABAhER PP g G R SUEATHEZ A A B (PML) AH2C. FHxif
ST DA MM / B8 A R AR 53 22 BT BRI PML IR 32ERE

[0434]  FE— 2850t Ty S, AR SO R RIR T 7T B8 5 N M B 2 BG4 i 22
BIT PRI T EA S G o AR 2850 7 =, AT IR BT —FeRn HUAAT] 5 A 45514
TP E A A ST, ZA G SRR UM E PRGN, 20y %
o MRS R I AL P B 22 B 3 B R 1R MR A A LB R (PLEX) o 78— 285l 7
Pt —FeRn LT IEEAT MR E B B E EH . 75— 285077 20, P —FcRn HUikAI 8
I & 4 i #E H FAE FeRn 1) 4 2 W B3

[0435]  fEIM K B (AR MK 5 & B HIEBUNK R 215 ) AR P ECH I - £
B ANTF B F5 E G HH [ B Bl 7 PR PO (R A R AT T AR S s M P B 2 A3 IR
Ay B Bl DL SR s A UL, Jo & VPR A B I M T E AN . v E AT
BRI R 25 B MK 25 5%, F BAE A [l H0Z G v DLz F8mk & B R 88 A AN s B g R
Ko AE—BESLE Ty 22, W RE R B 22 IR IV IR B 3 ke ML B 25 AN 75 B 15, B8 IR
HOEAS T BRI AT AR R T 8252 K o AE— R85 7 oAb, 76K 100 930 (9] 2 28 3 1A
PRI, W I < 98 AN T BRI 25 o AUk Py A0 3 B 4 1 7 kR, el US
6, 960, 178, 1 fTid

[0436] I B He OBk 2 /s 75 i 3 1 IV P BRAK VA T BRI A 5 k= 4 (2 0491
1, Khatri 2§ ;2009 ;Neurology 72 :402-409) ,

[0437] W] 3g kA IV S 4 AR B O AT A8 K A A BRI IR T TeG IvRYT ifk (At
EREHL) MM KBTS PR 2, MAEKE G A KBS 166 1Y Fe K456 HH4 TeG Ptk
MR R 2% . HALPHFRE AT T AR RM R SA, 75— 25077 4, $1 FcRn
PURTTTE MR B b A ER R S ), SRR MG BR 2 FeRn, HRE N “UF B8 7 097 bt
. FTS “UF R V8T DU LU AL BEATAE AR DA LA B (R 3 A/ BT A A A
[FZRE D (HnEE A) R MAME PR % /£S5 &, Bt FeRn JLisfE
M ER P e Ji i T 85 . £S5 29, Bt -FeRn FrA W #E EDE FFH THN, §
B FeRn 456 fE—S0S0J7 0, A 31897 TEDUAR I 28 2 1 I 5 [T 58 I BT —FeRn HLik
L 2 e A A — 3 AHFE A

[0438] 74850t 7y i, AR SCP AL HT —FeRn Frik ] H T-X) O 220t H I F R IR H S 4k
FHEEIT HEDUAR B AN 57 o £E— 28527 S8, B —FeRn Ui w] F AR I 3% 5 3 (1) 8%
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RT7%5 o T DL —FeRn HUAT] 58 BRI TR 22 B i i fe b5 10028 73 125 88 R i 3% 8 e AH K
AR DA B o 787 308 B AT AR R T VA R R R I R

[0439] A 4]

[o440] AN E4fadi)s (HLA) S B4 Modb i IRAIHL IR, FBE S 1 T- 40 00, 2R 5 nl sk
B AL, WAL HLA BEPR R 20 A B ARE IR o AR JE 7R “HE B & "I HLA [ 40 s
SEFERBIERN . — UL, 1Z“IEH 5 VHLA 5 [ & HLA B [E], s i R . b
WL, A2 B RIS OO T e A A AL HLA JE R 523697 38 DK S0 e N e /b o IR pAKy
S HLA HU0R C R B B O e AR A ) U AR U AH 5

[0441]  7E—2C5 7y 2, AR BHAR AL T AR R FRAIC “9E B & 7 HLA HLAR7K-F 1) 7
“IF B 5 "HLA HUAACT I BRARTT S 2505 KON 0], 51, 7228 5 R A . 75— 2850
T &, A E AT A e A AR BT —FeRn Bk . 76288 7 &b, W IE AT s
AN BT FeRn Bk, fE— L8507 b, MO8 T4 B A At FH$T —FeRn
Prike FH TN E HLA HUAR R ACE RS IS 7E A SR Y A2 2N Y o

[0442]  £WiH &

[0443] 454 FeRn 3 HAFHASCH TR R / 8O R 1907 72 %8 3 AR ] B RS0 R A
P2 BT &

[0444]  FE—TJ7 0, AR AATIRMUE T /RS8R AL FeRn AEAE RS W 773 (9040, X
IR E IR RS ) o %IRRT AR FeRn 52 A7 2 .40 A7 B, 0, AR . 1% 05 7%
AL - (1) AN S FeRn- g5 B HUAARM s 3 H (11) K 7E FeRn- 5 & PUARRIFE i 2
) BRI E G . %INE WA AFEH S0 (B, R o) S PR, JF i e
XS 275 FE Oz PUIR AR S R E R G IR AT o AEFE S P B2 Y0897 3 v AH X R
FESL B2 W67 & 2 GYIE e B Eas, lan, it b B35 132, v AR B FeRn 54
it P AFAE

[0445] 55— R W 7 vE AL EE < (1) X 523697 i FeRn— &5 & ik 30 H (1) &
FeRn— g5 GHUARRISZ 167 3 2 (B B G WIITE B o A I v BLFE 1 2 525 0T U A7 B B3N 7]
[0446]  m] 5 FH AT AS I (42 o BB R TR) B2 (R BRI FeRn— 54 B DL BIAS I 45 & sliok 45
A HIPUR . A IE RN AL S R S 98 SR R ORI U M R

[0447]  m]ad I & 8% H WSS T FeRn LR BIOR 456 I PL ARSI FeRn— 455 B
FeRn Z [A] IR AW TE . WAL FH A 28 iR 00325, 4610 2, 1006 4 92 W B ASE I v (ELTSA)
U I E (RIA) B 234057 Bk T F5id FeRn— Z5-&Huik, ] 48 H ] A& 004 Bbr
I IFRAERR AR L 1) FeRn— 456 PUAR I 55 S i VAR I FeRn A% 5 9 A7 AE . 78
AT B — AN S5 b K AR S bR IE R HERT FeRn- S5 PR A G IR C 446 TR
FRICHUR I FRICARHER 2. FE4 P FeRn 2 5455 T FeRn- 85 & LA AR 10 AR HE T &=
S E A

[0448] Il & 2 LA A G A FR I I PTAR. BT P AR HAth g5 B ol K K4 310nm
WK HDE, Mk EAE T 310nm H i 400nm K EBH KEW R KZOLE S . £MEE
B9 MR A (A 57 L 4E Stryer, 1968, Science 162 :526 FH Brand, L. %%, 1972, Annu. Rev.
Biochem. 41 :843 868 Hhffik . WAFH LG IR, LL W AT T 28 3, 940, 475 5, 5 4, 289, 747
5, M 4, 376, 110 53 H LR R KPR, XA T 9Ot BRI, — A B AZ AU
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IR B BT TR R 58 6T AR (xanthene) JeBl, fFEDEG R T P P804
WM EENE . — B3 BE G AR d S, BUATT H TR A FeRn (47 7R B
B, i, AR BHOR (Lt R ESEE R EMA ) .

[0449]  ZHZA % 31 o WIAE A ST BT Ik BT AR UEAT S e ZH 2 5 o 491 2, R AE 5 GHT A4 IS
IIAFRIE CEen i R A dnic ) , s HUAREAT PRSI A id, 49, T8 585 Fr i sobr
WA A I B, AR B A I MAERUR b B SR Pk S 2R 2 A, 49, 78 5
R Y BRI e AR Y . REEIE G E s LA R E R G S PUE. A
Jii 53 BT il i, 480 40, A8 FH B, B e PO A 454 B E

[0450] 4R, IZHUIARTE LS A BIBHE ] A RARIC I« FESE GRS PEZ )G, nDE PR bRid DA
AL ARAF AT A I

[0451]  EEEIFES. A FeRn- g5 GHiiA e 2 & AR E . APy e HE2 T T A,
W an, ATk By AEAS (R iy BSR40 i« M s VAU A 56 ) » 2448, SR PRSI m]
ARG AR ECAA, 140, 255 F FeRn BB AR FR 7 I BCAA

[0452]  A:7=Z BRI 7 V6 g5 I8, 40, 76 De Wildt %, 2000, Nat. Biotechnol. 18 :
989-994 ;Lueking 24,1999, Anal.Biochem. 270 :103—-111 ;Ge, 2000, Nucleic Acids
Res. 28, e3, I-VII ;MacBeath Fll Schreiber, 2000, Science 289 :1760-1763 ;WO 01/40803
MIWO 99/51773A1 o FHT-BEZ A1) 22 IR W] DA a2 sl A, 4914, A58 FH i B LA N i %
1, K H Genetic MicroSystems BY BioRobotics. FEFIRIZEETN] A, 540, At 27 4 28
b I, B, R R . BEA AR A] AL RE 2 FLES I, 6 A0, P G RN BT R L B At 2R
“We

[0453] {4, B S A] A PUARRES, B 40, WifEDe Wildt, [F]_Erp Bk . ] 7R g8 48 CLRE
VB X IG IR DUAR R 40 35 U R SR 5 F R IE 1 2 Ik 52 21 g 2s o i 48 i
P o AREHUARES) SR B FE PR B iR A 8 20hS 5 R BDE PR & G IR AL . WA
KB AR HHE b 255 IR R 5 S A7 0 B0 IR, 0, 78T SR b Duikie:
FRT A IF T L 45 G40 IR, B an, SEFR AN AESERR o

[0454]  FACS ( 9 YGIm 4l 73 1875 ) o FeRn— &5 & Hu4An] BT bric 40 g, 41 a0, 265 3 4
Mo (B, ST FEN ) o DU INT (BRI T ) 2etb G4, AR5 2 6E
S 043 1 2 a0 e 3R AT 2 0k (494, 3 M Becton Dickinson Immunocytometry Systems,
San Jose CA AJ3R1BHI/ LSS A2 O 5, 627, 037 5 ;%8 5, 030, 002 5 ;f1%8 5, 137, 809
SREEHN]) o A ML 53 AR I , OGO T A A1) [ I RS 8 4k 228 1 1 48 e
BT R AT I 2O i e A ER SN T 9OUE Y. WIS R R E AR )
BT E B I i AR AR

[0455] 73 idis B nT {40 fu s ) JEH &5 & THUA TR 46 THURM 4 73 85 . nl3sges /
BUERAE 70 20 41 A

[0456] 1A AE . 15 —RFIE A AEAR AN FeRn RIEH LR WIAFLER 75 ZITEESRE (1)
YA B PRLIAREY) EBHL FeRn SUATER T-3230797 & (B, BA B 5 iz Eiae i &
F) (1) Bz EE 2 TR FeRn 261820 23 8040 M i) BT ik vl S bR & 0 i i,
Xof BB RS, B an, J@ ok NMR sl H A By A T vk .

[0457] X T2 Witk Begem F R brac i SE A B R0 U PR A e e P T In L e PP
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LCH ORI RN, SRR H W a5 S R AN BT, AR PEAR AL, WA I TR
ST E A3 (“PET”) 43468 G-I A 1E H 7~ R 5 RIS, 31, A 2 RO il s e 22, A 364
WA SR TR g o ] A FH R EE B AR ST SRS A, B An R R R R S RN A B )
[FIfr 2% Al A ORI HUAAE FH P imbn i 0, 58 T I80R PEFR G IUIA I HOR 2
Il Wensel Fll Meares, 1983, Radioimmunoimaging and Radioimmunotherapy ( B 1 % %%
AR M eI 7 v ) s Elsevier, New York i1 D. Colcher %8, 1986, Meth. Enzymol. 121 ;
802816,

[0458]  JHCSRMERRIC BT ] TARSMS WA o R 25 b i BT ) b s M AO T
3 W, RO AR I R, R BT, DL AZAR id A2 a3 A BRI

[0450] A FHCS M R A2 28 ( BEQn HCCHLPS VTV PPU ) ARiC 2 KR BT B A
B0, bR (920 BRAE S 4, 302, 438 S E TR F A . ML FR I RS BRId 10
R, 0, il T R e FE BUR I D R, R T, B 40, Goding, J. W, (Monoclonal
antibodies :principles and practice :production and application of monoclonal
antibodies in cell biology,biochemistry,and immunology ( BT [EHUAA ¢ BEAN ST
i < BR v BT B A R 40 L AR ) 5 A A e R S A A T ) 2B 2 Wi . London ;
Orlando :Academic Press,1986. %% 124126 7 ) UL K H 5| K& % Chk. itk £
ik CHe oAk ) i Hl 1) 25 BB 4E Hunter 1 Greenwood, 1962, Nature 144 :945, David
28,1974, Biochemistry 13:10141021, fl %8 3,867,517 5 148 4,376, 110 5 £ H &
A fiA . H TG R ARG e SRR LV L In AT e, Ak B AA
) 2 B 4F Greenwood, F. %§&,1963, Biochem. J. 89 :114 123 ;Marchalonis, J., 1969,
Biochem. J. 113 :299305 ; F1 Morrison, M. 2%,1971, Immunochemistry 289 297 1 i
Ko "Te brid 05 B 4% Rhodes, B. Z57F Burchiel, S. %5 ( 4%%E ) Tumor Imaging :The
Radioimmunochemical Detection of Cancer ( I8 4% « Je iF 1) SR 14 S0 S Ak 24 4
), New York :Masson 111 123(1982) UL AH A 5| HI % Tk HiA, &M
n bR ] PUAK G 5 BRAE Hnatowich, D. J. %,1983, J. Immunol. Methods, 65 :147 157,
Hnatowich, D. %&,1984, J. Applied Radiation, 35 :554557, f1 Buckley, R. G. &, 1984,
F.E.B.S. 166 :202204 Hifiik .

[0460] X T JBU PR A i I BL AR, BRI T 85, s@ A T B Hoi ORI i 1 48
L, R4S AN BOA, e I an v AEMLECR S5 W2 B R RO P =134, TR W
e “ mef%” . 2 W5, A. R. Bradwell 2%, “Developments in Antibody Imaging ( Piik
AR R FE ) 7, Monoclonal Antibodies for Cancer Detection and Therapy ( H TJ&iE
KAV B sa e hiiA ) , R W. Baldwin 2%, (4545 ) , %5 6585 T (Academic Press 1985) .
Sy A, RIAE HIAE B A SRl 1) B R 4T 48 A (transaxial tomography scanner) , EE AT T
Brookhaven [B 5 S50 5 (4852 1) Pet VI, HoAst MEAR I R G EHF (40, "C.°F. 0,
FIEN) .

[0461]  MRI i& R3], MEILARMAG MRD) A0 H NMR 405 1K 529697 & I N BB Ak w4k, JF
A TR iz W /Arﬁ?* MRT AT FH AN 55 BI85 Tt 7R ER AL S 400 1 ph iy >k BH 2 1 7
fbo —HEMRT BOR CUFE BP-A-0 502 814 Hris 4. — kil 5ARENES T A5+ 15t BRI
()55 20 T A T2 AR ZE el T A S o SR, IR B8 22 S m] BEAS & USRI LA 11 51 40
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R A

[0462] a4l P4 A [ 201 22 e nl il i s s o . P IRE 50) 0 SE AL FR1F 2 E )

Wiihg ) (3= B0 T1) Rk SO ML) (322004 T2 )RV ) o Rl AE A E G50 (4504,
EDTA.DTPA Fl NTA 650 ) B (Rt ) —2emipgy i (Flan, Fe® Mn™.6d"™) . 3L
A5 AT R Aok T 2, 40 4n, B4R/ T 10mm 2 K2 10nM) o S0RE ] HA Bt Bkl sl i
W o ok AL RS, 1, Gk (Fe,0,) «—Fe,0,  BRAEAA S i 70 2 i A REVET L &4
R ORE AT LR < B B B ARG T — R a2 B RETE AR . AERETE D O] LR A
FRELRAR R AW (L anBE IR RE 1 20 RDRS e FR R G

[0463] AT FHALE NMR VG PER °F JR o838 76 LU BREE 9 I 2 A BTk IR 1 19 F s 2k
FRICH FeRn- g5 G900k : (1) K& EATA FFRRFEE FHRIR 73428 °F [N %R, JF B,

P A AL AL S 3 0 NMR W5 1 5 (11D VF 2402505 TR I 3R AL B ) b a0 =3 S TR I
Al DR MR i 5 3R1F s 3 . (11) 2 R &9 Cal R I T fE BT B3z i
T ARG A e R kAR 402 A AR i a . AEgeid ik i TR 35 8 LU, 480
Pykett, 1982, Sci. Am. 246 :7888 1 T ik (11 & HEAT 42 5 MR LR} FeRn KA H AT 5E 47
M o

[0464]  ANFFHUIAFEZ S T FeRn B A H T2 Wi Ui B 45 0 Rk i 25 &, i,

{1 FeRn— &5 &P si L Hi R 456 f BEULAE AR SMG I FeRn, 451 41, 7E4E 50 040, ok B &
A B & ez e 1R E AR ) 8 i, SR, B, N 2T A R . A&
AL HE 22 D — R AR AT, B anbr il B A 2 Weanl . T P A A I AR mT B ) A
ZiAHEY)

[0465] LR S5 ik — 25 Ut W AR A B, SLAEAT AT 00 R B AN AR Ry gk — B BR ). 53
FAHIEI I HIA 2% GRS (BFECEESE e £ R 2 240 1
LM HE HEAE G B E R g ) X BRI 5 | I el A BL B BT s I
T

[0466]  SIjifsl

[0467]  SEJiEfs) 1 :55[% FeRn. FcRn—GPT i1 B M

[0468]  FH T-iX &b Sififsl (14 K FcRn  cDNA M AR AIAE Simister SE# 2 (A7 22400k
2%, Waltham MA) 1% pcDNA6 (Invitrogen, Carlsbad, CA) VE & Fikiz A (FcRn :pcDNA6) #4)
XS A A Y B 2m cDNA A2 K S W) 4E Blumberg SE46 % (M4l < %2t , Boston,
MA) ¥ [ pcDNA3 (Invitrogen) 1ER FukiZ A (B 2M :pcDNA3) #47%E

[o469] MR HE A= 7 B 1 Ui BT, B B RE % 4L 1F N\ One Shot TOP10 4k % % 52 K W AT B
(Invitrogen, Carlsbad, CA) . MBEEANTFHEAL AR P HREL A B 7K Eﬂ'@] 500-1000m1 HJ LB
B RN IEIRG P I G 5. A Maxi Prep I & (Qiagen, Valencia, CA) ¥4 itk
DNA X 2835 F2 ) TP 4fiAl, o {8 H Nhe 1 Xbal 5] peDNA6— 424 hFeRn JFUR AL 14 o A7 Hind
IT1 1 Xba 1 Bf1] pCDNA3. 1- B 2-M Fukifb) i 44 141 FH Nhel 1 Xbal f§1J) pCDNA6-hFcRn—GP1
FURLR AR . KB DI WIAE 1 % BENRBE IS A DU RS Ay BO KD 2 IEfA . 2K
FcRn F1 GPT-FcRn [ IEHA R /N2 K KL 1kbe A B 2M (K EEKA R 0. 4kbo AEFEATHLIA N
TSR 22 A1, B 5Ok DNA (4mg/ml 5 LB ) 4EJGTE DPBS (Invitrogen, Carlsbad, CA) LR
2l 2mg/ml .
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[0470]  Sjitifsl] 2 A FH4mAS FeRn fR1)BURL DNA 40 3% /) B

[0471]  FEFEAT UKL DNA VRS 2 8/ 5 K, A8 100w 1 f 10mM LR 2% (Calbiochem, San
Diego) ¥ Balb/c /NRIFAT AL . FE FRAFEH T35k 20E RN IR 240 (F)
W, B S ) A 55 3 S DX 3, p G B 5 21 JTUR G A 1) 2 1 R I (PR B

[0472] K EBT 500 1 PBS (¥ 100 u g B GPI-hFcRn JFUk 4 E A3 565 30 /)N B B Aip
Wlo {8/ hFcRn F1 B M 20L& e /D RS2 T AE 251 1 PBS 12 50 1 g ¥ hFeRn JFURLFIAE
2511 PBS W1 50 1 g (1) B M BRI E . BrA MNLIA P S 7R R L% (50mg/kg,
PR PG ) BREUIZER (100mg/kg) / R ZKHERE (10mg/kg) RGBS F AT . 7E5 — IR
JE FER 21 RANES 42 K, AF FHFNEE — URyE S BT FH B RIARE R 30 A 0 5, B hEeRn JTURL P IK
TSR BN AT G A

[0473]  ICTEWIGA e LG I ER 76 RAFH AT X I B4 hFeRn (shFcRn, 100 1 g/ 7N,
JEIEEN ) X/ BT Sz o B i, 7ERIGA %)% LAJS 2R 56 F1 94 KR i R # ik HH I A5
2 30 2 50 1 1 M5 ARG UTLL T SLtids) 3 vh P R My i R 2 A o b4, TERG 2 AT
ZEE 129130 F1 131 KA H B4 shFeRn (50 1 g/ /ML) 45 T4 182 S/hRUERIKAN (IV)
PENNSE. TE5E 132 K, WU R SEREf) 4 th i, F ok B 28 182 5/ B LI 41 i 55 NS-1 8%
SP2/0 ‘BG4 M (ATCC, Manassas, VA) Flif. HIXIUEEG A BCORZT 35 9T — A FeRn R
Sk mAB ZXAT IR R .

[0474]  EHWIAE SRS 05 276,277 1 278 K, f# ] 50 1 g FE4] shFcRn X155 187 5/ il ik
— DT IV BNk 7E58 279 R, WiLA R Sl 4 th iR, ok 5 A 187 SR IR
YH 5 SP2/0 B EER A Al & . KT RA I 10%7E+— 96 FLAR P IEAT PAR B 7R . &
T 90 % [MFA AT THAE T o ARG FR I RLG Th AR R T 40 W R hFcRn [ mAB [#] 35
MR, RIEERTRDETRK 2,

[0475] 3R 2 ARJESLE T &

[0476]
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S EIENEHELIERERERE G R R I NER
#  |RIR [® [21|4 |56 94’ [129:13 132 | 276-278 | 279 -
' 1% | R IR |R R|1 RIR |JR#8T IR

H ' N el y #182 ;.#182 o | #187
A 5 || ARE | & (R (B H|FX |® R \BE
FL-FcR BE % |9 |— |sHFcRn | = |4€ H
n-DNA KR | an |k | #4T IP | %k | shFcR
3ol M | M| fm |n #
¥ | & BT IV
b m| e &
® W | I
A S |DE|AE R (& (L |FE A|@ B | ae
FL-FcR BE & | & | | sHFcRn | & F
n DNA b o g || AT TP W shFcRn
+ A B molE R | REm| R AT IV
2M 35 G 7 1
DNA bR
A S || AE & (& || AL
GPI-Fc = =B ¥% | sHFcRn | &
Rn kb ot || E#IT P
DNA wmo | R | REM| R
]
A 5 |l eE |4 |4 |MiE AW
GPI-Fc BEE & |5 | | sHECRn | &
Rn+ A 4hEE pnopam | W | EAT P | W)
B 2M wo| | || RN
DNA i)
JTDNA |5 | DBE il A
BE i1 i}
b3 b b
R R

[0477] St 3 </ BRLVE P R BUAA S0

[0478]  {fi [ ELISA Yl & /s UM IE F (15T —hFeRn FIHT — B M R4t A8 75 ELISA f0.4% 22
M (Sigma, St. Louis, MO) H1#) 21 g/ml HJ#PE hFcRn 8¢ h B M(Sigma, St. Louis, MO) #
ELISA “PAR L4 o ¥5 PARAE 37TCHFE 1 /NI, {# ] PBS+0. 05% rhill (PBST) PEARPHIK. 7
STCATHIE 1% WX (fish gelatin) ff) PBS ¥-FARFHIT. A H PBST PEAR M K. AR
MR E) AR LE (T PBS o) (100w 1/ 4L) JFAE 37°CHEE 2 /hrt. {FH PBST BEMR 5 K.
Wi 11 240/ B TeG-HRP (Pierce, Rockford, IL) BA 1 3 10, 000 [KIFRBE A, fE 0005 5
L/ o Af ] PBST $EAR 5 Ko 7R PAR I PY AR ALK 2R % (TMB) ¥ (KPL, Gaithersburg,
MD) BT . 7E 5 rE0E 1 H IUEE U B EB R ROV 1. TEREFR Y (microplate
reader,Bio—rad,Hercules,CA) ' 450nM Fitht . 7626 56 FAGMATAE /DR AEME (K1),
TEA 94 RFF UK M5 5 hFeRn [ A1/ B 0035 3500 B T 2.

[0479]  SEJEH 4 FRACTERL &

[0480]  REFHER 182 ‘ToRIEE 187 ‘T /) AT 2 AT Ml G o F 9y L/ BRUR SRR, IR adl i
¥ R FHET BRI AR J5 S 52 A8 10m1 [ DMEM 5 5%3% (Invitrogen, Carlsbad, CA) Bl %
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JOR P &40 AL ) B 20 BV VR o B IR L E 500g 500 5 70T e K R 40 Bl ZF 2ml  ACK 244
2R (8. 29g NH,C1, 1g KHCO,, 37. 2mg Na,EDTA, H,0 33 H& AR 1 T, pH7. 2-7. 4) hiE
AR EK . B AMIAEVK EYEE 5 73 Bh. ATH] DMEM 5 ACK 2 iy Ab PR IKI 40 JiiE % 3 1K
HI 5 182 5/ A 2 A R 40 B 8 50 216 X 10%, R —2F- 41 fil5 70 X 10°SP2/0 “H & /8 41
Hafh & IE8 5 —2F 5 27X 10°NS-1 41 it & .

[0481]  AE# Current Protocol of Immunology ( BRARGEEZASLE ) 28 2. 5 B0, Wayne
M. Yokoyama, i :John Wiley and Son Inc. HLFRFTREI 7 iEBEAT #182 G . ¥
SP2/0 Fili-& 40 Mo AE 314ml 1) HAT 35 78 58 h A B JF#E Fh 21 16. 5 A4l b (96 FL#K, 0. 2m1/
fL) o ¥ NS-1 Bl-& 40 e 216ml HAT 357838 P RORE FRERP 21 11 APk | (96 LA 0. 2m1/
fL) o

[0482]  1F #187 gh&H, fd =k B “Monoclonal Antibodies ( BRTEEHIIA ) 7, J. H. Peters
1 H. Baumgarten 9w %8, I Springer—Verlag H f, 1992, 25 149-156 T [ SZ 56 77 =8
2X 10°R A4 e 55 8 X 10 "SP2/0 B i /83 41 fu fi 75

[0483] Rl A HIZE 2.3.4.5.7.9 K, 8 ALFTBF Y HAT J5 R 80— HAT By JRdk. ml&
Ja— 20 F B BHPE AL (B0 T B R AR KR IR S ) W IN 2SI A i i 75
2| 24 FLIEEFRPAR . fERELE S0 2 B2, AT AL B 58 s IR 2 1 HAT R 9 SR 97 24 A0 J 4
Mo RS 16 K, gl o #% 245 HAT [#) CDMEM 7.

