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The present invention relates to anti-HLA-DQ2.5 antibodies and its use for the treatment of celiac
disease.
The present invention provides anti-HLA-DQ2.5 antibodies that have been modified. The anti-HLA-DQ2.5
antibodies of the invention have binding activity to complexes formed by HLA-DQ?2.5 and a gluten peptide,
but have substantially no binding activity to complexes formed by HLA-DQ?2.5 and an irrelevant peptide.
Furthermore, the antibodies of the invention are shown to have inhibitory effects on T cell activation by
gluten peptides.
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(53]
The present invention relates to anti-HLA-DQ?2.5 antibodies and its use for the
treatment of celiac disease.
The present invention provides anti-HLA-DQ2.5 antibodies that have been modified.
The anti-HLLA-DQ?2.5 antibodies of the invention have binding activity to complexes
formed by HLA-DQ?2.5 and a gluten peptide, but have substantially no binding activity
to complexes formed by HLA-DQ2.5 and an irrelevant peptide. Furthermore, the
antibodies of the invention are shown to have inhibitory effects on T cell activation by

gluten peptides.
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[ Fifr<EiE ]
[0001] ASEER(AREN —FEFTHLA-DQ2.5%#8 K H R &% FLEE R Y A
[ Seriiiin]

[0002] 3| FEE (celiacE coeliac) BRI & 18 H fe IR - K AZRE
GEE ERREAN NG ZARGESEA IR E]S) « R&1%HTPE AL - JRED
% B AIER BEHY8008 A sl fy B A LB © ZA1 » B 1940 RS BB IR LA
K —EHREUSEZNEFER -

B E EAASAH M &2 (Major Histocompatibility Complex; MHC)Z5 11
B A8 3 I Fk 75 (Human leukocyte antigens; HLA)E$EHLA-DR ~ HLA-DP ~ £
HLA-DQZ73 ¥ » FISIHLA-DQ2.5[F AY EAEY) (isoform)(IE {£ 1 & “HLA-DQ2.57)
FEAHRE R ETP R R o OB HEH pEHY 5 2GS - RZECI0PW AR EZEEAR
HLA-DQ2 5SS AT ERNGEFFSLRG)  [FER EAEY R E LA
SEERHRRAN ST o AIHALE Y SRAEY—8 > HLA-DQ2.5KFF B ANRRYEE B B 1R
EISATHAE ERYTARE ZA2(T cell receptor; TCR) - EFABEBEMEESHE
WEYI(G )%  §PNGIE RS EH ik (gliadin peptides)iy 5 R R 1154
B HERRGEEHURR) - HERREE /NG b R A 1 [ il o (B i T A R e BT 2
(transglutaminase 2; TG2)HY4H S EA RGN B TEAG FRhy - HRBRiz (2 0y BB B REAK
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4% 471 [ 2 P 4 (antigen-presenting cells; APC)EEIH » ¥4 & EIHLA-DQ2.5

o &NNEATHE # 2 IREEHLA-DQ2. SR G THRA - &b KA M o
[N - EEHEEUNERIFENE RIBEFER - AESEER S B E AL -
BikZ ~ MRS YHERGEEFSUERS ~ 9F110) « #BHZE - HHLA DQHAIHTAZH]
HIe) FLEE R 2 TARERVBRE R (B E (L - GEHFISZRT)
H R AL S Al 1T A8 1 A R 4% 4 B i 55 B 8 & (gluten-free diet; GFD)  #A
M- BB BIEZEGED » iR T2 PR ER R - BB M2 5k
BRI E(EL R 10550 mg/ R(FEFEFSCEN1) - GFDAE FE\AL P B Z F AL 05
7 > B ¥ GFDEFA BITFIEENE(compliance)y B > MEIVEE g5 [EF,
FERER « EER M ERESRRBENBENEBIIEN T - %4 GFDRYEHE)
26 £ (adjunctive therapy) o
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[FEEF|EL11] Am T Clin Nutr 2007; 85: 160-6

[ZHANE]

[F flir I RE]

[0004] ff FIRFREEEIFENERT » AEIHRMA—FEHHLA-DQ2.5
HRssEG T -

[0005] AZFHRAVHIARSS &5 T4 H v LA & 2 IITESCE S8 i
HLA-DQ2.5HEAE (gluten) R ARATHE &9 -

[0006] EEEASH - AFIFRAEELITAE -

(1] — LR RETRG S 7T 0 B

() F—HRGEE 7 HEPBREIEIIE S AL THLA-DQ2.5 H
HEEEENE S UK

(i) FE_PRGE ST - HEBBREEIIE &Y AL THLA-DQ2.5 5
A Ea7EN

Ho iR G0 T4 S £ S ECE ZEHLA-DQ2. SAIZERMEIKHIE &Y -

HmE—hREG I EaE a2/ 0 —EBEMIA RN
ChRESE S SIE SRR R D —(EEEREIR DU

H R4S G 77 F B HLA-DQ2.5[5 14: PBMC BAHAEA1 % I HLA-DQ2.5HY
Ba/F34HA Ay —HE W B EE RSN -

H RS 7T A ANRER - IR

Hp 2R BRSPS —TURGE S R/EEE —HRA G
A B B R/ B g e B — ([ BB (e BB e

[la] M2 ZRRENFE G T HPHRE S FHRITHLA-DQ2.2
HBa/F3fIEE g HE SN -
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[1-1] g(1E el Z 2P RMERIREE T - HPZ5EERRREEET
HYSE — PR &S & 8 o0 B /BER iR 45 G B0 o B B 8 e / B g o By — ([ 2 A
R LA -

[1-2] d1-11Z 2R RMPURGE & o T EfEEERY A & Py 2 /0 —(Ek
EBEUC ) AR E & Y 2 /0 —(ER AR SRy s e ey £ D —
e E B U SR IALE (& T B 22 /D — (I B BR AU -

21 A NE1-2]FE—IH . 2R RMETRG & o1 HoBE IR R
ARRRHY SR (B EARENL -

[B1ANER21HE—TH Z ZRPRMERGE & 771 HoP BB AEEE 2
TNRATAHRCHYERSE B3RS EE ML ~ ol HERFEE M - 2 EREEE N
K~ yIREREESHK - 2R EEE ML - ol ZFEEEBMIK - 2FF5E
HREIK ~ BCREIREEGMIL ~ BFEEEEMEK » ol bZFEEBFEEEK - v4a
REFEEEER - vAbZREREEBNK - FEREG IIEIL - FREEEG 2K -
HAERE HSHERR ~ RRBREER IR - REFRSEBMI - BREFEEES]
HERK ~ PRERERIAEEH2MER ~ DUR26 B RFFREE R -

[3-11 MR E—IH 2R/ EREGRG e 7T HPBERINR33EE
AEAEENEL - ol ZEEEB MK - QFIEEBNEL - vIZEEEBHEK ~ 12
REEEEEMR - ol FEFEEMIK - 02ZREEEEBMIL - BCARKEEES M
K~ 3ZEEEEE IR - ol bRIHFEEML ~ v IREE BN - v4bEIEE
EEIER - FAERE G IR - FEERE A 20N - FRERES ML - RIS
EH IR - REFFFES2MNR - BRERESES MK - BREEFES2MK -
LUK 26 S HR A E S IR PR 146 ~ 278 ~ 37 - 478 - S7E - 648 ~ 77d - 8ff - Of -
1078 ~ T1AE ~ 127 ~ 13%d - 148 - 157 - 167 - 177H ~ 18Fd ~ 19F& ~ B0 -

[3-21 R E—IH L 2R/ RETRG & 0T K BERAEE M
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LUTArsHpcAvERSH - 33EFMIEEBMEIL » al FEBFEBMEL - 2XFEEEH
HEK ~ yIREEEEEMIL » ol ZEEEAMIK - o2FHEEA MK - BCKETE
SBEERER - 3RERAE ML - ol bR E ML ~ v4aRFEEE SR ~ v4b
RIEBEEEMIL « FERES K ~ FEEREE2MEK - FEEKES3MEK - K
REFAEH IR - REFRSEGNMI - BRESES MK - BXEEER2
HEK ~ DAR:26 ERREAE B REK -

[3-31 MR E—IHZ 2R/ EETRG T 7T HPBERINR33EE
AE/EEE L » ol FEREEE ML - QFIFEBNK - v FFEESM - ol
REFEEEMR - o2 EEEBML - BCARIEEFEAMIK - BREEEGM
i~ albZEEEEMIL ~ v4a KRB EEBMIK ~ vbREREESRL « FHREEE
HIFERR ~ FREERE B 20K ~ FREERE A MK - KEFHFER IHEK - REFE
BB - BRIREES M - BRREEAME - DUR26 8 IHEEH
HERK By IRE ~ 27 ~ 3Fd ~ 448 - ST - 6fck ~ 7AE ~ 8fid ~ Ofk ~ 104F ~ 116 ~ 127 -
I13%E ~ 14%F ~ 15%F ~ 1678 ~ 17 - 18fH ~ B -

[41 [ R[3-31F E—TH .2 R RMEFURG & 01 HE AR CIE
VI FARVHLA-DQ2SE'E FIg A o/EME - - AEREREIR R EE S 2
NATsHE  BRARAY 2/ D —(ERERK © CLIPRERR ~ BRI 3R I #51 (Hepatitis B virus 1)
HERK ~ /PP (Salmonella)FEfiK ~ -3 5¢ 5 (Mycobacterium bovis)FEfI + LUK
IR AR 8 (LB (thyroperoxidase) BE K -

[4-11 A0FNB3-31FHE—TH L BT EMRGE oo T HE BB
WGV A FEAVHLA-DQ2.SEE Fig Ao M - Hop A HEAREIL & CLIPRE
K~ BRIFF S a | HERK ~ /DPIREREIR ~ Ao BARERER ~ DU R B (b
BEHERKFEY 2 -

[51 WNE[[4-1NFE-HZZREERREE 7T HEHLA-DP
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HLA-DR + HLA-DQ5.1 » HLA-DQ6.3 - HLA-DQ7.3 - HLA-DQ7.5 - 1/ &ZHLA-DQ8
BE LA EEN -

[6] WINF[S1HE—IHY ZFrR MRS S+ - HEHEG) HLA-DQ2.5/2%
FS A2 H HEKE &) RIHLA-DQ2.5/BAE HERK IR HIMECDA+ T dHAf IRV A A1
M /e HLA-DQ2.2/8NE HEIKHE & YIFIHLA-DQ2.2/8K &8 i AR 1 M CD4+
T 41 EIRYAC EAERT -

[6-2] #[6]. X B=MDURSE &+ » HP BB GEES h LU T FraH Ry
BEAH ol R EEMEAL ~ ol bZRERAEE ML - QBFEEEC L © ol ZEEE
EOEIL ~ 2B EEAEOMEIL - I RS EONE - 2REAEOME - v3%
AR EENER ~ v4aZfBR/ A EEHERR ~ vAdR IR EE ML - DURBCREERIAE
HRERK -

[71 4011 E[6-21 - E—TH . R R MPURES &+ HA BRI AR BRI
% 2 FIHELE » SRS & 0 FEHHLA-DQ2.SAIENE HEIKTE FAVE & B A 58
Hy&EEENE -

[81 [ NFN 7 E—IH 2 SRR G+ HA BT R B
Z HHEEE - RS E BB TR B A R 5RAY A S HEE -

[8-1]1 4N[8] 2 X BMPUFRE &+ - HPBREMIK Ho2BRIREE SN -
BCARABIAE AL ~ vIZREIAE ORI ~ V22 B A E A REIL - vdaR A&
HERK ~ AR yAdZRBR /58 HERK -

[O1 0F8- 11 E—THZ ZREMUPURSE &0+ KPR EHRE &7 THY
RS T - SR DA N () F() P BB R A A4 R B R 4R Ay —&H ~ Wa4H
=% - AT ARV AR R AL B PR R R R A T A ¢

(a) —E#H A E & (CH) PR EEEULRSR Y 1 TS U i — R AR R A - R—iK
3 A2 & (CL) (I K abat GRS is 2 565 1 3 i Y — R AR s A
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(b) CH1SRISEUSRSIALFY 56 1 7S A8y — R B BRI A » K CLA RIS Kabat4Rik
irFY 2B 16007 HY — R AR RE T2 A -

(c) CHI KB EULRSRL IR 50 1 TS By — R AR A - K CL (R i Kabatd 5t
I FRER 13 AT SR 160 ARG FLRE TR AL -

(d) CH19H{KISEUSRSE ALY S8 147 A8 17 S BYRE AR iR AL - R CLAEP{RER
Kabatdm 5 (17256 13 1 A1 160{ i HI R B EE T2 A

[10] A0 R RMPIRGE S 7T B—F  HP PRl — B S —
R P S i P — SR Y A 2 2 (I B ER B e B B TR LR R R SR B AR B T
£ o

(1114001012 ZAF MRS &0 T H PR IAFE IR AR A st
H I PUT (A1 (0)AYRE BB A A FTaE pICR RS AT —4H B AH A A R PR

(a) B3 F] S22 1 TP (RS Kabat §5it (L jR SR 39 HY — R A MR TR » R ] S (&
(i Kabatdm5t (i i 55 38 Ay —F B A

(b) EE AT 8 (& P (i Kabatdw SR (I Y 5545 (I B —Ra B BRI AL - RS v S (&
(< i Kabatdm 5T (i i 55440 B — R BB A

(2] 4091 FHE—TH 2 2R R MPURGE & T AR PRI
BB iRA BB E LU T OB ZE—HATR SRR AR iR A

(X) BREHEZ(E) ~ RPIRAERZ(D) »

(Y) #8REZ(K) ~ #aigiz(R) ~ dHAZEZ(H) -

[13] AWOIFN 21 E—HZ ZREEIRE S 7T HF#E—PaiE—Fc
&hfEiEk(Fe domain) » BARZX AMHIgG1 FeddfEIAHEL - Pt Fedaffisi sl AdAFoy
AT TFR ARSI -

[14] W32 ZHRPEMGFURG &1 HAPFelE s B R SR 235 ARSI RE
(Arg)F15E236{ HIEHE R (Arg) -
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Hrp R R BRI B (R RIEEURST A THRST -

[15] 201312 14] 2 ZRPERMENRG & 77T - HFesS B g e sie s
Bl —F—Fcl@isi(Fe-region) 7CEE yT A1 — 55 —Feld I (Fe-region) ZXEL T ATRERL ©

[16] AN[151.2 ZRFRMEFURG =0T HA PSR ERELL T (e1)Ei(e2)

(el) SB—Fcl@ i B LR FE SR 349 B -1 BERZ B& (Cys) ~ 55366 (I HISRRE L
(Ser) ~ S5368(I AYNIEEL (Ala) ~ FISFA0T{IRYGERZEZ(Val) - H 5 “FelEisl 8T
BLFEEE3SAHILAY 1 Beha B2 (Cys) M55 3661 By Bz i (Trp) >

(e2) F— Pl B LA B 439 AR EL (Glu) ~ H5E Fel@is KT,
B 356 HYREREEL(Lys) -

Hrp R R BRI B (R RIEEURST A THRST -

(171 @316l P E—H L B RERFRE S T > HipE—RAANE
IgG1 FedEfBEAaEL - FraltFesE sl i A FcRnifE —25 #2307 HH B 58V FeRn&E & 77
IV

(18] 4n[16].Z 245 EMH RS & o+ Hr g — K/EEE —Fel@ s K BT B fE
FA28{T B H FEE (Lew) ~ SH434IHYNAE L (Ala) ~ SB438(THYFERE R (Arg) ~ AISE
440fILHYZERE L (Glu)