[0484] 3% 57 FEAR v i LN, 3R AD B I B 3E IR A S tife) 3 A Tk 48 ELTSA i ik
Pt —hFeRn 3G PE. SAL0fILE T 384 A2k B SP2/0-#182 AL 40 Mo it & (22 AC 8 &R AL
%7 60 MK B NS-1-#182 JBE 48 L fil & K24 AC & . SP2/0 Fh& i) 31 MR Higid i
—hFcRn Je 3 14 ELTSA il g6 4 FH o NS—1 @A 1 8 24 A8 8 R I _EiE 5T —hFeRn [ WY
PE ELTSA R 56 4 FHPE o 28 o BRG0P B R Bt 16 Nk B #182 fili & K 24 AT I8 & vo [ HAE
AR PR 3 AN AT B — DR AE

[0485]  SJitifh] 5 « 4 AT IR Bu b

[o486] 7% AT J8F o [ B g% AL ) 4% W1 R :12.5ml HEPES 2% i ¥ % W (100X /1M)
(Invitrogen, Carlsbad, CA),5ml A HiEE4H (100X /100mM) (Invitrogen, Carlsbhad, CA),
5ml T / BiEE (100X /10, 000 #.47 ) (Invitrogen, Carlsbad, CA) , 5ml JEA T4 FE R
(100X /100mM) (Invitrogen,Carlsbad,CA),5ml L-A2 BElZ (100X /200mM) (Invitrogen,
Carlsbad,CA),0.5ml 2-3%3k ZEE (1000X /5. 5X 10°M) (Invitrogen,Carlsbad,CA), 100ml
FBS ( 224 98 2E K 70 #% ) (Cambrex, East Rutherford, NJ), 3% 50ml Z%4Z 9% ve I Al 1
(ICN, Trvine, CA) AR 317ml /= %524 DMEM (Invitrogen, Carlsbad, CA) . ¥E57E5EE
i 0. 22 wm i yERE BEHAE 4 CIRIT

[0487]  va [ AT R, 487 FH 242098 wo 1 9 S 4 cDMEM 35 9725k o w24 K, 487 F DMEMVE U
A RFEXT AT A B BB LL 1 X 10°-1 X 10%/m] (IAS[RIHC B B B AE se B B R 2t b #
3000300 £ 100 4442 2 20ml sl R FREE ISR 150 D4IHL /ml, 15 M40 /ml 2§ 3
A /ml FREE. RN R] 3 DAFR (RN IR E— 1R ) 96 FLAR .
ALK A EN 0. 2ml o FPARAE 37°C,10% COMFE 1-2 JEFERT B L2, 76 FH 7%
FLi /DA Pk 20-30 A IR R R 24 FLAR P . I AN s 3 P ATIA BT —FeRn
ELTSA K £ 35 X ml ¥ 1t FeRn B [ A o
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[0488]  SLififs] 6 A% ] FcRn 5 51 mAB b 35 1 40 A 5 G P RS v
[0489]  A. f# [ Alexa—Fluor—488 bric Synagis®

[0490] MR AE 7 B BRI 5296 5 AT Alexa Fluor 488 B EFRICIRF A (Molecular
Probes/Invitrogen, Carlsbad, CA) ¥r id Synagis® ( N ¥ 4k 1gGl, Medlmmune,

Gaithersburg,MD) . faj S, ¥ 50 u 1 (K] IM BREZZU4N, pHI. 0 I\ 500 1 1 £F PBS 1] 2mg/
ml TgG W SRFH I E W INA Alexa Fluor 488 BEFAWEW Els (F¥AR) HIHAES
WIFE L/ AFHEGRIE A 74 Bio—Rad BioGel P-30Fine MAFHHEFHZEALM /G )
AR HEH v R B 2idb o R RO AR A PBS BEI . SRR B EMEE T
FRACHIER A IS Ve K 1e6 78 A280 F11 A494 HIWR O i E bR IO AR . [FHLL R A

KA A EIRIRAE -
[0491]
M) = _[Aggo— (Agax0.11) x FHEEHF]
203,000
[0492]  5i4b, H T-HES & AR /R B 1 I Gk AR B A 008
[0493]
M) = Ase X BBEET

71,000 x BHRE
[0494] I, BEEE/R 1gG FBNT 4 B 7 FE/RAY Alexa—Fluor 488.
[0495]  B. fiHH FcRn ¢ 5t I8 I 40 B 5 445 2
[0496] K& hFcRn I B M K] 293C11 4 i #i FH T 7EA% FH 2R ic i) TGl 155 4 A5 il
EHIIA FeRn mAB BiG . f#EH PBS ¥ ¥k 300, 000 4~ 293C11 41 fu I 7F & s & 0oL LA
2500RPM B0 5 7 BPE B RUTIE o FF A RUTIE R4 L 7E 100-200 1 1 2K B 427 FeRn 5 57
P mAB () SeRE ) FiE TR EEIAEUK EIFE 60-90 b FHSE G (PBS pH6. 010mM
EDTA) VELE4H BN X o S 4 MIAE 100 1w 1 &5G Sy rh F A R AL 1 i U B A ) &
(Molecular Probes,Eugene,OR) |45 Alexa fluor 488 Molecular Probes,Eugene,OR) Fr
O hTIgGl FHEMMABEARE T (100nM, 0. 6-1. 51 1) o E4IHRAEVK DR 40 4340, fHH
A SO BIE TEAE M — R IR TGS 40 i 3 1k 4s (FACS) ¥ A EXPO. 32 #ff (Beckman
Coulter, Inc. , Miami, FL) AT 47, P9 45 R LA O (TMFD) BRI,
[0497] K 3 #i%e T 182 Bl A NfF 4 . WIRATIE (&7 Alexa Fluor 488 MAF 7%
4 5)) [ TMFL & T & 35457 mAB _BiE ) RIE R TMRL, IR T .
[0498]  XTHEAE [ TMFI- &8 S F B I TMFT/ X B 1 TMFT,
[0499] 4IRS HEAE 1Y TMFT AR T3 A 524 R4 1Y TMFT, W] hTgGl 5 FeRn SRIA4N A 45
GA PTG, ZIEER IR
[0500] &3 55 4 FUMAR IR TMRT— X FRAF 1) TMFT/ S BB 28 () TMF T,
[0501] &4 54 T 187 @A AT 45 S . TMFT FIvH 8 R 78 11438 X 1 40 50 43 e LLIZ X 11
Y5t — SR RR AR FiETA 11 IH4id Alexa fluor 188 Fric )
IgGl 5 293C11 st &, 1 4 4y g sRZe it Alexa fluor 188 BRict Y IgGl 5 293C11 45
A (B 48) o B AEI SRR A 3 4y iG] 1eGL 5 293C11 40ffu 4 &, 1 5 fr LG
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sR4EE (K 4B) .

[0502]  Sjifsl] 7 «Ad FH 44k FeRn e 5t mAB 1140 Jf 355 4 ke v

[0503] K iA& hFeRn FLA B MK 293C11 Hdl FH T 7EAT F 2 6hnic i TeGL [ e G krilli o
A FeRn mAB i . ATH 456 26M % (PBS pH6. 0, 10mM EDTA) JEVE4E M — R IF/E & &
LU B 1800RPM B /0o T J 7 RUTTE » 45 40 M 5 23 BB R B 00 b (1-3x10°/ 90 /ml &5
GO ) o K 4H BRI B 0L LA 2500RPM T B IRITTEE A Bh . HhE i 4 40 i
FORUTIESE 100 0 1 5GP ER . VAFEIRE LML FeRn 55 55 7E mAB. BRI
100nM ( 2% E ) 1Y) Alexa fluor 488 (Molecular Probes, Eugene, OR) bric i) 1gG. 7E
ACHFEHREN, 40 53 Bh o FEHE S AT 45 & 22 P EE vE— IR I E B T 45 5 2 1P T FACS 4
#r (Beckman Coulter, Inc. ,Miami,FL) o fEHEATHE ST BIAF FH 454 2% 101 FACS P4 .
SE DL AR89 6 T AR R . TMRT AR T 1 X AR & 20 b XX RT3
WKo GFLHI mAB 3B3. 11, mAB 4B4. 12, mAB31. 1 M mAB 4. 13 &&MH TGl 5 293C11
M g4 (K5 .

[0504]  SEjiiAA] 8 AT H H ve FEHUAR I 4E R 1T FeRn B4

[0505] @i FACS i mAB A5l FeRn IER IR IE . XK WUSET 4E4E i ( 25 KB FeRn/
KB B M) .293C11 409 (%iL hFcRn/ A B M) \3T3FcRn 40 ( £ iA K FeRn/ K, B M) Fl%%
T Galid sk FeRN/ B M [¥) pCDNAG JFCRE 1) COS 41 fiEAT T HF5T . 5 Ak 28Y B o LK o4 41 i
AL -3 X 10°ANGH M A RUTTE » 77 35 K 40 Mo 3 B T 78 s AR 100w 1 [ PBS/1%
FMEBAEE (pH7.4) T H) 1u g {fH Alexa 488 Molecular Probes, Eugene, OR) Frict i)
mAB. ARG R Ui F H Alexa Fluor B2 Abricid##& Molecular Probes, Eugene,
OR) K44k ) FcRn %554 mAB FH Alexa Fluor 488 (Molecular Probes, Eugene, OR) st
PRI EEMAEUK LI TE 45 28R 548 PBS/1% ZF IS A& 1 (pHT. 2) #EPE—IR. i
A Beckman Coulter, Inc. FACS (Beckman Coulter, Inc.,Miami FL) #E4T FACS 73#7. Fifs
CERANE 6.7 f 8 T R, 6 S n mAB 3B3. 11.31. 1.4. 13.4B. 12 1 15B6. 1 34 iH 51 ¢
293C11 4H fu K KA hFcRn. & 7 @78 mAB 4. 13 Fil 4B4. 12 HiRHI{E % % KBl FeRn /)
1 2 1] 26 15 K B, FeRn 1 mAB 3B3. 11 1 31. 1 N5 K FeRn B X W, &l 8 &7 mAB
3B3. 11.4B4. 12 A1 4. 13 (RAITE/N R 3T3 4 B 40 Mo 3% 171 22 1A 1 5 FeRn, 1M 15B6. 1 11 31. 1
AR X

[0506]  SEJiiAA] 9 2%l AT IR 4 AR P 0 B

[0507]  BEFEk B /N R 187 RIZUAT IR HEAT W50 5 o HEFE 44098 6A4.6A1.5A4,7D2.,4B4,3C5.
3B3.10B4.1C1FI1 11A5 AT W v i o I BRI PEAR RS AT W be i o 3B5 Zf 73 ¥bHt —h B 2M
ik IR T 20 3 30 SV 50 B FF 48 A ELTSA Qs s 3 Brik s x5 721y g .
KB 2-10 DMHME TR ZZYY RER) T150 B8 (AT 4 NEFR) » kRt
350-400m1 & H T mAB Al . AN v 1) mAB ™ BV [H AE 3-20mg 2 [A]. WIsLjtids) 7 o fr
RAE R 293C11 5& A PEAS YA A I 26 4L mAB X FeRn (FJFHIT. M 1000nM ¥ mAb %5 36 B¢ 42
16nM A F5e - MAS I . H 187 M e AN 182 wofE T3 4 SR 45 T3k 3.

[0508] 3K 3. >k H #182 Fl-AH #187 FliG I mAB [FRAE

[0509]
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R ELISA FH BT K W | IeG RIFRE | FEBT
(shFcRn) (L) % | 58 (&hfk)
i % I
#182 B&
4.13 + >50 1gG1 90
15B6.1 ++ >50 IgG2a
14C5.3 + >40 1gG2a
31.1 + >40 IeG1 93
3C6.2 + >35 1e(G2a 74
#187 B4
3B3.11 + >60 IeG1 92
3B3.16 ++ >60 IgGl 73
3B3.21 ++++ >60 I1gG1 84
3B3.35 ++ >60 IgG1 86
6A4.1 + >40 IeG1 42
6A4.4 + >40 IeG1 52
6A4.16 + >40 1sG1 65
6A4.17 + >40 I1gG1 42
6A1.12 + 21 1gG1 IgG2a 35
6A1.13 + 25 IeG2a 39
6A1.29 + 33 1gG2a 81
3B5.2 (@B2m) +4+ 71 12G2a 90
3B5.4(@B2m) 4t 79 J1gG2a 52
3B5.5(@B2m) 4+ 63 1gG2a
3B5.9(@B2m) +++ 71 1gG2a 80
7D2.13 + 49 1eG1 IgG2a 11
7D2.21 ++ 43
7D2.22 + 49 1gGl1 1gG2a 43

[0510]
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7D2.27 + 46 - IgG1 52
5A4.9 + 57

5A4.10 + 49 I1gG1 63
SA4.25 + 54 1gG1 31
5A4.27 + 51 39
5A4.38 + 43 15
5A4.39 + 49 20
5A4.40 + 53 30
SA4.41 + 66 35
5A4.42 + 72

4B4.1 ++ 70 1sG2a

4B4.2 ++ 66 1gG2a 69
4B4.12 ++ 70 IgG2a 71
4B4.13 ++ 66 1eG2a 60
3C5.10 + 30

3C5.11 + 40

3C5.14 + 40

3C5.16 + 33

10B4.5 +++ 23 54
10B4.9 ++ 23 31
1C1.7 +++ 32 IgGl 23
1C1.22 +++ 27 1gG1 61
1C1.23 +++ 32 1gG1 27
1C1.25 H+ 32 IgGl 38
11AS5.5 ++ 49 1gGl 13
11A5.9 + 43

11A5.11 + 45

11A5.12 + 51 IeG1/1gG2a 76

[0511]  SEHE% 10 :FcRn A48 M P Yt

[0512]  Af ALK FeRn 55 5 PE 5 so BT (mAB) WF5T THP-1 0L ( N iz 4% ) A
Caco—2 4l Jiil ( N fz b Re 4 3R ) ) FeRn 4L 9 44 5. K 300, 000 441 i / & THP-1
ok Caco—2 40 MU B2 4 FR UL vE FH 48 250 1 1 () BD Cytofix/Cytoperm(BD Biosciences
Pharmingen, San Diego, CA) 1 E &, 1/ Iml BD Perm/ & ¥t % ¥ (BD Biosciences
Pharmingen, San Diego, CA) & Ut 40 L Wy IR JF T [FIAF ¥ ¥ h & ¥4 Alexa fluor
488 (Molecular Probes, Eugene, OR) #xicl ¥l mAB (1 1 g/ & ) WA IF¥ 40 i AE UK |
% B 45 4r%h. ] BD Perm/ JEVEH W (BD Biosciences Pharmingen,San Diego,CA) 5
DA NP R IT T PBS/1 % - Il FI &R P B & A FACS (Beckman Coulter, Inc. , Miami
FL) 28T 4f. 25 R anp 9 Al 10 frs, 45 B& W] mAB 3B3. 11.31. 1.4B4. 12 F1 15B6. 1 44
MG 2 T2 THP-1 410 b 0L FoRn ( P8 9) , T 4. 13mAB WIARRE . 75 Caco-2 4LEf
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EAHL SR (B 10) .

[0513]  SEjffs) 11 A8 FHPT —FcRn mAB X /)N 5 IR A 400 O 0547 40 ff Ay 2 i e €2

[0514]  uff FH B 145 440 M A /S B BT A 80 o o 40 e A R R B T ACK R 2 P
(8.29g NH,C1, 1g KHCO,, 37. 2mg Na,EDTA, H,0 BIik e ZAKF 1 T, pHT7. 2-7. 4) HIHAEZER T
W E 540480, {4 H DMEM/5% FBS (Invitrogen, Carlsbad, CA) VEVEL ML =¥k ¥ 1 X 10°4~4H
P28 BB O b AR & Y B 0L FORUTTE » W SEAE] 10 0 BT ik idEAT 48 B P
R EFE TR . A MAES 20w g/ml /N IR ARG B BUARIFTE VELE Ml (PBS/1%
BSA) W EIFEUK EIFE 20 430 gl i A R UTE, FREA R A Lu g/ml [RI AR
KR PR 100 1w 1 VEVEZZ M ) Alexa 488 Molecular Probes, Eugene, OR) Frici i
mAB (1 v g/ ) o B UAEVK EIRE 40 43 BhHAE ANE BE S BB BE IR o 48 ] EXPO. 32 # 1
HUR 10 BG4I / SRz an i s S 4 e . ik R #E AT I EUE (forward scatter)
MRSFHUN (size scatter) XTEWEANML / Az A Mo ( BHAG R R ST Rk L B R A 44 )
AL A BT M. A8 FACS Beckman Coulter, Inc. , Miami FL) %740 R3E4T 4 7o
SERE 11 PR, 85 R mAB 4B4. 12 7R HX B AT 40 B rh 1 R 40 R = v 4 e, /
AR A0 3 ARSI 21 7 48 T TR 8 M PN 1R/ Bl FeRn

[0515]  SEjitifs] 12 :$1 —FcRn mAb 4B4. 12 X HufE 2 I (1) 5% 0

[0516] A 501 158 R IRAEFN SINEERA 1 ¢ LIREWFLIREE 6-8 K MEE Balb/
¢ /N ERIRPE o 55 O AL WM P 6T /) B T v 5 e — IR IFAE S 10 AT 100 u g BNVE £
H /N REEAT e i . 18 BRI PN S X FeRn e () 4B4. 12mAB B[R RP YA RE (1813
ATCC1813) itk (Img/ml ¥ T PBS/ /ML) B PBS b /MR 7RSS -1 RHE 0 RV 1K,
MICLJE B RERG — RUAT A B A5 9 FORE/IN BUEUMAST B LB AL W AR SR 16 RAVZ 22 SR
P SRALIG e K M B S o SE30 7 R N 4 friagh.

[0517] R 4 KbFESLK 7%

[0518]
T L3 S
21K | BOR [ %k | Bm— | 2+9 | B+10 [H+16K
[0519]
IP SC : X R R

1 4B4.12 | 4B4.12.| OVA+CFA | 4B4.12 | 4B4.12 | Hhin OVA ol
2 1813 1813 | OVA+CFA 1813 1813 N OVA gl
3 PBS PBS OVA+CFA PBS PBS L OVA (Rl
[0520]  SREUPRAEAD G| LMK L 45 HAE /T R ERREE . B 12 th R g R R H 5 A4
HEAHLEL, 280 4B4. 12mAB ALIE K1 /)N BT B AN 5 1o (B ) K L &5 IR = Y PEAIC.

[0521] s /H] ELTSA I & 5P7E d A PuiRs . 0/ 10 u g/m Y5 5 4 ELTSA ~F 4
F PBS/1% BSA BHWr. i€ i M5 (75 PBS/1% BSA LA 1 EE 50 FH4h, AR5 2 5%
2 20 g/ml) FFRAEDEL Tg61 (/N mAB T -OVA) IR N IFAE 3STCHFE 2 /M. A
UWZEPT — 7 TG HRP (Pierce, Rockford, IL) JE¥-FAIFE 30 2340, N TMB y&#% (KPL,
Gaithersburg,MD) JF 5. 1 HEEARIAE 450nM M & 6258 (Bio—rad,Hercules, CA) . 4k
R 13 PR, 45 B E 0 4b4. 12mAB &2 PRARHL — BIVE &% 1 IR I U B o
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[0522]  SZjifs) 13 :CD1 /MR 4B4. 12 % Synagis FI2 AR 5200

[0523] X} CD1/pf (n =4) (Charles River Laboratories) {# Synagis 1mg/kg #E4T)E
BN o 72 /NI S, IR PN S 4B4. 12, MIgG1 8% PBS (20mg/kg) o 4.6 F1 10 K JfiF, FREL/
R UM FFA A ELISA #5€ Synagis W& . 4] ELISA 4522 P (Sigma) HRAE N 101 g/
ml 5L — A 1gG (FAB”) . fitA%K ELTISA ~FHAE 37°CHL4% 1 /hicke A PBST VEBEMIIR LA, i
FI PBS/2% BSA ¥~V AL 37 CBHIT | /NI o PRURIESE S ¥ MIEFE A EL 1 EE 50 R TH R M
R — M AR (Lo0w 1/ 4L ) o B FARTE 37TCHEE 2 /. F PBST e =
RELJG, FEPACR I 2681 — A TeG Fe (1) HRP JEA Y AE =W T & 40 7390 ] PBST
TEVEIU IR LG, 26 PAR P NN TMB JEA (KPL) FEEEIR T E 5 708k {FH £ b3 (KPL)
RO RN EHAEREFR Molecular Devices) TR

[0524] % 4 K& an Kl 14 Prow, g5 R K 0 5 5 B 7k MIgG2a 85 PBS AH tt, mAb
4B4. 12mAB }45% | Synagis WA =AM ALEEA K 10 RN Synagis WU 15
N, SRR 5 MIgG2a BY PBS AHLLAZI, mAb 4B4. 12 HE 4 RFIZE 10 K—B{HuIE5E T
Synagis {73 fi#ACHS -

[0525]  SEjififsl] 14 K AR mAB 4B4. 12 X (9 5 s M Va7 Rk b

[0526]  SE 4G T B B f % P, FEE LG ) (BAMG) , AT 78 K W A I8 i Bk Bh B
BT —AchRmAB35 i & (Socrates 2% Journal of Neuroimmunology. 15 :185-194(1987)) . 7E
EAMG K B X6 5 K B FeRn A2 SOOI B v FE LA 4B4. 12 52 i IRAS IR R ) 12547
IRGRGE

[0527] AT 4-5 JIKIIMERE Lewis KB (75-100g) o %K RIFAT TIE B HFR. 755
RIFIRHT 24 7N, 35 590 R B R R J 24 /NI JIE 6 R v S it FH o e e i . £
W R R, B SE I R N 45 T FeRn BH BT mAB BlC% B8 mAB 4R S5 7E 2 /NI i IR PN v 55
mAB35. VEHTE A Iml. LR T =41 (6 KR /41) KR 53— 4148 mAB4B4. 12 &b
B, B T AAE A 1813 (XTI mAB) Kb, B =2 FH PBS Ab3H. RPN G I 48 /NI, WERE
JUREERE 100 1 1 1375 F T30 & mAB35 R/ R mAB. SE36 5 R &5 T3£ 5 .

[0528] 3K 5 ALFHSLE TR

[0529]
- AbzR B &
B 1K EOXR F SN FEVBN
4B4.12 40mg/kg
P
4B4.12 1P, BEJE 4B4.12 P
! (2h JE)mAB3SIP | 40mg/kg IP B 2RAR 1
-
4.98mg/ml
1813 40mg/kg IP
1813 1P, BEJS (2h | 1813 40mg/kg p
2 1552 H - ) mAB3S IP IP AR M ZR AR M3
4.67mg/ml
PBS,BE/F(2h /&) PR
5 PBS AB3S IP PBS HY L 3R 48 ML

[0530] i ACTRIA T 12 A/ R REROM A K BRI R I P . AR HT T BA R g 72 R 4 <0
G, TREAR 5 (1) 954805 B 55 AU g 5 (2) — MR RE 99 » PRI B, AR5 FRARG, et 5 (3)
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in P

FEE MRS, WAL s LU (4) JETC. SKER T

eSS

TR 5. Priggi Rk 6 fE 16 Pros, 4R

K HHZE BAMG 7 h mAB 4B4. 12 BEAR T 280 I e Tk

[0531] % 6 PR A
[0532]
4 I Y]
4B4. 12 2 4
1813 (mIgG2a) 0 6
PBS 0 6
[0533]  Hfj T AEREANSEE0 4 A oK IR R PR B AR B T w25 Rk 7 K] 17 P, &5

RARWIAEXS T XM B, 220 4B4. 12mAB A0 PR K SR TE T o

[0534] K 7 AKEAL
[0535]
4 RETFE PR R
4B4. 12 3 3
1813 (mIgG2a) 0 6
PBS 1 5

[0536]  SEiifA) 15 :F TG32b /B AR B IPLAA AT N TG 73 A ) 52 1)

[0537]  7Et =0 /NI (Ty) 19 84 TG32B /) Btk P 7 5 bmg/ kg [ A4 ZE —h1gG A1 495mg/
kg BN T1gG (MP Biomedicals, Irvine, CA) o 2RJGAEHS 24.48.72.96 Fl1 120 /NI, (7] 7] B 7 ik
P 50mg/ ke HIAS R B EIPTAAR . 78RR 8] s A% PBS AT XS B 56 o 78 BT IS 1) v
STAT AR 168 /N BUMAT: o il 45 138 IEAE —20°CAifi /7 B 24T A ELISA M E A2 ~h1gG.
[0538] 4k &5 ok M B QAR 1) (Pierce) {8 A PBST (% 0. 05 % It 20 (1] PBS) V& ¥k
SRR W IMIEFE S FIFRVELE & 2% BSA I8 PBS (BB 221y ) HsRe. HEMR R
J1 2 10,000.1 & 20,000.1 = 30,000 F11 : 40,000, FbriEM 200ng/ml P 1555 B 2]
1. 56ng/mle ¥PARAE 37°CHFE 2 /MRl f5 {8 H PBST WL =Ko WP 7E MR 42 v i
LT ¢ 25,000 BRI 100 1 1/ FLII2EHT - A Fe-HRP U4 (Pierce) E=IR TIFHE 30
S3Bhe I PBST VEUE =R UG, ZEEARCH BN 100w 1 TMB Y78 (BioFx) ¥ FARAER 4k T
FRTHEEIE Y EE Y mbrERLRERE AR ) o ARJEIA 1001 1/ FLI 0. 25M
1,50, 2 11 & 4 [ V. FEAE 450nM Il & 0D

[0530] £ IR 3B3. 11 &% FEACAEMER —hlgG MG, FBH FeRn FHITG h1gG 43 fi#
AR (Bl 18&19) .

[0540]  SLJitifs) 16 :mAb B4 S N ME R R &5

[0541]  7E FACS & &I AN FACS HPHIAS AR FST T MAB 4B4. 12.3B3. 11.31. 1.4. 13
F1 3B5. 4 X FeRn [ EE W) SN o 146 T A FeRn I (293 C11) FE FeRn R4 Y.
KN FeRn RISk B A0 22l oK%= ¥ Neil Simister. fEPHBTSEES 1, # FeRn £
B LS Alexa-A488 FRic ) h1gG1L (100nM) FIE-Fhik B ¥) mAB (4B4. 12.3B3. 11.31. 1.4. 13
A1 3B5. 4 BE[FIFHALX B LL BT TeGl, 1gG2a) 7F pHEPBS 5/l h s & . 45 2rBhLlE, it 7¢
JCGA 3 i M oH B TMRT ( AR D572 DL SETitis) 6) o 2R mAB X4 TgGl S5 AHM I FeRn 6
R A M) 25 G A T 30%, MDA A TE Rl 1% mAb 24 BEIET mAB. X T 455 555, 4
FeRn X400 5 Alexa—A488 Frict it mAB (4B4. 12.3B3. 11.31. 1.4. 13 1 3B5. 4 B[] FfH 5%}
FRLL I 1661, 1gG2a) 76 pHT. 4PBS LI IF H 60 438k, ZRid—IR PBS SIS VESS , 16
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Coulter Y4 M R INAH MK S g . A SRR 2 mAB 5 4l M f &5 A o 5 Rk [m] 28
XTHRGT G (TMFT 5 50% ), WA % mAb BE6S 5 iZP M) FeRn Zi4. 3k 8 AN 20 B

e RIS

[0542] 3 8 :mAB AT X W ) S &5

[0543]

X3 ; FE B

e ARE T TR KA MR T AT TR X8 MR
B112 G2 =z =z £ £ IJ% -2 £ A
mnt o 2 x5 & | &2 & 5 .5
R~ B T F F A ' F F F
413 et A F I S A 2 F F F
i S T 3 £ & & R x0T
o) '

[0544]  SEjifs) 17 4§ FHHL ~hFeRn mAB B (¥ FeRn B IN 45 G+

[0545]  f# HH Gene Jammer #5445 (Strategene) 4 Cosl 40 fu#E Y% FcRn 5% (pCDNAG)
F1 B 2M(pED. dc) o 48 /MIFLLG , W4T M IF 48 H 2 0. 5% BSA H PBS iE¥E— K. # 5X10°
A4 5 mAB — & TEVK IR 45 708h. SRS 0. 5% BSA 1) PBS PE4iii—k. Rk
M5 Alexa 488 Frid =Pt — /N 16 (1 :2500 #kE ) —&AEVK T E 45 438h. 15Uk
— IR LA, £E Coulter Yt XA A 73 Hrafi ML i 2ot et 55 RRIR A TMFI.

[0546]  SEjfEfs] 18 ¥ FHHT —hFcRn mAB (12 [ B[ 5

[0547]  #4 3w g RIS PE A FeRn ( EHE ML AN AT B 2M) JnAE 2 4-20 % Tris— H 2l i e
(Invitrogen) [JHE4IKIE FFAE 200V T HLYK 60 738P . SR S5 B F PVDF B2 (Amersham) —
AN BEREN AL (Xeell I1, Invitrogen) F7EZR T 55V EIE 1 /. SRJEHTA 5%
A= 47f¢) PBST (PBS Ji1 0. 05 % I3 20) BHITIE 1 /M o IS, B AR 4°C 5 10 1w g/ml £ Ff mAB
— R E . PBST PEMIR LA, 5 1+ 10, 000 #2550 — A 1gG HRP (Southern
Biotech Associates) —#I¥H 90 73%8h. HANIKIGHE)E, 4 ECL iIX#&  (Amersham)
MR, R4 5K mAB 3B3. 11.3B3. 16.3B3. 21.3B3. 35.4. 13.15B6. 1 1 31. 1 iH 4
A FcRn BEHETM 3B5. 4 A1 5A4. 9 iR B 2M( & 21) »

[0548]  sujiifs] 19 :3B3. 11 [#] Biacore 2} H7

[0549] i FH bR viE AR IR AKX 2 500RU A] v A FeRn BT M 4% FeRn ( £F pH4. 5 H
FE 100X FEEER ) X OM5 [£%1] (Biacore) B4, FFA T HAIWE 10 v g/mL, Hl & UK L
MNHAGESHGFE . BB — XL 50 1w 1/min M L 20l . IT 50 fiis
M1 SEAHEAER . KA T AE pH6 A pHT. 4 T RIS A (K 22 FiZk 9) .

[0550] 3K 9. $T —-hFcRn mAb 3B3. 11 [{] Biacore 7 ¥7

[0551]
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. A FcRn
o pH 6.0 pH 7.4
mAb kD | mmEEm= KD BAREE
@M) - - | (sec?) x107 @M). (sec X 104)
B30 1.17£0.39 1.76 £ 0.79 0.16 (n=2) 0. 0145 (n=2)
3B3_11 (K) 3.23 +0:14 552454 3.24 +0.30 247423
[0552]  SEZJfafd] 20 ;3T —hFcRn mAB [ /E K
[0553]  W[VEPE N FeRn R/ BB s B HUARIE A B & o BRAE S 4h Ui, 5 AT A 3R 70

L MR AL S0 B Biacore AB(Uppsala, Sweden) o
[0554] Pz £ K [ dhill £ < A7 FH 2R 10 55 B AR AL 4R 6 K 2 AH BAE 0 i 2 HARHEIA
(1) » fHH T BIACORE 3000 1% (Biacore AB) Jf H. T ¥4 &40 B AE R ILE 25°C 34T
B PR A R (CMb) AR B A T M. ¥4H1 —FeRn B [EHLALE 10mM Eﬁ@&
By (pH5. 0) RS 1-10 v g/mL FRAE A AT (1) A Bk 0 fie 8 Bty L] o AR ot 7 i —
MABIFEN (Flow—cell) o f %W /K4 K2y 10000 FLARFAL (RU) o FEAFAEAE FeRn
SRR (mAB 1745) BIE&AtF NAE FAH R 5920 BRAE 53— s R s 7 0 B ok i 4 3
RS &N S5 .
[0555]  KyillvEiit DA 27 N RIRESE RG] % FeRn (shFeRn) ({28 2518741, F
MR IR 20 M kIE . XEIREA 10 P2 BRI ES T FHXAMKE T 100 % DMSO
Bl I UK 1-5mg/mLo B4 BT 77, B2V ¥ T HBS-N 2y (10mM HEPES, pH7. 4 ;150mM
NaCl) H ke 100 £ FF LA 20ul/min (K38 A2 51 1) FeRn RS PEPUA S K . £0d 35s.
BifEAR e, 1 30s () 10mM H 2R (pH2. 0) kPRl 255 ) 1% SDS kb AT 60ul./min &
AR AR B B, ARSI 2 — IR BT 5 —A IRZ 4 shFcRn 7 5 2I0HE 1
FNT HRA B4 . A 2oy AT HE (25 1% DMSO [ HBS-N) 48 S [ PE X B A ek PR AN Bl
[0556]  ZLHE PEAT : M FeRn A0 45 1) 4% 2% B B 2 B 2 X0 AR 1 (B4R 53 1% mAB) ¥tz
RE R AR A K (RU T EEIN TR) ) o 7EE STAHZS AT 30s & PHR RS R Y. (Req) (1)
BRI J2 B 36 BH IR 5 e S PE DL AR I e 7 e 45 & (Frostell—Karlsson, 5§ J. Med. Chem. ,43 :
1986-1992 (2000) ) .

[0557]  mAb FAf7 45

[0558]  Syn 558 :Ac—SCPHRLREHLERGRGNLEWK—CONH2————— mAB 4B4. 12,4. 13(SEQ ID NO :
24)

[0559]  Syn 559 :Ac—ERGRGNLEWKEPPSMRLKAR—CONH2————— mAB 4B4. 12,4. 13(SEQ ID NO :
25)

[0560] Syn 562 :Ac—CSAFSFYPPELQLRFLRNGL—-CONH2————————— mAB 3B3.11,4.13(SEQ 1D
NO :26)

[0561]1  Syn 544 :Ac—APGTPAFWVSGWLGPQQYLS—CONH2—————— mAB 31. 1 (SEQ ID NO :27)
[0562]  SEjiifd] 21 :Fab [R1EHEFIW) 2% 575 1%k

[0563] A, ZEFESLE TR

[0564] K4 TV Fab (sFab) MBI Fab B (IS B M B3R e st ok, ATV A
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FcRn #2H (shFeRn) 8K Bl FeRn 8 FAIER IR A FeRn 81 293C1 1 4 M dEAT PU R AN [R] 1%
Feo AT A0 Mo ER [ SEAR R AL AT R AH [R] 08 i SR s B AT B4 M e 48, 0k )
[0565] (1) X[ ZEALI] shFeRnfPk$E - FAT =X AW Z ALK shFcRn BIEFEFI7E4E
FEORMRER FHVHFE. AR BORLAE BRI 45 5 22 il (pHe) mh SRR &, AR e & i 6
AERE M N 1gG(Calbiochem, 401114 http ://www. emdbiosciences. com/product/401114)
AR FERE /N BT — A FeRn mAb (3B3) TERR MEZZ Pyl . fESE S MEptli 2 5, @it %
TR IR 0 0K T PR RE 45 A (P B AR I o e MO P Wt i H FHE T — S8 B B 3N
[0566]  (2) X[AEEWZALIY] shPcRnAEFE - HEAT = #e X9l 5 [ 72 4F 96 L ELISA AR L
AE AP B AT shFeRn [FIIEFEFILE BSA GG I FL B IVHFE. AFWR Bk AE FR 1M 255 G2 Pl
(pH6) h EHEFREGE A, SRS AT & i & I AER: M N TG A1HT — A FeRn mAb (3B3) [ [AIFF:
(PRI G2 i e i . TEFE S PP i 2 i, 80 B B 4 i A pHT7. 4 IS h it o i
TRIFFES A IR B ARPENE o P8 d R et o A HE R A T —Se e e RSN

[0567]  (3) XIHL — A FeRnpitk (17D3) —[ll 2 (AEA Y2011 shFcRn#)2EF - XHE &
FEFE R EAMEALK 17D3 # 3R hFeRn 3T =4 8. RIS RS LM E 2k
W ZE AL 17D3 fEAFAE FeRn ISR T RTHFED IR o (TR BRI 7EIR I 45 & 22 P (pH 6)
th SERRREE G, AR A B T B AR R N TeG FIPT — A FcRn mAb (3B3) [ [RIFE IR 14
GeIP e . fEsE - MEvEi 2 o, 18 B R BRI A R T DR S5 S R s AR e . Uk
It W e Bt AR R —RE IR BRI i

[0568]  (4) X} hFcRnZE ik A MUK % £ « XF hFcRn 4 YL 40 k4T =58 (1 2 B RUAE R B4 L 11
RARA ML VA . AT R AR R ME 455 2 il (pHE) T S 4EMEs &, SR 48 FH & B = 1
N TgG Mt —FcRn mAb H [FJRE R BRMEZ MR e . (B 5 MEBRI 2 i, T Il 1 e 2 25 A
B2 BRI 40 O 2R R B i ) 0 R T DR AR 5 PR Wk T A I o 5 Mo PR e o 4 H A
RPN . RRTEEPE N FeRn 851 (shFcRn) Fil hFcRn— IS4 M — 3 1L -
[0569] LAl (1) F1 (2) Al (4) Frss4s F A T4 H LA AR R ki S i 1A= i 2R 1 - 4
Mo AL B A (2R LR 2R 20 2R 35 AR A 50 ) kR

[0570]  B). Xf FcRn [ Fab #iI50K) ELISA i % .

[0571] 24 T %5 hFeRn &5 & 5, 76 W B 4 ELTSA HXd >k B BL b ik 18 X 28 9 = AL 1)
shFcRn IR ERERE IG5 2 B0/ B3 B0 i 45 R T VIR e o ¥ ik b K2y 768 DM HILR
ELTSA S 1) Fab FFrHES, 44 DNA U7, it — 20X pH AL 255 (pH6 vs. pHT. 5) (A F
Rt CRE vs. A\ B2 KOS G, M 166 a1 AT 5 ik,

[0572]  JEJEAE — ELISA §fiiE 0 — E /s e sk A AR ESE . KA i 161
ANPRE IR BORE Y v I BL sFab ()TE 3R IE HAE FACS BRI IN A EAT 7 i o

[0573]  7E 4ACHIBRVEIEE N TN TgG-Fe 5 A FeRn— K1k 293C11 40 454 (1) FHIKT 2
ORI A BAFEDUEDT —FeRn Rt 1K) sFabo 47 H 14> sFab Fe—FcRn BH W H 2
2| TgGl WIFEH (reformat) 4 AZ B AL RSN — 2B RAEH XA 1% AFK B FeRn 1)
SERE it SPR #A5E K,) 18 F FACS 347 Fe—FeRn BT (1C,) « B 2 ERE A4S (fiH
SPR) {E pH6 H1 pH7. 5 % A] ¥ P 85 1 A 40 i 1) pH WO 255 MR BT (FACS T Ai4dE ] SPR (1)
NHUKES, FeRn) o

[0574]  SEjitafs] 22 :$T FcRn Fab
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[0575]
[0576]
[0577]

FEWR ] 4% FE 7 1B 2 P 35 ] K 75 B PEST FeRn 1) Fab 1 CDR PR3 10 B
%% 10. $t —FcRn B IERL Fab 2 EEMR CDR 741 6 45

[Fab

LV-CDR1

LV-CDR2

LV-CDR3

iHV-CDRI

HV-CDR2

HV-CDR3

0

532A-M
0090-FO

VS
(SEQ ID NO
28)

o
o

SGSSSNIGSNTI|SDNQRP

S

INO: 29)

(SEQ ID

GWV

30)

AAWDDSLK

(SEQ ID NO:

DYTMS

NO: 31)

(SEQ ID

SIWSSGGAT
VYADSVKG

32)

(SEQ ID NO:

DIRGSRNWF
P (SEQ ID
NO: 33)

1

532A-M
0090-F1

TGTGSDVGS
YNLVS

(SEQ ID NO
34)

B
o

GDSQRP
S

INO: 35)

(SEQ ID

\4

36)

CSYAGSGIY

YAMG
(SEQ ID NO:ESEQ 1D

0: 37)

SIGSSGGQT
KYADSVKG

38)

(SEQ ID NO:

LSTGELY
(SEQ ID NO:
39)

o

532A-M
0062-C0

[RSSQSLLHSN
GYNYLD
(SEQ ID NO
40)

.
P

LVSNRA

INO: 41)

S (SEQ ID,

42)

IMQAQQTPIT]
(SEQ ID NO{(SEQ ID{(SEQ ID NO:

SMT

0:43)

SIVPSGGETS
YADSVKG

44)

GHSGVGMD
V (SEQ ID NO:
453)

4

532A-M
0064-HO

RSSQSLLHGN

[D NO: 46)

VSNRA

GHTYLD (SEQS (SEQID

0: 47)

INO: 48)

MQGLQTPR [FYSMT
T (SEQ ID{(SEQ ID

0: 49)

YADSVKG

50)

GIRSSGGSTR

GWGLDAFDY,

(SEQ ID NO:{(SEQ ID NO:

S1)

2

532A-M
0057-FO

RSSLSLLHSN

D NO: 52)

GYIYLD (SEQ

lLGSHRA

INO: 53)

S (SEQ ID

NO: 54)

MQPLQTPY [YYHMN
T (SEQ ID(SEQ ID

0: 55)

VISPSGGVT
MYADSVKG

56)

(SEQ ID NO:

GKAFDI (SEQ
ID NO: 57)

1

532A-M
0084-B1

SGDKLGDKY

NO: 58)

VS (SEQ ID

QDNRRP

INO: 39)

S (SEQ ID

INO:60)

QAWLSNTA [FYGMH
SVA (SEQ ID{(SEQ ID

0: 61)

GIYSSGGITG
YADSVKG

62)

(SEQ ID NO:

GLRTFDY
{(SEQ ID NO:
63)

3

532A-M
0084-B0

A (SEQ ID NO
64)

RASQPVGSYL
4T (SEQ ID

GASNRA

INO: 65)

INO: 66)

QHYGHSPP
YT (SEQ ID{SEQ ID{SEQ ID NO

lSYAMY

NO: 67)

RIVPSGGGT
YADSVQG

68)

jGMDV  (SEQ
[D NO: 69)

0

532A-M
0073-E1

RASQSVSSYL
A (SEQ ID NO
70)

DASNRA

NO: 71)

(T (SEQ ID

INO: 72)

QQRSNWPL [NYNMS
T (SEQ ID

INO: 73)

(SEQ ID

YISPSGGST
WYADSVKG
(SEQ ID NO
74)

YHYGMDV
{(SEQ ID NO:
75)

5

532A-M
0056-GO

RASQSISNHL
V (SEQ ID NO
76)

IDASNRA

NO: 77)

T (SEQ ID

INO: 78)

QQRSNWPP
T (SEQ ID(SEQ ID

YYGMT
NO: 79)

SISPSGGHTS
YADSVKG

80)

GPEYFFGVY

(SEQ ID NO(SEQ ID NO:

81)

2

532A-M
0055-G1

82)

RASQSVGSYL|AAYILQS
N (SEQ ID NO:

(SEQ
INO: 83)

ID

34)

QQSYSNRIT
(SEQ ID NO:

AYNMI

INO: 85)

(SEQ 1D

SIGPSGGKT
VYADSVKG

86)

VRSGFWSGH

(SEQ ID NOJDY (SEQ ID

NO: 87)

2

532A-M
0092-D0

RASQSVSSSY

INO: 88)

LA (SEQ ID

GASSRA

0: 89)

T (SEQ ID

90)

QQYGSSPRT
(SEQ ID NO:

HYGMS

NO: 91)

(SEQ ID

YIRPSGGKTI
YADSVKG

92)

DSWGSFPND

(SEQ ID NO:AFDI (SEQ ID

INO: 93)

[0578]
[0579]

> M0062-CO9LV

K
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[0580]  CAAGACATCCAGATGACCCAGTCTCCAGACTCCCTGCCCGTCACCCCTGGAGAGCCGGCCTCCATCTCC
TGCAGGTCTAGTCAGAGCCTCCTGCATAGTAATGGATACAACTATTTGGATTGGTACCTGCAGAGGCCAGGGCAGTC
TCCGCAGCTCCTGATCTATTTGGTTTCTAATCGGGCCTCCGGGGTCCCTGACAGGT TCAGTGGCAGTGGGTCAGGCA
CAGATTTTACACTGAAAATCAGCAGAGTGGAGGCTGAAGATGCTGGATTTTATTACTGCATGCAAGCTCAACAAACT
CCGATCACCTTCGGCCAAGGGACACGACTGGAGATTAAA (SEQ 1D NO :94)

[0581] > M0O057-F0O2LV

[0582]  CAAGACATCCAGATGACCTAGTCTCCACTCTCCCTGCCCGTCACCCCTGGAGAGCCGGCCTCCATGTCC
TGCAGGTCTAGTCTGAGCCTCCTGCATAGTAATGGATACATCTATTTGGATTGGTACCTGCAGAGGCCAGGACAGTC
TCCACAGCTCCTGATGTATTTGGGTTCTCATCGGGCCTCCGGGGTCCCTGACAGGTTCAGTGGCAGTGGGTCAGGCA
CAGATTTTACACTGAACATCAGCAGAGTGGAGGCGGAGGATGTTGGGGTTTATTACTGCATGCAACCTCTACAAACT
CCGTACACTTTTGGCCAGGGGACCAAGCTGGAGATCAAA (SEQ 1D NO :95)

[0583] > M0055—G12LV x

[0584]  CAAGACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAGTCACCATCACT
TGCCGGGCAAGTCAGAGCGTTGGCAGTTATTTAAATTGGTATCAGCAGAAACCAGGCGAAGCCCCTAAGGCCCTGAT
CTATGCTGCATACATTTTGCAAAGTGGGGTCCCATCGAGGTTCAGTGGCAGCGGCTCTGGGACAGATTTCACTCTCA
CCATCAACAGTCTACAACCTGAAGATTTTGCAACTTATTACTGTCAACAGAGTTACAGTAATAGAATCACTTTCGGC
CCTGGGACCAGAGTGGATGTCAAA (SEQ 1D NO :96)

[0585] > M0OO64-HO4LV x

[0586]  CAAGACATCCAGATGACCCAGTCTCCACTCTCCCTGCCCGTCACCCCTGGAGAGCCGGCCTCCATCTCC
TGCAGGTCTAGTCAGAGCCTCCTGCACGGAAATGGACACACCTATTTGGATTGGTATCTGCAGAAGCCAGGGCAGTC
TCCACAGCTCCTGATCTATTTGGTTTCTAATCGGGCCTCCGGGGTCCCTGACAGGTTCAGTGGCAGTGGATCAGGCA
CAGATTTTACACTGAAAATCAGCAGAGTGGAGGCTGAAGATGTTGGGGTTTATTACTGCATGCAAGGTCTACAAACT
CCGAGGACGTTCGGCCAGGGGACCAAGGTGGAAATCAAA (SEQ 1D NO :97)

[0587] > M0056-GO5LV

[0588]  CAAGACATCCAGATGACCCAGTCTCCAGCCACCCTGTCTTTGTCTCCAGGGGAAAGAGCCACCCTCTCC
TGCAGGGCCAGTCAGAGTATTAGCAACCACTTAGTCTGGTTCCAACAGAAACCTGGCCAGGCTCCCAGGCTCCTCAT
CTATGATGCATCCAACAGGGCCACTGGCATCCCAGCCAGGTTCAGTGGCAGTGGGTCTGGGACAGACTTCACTCTCA
CCATCAGCAGCCTAGAGCCTGAAGATTTTGCAGTTTATTACTGTCAGCAGCGTAGCAACTGGCCTCCCACCTTCGGC
CAAGGGACACGACTGGAGATTAAA (SEQ 1D NO :98)

[0589] > MOO84-BO3LV x

[0590]  CAAGACATCCAGATGACCCAGTCTCCAGCCACCCTGTCTTTGTCTCCAGGGGAAACAGCCACCCTCTCC
TGCCGGGCCAGTCAGCCTGTTGGCAGCTACT TAGCCTGGTACCAACAGAAACCTGGCCAGGCTCCCAGGCTCCTCAT
CTATGGTGCATCCAATAGGGCCACTGGCATCCCAGCCAGGTTCAGTGGCAGTGGGTCTGGGACAGACTTCACTCTCG
CCATCAGCAGCCTGGAGCCTGAAGATTTTGGAGTGTATTACTGTCAGCACTATGGTCACTCACCTCCGTACACTTTT
GGCCAGGGGACCAAGCTGGAGATCAAA (SEQ 1D NO :99)

[0591] > M0092-DO2LV x

[0592]  CAAGACATCCAGATGACCCAGTCTCCAGGCACCCTGTCTTTGTCTCCAGGGGAAAGAGCCACCCTCTCC
TGCAGGGCCAGTCAGAGTGTTAGCAGCAGCTACTTAGCCTGGTACCAGCAGAAACCTGGCCAGGCTCCCAGGCTCCT
CATCTATGGTGCATCCAGCAGGGCCACTGGCATCCCAGACAGGTTCAGTGGCAGTGGGTCTGGGACAGACTTCACTC
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TCACCATCAGCAGACTGGAGCCTGAAGATTTTGCAGTGTATTACTGTCAGCAGTATGGTAGCTCACCTCGGACGTTC
GGCCAAGGGACCAAGGTGGAAATCAAA (SEQ ID NO :100)

[0593] > MO090-FO9LV A

[0594]  CAGAGCGCTTTGACTCAGCCACCCTCAGCGTCTGAGACCCCCGGGCAGAGAGTCACCATCTCTTGTTCT
GGAAGCAGCTCCAACATCGGAAGTAATACTGTAAGCTGGTACCAGCAGCTCCCAGGAACGGCCCCCAAACTCCTCAT
CTATAGTGATAATCAGCGGCCCTCAGGGGTCCCTGACCGATTCGCTGGCTCCAAGTCTGGCACCTCTGCCTCCCTGG
CCATCAGTGGGCTCCAGTCTGAGGATGAGGCTGAATATCACTGTGCAGCATGGGATGACAGCCTGAAGGGTTGGGTG
TTCGGCGGAGGGACAAAGCTGACCGTCCTA (SEQ ID  NO :101)

[0595] > MO0O84-B11LV A

[0596]  CAGAGCGCTTTGACTCAGACACCCTCAGTGTCCGTGTCCCCCGGACAGACAGCCACCATCACCTGCTCT
GGAGATAAATTGGGGGATAAGTATGTTTCTTGGTTTCAACAGAAGCCAGGCCAGTCCCCTATCCTACTCCTTTATCA
AGACAACAGGCGGCCCTCTGGGATCCCTGAACGATTCTCTGGCTCCAATTCTGGGAACACAGCCTCTCTGACCATCA
GOGGGACCCAGGCTATGGATGAGGCTGACTACCACTGTCAGGCGTGGCTCAGCAATACTGCTTCCGTGGCATTCGGC
GGAGGGACCAGGCTGACCGTCCTC (SEQ ID NO :102)

[0597] > MOO73-E10LV x

[0598]  CAAGACATCCAGATGACCCAGTCTCCAGCCACCCTGTCTTTGTCTCCAGGGGAAAGAGCCACCCTCTCC
TGCAGGGCCAGTCAGAGTGTTAGCAGCTACT TAGCCTGGTACCAACAGAAACCTGGCCAGGCTCCCAGGCTCCTCAT
CTATGATGCATCCAACAGGGCCACTGGCATCCCAGCCAGGTTCAGTGGCAGTGGGTCTGGGACAGACTTCACTCTCA
CCATCAGCAGCCTAGAGCCTGAAGATTTTGCAGTTTATIACTGTCAGCAGCGTAGCAACTGGCCCCTCACTTTCGGC
GGAGGGACCAAGGTGGAGATCAAA (SEQ 1D NO :103)

[0599] > MO090-F11LV A

[0600]  CAGAGCGTCTTGACTCAGCCTGCCTCCGTGTCGGGGTCTCCTGGACAGTCGATCACCATCTCCTGCACT
GGGACCGGGAGTGATGTTGGAAGT TATAACCTTGTCTCCTGGTACCAAAAGTACCCCGGCAAAGCCCCCAAACTCAT
CATTTATGGGGACAGTCAGCGGCCCTCGGGACTTTCTAGTCGCTTCTCTGGCTCCAAGTCTGGCAACTCGGCCTCCC
TGACAATCTCTGGGCTCCAGGCTGAGGACGAGGCTGATTATTACTGTTGCTCATATGCAGGTAGTGGCATTTACGTC
TTTGGCAGTGGGACCAAGGTCACCGTCCT A (SEQ ID NO :104)

[0601]  SIjilfsl] 23 :sFab FlHifk S FeRn 45 &

[0602] &y T kLR AE Fab M1 & H I TeG 1L, X FeRn 454 BLEH M+ — AN oo Mk Fs i ok
Bt FeRn HUAR TR IEAT SPR 8500/BIACORE™ /3 H7 LARf & K o 75917 SPR 8500/BTACORE™4
P T 2 0 3 rh 4R, 78 pHE A1 7.5 K5 T sFab FiHifk (1g6) 5 A FeRn (hFeRn) BOK I
FcRn ( KB FeRn) &5 41587, (£ SPR 8500 i BIACORE™JM & 45 & LA K o5 (nM) Eow,
MELR 8 A FUFERIZ Sk pH MAZ AT 3 A4 pH AR .

[0603] % 11A F| E :FcRn 454 sFab [{1{A4F SPR 8500 4544t (K, (nM)) W45 44 / &
fif 1 253 1t

[0604] A, ZEiE5%E

[0605]
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REHHEH-FcRn 1eG HiE SPR 8500 SPR 8500 SPR 8500 | SPR 8500
EHE
¥R Fab Y FAB | TI¥PE FAB | TT¥{E FAB FAB
AT ¥F it AR | AR
hFeRn | DEERFCRn | Cpop B, FcRn
KpnM @ pH | KpnM @ pH | KpnM @ pH | KpnM @
W # 6 7.5 6 pH 7.5
532A-M0090-F11 9.2 19.1 31.2 9.9
532A-M0064-H04 28 25.9 TEE Ta&e
§£§A-M0090-Fo9 (pH &K#t 57 SN Tk Tk
IAMO084-B03 (pH B rme Tt Fas | REe
ziA-MOOGZ-COQ (pH &1 »5 Rl Fs Fas
532A-M0055-G12 12 39.7 TEE Ta&e
532A-M0056-G05 13.6 18.1 TEE TEE
532A-M0084-B11 174 19.6 TES oy
532A-M0092-D02 3.9 18.7 Tae T&a
532A-M0073-E10 82 9.7 Te& &S
532A-M0057-F02 29 11.3 T&EE TEE
[0606] B.hFcRn pH6
[0607]
kgl kB KD
17D3 2.77E+05] 4.30E-04} 1.5E-089
3B3 3.82E+068] 1.31E-03} 3.4E-10
Fel - —— -
higG K8 | — -
hlgG IE 4.32E+03] 2.31E-03] 5.3E-07
X0002 - G07 2.06E+04] 1.24E-04] 6.0E-09
MO055 - g 12 1.27E:06 1.535-02 1.2E-08
MO0057 - F02 1.48E+05] 4.26E-03] 2.9E-08
M0062 - C09 9.44E+04| 2.38E-03] 2.5E-08
M0064 - H04 1.296+05] 3.68E-03] 2.8E-08
MQ073 - E10 3.36E+05| 2.75E-02] 8.2E-08
|M0090 - F11 0.68E+04| 8.97E-04] 9.2E-09
{X0082-A07 |-
[0608] C.hFcRn pH7. 4
[0609]
k28 Tk KD (
17D3 3.24E+05| 5.23E-04] 1.61E-09
?:B|3 2.97E+06| 1.76E-03] 5.93E-10
(3 — — ——
IhigG B 8#H  |— = g
higG o — -
X002 - GO7 — [ -
MO055 - G12 2,01E+05| 7.96E-03| 3.97E-08
MQ057 - FO2 3.25E+05] 3.67E-03| 1.13E-08
M0062 - C09 [ -— —
M0064 - HO4 1.55E+05] 4.02E-03] 2.59E-08
MQ073 - E10 3.59E+05| 3.49E-03| 9.71E-09]
MG090 - F11 5.94E+04| 1.13E-03| 1.91E-08
X0002 - AG7 e — —
[0610] D. KEs FcRn pH6
[0611]
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BE_kEE [ ]
1703 1.74E+04] 6.03E-03] 3.40E-07
383 6.83E+05] 1.04E-03] 1.505-09
Fel 2.08E+05] 3.29E-03{ 1.58E-08
MigG B #i7 _| 1.30E+05] 1.27E-03] 9.80E-09
igG 3 9 13E+04| 2 42E-03] 2. 65E.08
X0002 - GO7 9.70E+04] 8.62E-04] 8.90E-09
MO0O55 - G12 - e -—
M0057 -Foz | =
M0062 -G08 | =
M0064 —HoA |- = =
MO0073 - E10 me — -
M0090 —F11 | T84E704] 5.736-04] 3.12E.08
X0002 - AD7 - e s
[0612] E. KEs FcRn pH7. 4
[0613]
KBS k&R KD
1703 - -
3B3 =
Fel = -
higS T RAE |- =
hlgG ?E’k‘ﬁ -
X0002-G07 __|— =
M0055-G12 |- - =
M0057 -F02__|—
M0062-C09 [ -
M0064 - HO4 —— . ..
M0073 - E10_ |
M00S0 - F11 2.75E+04 7.40E-04| 9.96E-09
X0002 - ADO7 wme ——- —
[0614] 3% 12A 3| E :FcRn &5 &HUARIASN SPR 8500 55 %udE (K, (nM)) Mg ;455 / Bl
R HT
[0615]  A. £5-6%0E
[0616]

[F53erEBi-FeRn 1gG %38 | SPR8500 | SPRS500 | SPR8500 | SPR8500 |
[0617]
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R IgG IeG IsG IgG
hFcRn hFcRn KK FcRn | XK FcRn
i # Kp @pH6 | Kp @pH7.5 | Kp@pH6 | <>, 0P
532A-M0090-F11 2.44 10.8 9.8 9,14
532A-M0064-H04 6.82 12.5 31 o
;;Q;Moog 0-F09 (pH & 3.64 AESE 13.9 s
532A-M0084-B03 (pH 299 REa 20.6 TS
BE)
532A-M0062-C09 (pH . .
i (PH | 595 Rig e FEs | EEe
532A-M0055-G12 3.1 10.2 16 T&ie
532A-M0056-G05 2.48 2.1 22.9 TEEa
532A-M0084-B11 3.3 2.59 6.43 E&a
532A-M0092-D02 17.9 24.2 30.2 TEE
532A-M0073-E10 EE TES NiEE T4H
532A-M0057-F02 NA NA NA FEL
[0618] B. hFcRn pH6
[0619]
_ kS kE@ KD
M62-C9 (Fah) 8.12E+04} 1.60E-03| 1.97E-08
M3S0-F11(Fab) 9.21E+04| 5.63E-04| 6.11E-09
M62-C09 glgG) 2.36E+05| 6.95E-03| 2.95E-08
NMS0-F11 (IgG) 1.02E+06| 2.48E-03} 2.44E-09
383 2.30E+06] 9.40E-04| 4.08E-10]
17D3 8.17E+04| 1.81E-04| 2.22E-09
M92-D2 3.87E+04| 6.92E-04] 1.79E-08
M58-G05 1.13E4+05] 2.80E-04} 2.48E-039
M84-B03 1.14E+05] 3.40E-04| 2.99E-09
SA-A08 = . |- -
FCl —— —-
AleG - = =
AlgGin 3.89£+04| 6.85E-04| 1.76E-08
X14-5 — - —
M55-G12 - 7.49E+04| 2.32E-04| 3.10E-09
M73-E10 — - -
M84-B11 7.53E+04] 2.48E-04] 3.30E-09
|M64-H04 1.04E+05| 7.06E-04] 6.82E-09
MS0-F09 3.14E+05| 1.14E-03] 3.64E-09
[0620]  C. hFcRn pH7. 4
[0621]
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ke lk

M80-F11(Fab)

9.12E+04| 6.45E-04

KD
7.08E-09

M20-F11 (igG)

1.59E+05] 1.73E-03

1.08E-08

SA-AQ8

ECI

M84-B11

T 31E+05 3.41E-04

2 .59E-09

M64-H04

2.17E+08] 2.71E-03

1.25E-08

M73-E10

M55-G12

7.78E+04| 7.97E-04

1.02E-08

X11-5

M62-C0S

won .