Hrp R R BRI B (R RIEEURST A THRST -

[19] AEN8IFE—IH L S ERMENRGE G0+ KPR RERES
T EAELLT OB (xid) By — {8 2 AT A R A

(i) B AL AE [ T 3B 1 7S L (EUSR SR VRN L BRI L

(it) E AL E & PR 147 (L (BEUSRSDHY RSB

(i) $EH8 1AL 7E [ 7 55 13 11z (KabatfiRsit) By BA R i BRe e

(iv) E§ AL 72 1 P 5 16017 (Kabat PRE517%) HZA R BE BICRE

(v) AL T 18 T S5 235 L (EULR SR AL L

58 H > 4217 HEWRRAE)

0

N
n
s

F
n
=
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(vi) S AL & TP ER 236 L (BEUSRSDAYAEREEE |

(vii) EEHE AL 7E & T 55 356 (L (EULR O R TREIL L -

(viii) 25§ A2 I T SR 428 i (EUSR DAY B Bz

(ix) S 1AL E & T SR 434 i (BU SRR P FEBZ

(x) B AL I 18 T S5 438 L (EULR SR IA L L

(xi) B H 1AL E & T SR 439 I (BU SRS EEE B

(xii) EEHE 1AL IE & T 554401 (EULR 0 HVEAREG L -

[19-11 A2 B RMEPURE G 7T H AR R - B

—H—E# - AIEE TSI EUGRTDAVHEREER - SF235AL(EURSDHTEIEL -
F236{L(BULRSTHVISIEER ~ 5428 (EUSRTDHY H IR ~ SH434L(BULRSRYN
Rk ~ SRA3BAL(EUSRSORVIGREIL ~ 439 (EUSRSORVERRE L ~ F155440{(EU
RITOHVERZ B |

— B —ESHE > ERESE 131 (Kabat iR S0 HVERRE i A 55 160 i (Kabat 57 B %A
ez

— %5 EE - RIS 4TI EURTDAVEEREER « SR 175AL(EUSRSDHVEERL L -
F235L(BULRSTHVIEIEER ~ 552361 (EUSRIDHIIRIEEL - 55356(L(EULRST)HYFE
Rtk ~ SFA28((EUSRSORY EREIEL ~ SR434LEUGRSORTNIZEL ~ SH438(L(EULR
FOHYKERZEL ~ FIZR440(LEULRTDHVEEEEE © LUK

— B ESHE > BRESE 13117 (KabatiESO)RTRERZ B2 LK 55 16017 (Kabat i 57)HY
FERZBZ ©

[19-2] A0[19- 112 2R ERMERIRSE S 77> B e

Pt s — B g — B EAE SB 419 (EUSR DRV ERIZEE ~ 52445 (EUSRSDHY
HREBE ~ A1 SR446{ A155447 A1 (BULRSTHY — R A BL d1 2% (deletion) 3 LUK

Pt s R g — 5 ELAE 2R 196{IL (EUSRSORVFEREEE ~ 52445 (EUSRSDHY
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R BE ~ ADSE446{ AN 5447 L (EUSRSOHY — R ARG K -

[19-31 40[19-1124[19-2] 2 25 BRGS0 > Hep e

ATl S — B S — 0 B 55 16 i (KabatfRFORT H R L ~ 553211 (KabatiR5%)
HYPREEL ~ SR61Mz(KabattB50)HYHERZEL ~ 553 5afiz(Kabatfiisft)HUGHRZ I ~ 555011
(KabatfE5D)HY H RElz ~ 55641 (KabattE5E)HYEAREEE ~ 5573 (I (Kabat iSRRI ERHE
Bz ~ SIS (KabattZ5D)HIEAREEL ~ 0251021 (KabattE50) HyARNE L

Tl S5 —H S — 0 B FR 2R 28 {17 (Kabati RS0 RVERRG I ~ 55551 (KabatiR5k)
YRS L ~ 555617 (KabatiE 5 AR RE BE BAE HE R ~ 559217 (KabatiE 50 HIEAREL L
F94 (KabattEZ SRRV ERRE L ~ F15595afiz (KabatiZE5E)HY NHEHL |

Tl s B S — D B R SR 28 17 (Kabati RS0 RVERRE % ~ 553011z (KabatiR5%)
YN BB BRI B ~ S5 3117 (KabatiE5) HYAARE EE ~ 55 32117 (KabatiE 50 HY (2 fE L
34/ (KabattEZ50)HYZE N ZEL ~ 55351 (KabatiES0)RT B ZEL « 5535afiz(Kabat
IO IERRERE ~ SB50{L(KabatfES0RIGHIEEL ~ SH61 1 (KabatfEst)HyEk Rz s H
Mz ~ 564 (KabattZ 5 HVERRE L ~ AIER65(ir (KabatiRsft ) HYEAREEE & LUK

P10 S5 S g B L RE S5 25 fir (KabatiSEsfe ) WY Rl ~ 55 541 (KabatiSEsst ) HYHE
Rl ~ SB56(ir (Kabatt®50) HyER R #E ~ 5567 (KabatfZ50)HY H & HZ ~ 577917 (Kabat
TIDHVEARR R ~ A15R94(0r (KabatiE 5 HYHERZ B -

[19a] OR3P E—IHZ B EMURGE & 7T HP 2R REDUR
oo THERFEAMINASER eAEEEN -

[20] - RS S T HEFE S - REEEH N —F —HiH
iFa
Hp S -GS BAELLI T @D @IFIE—H ¢
@) —F—REEE  HEFEFIEB 129875 f kR EE

(complementarity determining region; CDR) 1 ~ Fp%1&k 5% © 13089CDR 2 ~ 5|
10 H o 217 HEHRAS)

=

e PN
| l:[

o

2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

FBAISE  131AYCDR 3 » DL —55 “HiRS P2 & - HAREFYIEHI9E © 13269CDR
1~ FRAIEAISR © 1338YCDR 2 ~ FEAIEA5R @ 13409CDR 3

(a2) —E—Hiis & - HAREFYIHEGI9E - 164895 /A EECDR) 1~ 7
A9 © 1656CDR 2 ~ FEFIERGI5E © 166AYCDR 3 » DUK—5 A8 u S -
HAREFYIHHGE © 167/YCDR 1 ~ FHIERAI5%  168HYCDR 2 - FFHIEHISE : 169
fYCDR 3 5 DAK

(a3) —F—MAMFY] - HBl@)HRE@)FENFE—isTgeaaE/D
70% ~ 75% ~ 80% ~ 85% ~ 90% ~ B95% 0 F5!|[E]—M:(sequence identity) > LAK—
B REM Y o HEL (D) E(Q2)FTEATE s T2 EEH £ /070% ~ 75%
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[ B 151 @B 15 B '~ #i HLADQ fi & ( & 2® &
DQNO0344H0976/1.0591//DQN0385H1255/1.0605-F6) B = B HLA =5 1145 Y Ba/F3 41
HEbR &S S HYEE R (AT A LA $54£0.05 micro g/mL T & 77 HIEK » if 28  4H
DQNO139bbFIIC17dKAE1 micro g/mL [ T HIER) °

[ B 16 @B 16 ¥ '~ #i HLADQ Hi & ( & 2E B
DQNO0344H1013/1.0620//DQN0385H1270/1.0722-F6) B F B HLA =5 1145 Ay Ba/F3 41
HEbR &S S HYEE R (AT A LA $54£0.05 micro g/mL T & 77 HIEK » if 28  4H
DQNO139bbFIIC17dKAE1 micro g/mL [ T HIER) °

[ B 171 B 17 B '~ #i HLADQ fi & ( & 2® B
DQNO0344H1013/1.0620//DQN0385H1521/1.0605-F6) B = B HLA =5 1145 A Ba/F3 41
HEbR &S S HYEE R (AT A LA $54£0.05 micro g/mL T & 77 HIEK » if 28  4H
DQNO139bbFIIC17dKAE1 micro g/mL [ T HIER) °

[ B 18 @& 18 ¥ '~ #i HLADQ fi & ( & RE B
DQNO0344H1013/1.0620//DQN0385H1270/L.0681-F6) B = B HLA =5 1145 Y Ba/F3 41
HEbR &S S HYEE R (AT A LA $54£0.05 micro g/mL T & 77 HIEK » if 28  4H
DQNO139bbFIIC17dKAE1 micro g/mL [ T HIER) °

[ B 19 @B 19 ¥ '~ #i HLADQ fi & ( & 2E B
DQNO0344H1013/1.0620//DQN0385H1352/1.0681-F6) B = B HLA =5 1145 Y Ba/F3 41
HEbR &S S HYEE R (AT A LA $54£0.05 micro g/mL T & 77 HIEK » if 28  4H
DQNO139bbFIIC17dKAE1 micro g/mL [ T HIER) °

[ 1-10] 1-10 2 or i HLADQ $1 #& ( &8 £ &
DQNO0344H1013/1.0620//DQN0385H1353/1.0681-F6) B = B HLA =5 1145 A Ba/F3 41
HEbR &S S HYEE R (AT A LS $54£0.05 micro g/mL T & 77 HIEK » if 2 H 4H
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DQNO139bbFIIC17dKAE1 micro g/mL [ T HIER) °

[ 1-11] I-11 8 o~ §i HLA-DQ #1 #& ( & £ &
DQN0344H0976/L.0591//DQN0385H1521/L.0605-F6) B ZZ I HLA Z5 1155 Y Ba/F3 4]
HERRGE S RVGE R (PUIAZAE0.05 micro g/mL FAEFTHIE - MiZEHIdHDQNO139bbA]
IC17dK{E1 micro g/mL [N#{THES ; HLA-DQ2.5FIHLA-DQ2.5/hCLIPHY(#) » F71
H8410.313 micro g/mL TR - 1 $2E5]4H DQNO139bbAI1IC17dK 420 micro
g/mL NAETTHIED) -

[ 1-12] 1-12 B '~ §i HLA-DQ #ii & ( 2B % i
DQN0344H0976/L.0591//DQN0385H1353/L.0681-F6) B 2 IR HLA Z5 1155 Y Ba/F3 4]
HERRGE S RVGE R (PUIAZAE0.05 micro g/mL FAEFTHIE - MiZEHIdHDQNO139bbA]
IC17dK{E1 micro g/mL [N#{THES ; HLA-DQ2.5FIHLA-DQ2.5/hCLIPHY(#) » F71
H8410.313 micro g/mL TR - 1 $2E6]4H DQNO139bbAIIC17dK 420 micro
g/mL NAETTHIED) -

[ 1-13] 1113 3 on i HLADQ $1 #& ( &8 £ &
DQNO0344H1013/L.0620//DQN0385H1255/L.0605-F6) B ZZ I HLA Z5 1155 Y Ba/F3 4]
HERRGE S RVGE R (PUIAZAE0.05 micro g/mL FAEFTHIE - MiZEHIdHDQNO139bbA]
IC17dK{E1 micro g/mL [N#{THES ; HLA-DQ2.5FIHLA-DQ2.5/hCLIPHY(#) » F71
H8410.313 micro g/mL NHETHRIE - 1 $2E5]4H DQNO139bbAIIC17dK 420 micro
g/mL NAETTHIED) -

[[E]1-14] [E1-1458~FTHLA-DQf A (88 48 )EHHLA-DP ~ DR ~ DQ5.1 ~ #F1DQ6.3
S HVERFTATIRRILE0.05 micro g/mL NEEITHIE - MZEHISHDQNO139bbAT]
IC17dKAE1 micro g/mL N #ETTHIER) ©

[[E1-15] [E1-158RDQN0139bbBL IR HLASS IRy Ba/F3 Atk 4 S Hy 4 SR (12
HI4HDQNO139bb1E1 micro g/mL NEETTHIE) -
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[ 1-16] & 1-16BTRIC17dK B HLA S IERBa/F3AHAEIRSS S U4 SR (2 HI4E
IC17dK4E1 micro g/mL FEFTHIED -

[[E2] E2B~HiAEEPBMCTTAHICDI19+ BAHAEAE & HYSE S (FLASTE0.05 micro
g/mL TR - MFZERI2HDQNO139bbAIICT 7dKAE T micro g/mL AT
HLA-DQ2.5F1HLA-DQ2.5-CLIPFY(#) > $1A&470.313 micro g/mL FH#EFTHIES, » i
Fe&I4HDQNO139bbAIIC17dKAT20 micro g/mL T/ THIER)

[[E3-1] E3-1BURHTHLA DQFiAEHLA-DQ2.5/al 285 A8 H {48 M Jurkat T4H
R E(EAIHIFITER -

[[E3-2] E3-28URHTHLA DQiAEHLA-DQ2.5/a2 28 5 7 8 H {8 M Jurkat T4H
R E(EAIHIFITER -

[E&3-3] [E3-38~HTHLA DQi#E HHLA-DQ2.5/al b2 5 H {{fE M Jurkat T4
R E(EAIHIFITER -

[[E3-4] [E3-48~HTHLA DQETASEHLA-DQ2.5/01 28 75 8 H {{KRE M Turkat T4H
R E(EAIHIFITER -

[[E3-5] [E3-5S8UrHTHLA DQETASBHLA-DQ2.5/02 28 /5 8 H {(KRE M Turkat T4H
R E(EAIHIFITER -

[[E3-6] & 3-68 RHTHLA DQHTASHHLA-DQ2.5/BCR BT A & K f{CHEl:Jurkat T
ARG EERIHIRITER -

[[E3-7] [E3-78 RHTHLA DQETAEEHLA-DQ2.5/y1 8B A & H f(CHE M Jurkat T4H
R E(EAIHIFITER -

[[E3-8] 3-8 RHTHLA DQETAEEHLA-DQ2.5/y2 28 i) & 1 f{CHE M Jurkat T4H
R E(EAIHIGITERT -

[[E3-9] E3-9OB RHTHLA DQETAEHHLA-DQ2.5/y3 28 i) & 1 f(CHE M Jurkat T4H
R E(EAIHIFITER -
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[[E]3-10] [El3-108~FTHLA DQITAS T HLA-DQ2 . 5/v4aZ8 % /5 8 H {(RE M Jurkat T
AR EAERYHIRITEA

[[E4-1] [E4-1ERITHLA DQFIASHHLA-DQ2.5/0l 5 E A (k& M Jurkat T4H
& CHIHIHIEA -

[[E4-2] [E4-280rHTHLA DQIIASHHLA-DQ2.5/02 /58 A {{Kk& M Jurkat T4
& CHIHIHIEA -

[[E4-3] [E4-322 R JTHLA DQITASATHLA-DQ2.5/a 1 bES A /A E H (K- Jurkat T4
& CHIHIHIEA -

[[E4-4] E4-422~PTHLA DQITASHHLA-DQ2.5/w] Z8HE7A & B (SR Jurkat T4
& CHIHIHIEA -

[[E4-5] E4-5SERPTHLA DQITASHHLA-DQ2.5/m2 55175 T B (SR Jurkat T4
& CHIHIHIEA -

[[E4-6] [El4-6E ~HTHLA DQiAS¥HHLA-DQ2.5/BCRAERF A E A s Jurkat T
AR EAERYHIRITER

[[E4-7] [E4-78~THLA DQUTASHTHLA-DQ2.5/v1 582/ A H (i<HE M Jurkat T4
& CHIHIHIEA -

[[E4-8] [El4-8BE/~THLA DQUTASHTHLA-DQ2.5/v2 58 B2/ A H ((HE M Jurkat T4
& CHIHIHIEA -

[[E4-9] [El4-9B ~THLA DQUTAS¥THLA-DQ2.5/v3 582/ A H (ke M Jurkat T4
& CHIHIHIEA -