M62-C09 19G

M84-B03

M56-GO5

4.14E+05| 8.68E-04

2.10E-08

M90-FG9

3B3

3.41E+08| 2.30E-03

6.75E-10

M92-D2

8.16E+04! 1.98E-03

2.42E-08

17D3

1.21E+05| 2.42E-04

2.01E-08

Al

AlgGafn 2

[0622] D. KEs FcRn pH6

[0623]

ke lk

V8011 (go)

1.19E+05] 1.17E-03] 9.80E-09

KD

M80-F11{Fab)

4.30E+04] 8.72E-04

2.03E-08

M80-F09

3.21E+05| 4.46E-03

1.39E-08

M62-C09 (Fab)

[MB2-c09

ME4-H04

7.80E+04] 2.42E-03

3.10E-08

M84-B11

3.14E+05| 2.02E-03

6.43E-09)

M73-E10

M55-G12

1.89E+05] 3.20E-03

1.80E-08

X11-8

M84-B03

1.56E+05| 4.63E-03

2.96E-08

M56-G0S

4.78E+04| 1.09E-03

2,29E-08

M92-D2

4.93E+04| 1.49E-03

3.02E-08

M55.G12

1.99E+05| 3.20E-03

1.60E-08

383

AlgOdr i

6.12E-09)

AlpGH # &

2.33E+05] 1.42E-03

FC

[SA-AGS

[0624] E. Kl FcRn pH7. 4

[0625]

e
e

Fey

oy T

KD

M90-F11

1.17E+06] 3.84E-03] 3.29E-08

M90-F19 {1gG)

SA-A08

1.25E+05] 1.14E-03[ 9.14E-08

FCl

M84-B11

[M64-HO4

M73-E10

M55-G12

o |X11-5

M62-C09%

M62-C09 {l9G)

M84-B03

M56-G05

M90-F08

383

M92-D2

- |17D3

AlgGh i)

AlgGin.;

[0626]  SZJf5] 24 :sFab FIFLIRRT 1C,{H
[0627]  {EARHME T RGN T *F FeRn 454 5 BHYE B+ — N I FE P DT FeRn 50 1
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sFab Fl TgG HUABH K AER: 7 7tk N TgG-Fc 55 FeRn &5&RE ) o AT 45-G BH M 3T FE 1) Fab B
TgG1 FHMEXT BT - KB FeRn HT4 (1G3) L FH ﬁﬁﬁ?? A FcRn ifk (3B3) Bk SA-A2 B4
X ROE R IE N FeRn (hFeRn) BRI FeRn (KB FeRn) (1) 293C11 40 Ma 35 g2 W) diAT Ab 38 . A
FI ALEXAFLUOR® bric (4 5 14 TeG—Fe X 41 ks Fe k47 Ab 3 FF1E pH6 2Pl 561
EACIHE . & [g6-Fe-FcRn g5 &1 &E. ~EIVER sFab 1/ BiHA4 B 16 K45 Rk
13 TR AW AR (B, FACS) #iE 1C,fH I LA nM 7R,

[0628] 3K 13 :FcRn &5 & HUIARRIASN FACS FNHIEAE (1C, (M) S 45

[0629]
FHMEDL-FeRn 156G ¥R FACS (fH | FACS (JH | FACS (M1

FACS (BE¥) ) ¥ -
1C50 WYEHE FAB | WL FAB IsG IsG
hFcRn (48 | KB FcRn | hFcRn (4 | KK FcRn
Jiiip) (R ) ()
e # ICS0nM @ | ICS0nM @ | IC50nM @ | IC50 nM @
pH 6 pH 6 pH 6 pH 6

532A-M0090-F11 13 6481 2.6 4.9
532A-M0064-H04 63 JoBH B 1.8 20
SIAMONES CpH BB s TR 46 5.5
532A-M0084-B03 (pH K¥iA) 754 6 BEL 1.8 91
532A-M0062-C09 (pH #KEE) 35 ToBE B 3.9 148
532A-M0055-G12 228 J6 A 1.7 30
532A-M0056-G05 337 It BE 1.4 18
532A-M0084-B11 355 T BH BT 1.9 25
532A-M0092-D02 271 T BEL 1.2 15
532A-M0073-E10 110 JoBE W 377 161
532A-M0057-F02 (3R L) 70 JC RELU NA NA
HBRNELE AT SA-A2 IgG
CEHER D NA NA 562 101
5e59% 3B3 /DR FLA FcRn IgG 9.7
549 1G3 MBI AR FeRn NA NA 15
126G

[0630]  SLjfs] 25 B FeRn— 454 WZISEM EAs

[0631] A A FcRn @i A Tg32B % Jk Bl /) 5l 1) 52 56 38 B, DY ok 3% 25 (1) & 1 i bk P4 v S5
MOO-F11 ( tHFR A MO90-F11 F1 MO090-F11) 1gG, £FFTH #IMFE T (50.20.10 F15mg/kg) &
EYET T 186 R (EEALI higG) MIMIE -8 (1 23&24) . 1F 50mg/kg, PUIK iv
T MB5-G12 N BEAA A /R ER M) h G M IMIE -2 11 M84-B11 Juakge (& 23) o A% FH H5)
& M90-F11 (20mg/kg F1 5mg/kg) 7 TG32B /s Bl (MG o Bos tH P EE I AV &R —h1eGl /RER
YIFAK (K&l 25) .

[0632] A FAGIMELZE /N A IHT —FeRn TG HISEIG RN -
[0633] 1) 7E O B [E] &k Y it FH 500mg/ kg 7~ -4 h1gG (R4 1 % B EA I A TEsE)
[0634]  2) 7E45 24.48.72.96 F1 120 /N LL 50,204 10 F1 5mg/kg # ik N 25 T HT —FcRn Hifk
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[0635]  3) 7E%5 24.48.72.96.,120 FI 168 /)N BLILAE
[0636]  4) f# F ELISA 7EIMiE % hlgG 2 &
[0637]  HR#E Tg /> BB ALK 7R N R, 188 MOO-FLL AR N — 25 34 (Lead) AL
SYNEIEY . FAAMIO-F11 BB 10 DURR R CEAE N SO 29 Hhes . FE SR T TR 10
— IR RS R AN AR O BRI A AZ (8 F R
[0638]

R E

S Q P KA NUPTUVTILFUPUP S S EEIL QA
(R AGTCAGCCCAAGGCCAACCCCACTGTCACTCTETTCCCGCCCTCCTCTGAGGAGCTCCAAGCC

GGTCAGCCCAAGGCCAACCCCACGGTCACTCTGTTCCCGCCCTCCTCTGAGGAGCTCCAAGCC
G Q P K A NUPUTVTILPF PP S S EEL QA

N KaATTIL UV CL I SDZPFYUPGAVTV AW
BE. AACARGGCCACACTAGTGTGTCTGATCAGTGACTTCTACCCGGGAGCTGTGACAGTGGCCTGE

FZ: AACAAGGCCACACTAGTGTGTCTGATCAGTGACTTCTACCCGGGAGCTGTGACAGTGGCTTGE
N K AT LV CULTI S DF Y P GAUV T VAW

K A DG S PV KAGUV ETTIEKU®PS KOQS N
B AAGGCAGATGGCAGCCCCGTCAAGGCGGGAGTGGAGACCACCAAACCCTCCAAACAGAGCAAC

#Hz: " ARGGCAGATGGCAGCCCCGTCAAGGCGGGAGTGGAGACGACCRARCCCTCCARACAGAGCAAC
K AP G S PV KA GV ETTK KPS KQ S N °

N K Y A A S S Y L 5§ L T PE QW K S H R S
BE: ARCAAGTACGCGGCCAGCAGCTACCTGAGCCTGACGCCCGRGCAGTGGARGTCCCACAGARGC

A AACAAGTACGCGGCCAGCAGCTACCTGAGCCTGACGCCCGAGCAGTGGARGTCCCACAGAAGC
N K YA A S S$ YL § LT UPZESGQWZ KBS HR S
YSCQVTHEGSTVEKTVAPAECS
e TACAGCTGCCAG'GTCACGCATGAAGGGAGCACCGTGGAGAAGACAGTGG'CCCCTGCAGAATGCTCT

& TACAGCTGCCAGGTCACGCATGAAGGGAGCACCGTGGAGAAGACAGTGGCCCCTACAGAATGTTC}\
YSCQVTHEGSTVEKTVAPTECS

[0639] fE;EZIEEE (SEQ ID NO :107)
[0640]  {HEH%IR (SEQ ID NO :108)
[0641]  FhFRZER (SEQ 1D NO :110)
[o642] P RZIERR (SEQ ID NO :109)
[0643] EREEIEMR (SEQ ID NO :111)
[0644]  EREFZMR (SEQ ID NO :112)
[0645]  FhFRAZER (SEQ 1D NO :114)

[o646]  FhRZEIEEL (SEQ ID NO :113)
[0647]
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€:v:v3-23;J: 0H1
FR1-H
EV QLLE S G G G L VYV QP GG S L RL §C
GAAGTTCAATTGTTAGAGTCTGGTGGCEETCTTGTTCAGCCTGETGEGTTCTTITACCGTCTTTCTTGC

#%A: GAGGTGCAGCTGTTGGAGTCTGEGGGAGGCTTGGTACAGCCTGGGGEETCCCTGAGACTCTCCTGT
EV QL LESGGGULV QP GG S LRTILSC

CDR1-H
A A S G F T F S B Y A MG W vV R Q A P G K G
#: GCTGCTTCCGGATTCACTTTCTCT GAGTACGCTATGGGT TGEGEGTTCGCCRAGCTCCTGGTARAGGT

#%: GCAGCCTCTGGATTCACCTTTAGC AGCTATGCCATGAGC TECGTCCGCCAGGCTCCAGGGARGGGE
A A S GFTTF S 8 A Y MS WVIROQOAEPGIKSGEG

FR2-H CDR2-RH
L EW VS S 1 G S S GG 0O TZXJYADSV KOG
TTGGAGTGGGTTTCT TCTATCGGTTCTTCTGGTGGCCAGACTARGTATGCTGACTCCETTARAGET

#%: CTGGAGTGGGTCTCA GCTATTAGTGGTAGTGGTGGTAGCACATACTACGCAGACTCCGTGAAGGGC
L E W VS A I SGSGGS T Y Y ADSV KSGE

FR3-H
R #F T I S R DN S K NT L Y L 0 MN S L RA
€ CGCTTCACTATCTCTAGAGACAACTCTAAGAATACTCTCTACT TGCAGATGAACAGCTTAAGGGCT

Tk CGGTTCACCATCTCCAGAGACARTTCCAAGAACACGCTGTATCTGCARATGAACAGCCTGAGRGCC
R F T I S R DN S KN TIL Y L QM NS L R A

CDR3-H FR4-H
E DT AV Y YCAR L STGETLY W G Q G T
¥: GAGGACACGGCCGTGTATTACTGTGCGAGRA CTCTCAACAGGGGAGCTCTAC TGGGGCCAGGGCACC

# %: GAGGACACGGCCGTATATTACTGTGCGARR GA.vvvvervvrere e TAC TGGGGCCAGGGCACC
E DT A V ¥ Y C A K . Y W 6 Q G T
FR4-H

L v T VvV S8 8§
¥: CTGGTCACCGTCTCAAGC

#%; CTGGTCACCGTCTCATCA
[0648]
(a,2) ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVIVSWNSGALTS

(£)  mmm e e e e e e e
(a,2z) GVHTFPAVLOSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKK

(£) e R
(a,z) VEPKSCDKTHTCPPCAPELLGGFSVFLFPPKPKDTLMISRTPEVICVVV
(£) e e e e e e e e e e e

(a,2) DVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
(£) o o o e e e
(a,2) LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSPREFQVYT
(£) e e e e e e
(a,z) LPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLD

« (£) e B M e e
- (a,z) SDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK*
® (£) e e e e

(a, z) (SEQID NO: 115)

(f) (SEQID NO: 116D
[0649]  SKifh 26 <A TE R MOO-F 11 HAP AR AL, BEEEAMIEANME pl
[0650]  IgG S AR WA 30 B, 5 M AZ B F R A I =R R A (Rise it
IR R R ) S A SRR MR — 870 10 10 D22 R SR AR L
M90-F111gG,
[0651] Al ARILKIZRACITRE MOO-F 11 FEREHE HAT 10 DNERECR I HAR A St S AL
—HBIY BB R SOl AR B Fe XA F 7 AUFPAK Te6 H o AR LLESRAAMI0-F11

— A I3 ALRILIRUCE , A CHO 4R U 22 b R I i LAk B I SR A% IR 791 o 2 IR Y
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51| /Geneart i AL 5 B 6 LA DX-2500 F9 44 %, 0 T-/k lfé s . i Biacore il FACS
PRAMRAEEAR MIO-FL1 Fh 1K1 MOO-F11 (GL) H1 DX-2500 LAVFAl

skt

>~ =

AEE BT RE

[0652] 3K 14 I 15 A% EL AR iy P44k A A AL AT EE 3 TG 1 Biacore M1 FACS 43 #f7
iR
. N AVIEN N v -
[0653] 3% 14 :Biacore 73 M7 « ¥ hFcR [ 5 45 85 v F R4 TG tad i Jy BA J&& FACS 43 #r
(1C50) .
[0654]
FEPUESL FeRn FUEEE biacore biacore biacore biacore biacore biacore FACS ( FELMT )
IgG IgG IgG IgG IgG IgG IgG
hFcR hFcR hFcR hFcR hFcR hFcRn hFcRn ( 4158 )
TR # K..@pH6 K, ;@pH6 K,@pH6 K, @pH7. 4 K.e:@pH7. 4 K,@pH7. 4 IC50 nM@pH6
532A-M0090-F11 2. 13E+06 2. 52E-04 1. 18E-10 9. 09E+05 7. 02E-04 7. 72E-10 0. 43
532A-M0090-F11 ( Ff FILH LC 23 ) |4. 45E+06 7. 64E-04 1. 72E-10 9. 96E+05 7. 76E-04 7. 79E-10 0. 38
DX-2500 (F Z21LHI Leg F AL HC 20%F) [2. 11E+06 3. 36E-04 1. 60E-10 1. 26E+06 3. 38E-04 2. 68E-10 0. 65
[0655] 3% 15 :Biacore 7} K 1gG [l 2 £ L IFRE hieRn It F o
[0656]
FEHUH P FeRn LA ZHE biacore biacore biacore biacore biacore biacore
IgG IgG IgG IgG IgG IgG
hFcR hFcR hFcR hFcR hFcR hFcRn
TbE # K..@pH6 K, ::@pH6 K,@pH6 K. @pH7. 4 K.:@pHT. 4 K,@pH7. 4
532A-M0090-F11 3. 03E+05 3. 12E-03 1. 03E-08 1. 81E+05 3. 73E-03 2. 05608
5324-M0090-F11 ( Ff FALE LC 7E ) |5. 74E+05 1. 72602 2. 99E-08 4. 33E+05 1. 52E-02 3. 526-08
DX-2500 ( Ff ZA 1K LC& 5B HC 7% ) |6. 42E+05 1. 7T7E-02 2. T6E-08 3. 726405 7. 52E-02 2. 02E-08

[0657]  METXSHL —FeRn B 3w BEHUIARI 2250 BHLE pHT. 4 [ K RNZPUAR AR P 20 BESE 5
KBE, 78 biacore 730 M o B B Wy S Pu A4 [ € 78 05 7 B SEAR hFeRn Jadth v N, 75 pH
6&7. 4 P RAIHUATN DX-2500 HLAKIT Ky TRAF 2 o FRATHOE AR R AL MOO-F11 SEFNE
R APk AT L DX2500 B4 Koy g 210 50 I

[0658]  SPAT 75 VR FH T8 R 240K MOO-F L1 SRk 3, 2 T = /NANFEIRIE (LC 4,
CDR 1&2 11 CDR3 £ ) FFUnf&l 26 Hhlin. A T ik S fE e B2 R e S S LU Ja ik — 2
XA EEAT AL, A FH T 0 AL R R R L 2 R 3,

[0659]  ZEPESLEG T
[0660] M JE7R Fab B BE SR ME b B i MOO—F 1 1 Wk 1207 Fi 7 28 Hh % ) B 5 M Fab (sFab) o

A8 I = AN R RN B2, 4 T AP I N FeRn #2 (shFeRn) MR IE A FeRn 22 1)
293C11 4H ML HEAT P A AS [ (R ERE o A 40 HORT B B Bn IR 2 4 (50 A ) PR D it S s
ITHAN R ILERE, QR BrA

[0661] 1) XfZEYZALI shFcRn (YRR  HEAT PIAR XS ALY ZAL K shicRn (1) 2L FE R £ BE
FEORAZER BTG, 80 BRDREAE PR VE 25 G 2 v (pH6) Hh SHERRES &, AR A A HH &5 254X
MOO-F111gG [ pH7. 4 (&t VE/l . ETEF MRV / TR e, L B BRI e 4l s B
A ORFFGE AN PR UE bl o DM W i v S R R A o 58 At xt
hFcRn % G40 M IR AZEF K 5 =S 1%, IFREJa A0 A AR 7] A PE it SO 150 H A=) 524 ) shReRn
WFEHAT R VU S L%

[0662]  ii) X hFcRn RIEMMUAIIESE BEAT T PIFEXT hFcRn e Qe M L PE o AR iRk
1E 4 JEAEIRTESS e mP i (pH6) P 548 hrgs &, SR JE AR H] 5 25U MOO-F11  TgG ) pHT. 4 1
Dt RDE N o AESE S MEVEN / VSR Ja T Tl P 23 R 2 R A 40 M SR A R B i 1100 4
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SRR BT AT ORFF 456 TOWE o PRI o W8 A Wet B A VR T —S2C IR B AN« 4%
[t A ZAL ) shFeRn (IEEREIN (1) A ATIRBEAT .

[0663] 5% FcRn [¥] FAB JH5f#) ELISA fiiik .

[0664] i T %5l hFcRn 45 & 7], 75 Wk B 48 ELTSA Fhoxt ke B DL b B il (9 6 2 4 2= A0 1
shFcRn IR IERRE (CRANE 4 4Y) IS 3 1 4 #6105 i 7E pH 6&7. 4 AT W1k .
W R K2 1152 )2 ELISA FHPE [ Fab 3E47 i 26 F1 DNA 07

[0665]  1EFEI H = AN SEAME BLEAEE Tk pH A7 hFeRn 45& 50— 1 b )\ AN Sl i
BRL (16 2k BB 4LZE, 46 1~k H CDR 1&2 FE, JFA 116 A~k H CDR3 JE ) Fdk4T W 7
% H T2k 4 sFab.

[o666] ik F LC ER 16 MRk HHH 15 A~ HA 52588 MO0-F11 AH[RI1) CDR, 2 B £
U RSN ) T FE AR a o XS A M B RT 5 1t FAB Sl (~ 165) BHAT Rl &
[¥) SPR 731, F-LA pH 7. 4 TR ERIE A pH 6 1 K(EHE T, F 21 4~k B CDR3 FESE A
HCR TR — K B CDR1&2 JE (1) Ol LU R AL 1Y MOO-F11 BEfE ., AR¥E &= if = SPR Fii ik 1
5, >k H CDR 1&2 JE (2 A BT MO159-C09 FLFEAZ ek Aok B CDR3 JZE [ 23 FH M i 24
) MO157-HO04 F1MO157-E05 ft) IV CDR 1&2 £ & o ATRIEE AR Z%Fh 50 % MO171-A01 ( tha
FRA ML7T1-A01) FIMO171-A03 ( tHAEFRA M171-A03) HA 58458 FIPE S#4% HY CDR 1.2&3
FFh AL H MOO-F11LC J#41 .,

[0667] oK 24 4> sFAB 3 (SRACFIFRN FR AL MOO-F11,19 4~k H CDR3 J&, 1 1~k H
CDR 1&2 FEAN 2 A4 sal ) W7, h S el A IF 18 i &2 SPR 0 i HE T (35 16) FHAEH
FACS 43 #T1E Fe—FeRn BHWHRS I A e T A IS HEDT —FeRn Rk

[0668] K 16 :fefEM 22 DR FIPE BT FAB 114553l ) %%, HE P Al HV-CDR J¥4)
[0669]

—, 4:
&gﬁiﬁﬁ pH 74 pH 6.0 MOQ-ELL89KA | 7y | CDRA 7 £ 5%

LA kaims) | sl | oM | oaams | ks | opy | ore | opves | kA Jnveoms HV-CDR2 HY-COR3
SRAMO171-A03 L3EW08 | 1.7E05 | 13610 | 13805 | 16204 | 14E00 |BEIAITIEINMTSIE 1 VUG | SIGSSGGRTKYADSIRG | LSIPELY
532A-M0171-A01 16E+408 | 23804 | 45600 | 16405 | 29804 | 19609 19.2 267 3 VeAMG | SIGSSGGRTKYADSVRG | LSIVDGY
532AM0161-804 176405 | 22604 | 13809 | 186405 | 19504 | 12608 20.5 356 2 EYAMG | SYGSSGGUTKYADSVEG | LATGOSY
532A-M0157-F09 176405 | 2804 | 16609 | 1.BE+05 | 20504 | V6E9 16.2 260 5 EVANG | SIGSSCGQTKYADSVKG | LSISELY
52A-M0157-808 166405 | 38604 | 22600 | 16405 | 20E04 ] 18800 127 254 8 EYAMG | SIGSSGGOTKYADSVKG | LSIRRES
532AM0157-H04 176405 | 36E04 | 22600 | 76405 | 30B04 | 1BE1S 124 59 10 £4NIG CIVAADSYKG | LSIREWY
532A-MO158-A07 10E+05 | 28604 | 1408 | 18e405 | 26608 | 14E00 17.7 2.1 4 EYANG | SIGSSGGUTKYADSVKG | LSLGDSY
S2A-MO{58-H06 216405 | SEM 17609 | 21E«05 | 39E-M4 1.56-09 128 24,1 7 Eya¥G | SIGSSGGOTKYADSYKG | LSIVDSE
532AMO157-A12 185405 | 49504 | 28500 | 1SE«05 | GIE04 | 33609 9.4 147 16 EYAMG | SIGSSGGQTRYADSVKG { LSIRELD
SRAMO158.C4 156405 | 42604 | 27600 | 156405 | 45504 | 30609 0.7 6.7 12 ECAYS | SIGSSGGQTKYADSVEG | LSIRELH
SRAMO157-C05 168905 | 47604 | 26E08 | 206405 | 42604 | 24800 [ 178 15 EYANG | SIGSSGOQIRYADSVAG | ISIRELS
53PAMO155F05 186405 | 64604 | 31608 | 19E4S | 46604 | 25608 83 163 18 EYANG | STGSSGOOTNYADSURS | LSI0DSY
5RAMOIEE-ADS 14E405 | 3SEA4 | 25609 | 14EM05 | 48E.04 | 34EDD 129 155 3 EYNMG | SIGSSOGQTKYADSVKG | LSIVELD
§32A-MD159-A10 166405 | 42604 | 28E09 | S6E405 | 40804 | 25609 105 188 13 EYAMG | SIGSSGGOTKYADSVYG | LSIRELF
532A-M0157.011 176405 | 46604 | 26600 | 176405 | 0B | 22809 94 18.1 % RYAWS | STGSSGGUTKYADSUKG | LSTROSY
532A-440155-012 14E05 | SAE04 | 3600 | 185405 | 45604 | 30608 88 166 18 EYAG | 91GSSGGQTEYADSYRG | ISIORFY
532A-M0157-D04 19E+05 | BAE04 | 27600 | 18R«05 | ds4E04 | 25809 (L] 17.0 17 EYAMG | SICSSGOOTKYADSVKG | LSIRELP
S32A-MD155-G01 166405 | 57884 | 35509 | 17E405 | SAE4 | 29600 79 148 20 EYAMG | SIGSSGGOTKTADSYKG | tSIRELY
$924-MDI57-E05 186405 | 36ED4 | 20800 | 18Es05 | MIEM | $7EL8 126 2. 9 EYANG | SIGSSGOQTXYADSVKS { 1SIVDSY
$§32A-140158-C08 14E%05 | SAED4 | BBEDS | 138405 | 7E04 ) 60E0Y 48 95 2 VYANG | SIGSSGGPTEYADSVKG | LSTGELY
S12A-M0161-G08 126405 | 84E04 | 68E09 | 1705 | 42E04 | 26509 56 117 2 eyadc | Sic3sacoTkyAbsVEG | LSIRELH
X MIGF1 146405 | 19803 | 13808 | 146405 | 16603 | 12E08 { 2Y 4T 2 EYAMG | SIGSSGROTKYAOSVKS | LSTGELY.
532A-M0155-H05 296406 | 8480 | 29EA8 | 20E406 | J4E02 | VIEE 07 02 2% SYMNG | STGSSGGUTKYADSuKG | TSTGALS

S A4 MOO-F11 196405 | 48608 | 24808 | 85Es05 | 75603 | 12608 18 10 F3 EYANG | SIGSSGGQUKYADSVKG | LSTGELY

[0670]
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’}iéﬁ;%x?i CDRA 5| £ 5+ SEQ ID NO:
RN # HV-CDR1 HV-CDR2 HV-CDR3
532A-M0171-A03 VYAMG SIGSSGGPTKYADSVKG LSIRELV 117
532A-M0171-A01 VYAMG SIGSSGGPTKYADSVKG LSIVDSY 118
532A-M0161-B04 EYAMG SIGSSGGQTKYADSVKG LAIGDSY 119
532A-M0157-F08 EYAMG STIGSSGEQTKYADSVKG LSIRELI 120
532A-M0157-B08 EYAMG SIGSSGGQTKYADSVRG LSIRELS 121
532A-MO157-H04 EYAMG SIGSSGGQTKYADSVKG LSIRELV 122
532A-MO158-A07 EYAMG SIGSSGGQTKYADSVKG LSLGDSY 123
532A-M0158-H06 EYAMG SIGSSGGQTKYADSVKG LSIVDSF 124
532A-MO157-A12 EYAMG SIGSSGEQTKYADSVKG LSIRELD 125
532A-40158-C04 EYAMG 5IGSSGGQTKYADSVKG LSIRELH 126
§32A-M0157-C05 EYAMG SIGESGGQTKYADSVKG LSIRELS 127
532A-M0155-F05 EYAMG SIGSSGGQTKYADSVKG LSIDDSY 128
532A-M0158-A03 EYAMG SIGSSGGOTKYADSVKG LSIVELD 129
532A-M0159-A10 EYAMG SIGSSGGOTKYADSVKG LSIRELF 130
532A-M0157-D11 EYAMG SIGSS5GGQTKYADSVKG LSIRDSY 131
532A-M0455-D12 EYAMG SIGSSGEQTKYADSVKG LSIDDFY 132 .
532A-M0157-D04 EYAMG SIGSSGGQTKYADSVKG LSIRELF 133
532A-M0155-G01 EYAMG SIGSSGGQTKYADSVKG LSTIRELY 134
532A-M0157-E05 EYAMG SIGSSGGQTKYADSVKG LSIVDSY 135
532A-M0459-C09 VYRAMG SIGSSCGPTKYADSVKG LSTGELY 136
532A-M0161-G06 EYAMG SIGSSGGOTKYADSVKG LSIRELH | 137
TR MO - EYAMG. |  SIGSSGGOTKYADSVKG |  LSTGELY | 138
532A M0155-105 EYAMG SIGSSGGQTKYADSVKG LSTGALS 139
F+ % 4145 MO0-F 11 EYAMG SIGSSGGOTKYADSVKG LSTGELY 140
[0671] & 16A : 53 16 AHLH) 741
[0672]  JIrf5 22 4> sFAB wuf# B BN 16, fH 2 A 8 4 196 Kk, 4L IF1E pH 6&7. 4 1

17 Flexchip 7347, M4 Flexchip SPR 8500 $udfi, b4 T LU 4 ANSRAIME BT TeG vefE
WATHE— 50441 (Biacore 43 #T ) FILE hFcRn 5 3EPR/IN BRASTRS p (K1 A I 5T

[0673]

5 3 IR R AR I IS B

[0674]
G
[0675]