[[E]4-10] [El4- 108 ~FTHLA DQITAS T HLA-DQ2 . 5/v4aZ8 % /5 8 H {(GRE M Jurkat T
AR EAERYHIRITEA

[[E5-1] ElS-18 R 33 S &RE & H /T EHVHLA-DQ2 2/l aZ8 i /5 8 H {CRE M
Jurkat TAHALEAL -
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[[E5-2] [ES-288 133 B R E/AEH /M EHYHLA-DQ2 2/02 Z /3 /75 & B {(FE 1

Jurkat TAHALEAL -
[[&]5-3] ES-32~HTHLA DQPTAG¥THLA-DQ2.2/0l aZffEIA 28 H (KR I Jurkat T4
A ERVAIRITE A
[[ES5-4] ES-48riiHLA DQIIASHHLA-DQ2.2/02 /55 H {{Kk& M Jurkat T4
A ERVAIRITE A

(& =]

[0008]  ASZRTH At G278 HYFR TR0 By AL fla S B A 8 R
IR /ARG H A » Hl40 - f£Sambrook et al., Molecular Cloning: A
Laboratory Manual 3d edition (2001) Cold Spring Harbor Laboratory Press, Cold
Spring Harbor, N.Y.; Current Protocols in Molecular Biology (F.M. Ausubel, et al.

ds., (2003)); the series Methods in Enzymology (Academic Press, Inc.): PCR 2: A
Practical Approach (M.J. MacPherson, B.D. Hames and G.R. Taylor eds. (1995)),
Harlow and Lane, eds. (1988) Antibodies, A Laboratory Manual, and Animal Cell
Culture (R.I. Freshney, ed. (1987)); Oligonucleotide Synthesis (M.J. Gait, ed., 1984);
Methods in Molecular Biology, Humana Press; Cell Biology: A Laboratory Notebook
(J.E. Cellis, ed., 1998) Academic Press; Animal Cell Culture (R.I. Freshney), ed.,
1987); Introduction to Cell and Tissue Culture (J. P. Mather and P.E. Roberts, 1998)
Plenum Press; Cell and Tissue Culture: Laboratory Procedures (A. Doyle, J.B.
Griffiths, and D.G. Newell, eds., 1993-8) J. Wiley and Sons; Handbook of
Experimental Immunology (D.M. Weir and C.C. Blackwell, eds.); Gene Transfer
Vectors for Mammalian Cells (J.M. Miller and M.P. Calos, eds., 1987); PCR: The
Polymerase Chain Reaction, (Mullis et al., eds., 1994); Current Protocols in
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Immunology (J.E. Coligan et al., eds., 1991); Short Protocols in Molecular Biology
(Wiley and Sons, 1999); Immunobiology (C.A. Janeway and P. Travers, 1997);
Antibodies (P. Finch, 1997); Antibodies: A Practical Approach (D. Catty., ed., IRL
Press, 1988-1989); Monoclonal Antibodies: A Practical Approach (P. Shepherd and C.
Dean, eds., Oxford University Press, 2000); Using Antibodies: A Laboratory Manual
(E. Harlow and D. Lane (Cold Spring Harbor Laboratory Press, 1999); The Antibodies
(M. Zanetti and J. D. Capra, eds., Harwood Academic Publishers, 1995); and Cancer:
Principles and Practice of Oncology (V.T. DeVita et al., eds., J.B. Lippincott
Company, 1993)rF il 2 B2 (£ RV 5%

[0009] RIMACHBYZ “Z2h NEIEF 2 EEHE NEREREOTE
ZEl A SE 2L FEZE (human consensus framework)HY#E ## o] 4J5{ (light chain variable
domain; VL)fEZS (5 ## 0] 8515 (heavy chain variable domain; VH)FEZRAREEFE FE
FIEZS > HIEFAT - “JiHE (derived from)” AR RIEEKE BIEZR AT IE
ZRHYZBE NIRTEZR v] DL EiE FAH EIRI R AR 7 - 2 T m] LB R A 7
b o fE—ELEHAI P - AR EAVEH S 10(EEE D ~ OfEEE /D ~ 8{HEL
/D~ TEECGE D ~ 6ff = /D ~ S{EECE D ~ 4= /D ~ 3D - B2(EEL
E/D o E—EEHEHIT - VL2 NBEAAE A EBVL ASR s E B ER T
SIS AFFHEAERFSIHE -

(00101 “BRADSI&F5 0 (B0 - B Ry EE —4&5 & i BE B A S TC (R AR
(B0 - Fil) 2 RIRYFELL B AT B 1 F4ERIAYSEE < BRIESSAHEREE » A H » <4
BRI RENARNSES SR » HRRHEEHHIRE I - JiReiR)
LRI ZZ G AE R © —f% a] DURAZHEF #(dissociation constant; Kd)2KFER 737X
HIHFCHRAS YAVRAT ST o w] LUB AT B IS KRy & AN ERA ) B
ASCRTAETARLE o NS T ARSI EAS SRR A Y BASsR B AR B E
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B -

[0011]  “¥FF0T7pE A (affinity matured)”Hife /a1t —EECE (H =2 R
& (hypervariable regions; HVR)H B —{E=i % [EEAHiRs - PR BAEEN
ST A (parent) FUASHALE » IS ME S B BE BT R AR 70

[0012]  FHRE“HUR4E & H 5 (moiety) "B B R 4% & 1 (domains) 2 5 47 A8
Y — 8055 > HAFRBLE 4y Bk 2 SR a4 [ R S M A B B A s - 4
s £ B0 43 38T P 51— (0 B 25 (1 0 B ] S0k (£ s B T 3 ) AL - (ISR
it > B AR B 4 ek B A R T S I (VL) R 470 B B T S & (VH)

[0013] FIEE“HTHLA-DQ2.SHR4AE &0 T (i) B s A # LUE #3E A
H14E & EHLA-DQ2.5EG HHLA-DQ2. SFIELE HE IRk A — (M 54 2% (R & i
FAES S T(HiEs) » [EHEE I {EE I HLA-DQ2.5 F Fl A B R/ s & | -
{E—FHEFIT - BB % EOHIE % (radioimmunoassay; RIA)ETTHIE -
U HLA-DQ2.5 i JF 45 £ 43 T (Fi B8 ) B 1 B 7 [ A 42 £ 2 18 /N A A
HLA-DQ2.55(HLA-DQ2.5/4K B HEk 47 5145 SR ERILI10% - L4 7 Bt 51
> $THLA-DQ2.58¢HLA-DQ2.5/8 B itk ¥ &) B A S &iE i s B A1
M ECE (micro MYEZE/N ~ 100 nMEZE /N ~ 10 nMBE /N ~ 1 nMBCE/ ~ 0.1 nM
/I ~ 0.01 nM EFE/)N ~ 520.001 nMEE/ N4 10°M BE /) ~ BIa0f#10° M
#1107 M ~ FiEnFE10™ MEN10™ MRS F #(Kd) -

[0014]  AASCH > FREHURS &0 T B fs BIE TR S & A BT 5
FEEHAREAGSEREM ST i B LUE B LS Fl AR s
SHIBEEE GBS T - BERRRE S ERIRIRE Y58 - f140 > TTLUEH
NTHGEHNFFIBTEARIZAL o Al UERATFENZRL - SRk - EH%
PRSP —FE - X225y F(scaffold molecule)f & LA 1A% & R A5 400U B
(barre){E BHEZE » H 5 THIE B — B g B R4S & (B - AR
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F&EarTH—EHp - AA—EETHMT - “DRGEE T2V - s PR
oAU A P LUR B Z R S R AL ok E S Eiess® - B
BATRFERRDUAG - 2R - 2R RETIRGID - EREIEDED - fFiReR
B REEMEE ORI R PRE e S ERIA] - fE—SEHEHT - HilsE%
FREMEDURE - AE—EEHAT - 2RHRIETIEE SRS -

(00151 “hifg R EX 248k 1 n B aIEiAe 2 MY+ BFEE s —
oy HESERI TGRS o TURG & - Jiig R BRAVHIT- B & (B PRI Fy - Fab »
Fab'~ Fab'-SH - F(ab")2 ; ¥ {ji#G (diabodies) : & 1E17% © B#HTIAS 77T (B 4scFy) :
FIFEERS =7 B2 niy 245 MRS -

[0016]  “4E&FERIGUEIAE (i (epitope) VAR (F RS E AR EIE(L
i o B (competition assay) 1 fHEr 25 HIRR L G RAVGE S22 50% BCE /Y
fiAe - MHEGt > 2F iR PR HE T R PRI E S Z FI50% 2 F
% o ASCHRBE T ORBIMER TR U

[0017] B Em S ia I EE 8 54 I B EE B S48
HYFIREME PRI IR AE - AT HY B Re R AR Al BERR 1M s M R Bk
St LHPERR T BAAEMEE ~ S MoME4HAE B M7 (acute lymphoblastic leukemia;
ALL) ~ 1M EAHHE H M (chronic lymphocytic leukemia; CLL) ~ SE4HAE H 17
(Hairy cell leukemia) -~ 1 {8 4 & %8 £F 4l Bg £ & [0 J% (chronic myeloblastic
leukemia) - H S R BIF EIRERY BT RIIEEATRES © AR - SR EBE
SRR EIRIR o BLET RN S SR (BTN AL M S 3R) + 2= B R S A
{BIE » B8 R VRGBT e 28 BUR A B B MG SOMERRRY R IE IR i
TEMREL(ELFE R AR AEEREE © ARDS) @ FZ/E 3% 5 Hif 3% (meningitis) © fi %
(encephalitis) ; HR (22 )& 3 (uveitis) © &5R5 3% B/NERE R BBITRBEERE
AR > LUK AN K TARR R A2 1358 3% SERI BRI  BIlksEREi(E - 540
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B RE B o0 Ffk Z 0 - B ECR MR X 5 £ & M 4L PE IR J& (systemic lupus
erythematosus; SLE)(ELFEERRIVRBEME £ - ZEIRE) » BEFRR(GI0ETHE
PRI BCHR B RAAKE A MEPR M) © 23 MAE LR & 36 X % ¥ (Reynaud's
syndrome) ; HESRZHIRIRR © WA BGIRER SR © @B A RER © [BAEREIR
E{ZEF(Sjogren's syndrome) ; 43 AR I (juvenile onset diabetes) ; B H4HAEA
FROTHRE ARG S Y T A R S M I B S ME M R SR S HE - — R FLIN S Z
(tuberculosis) ~ PIATEEIFE (sarcoidosis) ~ 235 MEAILR ~ AZFREIR ~ AIME X © TH
MGl AR) © H Rk B4iE2 i (leukocyte diapedesis)HYRIF & K 280
(CNS)&& R 2R » ZEBEREGIEGER  AMMEEm(EREER RN 2 5RER
M¥EECoombsf5 & M) ; EEALIE T ¢ HURTURRIE SV M EHVER  JUE/NEK
BN o PUASEERE © BRI AE R 5 &8 [RA(Graves' disease) 5 B5{H-
{7+ 4 AJL 4% 77 JE 7% £ (Lambert-Eaton myasthenic syndrome) : A §g 14 46 K B y&
(pemphigoid bullous) : KAf#& (pemphigus) : HAGRIEZ N I UMRIK & B8 IER
P¥ (Reiter's disease) ; {EhH A JE 2% BF (stiff-man syndrome) ; H 74 X fiE (Behcet
disease) ; EARAAEEINRSE & RIEEIYIE % © [gARIR © [gMZ3 ViR |
e M/ MRsk = 3R BEIE (immune thrombocytopenic purpura; ITP) ~ B¢ H RS R 1%
[/ MR DHE (autoimmune thrombocytopenia) ©

[0018] FHEE“HJBEE (celiac diseaseEcoeliac disease) Ei5HIN R AEY)
F AT E IR E SRV NGRGHE B SRR o LSS RNEEETR
RN SR EZEL GRS - IR - IS aE R - eEFRE= - I\BYERZ
i AL 2 B (CNSWEAR BT 57 AT BRI ~ B RS IEAR (BB B REAT B H R4
iE ~ KEMEINERE R E R ~ MURAEIR GRS & MATME SR DE ~ DR HAE
INMEEAZEE - MARMEREIE - R A EE RBEEMEME/N -

[0019]  FIRE“#k & (chimeric) A 45 2 # K/ B gAY — 20 0 IR E B
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AR ECYIRE - 11 B e /B gy EL R A R B A [F AR BB DA ©

[0020] #7088 Ay <% 7l (class)” /& #5 H 25 # A7 B 74 #Y 18 72 35K (constant
domain) B E & (constant region)A VMY o 5 F{E T ZAIHTAS A  IgA ~ IgD
IgE ~ 1gG ~ F0IgM » Hr—EeuTLUE—5 73 By andA([E1 2 (isotype)) » a0 © 1gG, »
IgG; ~ 1gG; ~ 1gGy ~ TgA; ~ FlIgA, - HEFR EEE R e Bk E B BV #E IR 2 7y
FI7% Bsalpha - delta - epsilon ~ gamma ~ FImu ©

[0021]  EARI(BI - BEERC DAY AR Z it ZHI ISR AN A
Uz FFTENE B AR B TESE RV R

[0022] HIRE“Fe@i 1A R AN E#BEE D —E o e & £ &
BREE B EHEHYCORIGIEIE - It HREERE R AR 7 (native sequence)FelE i 158 B Fc
&I - FE—FHHIT - ASRIgGE I FCEI{ECys2265(Pro2 307 {4 22 B #HiHY #4 B
Uit o ZATM > Fel@ B ICR in#a R Bz (Lys447) 2 H Rz -#a g BE (A 446-44T) AIRETF
£ WETEEARTFAE » BRIEA S SSHE » Fel@ it BUIALE & F Hr BB TR ALY AR5t
e HEBEULR T 441 » il BEUZ 5[ (index) » 41Kabat et al., Sequences of Proteins
of Immunological Interest, Sth Ed. Public Health Service, National Institutes of Health,
Bethesda, MD, 199151 F7it -

[0023] “fEZE B FR™ZHE 5% REHVR)EE LMY ] B AL - 1]
Ik AYFR—f% PO(EFREKFT4HAE © FR1 ~ FR2 ~ FR3 ~ FIFR4 [tk » HVRFIFR
FForl — e kDL I od B & VH (B VL) H#
FR1-H1(L1)-FR2-H2(L2)-FR3-H3(L3)-FR4 ¢

[0024] HIRE“2EHRR - “SCEHAE" - F“2HR A R L il
A KB EABRATRBEHEY OGS A AN ER
FYFCl& B B L AS -

[0025]  fEASCH » FIsE BB 4 Rt/ NEFI AN FE R - 5 AV
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RIEBEEBANRFER ZEEY) - ALBET > BE R HATREEAE R -
BEMINEEEATRIN B /NERIEEREE H (gliadin) ~ 2B REHVAREIEAE
H (hordein) ~ 2K 5 B BT A E H (secalin) » LUK K HFHREFHIHREEH
(secalin) o

[0026] R BERET - BEMIE G EERRAYTARE 3R R R
K - [EH > RS R RO B AR DRV TR RE TR Pl SR 2 - 15
FAPUFRETR AT Ry e Je B VEREIR - AEFLEER B S e R IR B s A
ol ZEEEEE H (AR B ala R B A EE O )M S8 A E 0 (W B B33 8 5