R 1TA P A 5 R AR DX2500 Se AR LE , 4 SR RIPE B TeG AP ) HV-CDR1&2

F TR JRAER 4 ASERE B 1o LVERHV-CDR F& 711155 5248 MOO-F11 A LL &2

B A

LV-CDR1

LV-CDR2

LV-CDR3

HV-CDR1

HV-CDR2

HV-CDR3

S48 MO0-F11

TGTGSDVGSYNLVS

GDSQRPS

CSYAGSGIYV

EYAMG

SIGSSGGATXYADSVKG

LSTGELY

DX-2500

TGTGSDVGSYNLVS

GDSQRPS

CSYAGSGIYV

EYAMG

SIGSSGGQTKYADSVKG

LSTGELY

532A-M0171-A03

TGTGSDVGSYNLVS

GDSQRPS

CSYAGSGIYV

VYAMG

SIGSSGGPTKYADSVKG

LSIRELV

532A-M0171-A01

TGTGSDVGSYNLVS

GDSQRPS

CSYAGSGIYV

VYAMG

SIGSSGGPTKYADSVKG

LSIVDSY

532A-M0159-A07

TGTGSDVGSYNLVS

GDSQRPS

CSYAGSGIYV

EYAMG

SIGSSGGATKYADSVKG

LSLGDSY

532A-M0161-B04

TGTGSDVGSYKLVS

GDSQRPS

CSYAGSGIYV

EYAMG

SIGSSGGATKYADSVKG

LAIGDSY

[0676]
[0677]

7l

#10 M RBCE, 3 AN ECE T AZ B F 7 AL AR +HV-CDR 5848
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9.1 GLT VLT €LT GLT TLT YOd-TLTON-VZES
0LT 691 891 L9T 991 G9T LOV-TLTON-VZES
v9T €91 69T 191 091 6ST TOV-TLTON-VGES
8GT LST 9GT GGT VST €GT EOV-TLTON-VZES
GST 16T 0ST 671 Sid! Lv1 00S2-X(
i i} 44! 54! 44! 17T TTd-06W )3
c4TO-AH GIAD-AH TIAD-AH EUTO-A'T GUAD-A'] TIAD-A'T ON (T 84S
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[0678] & 17A1 53 17A #HM ¥ SEQ ID NO

[0679] 7 pHT7. 4 i@ I 16 [ 52 7545 i B AE hFeRn AT 4 NS08 R st e B 1R AT 1)
Biacore 73 #7, LA A UGG EG 48 FIAH X DX-2500 FIZE A MOO-F11 5uf IAEEE I (K 1 K))
WIEE 17B Jizmo

[0680] 3K 17B S 3 4 AN FIPE R 1eG 14553 1124, AHAT DX-2500 FIZE X MOO-F11

FEEE N
[0681]
FEpH7.43E 474 Biacoredk 48 &) AL K 3% A543 3 Ao K B84
% BE+SPR % | KasAM4 | Kdsd | KO(M] | DX2500 MS0-F11 DX2500 | MOO-F11
" MITIAD1 1 Blacare 1266405 | LO2E04 | LS2E09 | 103 16 5 12
MIT1-AD3 1gG Bicore LAEHS | 2.84E-04 | 200E09 Z] T i 9
M1S9-407 106 Bizcore 1278405 | 638E04 | SAOE09 2 4 16 3
MI61-B04 JeG Biacore 1. 21E405 §57E-04 1.068-09 23 3 12 3
M0-Ft] 5 4%, Blacore 181E+05 1.99E-03 1.86E-08 7 ] S 1
DX-2500 Biocore 228605 | 1980 | 8908 ] 0.15 1 021

[0682]  FH T-7F hFcRn 55 BRI /N B ARSI 58 A GBI PE —FeRn TG A S 1 FAB [ 5L 56
jj%j"j :

[0683]  « 6 ZH (1 ZHZ2 /5,4 4H 1gG, 1 4 Fab, 4 H/NEL / 4H)

[0684]  « TENS[A]= Ohr, #f ik NiE S & 495mg/ kg h1gG+bmg/kg 43 —hlgG

[0685] {EISA]= 24hr, MK N 5T 5 B 20me/kgAb (1. 67 B 6. 67mg/kg [ Fab) -
[0686]  « M171-A01-IgG,

[0687]  « M171-A03-1gG,

[0688]  « M159-A07-1gG,

[0689]  « M161-B04-1gG BX

[0690]  « S32A-M171-A01-Fab

[0691] < 7F 24 ( Z524717 ) 30.48.72.96.120 F1 168hr FKAEIMFE,

[0692] o {ii HBEES S FIZ A 3K /Fe Kol ELISA X442 —h1gG I35 /K P 5E & JF4# FH Fab
gk /Fe K ELTSA % sk 16 & &,

[0693]  AR¥E[&] 27 F1 28 A1 K 3 18 T/ A Py it , EFEMO161-B04 FIMO171-A01 7F Tg32B
/N B HEAT RN 3 55 MO0-F 11 11 DX-2500 1F [ Lb 45 o

[0694] 3R 18 SEFIPE R AT TeG AR FAB X NIk Tg32B /N AP h1gG 2 A i3
M :5&20mg/kg FAKNFIE (FEWE 1g6& BE 1g6) .

[0695]
%PBS#H R, Z168hr R Lkt Lk -1sG %PBS#T I, JE168hr R Ak ¥ 89 E4hIG
1968 #F 5mglkg 20 myfkg 5mgikg 20 mglky
H.7mglkg sFAD) 16.7mglkg sFAB) {1.Tmgikg sFA) {6.7mglkkg SFAb}
AR MO-F11 7 63 A NA
5324- M0174-A01 124 45 % 40
532A- M0174-A03 128 8 84 4
§32A- MO159-A07 134 59 96 40
532A- M0164-804 100 4 ) 76 24
S32A-M171-A03sFAb 152 L) 140 108

[0696]  Sjifs] 27 9T —FeRn HLIAXT h1gG 73 fifA QU I i
[0697] i —FcRn HFURKIAPN IR U T HAEHACHEI 1eG A HIZREE . R MO AE

79
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RAEPR R, s BRI, e b P 3 12, SRk IR T o ZEMR R, TeG kDB
FEBEE RN TgA TeM BRIMIE A & A FATAT AR

[0698]  A) Hi —FcRn HLAAXS /N hIgG 7 fifA QI I 520

[0699]  7EZS 0 AF Tg32B /i, (/B FeRn FI/NEL B 2- BEERER HwskR ) / @A (A FeRn
FIN B2- BEERER AN ) AN 1g6o FEH 1 RFNEE 7 RIS/ Bk N it B A [R5 = 1)
H1 —FcRn $ii4 M161-B04 (DX-2504) FIMI71-A01. 7F 14 KN IE /R IME A 186 7K F.
WK 31 s, XA B de ik, 78 14 RIPA], A TG M5 K135 2 BRK . 186 I bk
T T BT —FeRn BRI .

[0700]  B) Bz FyESHL —FeRn HTAAXS N higG 17 fRACH 520

[0701]  7EZE 0 KX Tg32B /M, (/N FeRn RN B 2- BERER W% ) / mi A\ (A FcRn
MAN B2- BEXREEmA) AN Ig6o 75 1 R 7 KA/ BB T it FH A [R5 &2 1
Pi —FcRn Hifk M161-B04 (DX-2504) . 7E 14 RN IIE/DRME PRI 16 K F. WK 32 fr
7N SRR FTHERTAAR, 7F 14 REFIA], A TG HIME K 714 B BHK . TeG WU/ KT it
PU —FeRn PO AL o Bz T 5 il FH 1) 25058 5 i ik A it FH A AL

[0702]  C) $i —FcRn Hiidxf &b higG 7 A K 52 um

[0703] e i F AN [R5 & 1 HT —FeRn HL4A M161-B04 (DX-2504) FHEEA-PXTHE . K] 33
P A 2e 25 TR (] 33A) A AR5 3 (1 33B) o 7E 14 RN IIE AR IMIE N 1) TeG /K
P Wi 34-35 (AN ) FE] 36 (X %0ERE ) Fros, s T8N H i, 78 14 I,
1gG 7KF B 5 PR, ToG Iy /D 408 T B it FH 5T —FeRn HURIIIKEE . B2 T EI2RE S
Ak Pt AR, 1] 37TA-37C %z T TgA\ M FIIMTE B 85 MG KPR 32 H Pt —FeRn
PUARFE M o

[0704]  Jir A3 5| F 89225 SCRRALEE BF 28 A Fil o | IR SCHR 255 L vl 1 L R) L A A Bk
ANAT LR HIE DL S LT B A0 26 iy oy 5 2 ok 5 | FH BB A S0 AR SC. i A3 B
AR AL AR A SRR 5 SN HE

[0705] TR T AR BHIK —Le S Ty 58 o SR Y BRAR 1) 2 I AEAN T B A Kk B % 5 A
BBl N AT S P e AH NI, At S 5 S 78 DL AUREE SR IR [ Y o
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[0001]

[0002]

110> BRTHHIRA T
B LG T RIEHRAF
<120> £+ 3t FCRNEHU M B H AL %

<130>

<140>
<141>

<150>
<151>

<150>
<151>

<160>

<170>

<210>
211>
212>
213>

<400>

D0617. 70018WO0

NOT YET ASSIGNED
herewith

US 61/048, 152

2008-04-25

US 61/048, 500
2008-04-28

190

PatentIn

1
365
PRT
BA

1

Met Gly Val
1

Leu

His

Val

Arg

65

Ser

Leu

Leu

Pro

Leu

145

Ser

Phe

Leu

Leu

Ser

50

Gly

Trp

Phe

Gln

Thr

130

Lys

Gln

Leu

Pro

Thr

35

Gly

Glu

Tyr

Leu

Gly

115

Ala

Gln

Arg

Leu

Pro

Gly

20

Ala

Trp

Ala

Trp

Glu

100

Leu

Lys

Gly

Trp

Phe
180

version

Arg
5
Ser
Val
Leu
Glu
Glu
85
Ala
Leu
Phe
Thr
Gln

165

Ser

Pro

Leu

Ser

Gly

Pro

70

Lys

Phe

Gly

Ala

Trp

150

Gln

Cys

FFHil%

3.5

Gln

Gly

Ser

Pro

55

Cys

Glu

Lys

Cys

Leu

135

Gly

Gln

Pro

Pro

Ala

Pro

40

Gln

Gly

Thr

Ala

Glu

120

Asn

Gly

Asp

His

Trp

Glu

25

Ala

Gln

Ala

Thr

Leu

105

Leu

Gly

Asp

Lys

Arg
185

81

Ala

10

Ser

Pro

Tyr

Trp

Asp

90

Gly

Gly

Glu

Trp

Ala

170

Leu

Leu

His

Gly

Leu

Val

75

Leu

Gly

Pro

Glu

Pro

155

Ala

Arg

Gly

Leu

Thr

Ser

60

Trp

Arg

Lys

Asp

Phe

140

Glu

Asn

Glu

Leu

Ser

Pro

45

Tyr

Glu

Ile

Gly

Asn

125

Met

Ala

Lys

His

Leu

Leu

30

Ala

Asn

Asn

Lys

Pro

110

Thr

Asn

Leu

Glu

Leu
190

Leu

15

Leu

Phe

Ser

Gln

Glu

95

Tyr

Ser

Phe

Ala

Leu

175

Glu

Phe

Tyr

Trp

Leu

Val

80

Lys

Thr

Val

Asp

Ile

160

Thr

Arg
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[0003]

Gly Arg Gly

Ala

Ser

225

Ala

Phe

Tyr

Glu

Ile

305

Trp

Gly

Ala

Arg

210

Phe

Ala

His

Cys

Leu

290

Gly

Arg

Asp

Asp

<210>
211>
<212>
<213>

<400>

195

Pro

Tyr

Gly

Ala

Cys

275

Glu

Val

Arg

Asp

Leu

355

2
366
PRT

Asn

Ser

Pro

Thr

Ser

260

Ile

Ser

Leu

Met

Thr

340

Lys

Leu

Ser

Pro

Gly

245

Ser

Val

Pro

Leu

Arg

325

Gly

Asp

Glu

Pro

Glu

230

Gln

Ser

Gln

Ala

Leu

310

Ser

Val

Val

Trp

Gly

215

Leu

Gly

Leu

His

Lys

295

Thr

Gly

Leu

Asn

Lys

200

Phe

Gln

Asp

Thr

Ala

280

Ser

Ala

Leu

Leu

Val
360

Glu

Ser

Leu

Phe

Val

265

Gly

Ser

Ala

Pro

Pro

345

Ile

# 2% R (Rattus norvegicus)

2

Met Gly Met Ser
1

Leu

Leu

Thr

Gln

65

Trp

Pro

Gln

Ala Ala

Gly
50

Glu

Tyr

35

Trp

Ala

Trp

Thr

20

Val

Leu

Asp

Glu

Gln Pro Gly Val Leu

5

Trp Gly Ala Glu Pro
25

Ser Asp Leu Ser Thr
40

Gly Ala Gln Gln Tyr
55

Pro Cys Gly Ala Trp

70

Lys Glu Thr Thr Asp

85

Pro

Val

Arg

Gly

250

Lys

Leu

Val

Ala

Ala

330

Thr

Pro

Leu

10

Arg

Gly

Leu

Ile

Leu
90

Pro

Leu

Phe

235

Pro

Ser

Ala

Leu

Val

315

Pro

Pro

Ala

Ser

Leu

Leu

Thr

Trp

75

Lys

Ser

Thr

220

Leu

Asn

Gly

Gln

Val

300

Gly

Trp

Gly

Thr

Leu

Pro

Pro

Tyr

60

Glu

Ser

82

Met

205

Cys

Arg

Ser

Asp

Pro

285

Val

Gly

Ile

Glu

Ala
365

Leu

Leu

Ser

45

Asn

Asn

Lys

Arg

Ser

Asn

Asp

Glu

270

Leu

Gly

Ala

Ser

Ala
350

Leu

Met

30

Phe

Asn

Gln

Glu

Leu

Ala

Gly

Gly

255

His

Arg

Ile

Leu

Leu

335

Gln

Val

15

Tyr

Trp

Leu

Val

Gln
95

Lys

Phe

Leu

240

Ser

His

Val

Val

Leu

320

Arg

Asp

Leu

His

Ala

Arg

Ser

80

Leu
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[0004]

Phe

Thr

Leu

Asn

145

Val

Glu

Arg

Lys

Phe

225

Leu

Ser

His

Val

Ile

305

Leu

Ser

Glu

Leu

Leu

Pro

130

Pro

Gly

Phe

Gly

Ala

210

Ser

Ala

Phe

Tyr

Asp

290

Leu

Trp

Gly

Ala

<210>
<2115
<212>
<213>

Glu

Gln

115

Thr

Arg

Asn

Leu

Arg

195

Arg

Phe

Ser

His

Gln

275

Leu

Gly

Asn

Asp

Glu
355

119
PRT
BN

Ala

100

Gly

Ala

Thr

Leu

Leu

180

Gln

Pro

Tyr

Gly

Ala

260

Cys

Asp

Leu

Arg

Asp

340

Pro

Ile

Leu

Val

Gly

Trp

165

Thr

Asn

Gly

Pro

Ser

245

Trp

Gln

Ser

Leu

Met

325

Ser

Gln

Arg

Leu

Phe

Asn

150

Met

Ser

Leu

Asn

Pro

230

Gly

Ser

Val

Pro

Leu

310

Arg

Gly

Gly

Thr Leu Glu

Gly

Ala

135

Trp

Lys

Cys

Glu

Ser

215

Glu

Asn

Leu

Glu

Ala

295

Val

Ser

Asp

Val

Cys

120

Leu

Ser

Gln

Pro

Trp

200

Gly

Leu

Cys

Leu

His

280

Arg

Val

Gly

Leu

Asn
360

83

105

Glu

Asn

Gly

Pro

Glu

185

Lys

Ser

Lys

Ser

Glu

265

Glu

Ser

Val

Leu

Leu

345

Ala

Asn

Leu

Gly

Glu

Glu

170

Arg

Glu

Ser

Phe

Thr

250

Val

Gly

Ser

Ala

Pro

330

Pro

Phe

Gln

Ala

Glu

Trp

155

Ala

Leu

Pro

Val

Arg

235

Gly

Lys

Leu

Val

Ile

315

Ala

Gly

Pro

Ile

Pro

Glu

140

Pro

Ala

Leu

Pro

Leu

220

Phe

Pro

Arg

Ala

Pro

300

Ala

Pro

Gly

Ala

Asn

Asp

125

Phe

Glu

Arg

Gly

Ser

205

Thr

Leu

Asn

Gly

Gln

285

Val

Gly

Trp

Asn

Thr
365

Gly

110

Asn

Met

Thr

Lys

His

190

Met

Cys

Arg

Gly

Asp

270

Pro

Val

Gly

Leu

Leu

350

Ser

Thr

Ser

Arg

Asp

Glu

175

Leu

Arg

Ala

Asn

Asp

255

Glu

Leu

Gly

Val

Ser

335

Pro

Phe

Ser

Phe

Ile

160

Ser

Glu

Leu

Ala

Gly

240

Gly

His

Thr

Ile

Leu

320

Leu

Pro
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<400> 3
Met Ser Arg Ser Val Ala Leu Ala Val Leu Ala Leu Leu Ser Leu Ser
1 5 10 15

Gly Leu Glu Ala Ile Gln Arg Thr Pro Lys Ile Gln Val Tyr Ser Arg
20 25 30

His Pro Ala Glu Asn Gly Lys Ser Asn Phe Leu Asn Cys Tyr Val Ser
35 40 45

Gly Phe His Pro Ser Asp Ile Glu Val Asp Leu Leu Lys Asn Gly Glu
50 55 60

Arg Ile Glu Lys Val Glu His Ser Asp Leu Ser Phe Ser Lys Asp Trp
65 70 75 80

Ser Phe Tyr Leu Leu Tyr Tyr Thr Glu Phe Thr Pro Thr Glu Lys Asp
85 90 95

Glu Tyr Ala Cys Arg Val Asn His Val Thr Leu Ser Gln Pro Lys Ile
100 105 110

Val Lys Trp Asp Arg Asp Met
115

210> 4
211> 119
<212> PRT
213> AR
<400> 4

Met Ala Arg Ser Val Thr Val Ile Phe Leu Val Leu Val Ser Leu Ala
1

Val Val Leu Ala Ile Gln Lys Thr Pro Gln Ile Gln Val Tyr Ser Arg
20 25 30

His Pro Pro Glu Asn Gly Lys Pro Asn Phe Leu Asn Cys Tyr Val Ser
35 40 45

Gln Phe His Pro Pro Gln Ile Glu Ile Glu Leu Leu Lys Asn Gly Lys
50 55 60

Lys Ile Pro Asn Ile Glu Met Ser Asp Leu Ser Phe Ser Lys Asp Trp
65 70 75 80

Ser Phe Tyr Ile Leu Ala His Thr Glu Phe Thr Pro Thr Glu Thr Asp
85 90 95

Val Tyr Ala Cys Arg Val Lys His Val Thr Leu Lys Glu Pro Lys Thr
100 105 110

Val Thr Trp Asp Arg Asp Met
115

210> 5
211> 1510
[0005]
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[0006]

<212> DNA

Q213> BA

<400> 5
gttcttcagg

tcggegtect
cgggaggagt
gcetcagecece
aagccaccte
tgeettetgg
gggcgageeg
gaaagagacc
ggggggaaaa
cacctcggtg
caagcagggc
gcagcaggac
cctgegggag
gcgeectgaag
cttctaccet
ccagggtgac
caaaagtgsgc
cctcagggtg
cggtgtettg
gagtgggcteg
caccccaggsg
ctgaccatce
agacctcctg
tcectetgga
tttccaccte
aaaaaaaaaa
210> 6

211> 984
<212> DNA

tacgaggagg
ggtceeggee
cacgtgecee
tgggegctgg
tceeteetgt
gtgtecgget
gagceetgtg
acagatctga
ggtccctaca
cccaccgeca
acctggggtg
aaggcggeea
cacctggaga
gcecgaccea
ccggagetge
ttcggeccca
gatgagcacc
gagctggaat
ctactcacgg
ccagceecectt
gaggceccagg
gccattcega
gaacactggce
geecegteet

gataatataa

213> BA

<400> 6
atgggggtce

ageectgggeg
geeeccgggea
tacaatagcc
tcctggtatt

gctttcaaag

cgcggectea
cagaaagcca
ctcetgeett
tgeggegega
gggagaaaga

ctttggggss

gecattgttgt
gtgeeegegg
cteeecgeeee
ggeteetget
accaccttac
ggetgggcecec
gagcttgggt
ggatcaagga
ctctgeaggg
agttegecect
gggactggcce
acaaggagct
8888CCyCes
gcageeetgg
aacttcggtt
acagtgacgg
actactgetg
ctccagecaa
cagcggetgt
ggatctecct
atgetgattt
ctgctaaaag
atctctgage
gtggtetgee

cacgagtttg

geectgggeg
ccteteecte
ctgggtgtee
ggeggagece
gaccacagat

aaaaggtccce

cagtctggac
tgtceecggga
aggtcgtect
ctttetectt
cgeggtgtee
gcagcagtac
ctgggaaaac
gaagctcttt
cetgetgegce
gaacggcgag
cgaggecetg
caccttcetg
aaacctggag
ctittcegtg
cctgeggaat
atccttccac
cattgtgecag
gtceteegtg
aggaggagct
tcgtggagac
gaaggatgta
cgaatgtagt
ctccagaagg
tcagtttccce

ggeecgaaaa

ctggggetcee
ctgtaccace
ggetggetgeg
tgtggagett
ctgaggatca

tacactetge

85

cgageccgea
g§8aagggscy
ctcagcatgg
cctgggagee
tecgeectgecece
ctgagctaca
caggtgtect
ctggaagett
tgtgaactgg
gagttcatga
gctatcagte
ctattctect
tggaaggage
cttacctgea
gggetggeeg
gecetegtegt
cacgeggsgsge
ctegtggtleg
ctgttgtgga
gacaccgggsg
aatgtgattc
caggceectt
ggttetggge
ctcctaatac

aaaaaaaaaa

tgetetttet
ttaccgeggt
gecegeagea
gggtctggga
aggagaagct

agggeetget

gagcccctee
ggcegggest
gggteeegeg
tgggegeaga
cggggactee
atagcctgeg
ggtattggga
tcaaagcttt
geectgacaa
atttcgacct
agcggtggca
gcecegeaceg
ceceetecat
gegeettete
ctggcaccgg
cactaacagt
tggegeagece
gaatcgtcat
gaaggatgag
tccteetgee
cagccaccge
tcatgetgtyg
ctagttgtce
atatggcectgt

aaaaaaaaaa

cetteectggg
gtcetegeet
gtacctgagce
aaaccaggtg
ctttctggaa

gggetgtgaa

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960

1020
1080
1140
1200
1260
1320
1380
1440
1500
1510

60
120
180
240
300
360
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ctgggeectg acaacacctc ggtgcccacc geccaagtteg cectgaacgg cgaggagttc 420
atgaatttcg acctcaagca gggcacctgg ggtggggact ggcecgagge cetggetate 480
agtcagcggt ggcagcagca ggacaaggcg gccaacaagg agctcacctt cctgetattce 540
tcctgeecge accgectgeg ggageacctg gagaggggee geggaaacct ggagtggaag 600
gagcceecct ccatgegect gaaggeccga cccageagec ctggetttite cgtgettace 660
tgcagegect tctectteta cectceggag ctgecaactic ggtteetgeg gaatgggetg 720
geegetggea ccggecaggg tgacttegge cccaacagtg acggatcett ccacgecteg 780
tcgtcactaa cagtcaaaag tggcgatgag caccactact getgeattgt gcagcacgeg 840
gggetggege ageccctcag ggtggagetg gaatctccag ccaagtccte ceggecgete 900
gacgggctac gagcatcagt aacactacta ggcgcaggec tactactatc actactacca 960
gcactactac gatttgggcc ataa 984
210> 7

211> 987

<212> DNA

213> ATLFZF

<220>

223> EHZHER

400> 7

aatataagtg gaggcgtcge getggeggge attcctgaag ctgacageat tcgggecgag 60
atgtcteget ccgtggectt agetgtgete gegetactet ctetttetgg cctggagget 120
atccagegta ctccaaagat tcaggtttac tcacgtcatc cagcagagaa tggaaagtca 180
aatttcctga attgctatgt gtctgggttt catccatccg acattgaagt tgacttactg 240
aagaatggag agagaattga aaaagtggag cattcagact tgtctitcag caaggactgg 300
tctttctate tcttgtacta cactgaattc acccccactg aaaaagatga gtatgectge 360
cgtgtgaacc atgtgacttt gtcacagccc aagatagtta agtgggatcg agacatgtaa 420
gcagcatcat ggaggtttga agatgccgea tttggattgg atgaattcca aattctgett 480
gcttgetttt taatattgat atgettatac acttacactt tatgcacaaa atgtagggtt 540
ataataatgt taacatggac atgatcttct ttataattct actttgagtg ctgtctccat 600
gtttgatgta tctgagcagg ttgctccaca ggtagetcta ggagggcetgg caacttagag 660
gtggggagea gagaattcte ttatccaaca tcaacatctt ggtcagattt gaactcttca 720
atctcttgea ctcaaagctt gttaagatag ttaagegtge ataagitaac ttccaattta 780
catactctge ttagaatttg ggggaaaatt tagaaatata attgacagga ttattggaaa 840
tttgttataa tgaatgaaac attttgtcat ataagattca tatttacttc ttatacattt 900
gataaagtaa ggcatggttg tggttaatct ggtttatttt tgttccacaa gttaaataaa 960
tcataaaact tgatgtgtta tctctta 987
<210> 8

211> 12

<212> PRT

213> ANTLFF

220>

<223> EHAK
[0007]
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[0008]

<400> 8
Ser Ala Ser Ser Ser Ile Ser Ser Asn Tyr Leu His
1 5 10

210> 9
Q1 7

<212> PRT
213> AIRH

<220>
223> EAMK

<400> 9
Arg Thr Ser Asn Leu Ala Ser
1 5

210> 10
211> 9

<212> PRT
213> ATIFR3

<220>
<223> EHRK

<400> 10
Gln Gln Gly Ser Asn Ile Pro Leu Thr
1 5

210> 11
211> 5

<212> PRT
213> ANILFRF|

<220>
<223> EHAK

<400> 11

Arg Ser Trp Met Asn
1 5

210> 12
Q211> 17
<212> PRT
213> AIF5)

<220>
223> EHAFK

<400> 12
Arg Ile His Pro Gly Asp Gly Asp Thr Asn Tyr Asn Gly Lys Phe Lys
1 5 10 15

Gly

<210> 13
211> 8

<212> PRT
213> ANIF%

<220>
<223> EHfk

<400> 13
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[0009]

Glu Gly Ser Pro Tyr Phe Asp Tyr
1 5

<210> 14
211> 11
<212> PRT
213> AILF%

<220>
<223> EHJK

<400> 14
Lys Ala Ser Gln Asp Ile Asn Asn Tyr Ile Ala
1 5 10

210> 15

Q11> 7

<212> PRT
213> AIFF

<220>
223> EHAK

<400> 15
Tyr Thr Ser Thr Leu Gln Pro
1 5

210> 16

Q11> 9

{212> PRT
Q213> ANIFRF

<220>
223> EHK

<400> 16

Leu Gln Tyr Asp Asn Leu Leu Arg Thr
1 5

210> 17

Q11> 5

<212> PRT
213> ANTLFH

<2205
<223> EHRK

<400> 17

Asp Tyr Ala Met His
1 5

<210> 18
Q211> 17
<212> PRT
213> ANIF%

<220>
223> EHFK

<400> 18

Val Ile Thr Asn Tyr Tyr Gly Asp Ala Ser Tyr Asn Gln Lys Phe Lys
1 5 10 15
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Gly

<210> 19
Q11> 12
<212> PRT
213> ANTIFF5

<220>
<223> EHK

<400> 19
Gly Gly Tyr Asp Gly Tyr Tyr Val Asp Phe Asp Tyr
1 5 10

<210> 20
211> 214
<212> PRT
213> AT

<220>
223> EHRK

<400> 20
Asp Ile Gln Leu Thr Gln Ser Pro Thr Thr Val Ala Ala Ser Pro Gly
1

Glu Lys Ile Thr Ile Thr Cys Ser Ala Ser Ser Ser Ile Ser Ser Asn
20 25 30

Tyr Leu His Trp Tyr Gin Gln Lys Pro Gly Phe Ser Pro Lys Leu Leu
35 40 45

Ile Tyr Arg Thr Ser Asn Leu Ala Ser Gly Val Pro Ala Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Ser Tyr Ser lLeu Thr Ile Gly Thr Met Glu
65 70 75 80

Ala Glu Asp Val Ala Thr Tyr Tyr Cys Gln Gln Gly Ser Asn Ile Pro
85 90 95

Leu Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu Lys Arg Ala Asp Ala
100 105 110

Ala Pro Thr Val Ser Ile Phe Pro Pro Ser Ser Glu Gln Leu Thr Ser
115 120 125

Gly Gly Ala Ser Val Val Cys Phe Leu Asn Asn Phe Tyr Pro Lys Asp
130 135 140

Ile Asn Val Lys Trp Lys Ile Asp Gly Ser Glu Arg Gln Asn Gly Val
145 150 155 160

Leu Asn Ser Trp Thr Asp Gln Asp Ser Lys Asp Ser Thr Tyr Ser Met
165 170 175

Ser Ser Thr Leu Thr Leu Thr Lys Asp Glu Tyr Glu Arg His Asn Ser
180 185 190
[0010]
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[0011]