EAEHNFAT) UKol RFFEER ~ 2FEEH « UKBCAEIEFEE
H (ZELL5{E L) (Science Translational Medicine 21 Jul 2010:Vol. 2, Issue 41, pp.
41raS1) - 28 - REEMMINES FEEEES - FFEFEH -~ ol FEAE
H -~ 2REEAEH - BCAREAED VIREFED - LU RIREEL L
TERERR) - BAMRBILE o FEASLH > BTREE A R B MERE AR B B 7 B AR R
HY R RAMERERR” - A e M BER BVt - BETRR R AR B LA s
RUPR ] -

[0027] FRIFE“EE ZAGEENEA P ZIEHR—4E &K T4
G~ BEEET TR SN - Pl s /KPR E EREE S RES BB
RS o BAELER o ERATTRRE A REBRR RO AR RN/ B EE e
M o LA AR IS TR EIHY EAS TS ERI Y R AR E R 21 -
IR EMEE RE SR A LUAE ~ BEE I LI HEEZINE ~ B0E
A LSRR AR i B A A E R B TR F2RE - a0 - & AR figeH
Sk A R RS 2 BRI Gl BR T Ae A AR R B HUAS AT R L BR A4
R 2 4SS Ry E (B )RV RSN - AT LR Frilhiie 88 HIR A4

X

AEME B ER Y PUR T AR RIS S aEN - E > “EE LA
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S EE MBI R R B G GUE M A] DA R G A B BB R LR IR
SV RBEERIFEE ST AE—IFN T FIRE IR A &S RN AT
FFHREEE RGeS IR RN RS S E B A EE
HEH =

[0028) #1457 » “HLA-DR/DP”ft#“HLA-DRFIHLA-DP”E;“HLA-DR
BCHLA-DP” - jE5HLA BEMHCE ISRy - HARH AFEMHCSE THEARRE FHY
H e B (B AU B AL N TR S o “HLA-DQ & i HLA-DQHY[F] 21 R EY) - flfE
HLA-DQ2.5~HLA-DQ7.5-HLA-DQ5.1-HLA-DQ6.3 - HLA-DQ7.3 - fIHLA-DQS -
FEAZEAS » B HLA-DQ2.5 25 » HLA-DQZy FEE{EARFAHLA-DQ > FHY
FH1LER (subtype)([E] Y ZAEY) » HIUTHLA-DQ2.2 ~ HLA-DQ2.3 ~ HLA-DQ4.3 -

W}

HLA-DQ4.4~HLA-DQ5.1 - HLA-DQ5.2 ~ HLA-DQ5.3 - HLA-DQ5.4 - HLA-DQ6.1
HLA-DQ6.2 ~ HLA-DQG6.3 ~ HLA-DQ6.4 ~ HLA-DQ6.9 - HLA-DQ7.2 - HLA-DQ7.3 ~
HLA-DQ7.4 - HLA-DQ7.5 - HLA-DQ7.6 - HLA-DQ8 - HLA-DQ9.2 - and
HLA-DQ9.3 - $F{Li# » “HLA-DR (DP)”Z$5HLA-DR (DP)&y[E I E &) -

[0029] FIRE“1E L4HAE” - <78 L4HAERE” - F0°ME LA v gl
- EIECE SN i BEERAER TR o BT AR aE e
PR(transformants)”H1“#& {L4HAE (transformed cells)” » HELIEI QR AR AT L
TR AEREAXRE - FUEZE S E F R B A R R 5e 2 E
{EF R ELFRZE S o B B T Y 4 A R BB PR D RE B A P E R A
[EIRyZEEE R A F -

(00301 “ AMAHTAS HYREE L Fr 7| B SHHERS th A BHEC A\ B4 AT E AR AY
RS YR B S P 3| B0H ] F S AR R B A A\ SRR 4R S PR 7 1B 9 B AR AR AY
HURSHYRE B RS Fe R P T AR A UAS HIRE IR P 1) « NIRBTRSHYE R hIHERR T &
IR ANBHURE SR AR A RLhTES -
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[0031] “ANEILAHER"BRERAFERZERED VLEVHIEZR 75117 4
PP R RUAREE L R AAREZR - FIRE AR IEZR o] A AKAE TR A SE
HE o NBEREBREH VLECVHFR IRV EE 2K B v E i Fr 51 HY 52 (subgroup)
WE 0 FPAAYOEEE & W Kabat et al., Sequences of Proteins of Immunological Interest,
Fifth Edition, NIH Publication 91-3242, Bethesda MD (1991), vols. 1-3F1fyGEEE  1F
—EHiHIF - HVLKER » ohFEWATZKabat et al. Ay aifTkappa I - f£—E& {5
F o HVHAER - SEERE AR T7Kabat et al. 1 HYEEEEIII -

[0032] “AORMB"HiAs B4 EIE R EIE AHHVRAR AL AR E A
HFROVEAMREN R EYUE - (R EERMT - NRtiekaEEE L
D —{ HLE S WAy 2 8 o] 8 > Hrp 2 EsEE 2 EAYHVR (fl4] : CDR)
HIERIEAAPTASHVHVR - H & HsCE'E 2 E AIFREER AAFTAGHVFR « A
FALEURS T AT BRI B ARRe 2/ - iR EE - FUs i - 3k
NEHROI NEE 0 E i T AR EAYDUEE -

[0033] HIRE =& & RE S HVR LA e b vl Bt 771 I
EEEB (T EMAEE ECDR”) » R/EPREEE FEERIVER(REERE)
K /BE S R AR R AU R R — (&I - B PURSELFE/S{EHVR
={EAEVH (HI ~ H2 ~ H3)H » i =(@fEVL (L1 ~ L2 ~ L) o A Ay REIEHVR
BIFE
() HEAEREEESTEE26-32 (L1) ~ 50-52 (L2) ~ 91-96 (L3) ~ 26-32 (H1) ~ 53-55

(H2) ~ f196-101 (H3) (Chothia and Lesk, J. Mol. Biol. 196:901-917 (1987))i

SRR
(b) HFRAEREEEATEE24-34 (L1) ~ 50-56 (L.2) ~ 89-97 (L3) ~ 31-35b (HI) ~ 50-65

(H2) ~ #195-102 (H3) (Kabat et al., Sequences of Proteins of Immunological

Interest, 5th Ed. Public Health Service, National Institutes of Health, Bethesda,

47 H o £ 217 HEHRHAD
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

MD (1991))&#JCDR ;

(c) HIRAERFEREREEL2Tc-36 (L1) ~ 46-55 (L2) ~ 89-96 (L3) ~ 30-35b (H1) ~ 47-58
(H2) ~ #193-101 (H3) (MacCallum et al. J. Mol. Biol. 262: 732-745 (1996))HY
HURREE © DL

(d (a)~ (b) K/ERVEHE - BFEHVREAREEE46-56 (L2) ~ 47-56 (L2)
48-56 (L2) ~ 49-56 (L2) ~ 26-35 (H1) ~ 26-35b (H1) ~ 49-65 (H2) ~ 93-102 (H3) ~
#194-102 (H3) -

H—EHF S - HVREE GG IAE T AY L -

fRIFSS AR » P R AYH VR B EFN A R AL (B0 - FRISEDIE A R ER

WFTHEKabat et al. 45HE o
[0034] %y B4 (immunoconjugate)” 2 B2 5 (B 2 (conjugated to)—

TEECAER T FHIHRS -

[0035] “{EAG(individual)"2 <254 (subject)” I FALEY) - HHFBYIE
AR BB « 4~ 4= ~ 3~ f ~ F0%) - BERIEEYBI
NEFZE A NN ERREVIGEET) - R FIEEsan - /NaFIRE)
TP EE I T - MiesszaE AR -

[0036] fEA#IHH - EFHEHTHLA-DQ2. 5HiA BLE e HLA-DQ > T-HY45
G+ CLIPHEK AT DAL A& EHYHLA-DQ 7y F— A -

B (isolated) " Hifg 2 CIEH B ARBRIRHYR 7> 7 BEHVHAS © 1F

—EEE T EBPIIE KA - SDS-PAGE - 28 % £ (isoelectric focusing;

IEF) ~ BHE BN TEGIAN - B RE mAHHPLOR s & £ K07

95%EIITHVAENEE < BARPUAGSEE RS /i ARVERAL - 2085140 > Flatman et al., J.