Tyr Thr Cys Glu Ala Thr His Lys Thr Ser Thr Ser Pro Ile Val Lys
195 205

Ser Phe Asn Lys Asn Glu

210

<210>
211>
<212>
<213>

<220>
<223>

<400>

21
214
PRT

AIFF3)

HEARK

21

Val Lys Leu Gln
1

Val

Met

Arg

Gly

65

Gln

Asn

Thr

Pro

Val

145

Ser

Leu

Ser

Val

Lys

Asn

Ile

50

Lys

Leu

Glu

Val

Gly

130

Lys

Leu

Tyr

Glu

Asp
210

Ile

Trp

35

His

Ala

Ser

Gly

Ser

115

Ser

Gly

Ser

Thr

Thr

195

Lys

Ser

20

Val

Pro

Thr

Ser

Ser

100

Ser

Ala

Tyr

Ser

Leu

180

Val

Lys

Glu

Cys

Lys

Gly

Leu

Leu

85

Pro

Ala

Ala

Phe

Gly

165

Ser

Thr

Leu

Ser

Lys

Gln

Asp

Thr

70

Thr

Tyr

Lys

Gln

Pro

150

Val

Ser

Cys

Glu

Gly

Ala

Arg

Gly

55

Val

Ser

Phe

Thr

Thr

135

Glu

His

Ser

Asn

200

Pro

Ser

Pro

40

Asp

Ala

Val

Asp

Thr

120

Asn

Pro

Thr

Val

Val
200

Glu

Gly

25

Gly

Thr

Lys

Asp

Tyr

105

Pro

Ser

Val

Phe

Thr

185

Ala

90

Leu

10

Tyr

Gln

Asn

Ser

Ser

90

Trp

Pro

Met

Thr

Pro

170

Val

His

Val

Ala

Gly

Tyr

Ser

75

Ala

Gly

Ser

Val

Val

155

Ala

Pro

Pro

Lys
Phe
Leu
Asn
60

Ser
Val
Gln
Val
Thr
140
Thr
Val

Ser

Ala

Pro

Ser

Glu

45

Gly

Thr

Tyr

Gly

Tyr

125

Leu

Trp

Leu

Ser

Ser
205

Gly

Arg

30

Trp

Lys

Ala

Phe

Thr

110

Pro

Gly

Asn

Gln

Thr

190

Ser

Ala

15

Ser

Ile

Phe

Tyr

Cys

95

Thr

Leu

Cys

Ser

Ser

175

Trp

Thr

Ser

Trp

Gly

Lys

Met

80

Ala

Leu

Ala

Leu

Gly

160

Asp

Pro

Lys
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[0012]

<210>
211>
<212>
213>

<220>
<223>

<400>

22
213
PRT

AL

B

22

Asp Ile Gln Leu
1

Asp Lys

Ile Ala

His Tyr
50

Ser Gly
65

Glu Asp

Thr Phe

Pro Thr

Gly Ala
130

Asn Val
145

Asn Ser

Ser Thr

Thr Cys

Phe Asn
210

<210>
211>
<212>
<213>

<220>
223>

Val

Trp

35

Thr

Ser

Ile

Gly

Val

115

Ser

Lys

Trp

Leu

Glu

195

Lys

23
218
PRT

Thr

20

Tyr

Ser

Gly

Ala

Gly

100

Ser

Val

Trp

Thr

Thr

180

Ala

Asn

ALFF5

EAMK

Thr

Ile

Gln

Thr

Arg

Thr

85

Gly

Ile

Val

Lys

Asp

165

Leu

Thr

Glu

Gln

Thr

His

Leu

Asp

70

Tyr

Thr

Phe

Cys

Ile

150

Gln

Thr

His

Ser

Cys

Lys

Gln

55

Tyr

Tyr

Lys

Pro

Phe

135

Asp

Asp

Lys

Lys

Pro

Lys

Pro

40

Pro

Ser

Cys

Leu

Pro

120

Leu

Gly

Ser

Asp

Thr
200

91

Ser

Ala

25

Gly

Gly

Phe

Leu

Glu

105

Ser

Asn

Ser

Lys

Glu
185

Ser

10

Ser

Lys

Ile

Ser

Gln

90

Ile

Ser

Asn

Glu

Asp

170

Tyr

Thr

Leu

Gln

Arg

Pro

Ile

75

Tyr

Lys

Glu

Phe

Arg

155

Ser

Glu

Ser

Ser

Asp

Ser

Ser

60

Ser

Asp

Arg

Gln

Tyr

140

Gln

Thr

Arg

Pro

Ala

Ile

Arg

45

Arg

Asn

Asn

Ala

Leu

125

Pro

Asn

Tyr

His

Ile
205

Ser

Asn

30

Leu

Phe

Leu

Leu

Asp

110

Thr

Lys

Gly

Ser

Asn

190

Val

Leu

15

Asn

Leu

Ser

Glu

Leu

95

Ala

Ser

Asp

Val

Met

175

Ser

Lys

Gly

Tyr

Ile

Gly

Pro

80

Arg

Ala

Gly

Ile

Leu

160

Ser

Tyr

Ser
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[0013]

<220>
221>
<222>
<223>

<400>

misc_feature

(2)..

(2)

Xaa can be any naturally occurring amino acid

23

Val Xaa Leu Gln
1

Val

Met

Val

Gly

65

Glu

Arg

Gly

Tyr

Leu

145

Trp

Leu

Ser

Ser

Lys

His

Ile

50

Lys

Leu

Gly

Thr

Pro

130

Gly

Asn

Gln

Thr

Ser
210

<2105
el
212>
<213>

<220>
<223>

<400>

Ile

Trp

35

Thr

Ala

Ala

Gly

Thr

115

Leu

Cys

Ser

Ser

Trp

195

Thr

24
20
PRT

Ser

20

Val

Asn

Thr

Arg

Tyr

100

Leu

Ala

Leu

Gly

Asp

180

Pro

Lys

ANILF3

EHK

24

Gln

Cys

Lys

Tyr

Met

Leu

85

Asp

Thr

Pro

Val

Ser

165

Leu

Ser

Val

Ser Gly Ala

Lys Gly Ser

Gln

Tyr

Thr

70

Thr

Gly

Val

Gly

Lys

150

Leu

Tyr

Glu

Asp

Ser

Gly

55

Val

Ser

Tyr

Ser

Ser

135

Gly

Ser

Thr

Thr

Lys
215

His

40

Asp

Asp

Glu

Tyr

Ser

120

Ala

Tyr

Ser

Leu

Val

200

Lys

Glu

Gly

25

Ala

Ala

Lys

Asp

Val

105

Ala

Ala

Phe

Gly

Ser

185

Thr

Leu

Ser Cys Pro His Arg Leu Arg Glu His
1 5

92

Leu Val Arg Pro

10

Tyr

Lys

Ser

Ser

Ser

90

Asp

Lys

Gln

Pro

Val

170

Ser

Cys

Glu

Thr

Ser

Tyr

Ser

75

Ala

Phe

Thr

Thr

Glu

155

His

Ser

Asn

Phe Thr

Leu Glu
45

Asn Gln
60

Ser Thr

Ile Tyr

Asp Tyr

Thr Pro

125

Asn Ser

140

Pro Val

Thr Phe

Val Thr

Val Ala
205

Gly

Asp

30

Trp

Lys

Ala

Tyr

Trp

110

Pro

Met

Thr

Pro

Val
190

Val

15

Tyr

Ile

Phe

Tyr

Cys

95

Gly

Ser

Val

Val

Ala

175

Pro

Pro

Ser

Ala

Gly

Lys

Met

80

Ala

Gln

Val

Thr

Thr

160

Val

Ser

Ala

Leu Glu Arg Gly Arg Gly Asn

10
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[0014]

Leu Glu Trp Lys
20

<210>
<21
212>
<213>

<220>
<223>

<400>

25

20

PRT
ATIF3

EARK
25

Glu Arg Gly Arg
1

Leu Lys Ala Arg
20

<210>
21
212>
<213>

<220>
<223>

<400>

26

20

PRT
ANIF3

EH R
26

Cys Ser Ala Phe
1

Arg Asn Gly Leu
20

<210>
211>
<212>
<213>

<220>
<223>

<400>

27

20

PRT

AT 5

EHK
27

Ala Pro Gly Thr
1

Gln Tyr Leu Ser
20

<210>
21>
212>
<213>

<220>
<223>

<400>

28

13

PRT
AT

4K
28

Gly Asn Leu Glu Trp Lys Glu Pro Pro Ser Met Arg
5 10 15

Ser Phe Tyr Pro Pro Glu Leu Gln Leu Arg Phe Leu
5 10 15

Pro Ala Phe Trp Val Ser Gly Trp Leu Gly Pro Gln
5 10 15

Ser Gly Ser Ser Ser Asn Ile Gly Ser Asn Thr Val Ser
1 5 10

<210>

29
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[0015]

211>
<212>
<213>

<220>
<223>

<400>

7

PRT
A3
EARK

29

Ser Asp Asn Gln Arg Pro Ser
1 5

<210>
211>
<212>
<213>

<220>
<223>

<400>

Ala Ala Trp Asp Asp Ser Leu Lys Gly Trp Val
1 5 10

<210>
Q1
<212>
<213>

<220>
<223>

<400>

Asp Tyr Thr Met Ser
1

<210>
2L
<212>
<213>

<220>
<223>

<400>

Ser Ile Trp Ser Ser Gly Gly Ala Thr
1 5

Gly

<210>
Q1D
<212>
213>

<220>
<223>

<400>

Asp Ile Arg Gly Ser Arg Asn Trp Phe Agp Pro
1 5 1

<210>
Q21

30

11

PRT
N w: 2

EAHMK
30

31

5

PRT

AT 5
EAMK

31

5

32
17

PRT
ATF5
B

32

10

33
11

PRT
ANLFF
B4k

33

34
14

94

Val Tyr Ala Asp Ser Val Lys
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<212> PRT
213> AILFF

<220>
<223> EHAFK

<400> 34
Thr Gly Thr Gly Ser Asp Val Gly Ser Tyr Asn Leu Val Ser
1 5 10

<210> 35

Q11> 7

<212> PRT
213> ANTFF

<220>
223> EHK

<400> 35

Gly Asp Ser Gln Arg Pro Ser
1 5

<210> 36
211> 10
<212> PRT
Q213> AL

<220>
223> EHk

<400> 36
Cys Ser Tyr Ala Gly Ser Gly Ile Tyr Val
1 5 10

<210> 37

211> 5

<212> PRT
213> ANILRFFH

<220>
<223> EHK

<400> 37
Glu Tyr Ala Met Gly
1 5

<210> 38

Q11> 17

<212> PRT
213> AIFH

<220>
<223> EHAR

<400> 38
Ser Ile Gly Ser Ser Gly Gly Gln Thr Lys Tyr Ala Asp Ser Vgl Lys
1 5 10 1

Gly

<210> 39
Q11> 7
<212> PRT

[0016]
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[0017]

<213>

<220>
<223>

<400>

Leu Ser Thr Gly Glu Leu Tyr

1

<210>
<21
<212>
<213>

<220>
223>

<400>

Arg Ser Ser Gln Ser Leu Leu His Ser Asn Gly Tyr Asn Tyr Leu Asp
1 5 10 15

<210>
<211>
<2125
<2135

<220>
223>

<400>

1

<210>
211>
212>
<213>

<220>
<223>

<400>

Met Gln Ala Gln Gln Thr Pro Ile Thr
1 5

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Ile Tyr Ser Met Thr
1

210>
211>
212>
<2135

<220>
<223>

ANLFF

HEAHHK
39

40

16

PRT
ATF5I

BHfK
40

41

7

PRT
ANTRFF

AR
41

42

9

PRT
ATFF3)

EARK
42

43

5

PRT
ANTFF5)

B4Rk
43

44

17

PRT
ANTLFH

HAK

Leu Val Ser Asn Arg Ala Ser
5
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<400> 44
Ser Ile Val Pro Ser Gly Gly Glu Thr Ser Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

210> 45

Q11> 9

<212> PRT
213> ANIFF3|

<220>
223> EHk

<400> 45
Gly His Ser Gly Val Gly Met Asp Val
1 5

<210> 46
Q211> 16
<212> PRT
213> ANTLF%)

<220
223> EHIK

<400> 46
Arg Ser Ser Gln Ser Leu Leu His Gly Asn Gly His Thr Tyr Leu Asp
1 5 10 15

210> 47
Q11> 7

<212> PRT
213> ANIF3|

<220>
223> E4ARk

<400> 47

Leu Val Ser Asn Arg Ala Ser
1 5

<210> 48
Q11> 9

<212> PRT
213> ANTFF

<220>
223> EHIK

<400> 48
Met Gln Gly Leu Gln Thr Pro Arg Thr
1 5

<210> 49
211> 5

<212> PRT
Q213> ATF35

<220>
<223> E#Hfk

<400> 49
[0018]

97
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[0019]

Phe Tyr Ser Met Thr
1 5

<210>
211>
<212>
213>

<220>
<223>

<400>

Gly Ile Arg Ser Ser Gly Gly Ser Thr Arg Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210>
21
212>
<2135

<220>
223>

<400>

Gly Trp Gly Leu Asp Ala Phe Asp Val
1 5

<210>
Q1>
212>
213>

<220>
223>

<400>

Arg Ser Ser Leu
1

<210>
211>
<212>
<213>

<220>
<223>

<400>

Leu Gly Ser His Arg Ala Ser
1 5

<210>
Q21D
212>
<213>

<220>
223>

<400>

50
17

PRT
AT

B4Rk
50

51
9

PRT
AR5

D)
51

52
16

PRT
N3

EAMK
52

5

53

7

PRT
ATF3

EA Mk
53

54
9

PRT
ANLF3)

B4k
54

98

Ser Leu Leu His Ser Asn Gly Tyr Ile Tyr Leu Asp
10 5
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Met Gln Pro Leu Gln Thr Pro Tyr Thr
1 5

<210> 55

211> 5

<212> PRT
213> AL

<220>
<223> EHfK

<400> 55
Tyr Tyr His Met Asn
1 5

210> 56
QL1 17
<212> PRT
213> ATIF%)

{220>
223> EHMK

<400> 56
Val Ile Ser Pro Ser Gly Gly Val Thr Met Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

210> 57
211> 6

<212> PRT
213> AILF%

<220>
<223> EHFK

<400> 57
Gly Lys Ala Phe Asp Ile
1 5

<210> 58
211> 11

<212> PRT
Q213> ANILFF%Y

220> .
223> EHIk

<400> 58
Ser Gly Asp Lys Leu Gly Asp Lys Tyr Val Ser
1 5 10

210> 59

Q11> 7

<212> PRT
213> AIF%|

<2205
223> EHAK

<400> 59
Gln Asp Asn Arg Arg Pro Ser
[0020]

99
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[0021]

<210>
<211>
212>
213>

<220>
<2235

<400>

Gln Ala Trp Leu Ser Asn Thr Ala Ser
1 5

<210>
Q21D
212>
<213>

<220>
<223>

<400>

Phe Tyr Gly Met His
1 5

<210>
<211>
<212>
213>

<220>
<223>

<400>

60
11

PRT
A5

EQRk
60

61
5

PRT
ANTIFF3)

EARk
61

62
17

PRT
ATF3Y

=AJK
62

Gly Ile Tyr Ser
1

Gly

<210>
211>
<212>
213>

<220>
223>

<400>

Gly Leu Arg Thr Phe Asp Tyr
1 5

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Arg Ala Ser Gln Pro Val Gly Ser Tyr
1 5

63

7

PRT
AT
Bk
63

64
11

PRT
AT

EARK
64

100

Val Ala
10

Ser Gly Gly Ile Thr Gly Tyr Ala Asp Ser Val Lys
10

Leu Ala
10
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[0022]

210> 65
QL 7

<212> PRT
213> ANIFF3

<220>
223> EHIK

<400> 65
Gly Ala Ser Asn Arg Ala Thr
1 5

210> 66
Q11> 10
<212> PRT
Q213> ANTF%

{220>
<223> EHifik

<400> 66

Gin His Tyr Gly His Ser Pro Pro Tyr Thr
1 5 10

210> 67
2l1> 5

<212> PRT
213> ANIF%)

220>
<223> EHAL

<400> 67
Ser Tyr Ala Met Tyr
1 5

<210> 68

211> 17

212> PRT
213> AT

<220>
<223> EHRK

<400> 68

Arg Ile Val Pro Ser Gly Gly Gly Thr
1 5

Gly

<210> 69
Q211> 4
<212> PRT

213> ATF%|

<220>
223> EHK

<400> 69
Gly Met Asp Val
1

101

Met Tyr Ala Asp Ser Val Gln
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[0023]

<210>
Q1D
212>
<213>

<220>
<223>

<400>

Arg Ala Ser Gln
1

210>
211>
212>
213>

<2205
<223>

<400>

1

<210>
211>
<212>
213>

<220>
<223>

<400>

1

<210>
(AN
<212>
<213>

<220>
<223>

<400>

1

<210>
211>
212>
<213>

<220>
223>

<400>

Tyr Ile Ser Pro Ser Gly Gly Ser Thr
1 5

Gly

70
11

PRT
A5

EHRk
70

5 10

71

7

PRT
ATF5)

EAHMK
71

Asp Ala Ser Asn Arg Ala Thr
5

72

9

PRT
AIFFI

FAMK
72

Gln Gln Arg Ser Asn Trp Pro Leu Thr
5

73
5

PRT
ATF5)

B
73

Asn Tyr Asn Met Ser
5

74
17

PRT
AT

N
74

10

102

Ser Val Ser Ser Tyr Leu Ala

Trp Tyr Ala Asp Ser Val Lys
15
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[0024]

<210>
211>
212>
213>

<220>
<223>

<400>

75
7

PRT
ANIF5)

EYRk
75

Tyr His Tyr Gly Met Asp Val
1 5

<210>
211>
212>
<213>

<220>
223>

<400>

Arg Ala Ser Gln
1

<210>
211>
212>
<213>

<220>
<223>

<400>

76

11

PRT
ATRFI
AR

76

5

77
7

PRT
ATF5

EARK
77

Asp Ala Ser Asn Arg Ala Thr
1 5

<210>
<211>
212>
213>

<220>
<223>

<400>

Gln GIn Arg Ser Asn Trp Pro Pro Thr
1 5

<210>
211>
212>
<213>

<220>
<223>

<400>

Tyr Tyr Gly Met Thr
1

<210>
211>
<212>
213>

78
9

PRT
AT

4K
78

79

5

PRT
ANILRFFI

BEHRK
79

5

80

17

PRT
AT

103

Ser Ile Ser Asn His Leu Val
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220>
223> EARK

<400> 80

Ser Ile Ser Pro Ser Gly Gly His Thr Ser Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 81

Q211> 9

<212> PRT
213> ANTIFR%

$220>
223> EHK

<400> 81
Gly Pro Glu Tyr Phe Phe Gly Val Tyr
1 5

<210> 82

211> 11

<212> PRT
213> AIFH

<220>
<223> EHfk

<400> 82
Arg Ala Ser Gln Ser Val Gly Ser Tyr Leu Asn
1 5 10

<210> 83

211> 7

<212> PRT
213> AIF%

<220>
223> EHK

<400> 83
Ala Ala Tyr Ile Leu Gln Ser
1 5

<210> 84
211> 9

<212> PRT
213> ANIR%

<2205
<223> EAFK

<400> 84
Gln Gin Ser Tyr Ser Asn Arg Ile Thr
1 5

<210> 85
211> 5

<212> PRT
213> ATIF¥
<2205

[0025]

104
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[0026]

223>
<400>

=AMk
85

Ala Tyr Asn Met Ile

1

<210>
<2115
212>
<213>

<220>
<223>

<400>

Ser Ile Gly Pro Ser Gly Gly Lys Thr
1 5

Gly

<210>
(AN
212>
<213>

<220>
<223>

<400>

Val Arg Ser Gly Phe Trp Ser Gly His Asp Tyr
1 5 10

<210>
211>
212>
<213>

<220>
<223>

<400>

Arg Ala Ser Gln Ser Val Ser Ser Ser
1 5

<210>
<211>
212>
213>

<220>
<223>

<400>

5

86
17

PRT

AT 51
HEH Mk

86

10

87

11

PRT

AT 3

EAMK
87

88

12

PRT

AT 5

E4 K
88

10

89

7

PRT
ATF5)

EARK
89

Gly Ala Ser Ser Arg Ala Thr

1

<210>
211>
212>
<213>

<220>
223>

5
90
PRT
NIFFFI

HEARK

105

Val Tyr Ala Asp Ser Val Lys

Tyr Leu Ala



CN 104479017 A

JE3

5 %

26/56 1T

[0027]

<400> 90

Gln Gln Tyr Gly Ser Ser Pro Arg Thr
1 5

<210> 91
Q211> 5

<212> PRT
213> A%

<220>
<223> EAHK
<400> 91

His Tyr Gly Met Ser
1 5

210> 92

Q211> 17

<212> PRT
213> ANIF%

<220>

223> EAMK

<400> 92

Tyr Ile Arg Pro Ser Gly Gly Lys Thr Ile Tyr Ala Asp Ser
1 5 10

Gly

210> 93

211> 13

<212> PRT
213> ATLFF

<220>

<223> FEHIK

<400> 93

Asp Ser Trp Gly Ser Phe Pro Asn Asp Ala Phe Asp Ile
1 5 10

<210> 94
<211> 339
<212> DNA
213> ANTLFF3

220>

223> EHZHEM

<400> 94
caagacatcc agatgaccca

tccatctect gecaggtctag
tggtacctge agaggccagg
geeteegggg tecctgacag
atcagcagag tggaggetga

ccgatcacct tcggecaagg

gtctccagac
tcagagectce
gcagtetceg
gttcagtgge
agatgctgga

gacacgactg

tceetgeceg
ctgcatagta
cagctectga
agtgggtcag
ttttattact

gagattaaa

106

tcaccectgg
atggatacaa
tctatttggt
gcacagattt

geatgeaage

Val Lys
15

agagccggec
ctatttggat
ttctaatcgg
tacactgaaa

tcaacaaact

60
120
180
240
300
339



CN 104479017 A

=

5 %

27/56 11

[0028]

<210> 95
<211> 339
<212> DNA
213> AL

<220>
223> EHZBHHR

<400> 95
caagacatcc agatgaccta

tccatgtect gcaggtctag
tggtacctge agaggccagg
geeteegggg tcecctgacag
atcagcagag tggaggcgga
ccgtacactt ttggccaggg
<210> 96

Q211> 324

<212> DNA

213> AL

<220>
223> HEHAZHER

<400> 96
caagacatcc agatgaccca

accatcactt gccgggcaag
ccaggcgaag cccctaagge
tcgaggttca gtggceagegg
cctgaagatt ttgcaactta
cctgggacca gagtggatgt
210> 97

211> 339

<212> DNA

213> ATLF%Y

<220>
223> EBEHZHER

<400> 97
caagacatcc agatgaccca

tccatctcect gecaggtctag
tggtatctge agaagccagg
geeteegggg teectgacag
atcagcagag tggaggctga
ccgaggacgt tcggecaggg
<210> 98

211> 324

<212> DNA

213> ATLF%Y

220>
223> EHALKER

<400> 98

gtctecacte
tctgageetce
acagtctcca
gttcagtgge
ggatgttges

gaccaagctg

gtcteceatee
tcagagegtt
cctgatctat
ctctgggaca
ttactgtcaa

caaa

gtctecacte
tcagagecte
gcagteteea
gttcagtggce
agatgttggg

gaccaaggtg

teeetgeeeg
ctgeatagta
cagecteetga
agtgggtcag
gtttattact

gagatcaaa

tcecetgtetg
ggcagttatt
getgecataca
gatttecacte

cagagttaca

tcectgeeeg
ctgcacggaa
cagetectga
agtggatcag
gtttattact

gaaatcaaa

107

tcacceectgg
atggatacat
tgtatttggsg
gcacagattt

gcatgeaace

catctgtagg
taaattggta
ttttgcaaag
tcaccatcaa

gtaatagaat

tcacccctgg
atggacacac
tctatttggt
gcacagattt

gcatgcaagg

agagccggee
ctatttggat
ttctcategg
tacactgaac

tctacaaact

agacagagtc
tcagcagaaa
tggggtceea
cagtctacaa

cactttcgge

agagccggee
ctatttggat
ttctaatcgg
tacactgaaa

tctacaaact

60
120
180
240
300
339

60
120
180
240
300
324

60
120
180
240
300
339
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[0029]

caagacatcc agatgaccca gtctccagec
accctctect gecagggecag tcagagtatt
cctggecagg ctceccagget cctcatctat
gccaggttca gtggecagtgg gtectgggaca
cctgaagatt ttgcagttta ttactgtcag
caagggacac gactggagat taaa

210> 99

211> 327

<212> DNA

213> ATF%

<220>
223> EHRZHEMR

<400> 99
caagacatcc agatgaccca gtctccagee

accctetect gecgggecag tcageectgtt
cctggecagg ctcccagget cctcatctat
gccaggttca gtggcagtgg gtctgggaca
cctgaagatt ttggagtgta ttactgtcag
ggccagggga ccaagctgga gatcaaa
<210> 100

Q211> 327

<212> DNA

213> ATF%)

{220>
223> EHEZER

<400> 100
caagacatcc agatgaccca gtctccagge

accctectect gcagggecag tcagagtgtt
aaacctggcec aggctcccag getectcate
ccagacaggt tcagtggcag tgggtctggg
gagcctgaag attttgcagt gtattactgt
ggccaaggga ccaaggtgga aatcaaa
<210> 101

211> 330

<212> DNA

213> ATLFF

<220>
223> EHZEZER

<400> 101
cagagecgett tgactcagec accctcageg

tcttgtictg gaagcagctc caacatcgga
ccaggaacgg cccccaaact cctcatctat
gaccgattcg ctggcteccaa gtetggeacce

tctgaggatg aggctgaata tcactgtgea

accetgtett
agcaaccact
gatgcatcca
gacttcactce

cagcgtagea

accetgtett
ggcagctact
ggtgeatcea
gacttcactc

cactatggte

accectgtetlt
agcagcaget
tatggtgcat
acagacttca

cagcagtatg

tctgagacce
agtaatactg
agtgataatc
tetgeeteee

gcatgggatg

108

tgtctecagg ggaaagagec
tagtctggtt ccaacagaaa
acagggccac tggeatccca
tcaccatcag cagcctagag

actggectee caccttegge

tgtctccagg ggaaacagec
tagcctggta ccaacagaaa
atagggccac tggeatccca
tcgecatcag cagectggag

actcacctce gtacactttt

tgtctecagg ggaaagagece
acttagcctg gtaccagcag
ccagcaggge cactggcate
ctctcaccat cagcagactg

gtagctcace tcggacgttc

ccgggeagag agtcaccate
taagctggta ccagcagete
ageggeccte aggggteect
tggecatcag tgggetccag

acagcctgaa gggttgggts

60
120
180
240
300
324

60
120
180
240
300
327

60
120
180
240
300
327

60
120
180
240
300
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ttcggeggag ggacaaaget gaccgtecta

<210> 102
211> 324
<212> DNA
213> ANIFFHY

<220>
223> EHZHIMR

<400> 102
cagagcgett tgactcagac accctcagtg tcegtgtceece ccggacagac

acctgetetg gagataaatt gggggataag tatgtttctt ggtttcaaca
cagtcccecta tectactect ttatcaagac aacaggegge cctcetgggat
ttctectgget ccaattctgg gaacacagece tctctgacca tcagegggac
gatgaggcetg actaccactg tcaggegtgg ctcagcaata ctgetteegt
ggagggacca ggctgaccgt ccte

<210> 103

211> 324

<212> DNA

213> ATLF%Y

220>
223> EHZHEM

<400> 103
caagacatcc agatgaccca gtctccagec accctgtett tgtctccagg

acceteteet gcagggceccag tcagagtgtt agcagctact tagcctggta
cctggecagg cteccagget cclcatctat gatgcatcca acagggecac
gccaggttca gtggcagtgg gtctgggaca gacttcactc tcaccatcag
cctgaagatt ttgcagttta ttactgtcag cagecgtagca actggecccet
ggagggacca aggtggagat caaa

210> 104

<211> 330

<212> DNA

213> ANTJFF

220>
223> BHBHEM

<400> 104
cagagcgtct tgactcagee tgectecgtg teggggtete ctggacagte

tcctgeactg ggaccgggag tgatgttgga agttataacc ttgtcteetg
taccccggea aageccccaa actcatcatt tatggggaca gtcageggee
tctagtcget tectetggete caagtctgge aactcggect ccctgacaat
caggctgagg acgaggcetga ttattactgt tgctcatatg caggtagtgg
tttggcagtg ggaccaaggt caccgtccta

210> 105

211> 10

<212> PRT

213> ALFF

[0030]

109

agccaccatce
gaagccagge
ccctgaacga
ccaggctatg

ggcattcgge

ggaaagagcc
ccaacagaaa
tggcatccca
cagcctagag

cactttcgge

gatcaccatc
gtaccaaaag
ctcgggactt
ctetgggete

catttacgte

330

60
120
180
240
300
324

60
120
180
240
300
324

60
120
180
240
300
330
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[0031]

<220>
223>

<400>

1

<210>
Q11>
212>
<213>

<220>
<223>

<400>

Glu Pro Pro Ser Met Arg Leu Lys Ala Arg
5

4K
105

10

106

19

PRT
ANTF5I

Rk
106

Cys Ser Ala Phe Tyr Pro Pro Glu Leu Gln Leu Arg Phe Phe Leu Arg
1 5

10 15

Asn Gly Leu

<210>
21>
212>
213>

220>
223>

<400>

107
106
PRT
AT 51

Bk
107

Ser Gin Pro Lys Ala Asn Pro Thr Val Thr Leu Phe Pro Pro Ser Ser
1 5

10 15

Glu Glu Leu Gln Ala Asn Lys Ala Thr Leu Val Cys Leu Ile Ser Asp
20

25 30

Phe Tyr Pro Gly Ala Val Thr Val Ala Trp Lys Ala Asp Gly Ser Pro
35

40 45

55

Val Lys Ala Gly Val Glu Thr Thr Lys Pro Ser Lys Gln Ser Asn Asn
50 60

Lys Tyr Ala Ala Ser Ser Tyr Leu Ser Leu Thr Pro Glu Gln Trp Lys

65

70 75 80

Ser His Arg Ser Tyr Ser Cys Gln Val Thr His Glu Gly Ser Thr Val

85 90 95

Glu Lys Thr Val Ala Pro Ala Glu Cys Ser

210>
211>
212>
213>

<220>
223>

<400>

100 105

108
318
DNA
AT 3

BEAZHER
108

agtcagccca aggccaacce cactgtcact ctgttcccge cctectetga ggagetcecaa 60

110
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[0032]

gccaacaagg ccacactagt gtgtctgatc agtgacttct acccgggage tgtgacagtg

gcciggaagg cagatggeag ccccgtcaag gegggagtgg acaccaccaa accctccaaa

cagagcaaca acaagtacgc ggccagcage tacctgagcec tgacgeccga gcagtggaag

tcccacagaa gctacagetg ccaggtcacg catgaaggga geaccgtcca gaagacagtg

gceectgeag aatgetet

<210> 109
<211> 106
<212> PRT
213> A4

<220>
<223> Bk

<400> 109
Gly Gln Pro Lys
1

Glu Glu Leu Gln
20

Phe Tyr Pro Gly
35

Val Lys Ala Gly
50

Lys Tyr Ala Ala
65

Ser His Arg Ser

Glu Lys Thr Val
100

<210> 110
211> 317
<212> DNA
213> ATF7

<220>

Ala

Ala

Ala

Val

Ser

Tyr

85

Ala

223> BHZEHE®

<400> 110

ggtcageeca aggecaccece
ccaacaaggc cacactagtg
cttggaaggc agatggeage
agagcaacaa caagtacgcg

cccacagaag ctacagetge

ccectacaga atgttea

210> 111
211> 116
<212> PRT

Asn Pro

Asn Lys

Val Thr

Glu Thr
55

Ser Tyr
70

Ser Cys

Pro Thr

Thr

Ala

Val

40

Thr

Leu

Gln

Glu

acggtcactc

gccageaget

caggtcacge

Val Thr Leu
10

Thr Leu Val
25

Ala Trp Lys

Lys Pro Ser

Ser Leu Thr
75

Val Thr His
90

Cys Ser
105

tgtteceegee

tgtctgatca gtgacttcta

cccgtcaagg cgggagtgga

acctgagect

atgaagggag

111

Phe Pro Pro Ser Ser
15

Cys Leu Ile Ser Asp
30

Ala Asp Gly Ser Pro
45

Lys Gln Ser Asn Asn
60

Pro Glu Gln Trp Lys
80

Glu Gly Ser Thr Val
95

ctcctetgag gagetccaag
cccgggaget gtgacagtgg
gacgaccaaa ccctccaaac
gacgcccgag cagtggaagt

caccgtggag aagacagtgg

120
180
240
300
318

60
120
180
240
300
317
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[0033]

213> AL

<220>
223> EYH

<400> 111
Glu Val Gln
1

Ser Leu Arg

Ala Met Gly
35

Ser Ser Ile
50

Lys Gly Arg
65

Leu Gln Met

Ala Arg Leu

Thr Val Ser
115

<210> 112
211> 349
<212> DNA
213> AL

<220>

FF3l

Jik

Leu

Leu

20

Trp

Gly

Phe

Asn

Ser

100

Ser

32l

Leu

Ser

Val

Ser

Thr

Ser

85

Thr

223> EHEZBHER

<400> 112
gaagttcaat

tettgegetg
cctggtaaag
gctgacteeg
cttgcagatg
aacaggggag
210> 113
211> 110
<212> PRT
213> AT

<220>
223> EH

<400> 113

Glu Ser Gly Gly

Cys Ala Ala Ser
25

Arg Gln Ala Pro
40

Ser Gly Gly Gln
55

Ile Ser Arg Asp
70

Leu Arg Ala Glu

Gly Glu Leu Tyr
105

Gly

10

Gly

Gly

Thr

Asn

Asp

90

Trp

Leu

Phe

Lys

Lys

Ser

75

Thr

Gly

tgttagagtc tggtggeggt cttgttcage

cttceggatt cactttctet gagtacgeta

gtttggagtg ggtttcttet atcggtictt

ttaaaggtcg cticactatc tctagagaca

aacagcttaa gggetgagga cacggecegtg

ctctactggg gecagggeae cctggteace

FF31

fik

Val

Thr

Gly

Tyr

60

Lys

Ala

Gln

Gln

Phe

Leu

45

Ala

Asn

Val

Gly

Pro

Ser

30

Glu

Asp

Thr

Tyr

Thr
110

ctggtggtte

tgggtigest

ctggtggeca

acttctaaga

tattactgtg

gtctcaage

Gly Gly
15

Glu Tyr

Gln Val

Ser Val

Leu Tyr
80

Tyr Cys
95

Leu Val

tttacgtett
tcgecaaget
gactaagtat
atactctcta

cgagactcte

Glu Val Gly Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Géy Gly
1 5 10 1

112

60
120
180
240
300
349
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[0034]

Ser Leu

Tyr Met

Arg Leu Ser Cys Ala Ala Ser Gly Phe
20 25

Ser Trp Val Arg Gln Ala Pro Gly Lys
35 40

Ser Ala Ile Ser Gly Ser Gly Gly Ser Thr Tyr
55

50

Lys Gly

65

Leu Gln

Ala Lys

<210>
211>
212>
213>

<220>
<223>

<400>

Arg Phe Thr Ile Ser Arg Asp Asn Ser
70 75

Met Asn Ser Leu Arg Ala Glu Asp Thr
85 90

Tyr Trp Gly Gln Gly Thr Leu Val Thr
100 105

114
331
DNA
ANTIFF3)

BEAZHR
114

gaggtgcage tgttggagtc tggggagget tggtacagec

cctgtgeage ctetggattc acctttageca getatgecat

cagggaaggg gctggagtge gtctcageta ttagtggtag

cagactccgt gaagggeegg ttcaccatct ccagagacaa

tgcaaatgaa cagcctgaga gccgaggaca cggeegtata

gggeccaggge accctggteca ccgtectecate a

<210>
Q211>
212>
213>

<220>
223>

<400>

115
338
PRT
ATF5I

BEAHMK
115

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
1 5

10

Ser Thr Ser gly Gly Thr Ala Ala Leu Gly Cys
0

25

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser

35 40

Gly Val His Thr Phe Pro Ala Val Leu Gln Ser
50

55

Leu Ser Ser Val Thr Val Pro Ser Ser Ser Leu

65

75

113

Thr

Gly

Tyr

60

Lys

Ala

Val

Phe Ser
30

Leu Glu

45

Ala Asp

Asn Thr

Val Tyr

Ser Ser
110

tggggggtee

gagctgggte

tggtggtage

ttccaagaac

ttactgtgeg

Ala

Leu

Gly

Ser

60

Gly

Pro Ser

Val Lys
30

Ala Leu
45

Gly Leu

Thr Gln

Ser Ala

Trp Val

Ser Val

Leu Tyr
80

Tyr Cys
95

ctgagactet
cgccaggete
acatactacg
acgctgtate

aaagatactg

Ser Lys
15

Asp Tyr

Thr Ser

Tyr Ser

Thr Tyr
80

60
120
180
240
300
331
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[0035]

Ile

Pro

Leu

Thr

Val

145

Val

Ser

Leu

Ala

Pro

225

Thr

Thr

Glu

Leu

Lys

305

Glu

Gly

Cys

Lys

Leu

Leu

130

Ser

Glu

Thr

Asn

Pro

210

Gln

Leu

Cys

Ser

Asp

290

Ser

Ala

Lys

<210>
211>
212>
213>

<220>

Asn

Ser

115

Met

His

Val

Tyr

Gly

195

Ile

Val

Pro

Leu

Asn

275

Ser

Arg

Leu

116
338
PRT

Val

Cys

100

Gly

Ile

Glu

His

Arg

180

Lys

Glu

Tyr

Pro

Asx

260

Gly

Asp

Trp

His

AT FF

Asn

85

Asp

Pro

Ser

Asp

Asn

165

Val

Glu

Lys

Thr

Ser

245

Lys

Gln

Gly

Gln

Asn
325

His
Lys
Ser
Arg
Pro
150
Ala
Val
Tyr
Thr
Leu
230
Arg
Gly
Pfo
Ser
Gln

310

His

Lys

Thr

Val

Thr

135

Glu

Lys

Ser

Lys

Ile

215

Pro

Asp

Phe

Glu

Phe

295

Gly

Tyr

Pro

His

Phe

120

Pro

Val

Thr

Val

Cys

200

Ser

Pro

Glu

Tyr

Asn

280

Phe

Asn

Thr

Ser

Thr

105

Leu

Glu

Lys

Lys

Leu

185

Lys

Lys

Ser

Leu

Pro

265

Asn

Leu

Val

Gln

114

Asn

90

Cys

Phe

Val

Phe

Pro

170

Thr

Val

Ala

Pro

Thr

250

Ser

Tyr

Tyr

Phe

Lys
330

Thr

Pro

Pro

Thr

Asn

155

Arg

Val

Ser

Lys

Arg

235

Lys

Asp

Lys

Ser

Ser

315

Ser

Lys

Pro

Pro

Cys

140

Trp

Glu

Leu

Asn

Gly

220

Glu

Asn

Ile

Thr

Lys

300

Cys

Leu

Val

Cys

Lys

125

Val

Tyr

Glu

His

Lys

205

Gln

Pro

Gln

Ala

Thr

285

Leu

Ser

Ser

Asp

Ala

110

Pro

Val

Val

Gln

Gln

190

Ala

Pro

Gln

Val

Val

270

Pro

Tyr

Val

Leu

Lys

95

Pro

Lys

Val

Asp

Tyr

175

Asp

Leu

Arg

Val

Ser

255

Glu

Val

Met

Ser
335

Lys

Glu

Asp

Asp

Gly

160

Asn

Trp

Pro

Glu

Tyr

240

Leu

Trp

Val

Asp

His

320

Pro
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[0036]

<223> E4Hk
<400>

116

Ala Ser Thr Lys

1

Ser

Phe

Gly

Leu

65

Ile

Pro

Leu

Thr

Val

145

Val

Ser

Leu

Ala

Pro

225

Thr

Thr

Glu

Thr

Pro

Val

50

Ser

Cys

Lys

Leu

Leu

130

Ser

Glu

Thr

Asn

Pro

210

Gln

Leu

Cys

Ser

Ser

Glu

35

His

Ser

Asn

Ser

Gly

115

Met

His

Val

Tyr

Gly

195

Ile

Val

Pro

Leu

Asn
275

Gly

20

Pro

Thr

Val

Val

Cys

100

Gly

Tle

Glu

His

Arg

180

Lys

Glu

Tyr

Pro

Asx

260

Gly

Gly

Gly

Val

Phe

Thr

Asn

85

Asp

Pro

Ser

Asp

Asn

165

Val

Glu

Lys

Thr

Ser

245

Lys

Gln

Pro

Thr

Thr

Pro

Val

70

His

Lys

Ser

Arg

Pro

150

Ala

Val

Tyr

Thr

Leu

230

Arg

Gly

Pro

Ser

Ala

Val

Ala

55

Pro

Lys

Thr

Val

Thr

135

Glu

Lys

Ser

Lys

Ile

215

Pro

Glu

Phe

Glu

Val

Ala

Ser

40

Val

Ser

Pro

His

Phe

120

Pro

Val

Thr

Val

Cys

200

Ser

Pro

Glu

Tyr

Asn
280

Phe

Leu

25

Trp

Leu

Ser

Ser

Thr

105

Leu

Glu

Lys

Lys

Leu

185

Lys

Lys

Ser

Met

Pro

265

Asn

115

Pro

10

Gly

Asn

Gln

Ser

Asn

90

Cys

Phe

Val

Phe

Pro

170

Thr

Val

Ala

Pro

Thr

250

Ser

Tyr

Leu

Cys

Ser

Ser

Leu

75

Thr

Pro

Pro

Thr

Asn

155

Arg

Val

Ser

Lys

Arg

235

Lys

Asp

Lys

Ala

Leu

Gly

Ser

60

Gly

Lys

Pro

Pro

Cys

140

Trp

Glu

Leu

Asn

Gly

220

Glu

Asn

Ile

Thr

Pro

Val

Ala

45

Gly

Thr

Val

Cys

Lys

125

Val

Tyr

Glu

His

Lys

205

Gln

Pro

Gln

Ala

Thr
285

Ser

Lys

30

Leu

Leu

Gln

Asp

Ala

110

Pro

Val

Val

Gln

Gln

190

Ala

Pro

Gln

Val

Val

270

Pro

Ser

15

Asp

Thr

Tyr

Thr

Lys

95

Pro

Lys

Val

Asp

Tyr

175

Asp

Leu

Arg

Val

Ser

255

Glu

Pro

Lys

Tyr

Ser

Ser

Tyr

80

Arg

Glu

Asp

Asp

Gly

160

Asn

Trp

Pro

Glu

Tyr

240

Leu

Trp

Val
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[0037]

Leu Asp Ser Asp
290

Lys Ser Arg Trp
305

Glu Ala Leu His
Gly Lys

210> 117
211> 29

<212> PRT
213> AL

<220
223> EHK

<400> 117

Val Tyr Ala Met
1

Ala Asp Ser Val
20

<210> 118
211> 29

<212> PRT
213> ANIF%

<220>
<223> EHMK

<400> 118
Val Tyr Ala Met
1

Ala Asp Ser Val
20

<210> 119
211> 29

<212> PRT
213> AIR%)

<220>
<223> EHMk

<400> 119
Glu Tyr Ala Met
1

Ala Asp Ser Val
20

<210> 120
211> 29

<212> PRT
213> ALFH

Gly Ser Phe Phe Leu Tyr Ser Lys Leu Tyr
295 300

Gln Gln Gly Asn Val Phe Ser Cys Ser Val
310 315

Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
325 330

Gly Ser Ile Gly Ser Ser Gly Gly Pro Thr
5 10

Lys Gly Leu Ser Ile Arg Glu Leu Val
25

Gly Ser Ile Gly Ser Ser Gly Gly Pro Thr
5 10

Lys Gly Leu Ser Ile Val Asp Ser Tyr
25

Gly Ser Ile Gly Ser Ser Gly Gly Gln Thr
5 10

Lys Gly Leu Ala Ile Gly Asp Ser Tyr
25

116

Val Asp

Met His
320

Ser Pro
335

Lys Tyr
15

Lys Tyr
15

Lys Tyr
15
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[0038]

<220>
<223>

<400>

EHRk
120

Glu Tyr Ala Met Gly Ser Ile

1

5

Ala Asp Ser gal Lys Gly
0

<210>
211>
212>
213>

<220>
<223>

<400>

121

29

PRT

AT F3

EAHMK
121

Leu

Glu Tyr Ala Met Gly Ser Ile
1 5

Ala Asp Ser Val Lys Gly Leu
20

<210>
Q1L
<212>
213>

<220>
<223>

<400>

122
29

PRT
ANTRFFI

EHMK
122

Glu Tyr Ala Met Gly Ser Ile
1 5

Ala Asp Ser Val Lys Gly
20

<210>
21>
212>
213>

<220>
<223>

<400>

123
29

PRT
ATFF5

EHAK
123

Leu

Glu Tyr Ala Met Gly Ser Ile
1 5

Ala Asp Ser Val Lys Gly
20

<210>
<211>
212>
<213>

<2205
<223>

124
29

PRT
yNaw: 27l

EARK

Leu

Gly Ser Ser Gly Gly Gln Thr
10

Ser Ile Arg Glu Leu Ile
25

Gly Ser Ser Gly Gly Gln Thr Lys Tyr
10 15

Ser Ile Arg Glu Leu Ser
25

Gly Ser Ser Gly Gly Gln Thr Lys Tyr
10 15

Ser Ile Arg Glu Leu Val
25

Gly Ser Ser Gly Gly Gln Thr Lys Tyr
15

Ser Leu Gly Asp Ser Tyr
25

117
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F 5 X 38/56 71

[0039]

<400> 124
Glu Tyr Ala Met Gly Ser Ile Gly Ser Ser Gly Gly Gln Thr Lys Tyr
1 5 10 15

Ala Asp Ser Val Lys Gly Leu Ser Ile Val Asp Ser Phe
20 25

<210> 125
Q211> 29
<212> PRT
213> ANIFP%|

<220>
223> EHAJK

<400> 125
Glu Tyr Ala Met Gly Ser Ile Gly Ser Ser Gly Gly Gln Thr Lys Tyr
1 5 10 15

Ala Asp Ser Val Lys Gly Leu Ser Ile Arg Glu Leu Asp
20 25

210> 126
211> 29

<212> PRT
213> ANTIF%

220>
<223> EHAL

<400> 126
Glu Tyr Ala Met Gly Ser Ile Gly Ser Ser Gly Gly Gln Thr Lys Tyr
1 5 10 15

Ala Asp Ser Val Lys Gly Leu Ser Ile Arg Glu Leu His
20 25

210> 127
211> 29
<212> PRT
213> ANIF%)

<220>
223> EHIK

<400> 127
Glu Tyr Ala Met Gly Ser Ile Gly Ser Ser Gly Gly Gln Thr Lys Tyr
1 5 10 15

Ala Asp Ser Val Lys Gly Leu Ser Ile Arg Glu Leu Ser
20 25

210> 128
Q211> 29

{212> PRT
213> ANTLFH

<220>
<223> EAFK

<400> 128

118



CN 104479017 A

F 5l

=

39/56 HT

[0040]

Glu Tyr Ala Met Gly Ser Ile Gly Ser Ser Gly Gly Gln Thr Lys Tyr
1 5 10 15

Ala Asp Ser Val Lys Gly Leu Ser Ile Asp Asp Ser Tyr
20 25

<210>
211>
<212>
<213>

<220>
<223>

<400>

129
29

PRT
ATF5I

4k
129

Glu Tyr Ala Met Gly Ser Ile Gly Ser Ser Gly Gly Gln Thr Lys Tyr
1 5 10 15

Ala Asp Ser Val Lys Gly Leu Ser Ile Val Glu Leu Asp
20

<210>
Q21D
212>
<2135

<220>
<223>

<400>

130

29

PRT
ANIF3)

EHAK
130

25

Glu Tyr Ala Met Gly Ser Ile Gly Ser Ser Gly Gly Gln Thr Lys Tyr
1 5 10 15

Ala Asp Ser Val Lys Gly Leu Ser Ile Arg Glu Leu Phe
20 25

<210>
211>
<212>
<213>

<2205
<223>

<400>

131

29

PRT

AT 5

EHMK
131

Glu Tyr Ala Met Gly Ser Ile Gly Ser Ser Gly Gly Gln Thr Lys Tyr
1 5 10

15

Ala Asp Ser Val Lys Gly Leu Ser Ile Arg Asp Ser Tyr
20

210>
<211>
<212>
213>

<220>
<223>

<400>

132

29

PRT
ANTFF

BEAK
132

25

Glu Tyr Ala Met Gly Ser Ile Gly Ser Ser Gly Gly Gln Thr Lgs Tyr
1 5 10 1

119
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Ala Asp Ser Val Lys Gly Leu Ser Ile Asp Asp Phe Tyr
20 25

<210> 133
Q211> 29

<212> PRT
213> ALY

<220
<223> EHAMK

<400> 133
Glu Tyr Ala Met Gly Ser Ile Gly Ser Ser Gly Gly Gln Thr Lys Tyr
1 5 10 15

Ala Asp Ser Val Lys Gly Leu Ser Ile Arg Glu Leu Phe
20 25

210> 134
Q11> 29

<212> PRT
213> ANILRFH

<220>
<223> EHk

<400> 134
Glu Tyr Ala Met Gly Ser Ile Gly Ser Ser Gly Gly Gln Thr Lys Tyr
1 5 10 15

Ala Asp Ser Val Lys Gly Leu Ser Ile Arg Glu Leu Tyr
20 25

<210> 135
Q211> 29
<212> PRT
Q213> AR5

<2205
<223> EHFK

<400> 135
Glu Tyr Ala Met Gly Ser Ile Gly Ser Ser Gly Gly Gln Thr Lys Tyr
1 5 10 15

Ala Asp Ser Val Lys Gly Leu Ser Ile Val Asp Ser Tyr
20 25

<210> 136
Q11> 29

<212> PRT
213> ATFF

<220>
<223> EHAFk

<400> 136
Val Tyr Ala Met Gly Ser Ile Gly Ser Ser Gly Gly Pro Thr Lys Tyr
1 5 10 15
Ala Asp Ser Val Lys Gly Leu Ser Thr Gly Glu Leu Tyr
20 25

[0041]

120
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[0042]

<210> 137
211> 29

<212> PRT
Q213> ANIF3

<220>
223> E4fk

<400> 137
Glu Tyr Ala Met Gly Ser Ile Gly Ser Ser Gly Gly Gln Thr Lys Tyr
1 5 10 15

Ala Asp Ser Val Lys Gly Leu Ser Ile Arg Glu Leu His
20 25

<210> 138
211> 29

<212> PRT
213> ANILFF%

{220
<223> EHAK

<400> 138
Glu Tyr Ala Met Gly Ser Ile Gly Ser Ser Gly Gly Gln Thr Lys Tyr
1 5 10 15

Ala Asp Ser Val Lys Gly Leu Ser Thr Gly Glu Leu Tyr
20 25

<210> 139
211> 29

<212> PRT
213> ANIF%

<220>
<223> EAMK

<400> 139
Glu Tyr Ala Met Gly Ser Ile Gly Ser Ser Gly Gly Gln Thr Lys Tyr
1 5 10 15

Ala Asp Ser Val Lys Gly Leu Ser Thr Gly Ala Leu Ser
20 25

<210> 140
211> 29

<212> PRT
213> ANIFE%

<220>
<223> EHA

<400> 140
Glu Tyr Ala Met Gly Ser Ile Gly Ser Ser Gly Gly Gln Thr Lys Tyr
1 5 10 15

Ala Asp Ser Val Lys Gly Leu Ser Thr Gly Glu Leu Tyr
20 25

<210> 141

121
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211> 14
<212> PRT
<213> ANTF3)

<220>
<223> EHJK

<400> 141
Thr Gly Thr Gly Ser Asp Val Gly Ser Tyr Asn Leu Val Ser
1 5 10

210> 142
QL 7

<212> PRT
Q213> NI

<220>
<223> EHAK

<400> 142

Gly Asp Ser Gln Arg Pro Ser
1 5

<210> 143
211> 10

<212> PRT
213> ANIFF

<220>
223> EHARK

<400> 143
Cys Ser Tyr Ala Gly Ser Gly Ile Tyr Val
1 5 10

<210> 144
<211> 5

<212> PRT
213> AT.F%)

<220>
<223> EHIK

<400> 144
Glu Tyr Ala Met Gly
1 5

<210> 145
Q11> 17

<212> PRT
213> ANILFF

<220>
223> EHMK

<400> 145

Ser Ile Gly Ser Ser Gly Gly Gln Thr Lys Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 146
C2I 7

[0043]

122
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[0044]

212>
213>

<220>
223>

<400>

PRT
AT F3

ARk
146

Leu Ser Thr Gly Glu Leu Tyr
1 5

<210>
<211
212>
213>

220>
<223>

<400>

Thr Gly Thr Gly Ser Asp Val Gly Ser
1 5

<210>
211>
212>
213>

<220>
<223>

<400>

147
14

PRT

AT 75

ARk
147

148
7

PRT
ANTF3

Bk
148

Gly Asp Ser Gln Arg Pro Ser
1 5

<210>
<21
212>
<213>

220>
<223>

<400>

Cys Ser Tyr Ala Gly Ser Gly Ile Tyr
1 5

<210>
211>
212>
<213>

<220>
223>

<400>

149
10

PRT
AT

EH K
149

150
5

PRT
AT

EHRK
150

Glu Tyr Ala Met Gly
1 5

<210>
Q1L
212>
<213>

<220>
<223>

151
17

PRT
ANTLF5Y

HEA K

123

Tyr Asn Leu Val Ser
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<400> 151
Ser Ile Gly Ser Ser Gly Gly Gln Thr Lys Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 152
Q1 7

<212> PRT
213> ANIFFI

<220>
223> EHIK

<400> 152

Leu Ser Thr Gly Glu Leu Tyr
1 5

<210> 153
211> 14

<212> PRT
213> AIF%

<220>
<223> EHAk

<400> 153
Thr Gly Thr Gly Ser Asp Val Gly Ser Tyr Asn Leu Val Ser
1 5 10

210> 154
Q11> 7

<212> PRT
213> ANIFF

<220>
223> EHA

<400> 154

Gly Asp Ser Gln Arg Pro Ser
1 5

210> 155
Q11> 10
<212> PRT
213> ANTF%

<220>
<223> EHAMk

<400> 155
Cys Ser Tyr Ala Gly Ser Gly Ile Tyr Val
1 5 10

210> 156
Q11> 5

<212> PRT
213> ANIF%

<220>
<223> EHAK

[0045]

124
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45/56 11

[0046]

<400>

1

<210>
211>
212>
<213>

<220>
223>

<400>

Ser Ile Gly Ser Ser Gly Gly Pro Thr Lys Tyr Ala Asp Ser Vgl Lys
1 5 10 1

Gly

<210>
<211
<212>
213>

<220>
<223>

<400>

156

Val Tyr Ala Met Gly
5

157

17

PRT
ATF5Y

EQK
157

158

7

PRT
A5

B4Rk
158

Leu Ser Ile Arg Glu Leu Val

1

<210>
<21
212>
213>

<220>
<223>

<400>

Thr Gly Thr Gly Ser Asp Val Gly Ser Tgr Asn Leu Val Ser
1 5 1

<210>
<21
<2125
213>

<220>
<223>

<400>

5

159

14

PRT
ANTIF4Y

EHRk
159

160

7

PRT

AT 5

EHIK
160

Gly Asp Ser Gln Arg Pro Ser
1 5

210>
<2115
<212>
<2135

<220>
<223>

<400>

161

10

PRT
ANTF5)
EAHAK

161

125
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46/56 11

[0047]

Cys Ser Tyr Ala Gly Ser Gly Ile Tyr Val
1 5

210>
211>
212>
213>

<220>
<223>

<400>

10

162
5

PRT
ATF5Y

B4
162

Val Tyr Ala Met Gly
1 5

<210>
211>
212>
213>

<220>
<2235

<400>

Ser Ile Gly Ser Ser Gly Gly Pro Thr
1 5

Gly

<210>
<21
212>
<213>

<220>
<223>

<400>

1

<210>
211>
212>
<213>

<220>
<223>

<400>

1

<210>
211>
212>
<213>

<220>
<2235

<400>

163

17

PRT
AT75
il

163

10

164
7

PRT
AR5

EANK
164

Leu Ser Ile Val Asp Ser Tyr
5

165

14

PRT
ANTT73)

E4fk
165

Thr Gly Thr Gly Ser Asp Val Gly Ser Tyr Asn Leu Val Ser
5

10

166

7

PRT
Nas: 2
Et:2h)

166

126

Lys Tyr Ala Asp Ser Val Lys
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[0048]

Gly Asp Ser Gln Arg Pro Ser
1 5

<210> 167
Q211> 10

<212> PRT
213> ANIF3

220>
<223> EHk

<400> 167
Cys Ser Tyr Ala Gly Ser Gly Ile Tyr Val
1 5 10

<210> 168
211> 5

<212> PRT
213> ALRHY

<220>
<223> EHK

<400> 168
Glu Tyr Ala Met Gly
1 5

<210> 169
Q1> 17

<212> PRT
Q213> ALREY)

<220>
<223> EHAHK

<400> 169

Ser Ile Gly Ser Ser Gly Gly Gln Thr Lys Tyr Ala Asp Ser Val Lys
1 5

10

Gly

<210> 170
Q211> 7

<212> PRT
213> ANTIF3)

<220>
<223> EHFK

<400> 170

Leu Ser Leu Gly Asp Ser Tyr
1 5

210> 171
QI 14

<212> PRT
Q213> ANILFH|

<220>
<223> EAMK

<400> 171
Thr Gly Thr Gly Ser Asp Val Gly Ser Tyr Asn Leu Val Ser
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[0049]

<210>
211>
212>
213>

<220>
<223>

<400>

172
7

PRT
NTF5I

B4k
172

Gly Asp Ser Gln Arg Pro Ser
1 5

<210>
<2115
<212>
<213>

<220>
223>

<400>

173
10

PRT
AT

B4k
173

Cys Ser Tyr Ala Gly Ser Gly Ile Tyr Val

1

210>
211>
<212>
<213>

<220>
<223>

<400>

5 10

174
5

PRT

AT 73

Bk
174

Glu Tyr Ala Met Gly
1 5

<210>
Q1
<212>
<213>

<220>
<223>

<400>

Ser Ile Gly Ser Ser Gly Gly Gln Thr Lys Tyr Ala Asp Ser
1 5 10

Gly

<210>
211>
212>
213>

<220>
<223>

<400>

175
17

PRT
ATF5)

EARK
175

176

7

PRT
ANIFH

EARk
176

Leu Ala Ile Gly Asp Ser Tyr
1 5
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[0050]

<210> 177
211> 111
<212> PRT
213> ANILRFF

<220>
<223> EHK

<400> 177
Gln Ser Val Leu
1

Ser Ile Thr Ile
20

Asn Leu Val Ser

Ile Ile Tyr Gly
50

Ser Gly Ser Lys

65

Gln Ala Glu Asp

Gly Ile Tyr Tyr
100

<210> 178
Q211> 111
<212> PRT
213> ATLFH

<220>
223> EHAk

<400> 178
Gln Ser Ala Leu
1

Ser Ile Thr Ile
20

Asn Leu Val Ser
35

Met Ile Tyr Glu
50

Ser Gly Ser Lys
65

Gln Ala Glu Asp

Ser Thr Phe Tyr

Thr

Ser

Trp

Asp

Ser

Glu

85

Val

Thr

Ser

Trp

Val

Ser

Glu

85

Val

Gln

Cys

Tyr

Ser

Gly

70

Ala

Phe

Gln

Cys

Tyr

Ser

Gly

70

Ala

Phe

Pro

Thr

Gln

Gln

55

Asn

Asp

Gly

Pro

Thr

Gln

Lys

55

Asn

Asp

Gly

Ala Ser

Gly Thr
25

Lys Tyr

40

Arg Pro

Ser Ala

Tyr Tyr

Ser Gly
105

Ala Ser
Gly Thr

25

Gln His

40

Arg Pro

Thr Ala

Tyr Tyr

Thr Gly

129

Val

10

Gly

Pro

Ser

Ser

Cys

90

Thr

Val

10

Ser

Pro

Ser

Ser

Cys

90

Thr

Ser

Ser

Gly

Gly

Leu

75

Cys

Lys

Ser

Ser

Gly

Gly

Leu

75

Cys

Lys

Gly

Asp

Lys

Leu

60

Thr

Ser

Val

Gly

Asp

Lys

Val

60

Thr

Ser

Val

Ser

Val

Ala

45

Ser

Ile

Tyr

Thr

Ser

Val

Ala

45

Ser

Ile

Tyr

Thr

Pro

Gly

30

Pro

Ser

Ser

Ala

Val
110

Pro

Gly

30

Pro

Asn

Ser

Ala

Val

Gly
15

Ser
Lys
Arg
Gly
Gly

95

Leu

Gly
15

Ser
Lys
Arg
Gly
Gly
95

Leu

Gln

Tyr

Leu

Phe

Leu

80

Ser

Gln

Tyr

Leu

Phe

Leu

80

Ser
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[0051]

210> 179
<211> 105
<212> PRT

100

213> ANTIFF%

<220>

223> EHK

<400> 179

Ser Pro Lys
1
Glu Leu Gln

Tyr Pro Gly
35

Lys Ala Gly
50

Tyr Ala Ala
65

His Arg Ser
Lys Thr Val

<210> 180
<211> 105
<212> PRT

Ala

Ala

20

Ala

Val

Ser

Tyr

Ala
100

213> ANIF%

<220>

<223> EAMK

<400> 180

Gly Pro Lys

1

Glu Leu Gln

Tyr Pro Gly
35

Lys Ala Gly
50

Tyr Ala Ala
65

His Arg Ser

Ala

Ala

20

Ala

Val

Ser

Tyr

Asn

Asn

Val

Glu

Ser

Ser

85

Pro

Asn

Asn

Val

Glu

Ser

Ser
85

Pro

Lys

Thr

Thr

Tyr

70

Cys

Ala

Pro

Lys

Thr

Thr

Tyr

70

Cys

Thr

Ala

Val

Thr

55

Leu

Gln

Glu

Thr

Ala

Val

Thr

55

Leu

Gln

Val

Thr

Ala

40

Lys

Ser

Val

Cys

Val

Thr

Ala

40

Lys

Ser

Val

105

Thr

Leu

25

Trp

Pro

Leu

Thr

Ser
105

Thr

Leu

25

Trp

Pro

Leu

Thr

130

Leu

10

Val

Lys

Ser

Thr

His
90

Leu

10

Val

Lys

Ser

Thr

His
920

Phe

Cys

Ala

Lys

Pro

75

Glu

Phe

Cys

Ala

Lys

Pro

75

Glu

Pro

Leu

Asp

Gln

60

Glu

Gly

Pro

Leu

Asp

Gln

60

Glu

Gly

Pro

Ile

Gly

45

Ser

Gln

Ser

Pro

Ile

Gly

45

Ser

Gln

Ser

110

Ser

30

Ser

Asn

Trp

Thr

Ser

Ser

30

Ser

Asn

Trp

Thr

Ser

15

Asp

Pro

Asn

Lys

Val
95

Ser

15

Asp

Pro

Asn

Lys

Val
95

Glu

Phe

Val

Lys

Ser

80

Glu

Glu

Phe

Val

Lys

Ser

80

Glu
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Lys Thr Val Ala Pro Thr Glu Cys Ser
100 105

<210> 181
Q211> 110
<212> PRT
213> ANIRH

<220>
<223> EARk

<400> 181
Gln Ser Ala Leu Thr Gln Pro Ala Ser Val Ser Gly Ser Pro Gly Gln
1

Ser Ile Thr Ile Ser Cys Thr Gly Thr Ser Ser Asp Val Gly Ser Tyr
20 25 30

Asn Leu Val Ser Trp Tyr Gln Gln His Pro Gly Lys Ala Pro Lys Leu
35 40 45

Met 1le Tyr Glu Val Ser Lys Arg Pro Ser Gly Val Ser Asn Arg Phe
50 55 60

Ser Gly Ser Lys Ser Gly Asn Thr Ala Ser Leu Thr Ile Ser Gly Leu
65 70 75 80

Gln Ala Glu Asp Glu Ala Asp Tyr Tyr Cys Cys Ser Tyr Ala Gly Ser
85 90 95

Ser Thr Tyr Val Phe Gly Thr Gly Thr Lys Val Thr Val Leu
100 105 110

<210> 182
211> 110
<212> PRT
213> ATLRFH)

<220>
<223> EHK

<400> 182
Gln Ser Ala Leu Thr Gln Pro Ala Ser Val Ser Gly Ser Pro Gly Gln
1 5 10 15

Ser Ile Thr Ile Ser Cys Thr Gly Thr Gly Ser Asp Val Gly Ser Tyr
20 25 30

Asn Leu Val Ser Trp Tyr Gln Gln His Pro Gly Lys Ala Pro Lys Leu
35 40 45

Met Ile Tyr Gly Asp Ser Gln Arg Pro Ser Gly Val Ser Asn Arg Phe
50 55 60

Ser Gly Ser Lys Ser Gly Asn Thr Ala Ser Leu Thr Tle Ser Gly Leu
65 70 75 80

Gln Ala Glu Asp Glu Ala Asp Tyr Tyr Cys Cys Ser Tyr Ala Gly Ser
85 90 95
[0052]
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[0053]

Gly Ile Tyr Val Phe Gly Thr Gly Thr Lys Val Thr Val Leu

100

<210> 183
<211> 113
<212> PRT
213> ATFF

<220>
<223> EHfK

<400> 183
Glu Val Gln Leu
1

Ser Leu Arg Leu
20

Ala Met Ser Trp
35

Ser Ala Ile Ser
50

Lys Gly Arg Phe
65

Leu Gln Met Asn

Ala Lys Ala Phe
100

Ser

<210> 184
211> 116
<212> PRT
213> ANTLFF

<220>
<223> EHRK

<400> 184

Glu Val Gln Leu
1

Ser Leu Arg Leu
20

Ala Met Gly Trp
35

Ser Ser Ile Gly
50

Lys Gly Arg Phe
65

Leu

Ser

Val

Gly

Thr

Ser

85

Asp

Leu

Ser

Val

Ser

Thr

Glu Ser

Cys Ala

Arg Gln

Ser Gly

55

Ile Ser
70
Leu Arg

Ile Trp

Glu Ser

Cys Ala

Arg Gln

Ser Gly

55

Ile Ser
70

105

Gly Gly

Ala Ser
25

Ala Pro

40

Gly Ser

Arg Asp

Ala Glu

Gly Gln
105

Gly Gly

Ala Ser
25

Ala Pro
40
Gly Gln

Arg Asp

132

Gly

10

Gly

Gly

Thr

Asn

Asp

90

Gly

Gly

10

Gly

Gly

Thr

Asn

Leu

Phe

Lys

Tyr

Ser

75

Thr

Thr

Leu

Phe

Lys

Lys

Ser
75

Val

Thr

Gly

Tyr

60

Lys

Ala

Met

Val

Thr

Gly

Tyr
60

Gln

Phe

Leu

45

Ala

Asn

Val

Val

Gln

Phe

Leu

45

Ala

Asn

110

Pro

Ser

30

Glu

Asp

Thr

Tyr

Thr
110

Pro

Ser

30

Glu

Asp

Thr

Gly
15

Ser
Trp
Ser
Leu
Tyr
95

Val

Gly
15

Glu
Trp

Ser

Leu

Gly

Tyr

Val

Val

Tyr

80

Cys

Ser

Gly

Tyr

Val

Val

Tyr
80
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[0054]

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Leu Ala Ile Gly Asp Ser Tyr Trp Gly Gln Gly T
100 105

Thr Val Ser Ser
115

<210> 185
Q11> 111
<212> PRT
213> ANTFH

<220>
<223> EHIK

<400> 185
Gln Ser Ala lLeu
1

Ser Ile Thr Ile
20

Asn Leu Val Ser
35

Met Ile Tyr Gly
50

Ser Gly Ser Lys
65

Gln Ala Glu Asp

Gly Ile Tyr Tyr
100

210> 186
211> 99
<212> PRT
213> AT

<220>
<223> EHFK

<400> 186
Gln Ser Ala Leu
1

Ser Ile Thr Ile
20

Asn Leu Val Ser
35

Met Ile Tyr Glu

Thr

Ser

Trp

Asp

Ser

Glu

85

Val

Thr

Ser

Trp

Val

Gln

Cys

Tyr

Ser

Gly

70

Ala

Phe

Gln

Cys

Tyr

Ser

Pro

Thr

Gln

Gln

55

Asn

Asp

Gly

Pro

Thr

Gln

Lys

Ala

Gly

Gln

40

Arg

Thr

Tyr

Thr

Ala

Gly

Gln

40

Arg

Ser

Thr

25

His

Pro

Ala

Tyr

Gly
105

Ser

Thr

25

His

Pro

133

Val

10

Gly

Pro

Ser

Ser

Cys

90

Thr

Val

10

Ser

Pro

Ser

Ser

Ser

Gly

Gly

Leu

75

Cys

Lys

Ser

Ser

Gly

Gly

Gly Ser

Asp Val

Lys Ala

45

Val Ser
60
Thr Ile

Ser Tyr

Val Thr

Gly Ser

Asp Val

Lys Ala

45

Val Ser

110

Pro

Gly

30

Pro

Asn

Ser

Ala

Val
110

Pro
Gly
30

Pro

Asn

Gly

15

Ser

Lys

Arg

Gly

Gly

95

Leu

Gly

15

Ser

Lys

Arg

hr Met Val

Gln

Tyr

Leu

Phe

Leu

80

Ser

Gln

Tyr

Leu

Phe
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50 55 60

Ser Gly Ser Lys Ser Gly Asn Thr Ala Ser Leu Thr Ile Ser Gly Leu
65 70 75 80

Gln Ala Glu Asp Glu Ala Asp Tyr Tyr Cys Cys Ser Tyr Ala Gly Ser
85 90 95

Ser Thr Phe

<210> 187
211> 99
<212> PRT
213y AIF%

<220>
<223> EHk

<400> 187
Gln Ser Ala Leu Thr Gln Pro Arg Ser Val Ser Gly Ser Pro Gly Gln
1 5 10 15

Ser Val Thr Ile Ser Cys Thr Gly Thr Ser Ser Asp Val Gly Gly Tyr
20 25 30

Asn Tyr Val Ser Trp Tyr Gln Gln His Pro Gly Lys Ala Pro Lys Leu
35 40 45

Met Ile Tyr Asp Val Ser Lys Arg Pro Ser Gly Val Pro Asp Arg Phe
50 55 60

Ser Gly Ser Lys Ser Gly Asn Thr Ala Ser Leu Thr Ile Ser Gly Leu
65 70 75 80

Gln Ala Glu Asp Glu Ala Asp Tyr Tyr Cys Cys Ser Tyr Ala Gly Ser
85 90 95

Tyr Thr Phe

<210> 188
211> 99

<212> PRT
<213> ATFH

<220>
223> EHK

<400> 188
Gln Ser Ala Leu Thr Gin Pro Ala Ser Val Ser Gly Ser Pro Gly Gln
1 5 10 15

Ser Ile Thr Ile Ser Cys Thr Gly Thr Ser Ser Asp Val Gly Gly Tyr
20 25 30

Asn Tyr Val Ser Trp Tyr Gln Gln His Pro Gly Lys Ala Pro Lys Leu
35 40 45
[0055]
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[0056]

Met Ile Tyr Glu Val Ser Asn Arg Pro Ser Gly Val Ser Asn Arg Phe
50

Ser Gly Ser Lys Ser G

65

Gln Ala Glu Asp Glu
85

Ser Thr Leu

<210> 189
211> 99
<212> PRT
213>

220>

223> EHAK

<400> 189

Gln Ser Ala Leu

1

Ser Val Thr Ile

20

Asn Tyr Val Ser
35

Met Ile Tyr Glu
50

Ser Gly Ser Lys

65

Gln Ala Glu Asp

Asn Asn Phe

<210> 190
211> 99
<212> PRT
<213>

<220>

223> EHAK

<400> 190

Gln Ser Ala Leu

1

Ser Val Thr Ile
20

ATF5

ATF5

Thr

Ser

Trp

Val

Ser

Glu
85

7

55

60

ly Asn Thr Ala Ser Leu Thr Ile
0

75

Ala Asp Tyr Tyr Cys Ser Ser Tyr
90

Gln

Cys

Tyr

Ser

Gly

70

Ala

Pro

Thr

Gln

Lys

55

Asn

Asp

Pro Ser

Gly Thr
25

Gln His
40
Arg Pro

Thr Ala

Tyr Tyr

Thr Gln Pro Pro Ser
5

Ser Cys Thr Gly Thr

25

Asn Arg Val Ser Trp Tyr Gln Gln Pro
35 4

0

135

Ala Ser Gly Ser
10

Ser Ser Asp Val

Pro Gly Lys Ala
45

Ser Gly Val Pro
60

Ser Leu Thr Val
75

Cys Ser Ser Tyr
90

Val Ser Gly Ser
10

Ser Ser Asp Val

Ser Gly Leu
80

Thr Ser Ser
95

Pro Gly Gln
15

Gly Gly Tyr
30

Pro Lys Leu
Asp Arg Phe

Ser Gly Leu
80

Ala Gly Ser
95

Pro Gly Gln
15

Gly Ser Tyr
30

Pro Gly Thr Ala Pro Lys Leu

45
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Met Ile Tyr
50

Ser Gly Ser
65

Gln Ala Glu

Ser Thr Phe

Glu Val Ser Asn Arg Pro Ser Gly Val Pro Asp Arg Phe
60

55

Lys Ser Gly Asn Thr Ala Ser
70

Leu Thr Ile Ser Gly Leu
75 80

Asp Glu Ala Asp Tyr Tyr Cys Ser Leu Tyr Thr Ser Ser
90 95

85

136
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o 3B fem 117
100 o omgar
o SmghgFiL L =56t
A P Y
(pg/ml) i
MOFIBHART
10;04060801(.)(.‘1120140160130
1\ BTIE?], hr
et
K 24
100 ¢ MR
O 20 mghg MAOF1
v SmolgMOFit
fo i &by
i#h%:-m%(}
( pg/ml o
MOOF1t v

0 20 40 60 8 100 120 140 160 180

B9, hr

Sngkg 4 sk -hlgG+
Agmgig gG v

B3
B KR 1009 £978 K2 :5%10e8 4%4% HC-CDR3
X WE. B K1 :5%10e6
Kk LCA4a =48 & ; SE+08 VH CDR1-2 =4 %, # R .
N LCR 4R =48 & 6E+08 2E+09 VH CDR3 %48 =4 &
E+07 to E+08
K] 26
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100
0 SIAMTTANIFab
R Ao 49hlgG
4 % -hIgG (% 24hr K% )
(% 24hr KF)
0 i
iv. Dyax YGFab Lv. Dyax (gGFad
10 0 40 80 g 100 1;0 40 1160 180 10 0 40 5.0 f;) 100 120 1;0 160 180
7\ Bt % (hr) 1~ B (hr)
St T al50 iy thA
K 27
100 ©
Lhe leG
<-hlg 4
(% 24hr K ) fF ¥ #9higG
(% 24hr /K )
10 10
e PBS & FBS
O MIH-AHYS O MITIHOHNG
iv. DyantgGab Z ::gm tv. DyatgaFs z m
l & MI61-804405 ‘L »
O SIAMICAGFah 0O SRAMTIASTDL
N " 1 2 N " 1
'o 20 40 60 B0 100 120 140 160 1 0 2 4 @ & 10 20 W 100 180
‘t B (hr) T W (hr)
iy, @5 hghigs Sra G

Smghyg L4 ¥ -hlgG

K 28
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532A-MO090-F11 (532a-R0004-E04)
$2: V:VL2_2b2; J:JL1

FR1-L CDR1~L FR2-L CDR2-L

532A-M0090-F11: QSVLTQPASVSGSPGQSITISC TGTGSDVGSYNLVS WYQKYPGKAPKLIIY GDSQRPS

& QSALTQPASVSGSPGQSITISC TGTSSDVGSYNLVS WYQQHPGKAPKIMIY EVSKRPS
FR3~L CDR3-L FR4-L

532A-M0090-F11: GLSSRFSGSKSGNSASLTISGLQAEDEADYYCC SYAGSGIYYV FGSGTKVTVL

i GVSNRFSGSKSGNTASLTISGLQAEDEADYYCC SYAGSSTFYV FGTGTKVTVL

532A-M0090-F11 (SEQ ID NO: 177):
F % (SEQ ID NO: 178)

e e . ot i e s 8 S . B S S . 1 S P . B i A OO0 #9012

532A-M0090~F11-C
SPKANPTVTLFPPSSEELQANKATLVCLISDFYPGAVTVAWKADGS PVKAGVETTKPSKQOSNNKYAASSYL

#t&-C:
GPKANPTVTLFPPSSEELOANKATLVCLISDFYPGAVTVAWKADGS PVKAGVETTKPSKQSNNKYAASSYL

§32A-MC090-F11-C  SLTPEQWKSHRSYSCQVTHEGSTVEKTVAPAECS (SEQ ID NO: 179)
#%-C: SLTPEQWKSHRSYSCQOVTHEGSTVEKTVAPTECS (SEQ ID NO: 180)

&: V:VH3-23; J:JH4

FRi-H CDR1-H FR2-H CDR2-H
$32A-MO090~F11: EVQLLESGGGLVQOPGGSLRLSCAASGFTFS EYAMG WVROAPGKGLEWVS
SIGSSGGQTKY

A EVQLLESGGGLVQPGGSLRLSCAASGFTFS SYAMS WVRQAPGKGLEWVS
AISGSGGSTYY

FR3-H CDR3-H FR4-H
532A-M0090~F11l: ADSVKG RFTISRDNSKNTLYLQMNSLRAEDTAVYYCAR LSTGELY WGQGTLVTVSS
: ADSVKG RFTISRDNSKNTLYLOMNSLRAEDTAVYYCAK Y WGQGTLVTVSS

532A-MO090~-F11 (SEQ ID NO: 111);
#¥ % (SEQ ID NO: 113)

K 29

« (a,2) ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTIVSWNSGALTS

@ (£) e e e e e

« (a,2z) GVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKK
@ (£) e e e e e e e e R
« (a,z) VEFKSODKTHTCPPCAPELLGGPSVFLFPPKPKDTLMISRTPEVICVVY
e (F) = e o o e
. (a,2) DVSHEDPEVKFNWYVDGVEVHNAKTKEREEQYNSTYRVVSVLTVLHQDW
- (f) ________________________________________________________
- (a,2) LNGKEYRCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSPREPQVYT
o (£) s e e o e e
+ (a,2) LPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLD
o  (£) == B M o o o e e
- (a,2) SDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK*
e (£) s e e e

(a, z) (SEQ ID NO: 115)
(f) (SEQ ID NO: 116)

K 30
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w BB H M 24/32 7T

Tg32B & F t9higGo-f A it
X A
A 5mg/kg AD1
® 10mgkg A0
10¢ B 20 mgfkg A0t
& 5 mglkg BO4
O 10 mgikg 804
1 20 mg/kg BO4
E Y
a L
£
0}
ey
=
0.1 1
s ok A
:bt:lj&:iﬁ Rk A
0'01 1 " 1 N i \b. 1 1 1 J
0 50 100 150 200 250 300 350
/]\ R, hr

500 mafkg higG, iv

Tg32B > & ¥ $9hlgG 4Kt

BA-H

$ mglkg AO1
10 mg/kg AO1
20 mg/kg AO1
5 mg/kg BO4
10 mgfkg BO4
20 mg/kg BO4

100 ¢

gopmerx

10 ¢

higG, % 24 hr

A

50 100 150 200 250 300 350
;f\ B E], hr

500 mg/kg higG, iv
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Tg32B ) & F #5higGH#gAX 4t
10 ¢ ® WA
v
o
*
11
e 34
oy 0.1 F
e AETFT#H
BETH
a s eyt
5 L |
0‘01 1 5 I " 3 1 1 N ]
0 50 100 150 200 250 300 350
A W, br
500 mg/kg higG, iv
K 32
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A

B RE T EMTHH HIRARE T 2H 5

mr 1T 1T 1T 11 T
/{9 24 48 T2 96 120 144 168|192 216 240 264 283312 336Hr
025 /8 168.25

2 170 480
B 4 1- 28
16
14 -
- | i
g 12
o) i
£ 10
O gl
> 8
A (034857
6 - O 34795
E 4 (34851
4 o
2 | MAMs WAz 4t
0 W ¥ ¥ 1 W 1) 1] ) T ]
0 2 4 6 8 10 12 14 16
A, RE
K] 33
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A
wd
E
o
£
0}
k=3
e
4
B
-
E
(2]
£
(0}
o
s
4

14

12 -

48 2 - 5 mg/kg,iv

—&—~ [t d] ( K ) vs G2 #C34765
—©— B &) (K ) vs G2#C34788
—~&— i 8] (K ) vs G2 #C34790

0 2 4 6 8 10 12 14 16
B, R4
48 3 - 5 mg/kg, sc

0o 2 4 6 8 10 12 14 16
B, R¥

K 34
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A 14 - 48 4 - 20 mg/kg, iv
A 34849
12 - O C34850
- C34789
_g 10 -
o
E &
Q
(=]
—— 6 o
Y
€ 4
2 .
0 + 1
14 16
B, K&
B 48 5 -20 mg/kg, sc
14 -
A C34796
12 4 ; O C€34995
4 & (34994
g 10 -
D
€ s
Qo
=)
—— 6 o
N
4 4.
2 wf
o 1
16
RF1E, R
K 35
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A m1-xR
O 412-5mgkgiv
O 42 3-5mg/kgsc
v 48 4-20 mg/kgiv
120 - <O 485-20 mg/kg sc
100 -
_g 80"
%
X 60
)
2‘0 40-
e
4
20 A
0 :
16
B, R4
K 36
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A
140 -
120
100 -
24
% 80
g o0 . ninm
sz O 412 5mg/kgiv
g 40 - D 423 5mg/kg sc
o v %8 4 20mg/kg iv
20 | #HEH Rk M O #1520mg/kg sc
Ty !

1 ] T T 1 T T i 1

0 2 4 6 8 10 12 14 16
BHE, Rk
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B
140 -
120 -
+ 100 -
%
X 80 -
E" 60 -
Y A 4158
4 40 O #125mg/kgiv
O 48 3 Smg/kg sc
0 - 5 s b s v #3 4 20mg/kg iv
2 ﬁ‘fl/iﬁ %W\l:/i # & 48 5 20mg/kg sc
0 T T T T Y T T 1
0 2 4 6 8 10 12 14 16
B 1A, RE
C
140 -
120 -
£ 100 -
o
S 80 |
2014 A 281 3R
W 60 1 O 482 Smg/kg iv
o 0O 48 3 5Smg/kg sc
4 40 - Y 8 420mg/kg iv
| & 42 520mg/kg sc
20 | #kias Fodk iz A
0 L] T T T \V T T T T d
0 2 4 6 8 10 12 14 16
B, R
K 37
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DX-2504 (532A-M0161-B04)
Bv KB =ve2 2b2; 0 KB = JL1
FRI-L “DR1~ 1

R QSALTQPASVSGSPGOSITISC mamwwmemmv
DX~2504: QSALTQPASVSGSPGOSITISC WYQOHPGKAPKLMIY

FR3~L CDR3T, FRA~L
& GUSNRESGSKSGNTASLTISGLOAEDEADYYC PGTGTKVIVL
DX=25041 GVSNRFSGSKSGNTASLTISGLOAEDEADYYC FGTGTRVIVL
FZ(SBQ ID NO: 181): DX~2504 (SEQ ID NO: 182)

& v AR=vu3-23; 3 AR = gu3

FRI=H CORL~H FR2~H

CDR2-H
¥

EVQLLESGGGLVQPGGSLRLSCARSGETES = WVROAPGKGLEWVS
ESGGGIN QPGGBLRLSCAASGETFS WVYRQAPGKGLEWVS
FR3-H CBHR3~H FR4~H

i RETISRONSKNTLYLOMNSLRAEDTAVYYCAK
DX-2504: RETTSRDNSKNTLYLOMNSLRAEDTAVYYCAR

#Z(SEQ ID NO: 1B3); DX~2504 (SEQ 1D ND: 184)

AR A R A I R R

DX~2504: QSALTQPASVSGSPGOSITISC | : WYQOHPGRAPKIMIY
VL2:2b2: QSALTQPASVSGSPGOSITISC WYQOHPGKAPKLMIY
VL2 2e2: QSALTQPRSVSGSPGOSVIIEC WYQUHPGKAPKLMIY
VL2 2a2: QSALTQPASVSGSPGQSITISC WYOQHPGKAPKLMIY
VL2 2c: QSALTQPPSASGSPGQSVTISC WYQOHPGKARKLMIY
VL2 2d:  QSALTQPPSVSGSPGOSVIISC WYQQPPGTAPKLMIY

DX~2504: GVSNRESGSKSGNTAS

VL2 2b2: GVSHNRFSGSKSGNTASLTIS

VL2 2e2: GVPURFSGSKSGNTASLTISGLQ :
VL2 2a2: GVSNRFSGSKSGNTASLTISGLQAEDEADEYC
VL2 2c: GVPDRFSGSKSGNTASLTVSGLOAEDEADYYC
VL2 2d: GVPDRESGSKSGNTASLTISGLOAEDEADYYC §

DX~2504: SEQ ID NO: 185; VL2 2b2: SEQ ID NO: 186; VL2 2e2: SEQ ID NO: 187;
VLZ 2a2: SEQ 1D NO: 188; VILZ 2(; SEO 1D NO: 189; VL2 d. SEQ 1D NO: 190;

K 38
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Abstract

This invention relates to antibodies against FcRn and usesthereof and provides an isolated
antibody comprising a heavy chain (HC) immunoglobulin variable domain sequence and a
light chain (LC) immunoglobulin variable domain sequence, wherein the HC and LC
immunoglobulin variable domain sequences form an antigen binding site that binds to human
FcRn. The FcRn-binding proteins can be used to treat a variety of disorders including
autoimmune disorders.