Chromatogr. B 848:79-87 (2007) o

[0038] “oit #ZiE i T B ZARBHIRN D B o+ - ik
A8 4217 E(HTRHHE)

[0037] <43

2125-19158 APF-TW
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Izl BLIE B e R A S AR TR T % BE o7 1 > (BRTEUZ B 77 T 1%

[0039] “4RH5HHLA-DQ2.5HUR A& 70 (Bl By 7 B L I (. R % By
“IRAEHTHLA-DQ2.5S R & & 7 T (B RVIX L") /E 15 — TR B 25 M S i 471 AG B o
FIESHHE (BCH R EDORIIZ L 771 > B B — s Ae B 77 Bl (separate) 5k AS TP RV IS B R
3T DURAFAERTE £ Y —(F = (f i ERVIS Sl 1 -

[0040] A EREyHE Bk EEIEEE HIgEAhiREE T
JEEH PG > IR TR RS R S RS S — A R/ s S R R R
EAr&S e > BATRERYEEGURSERIL - B4 > BiEE AR ARV EBHB R HTREE
B TV E B P EAN SRR > EREREEE U VEFT
B —f B RS T FAE B GUR A E MDA FITTRE Y S ARpTRRRC i AE A BEEPR
fiaelic TV E—(E BTG St S — PR ERVE L ER - NI - (E6fisE Bk
TP BRI EE LI ENPIRER TG - EANENEERFEE
BIEAIRFE AR EEDAG © Pl - IR ASEIARTE RV BRI FT DUE B &
TR Rf - AR EA RS (hybridoma) /774 ~ EZHDNAJTE ~ WL AS I
A~ PRI SR 280 EE o NSRRI ERE B & N R R B N BT 5
& AL TR BERRDURRRY B AR H A RO A

[0041] A S REIEIREL D BN S MR RIRAY RS - SREUAE 1]
IFFAER BB o -

[0042] “RZA(mative)hifs " E s B A STELEEN R AFLN R ERED
Sy F o 0 RIRAVIGHT BEE4Y150,00048 EiARY ZIRIUEEEMEE o - i
SRR Y (AR A [ S AT A (R AH IR B BEAH B © TENARIREICR i - (R EE
& — (I AT 2 ER (VH) » R Ry m] 28 Eee el B g m] S - 1R 2 — (AL E S8(CH1 »
CH2 -~ FICH3) - JA{LlHE > ENAGGZBIC AL - & —RESHEAL A —(E T2 & (VL) »
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% oy T S SR S T S EL7% Ry IR S (constant light; CL) - B HARE
SR ERE 5] HUAS YRS 1] Ry MR h Y —78 - 7§ Fykappafillambda <

[0043] MIRE“BM T T 8 SR BT aEZ TR ST
GYIR/EE - G EZERHREER - BRI ES SRIE A IRR - A
BE(c) ~ SIEIZ(G) ~ BRIEIZ (a) ~ RYRRIEIE(T) ~ BURIEVE(U)) ~ HECRED » LR X
RREEAZARE) ~ A — (b B L - » BT R R AR - 21t - PTiis
EAEME T RIS REGRIEAERE) - AP P E (ES B3R « fE40d -
FIREZ L T B L AL EE (DNA) - BG40 4 FHDNA(CDNA) FIZL K 4H
DNA - #ZHEZEEL(RNA) » FrhlZ (S ERNA(MRNA) - DNASKRNAHY &R E ~ A
RAEREN S (EELES FEINRESEEY « BT USSR EERIR
HY o BEAN - FEERZEL T EFE S FRG A S it (sense and antisense strands) » DL
BRAIEERE T 2  thoh - AR 7+ T G R AAFALBG R R AR TFALHY
REEE JERIAFEALIIZ H BRI B+ 55 B AT (LA (derivatized sugars)SCi4H:
FEZS R B LEME B ARV S B B TR iR B - B L B E S Rk
§iin vitro) R2/ECEEA (in vivo) » BIAIFETE £ 20 EE T ERERI AR AIENS
HYDNAFIRNA 73T - 2FEDNA(FI40 » cDNA)ZXRNA(HI40 > mRNA)&EHS 0] LLE
REMEEMEEKEERHY © FIA0 > FTLAHmRNAET L2 {EE[ LAY RRNAS AR HI TR

TEME R/ B4R E 7r T-HIZRER » (1T o] DA mRNAE S 2573 E BN DA E BB N E AR
B (2B 40Stadler ert al, Nature Medicine 2017, published online 12 June 2017,
doi:10.1038/nm.4356 or EP 2 101 823 B1) -

[0044] KA E L INFHIRTH 73 B (%) R Al 7[R — 1 E 75 5
FEEL I8 AR (gap) B A M E) LB B R ARIFFIE —ME5thiz > i A
PRI ORSFEUA L A PR PR — MR — BB BB T - (REEFF P R B 25 ik
R 5 B R A R TS B AR R AT R A RR TR BV 1 43 B » o] DU 1 A Al SH bt B A
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A ey AR 22 B e T e A e A B — Mk 1 o BRI ER3ES - s - (SE R B AT e
FAHYEERSHES > 52 BLAST ~ BLAST-2 ~ ALIGN - Megalign (DNASTAR )# 8
B(GENETY X GE 5 1E) (Genetyx Co., Ltd.) o AFEplr<HIsk BT 40 5 Rl ] LUA
RN EEE AR EE 28 BRI R e & FEFIR AR LB ATRD
ERPEEE

[0045] ALIGN-2FF5I L E RS 2 Genentech, Inc.4R%E > [RIAREEEL
FH B f—#E4R 5545 U.S. Copyright Office, Washington D.C., 20559 » HAFZEEIIR
REEF 3R A TXUS510087 - ALIGN-2F2 = 8] {i£Genentech, Inc., South San Francisco,
California/ NGRS - B W] DAL RIATE4RE - ALIGN-212=fE4R#E F LIfEUNIX
R 24 FIER - EFEETUNIX V4.0D © FA FEF I 283 HALIGN- 272 2t
ACE I B o AR ALIGN- 2 T B RE Fe A IEEIHY B T A iV E L
FRA ABLAE TE R R BRI Fr 5 B R R P ST [R]— M % (1 5] DAFR AL Ry T B
W% PP 51| ABR/AR 45 T2 BB AR B 7| B B AT BB IR 18 oWy e B8 P 1 5] — )Y
sTEAT

X/Y Fr8(fraction)Ay 1004%

HA XA AT iR ZUHY AFIB EE ¥ o FH A A EE BAE SUALIGN-25¥ 77 Ry [ UL
PO AR AR H - P V2B RE AR RS, - JEFRRNYE - FEARE T
FIARJR A SRR e Y IBRY R R - ABIBAYRE B L e 71| 5] — M %o A e
BELARYRE R PR —1:% - BRIESSARHIER - A fENAYFTA R AR
B [E]— 1 e B E AR 1 B (5 I Al — EZ AT Y ALIGN-2 B i A2 =M &1 -

[0046] FHREBEZERC )7 B B G 2 e P X st afEE H i aY
EMER TRV AEYRE A AV ELEY) - 16 B ARG 5 /AR S BRI T Y S E
HEAAN R EEAVERI M T o

[0047] “B&%E |-z AVERR S e B 4200 /7 /4 SR BRIEMER Sy 2 Fh

51 H » #£217 HEHRHED
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B2 BB - B LSRR EEE AR EEE - WIPE - 138
TER ~ BB -

[0048] FRIESSAERE  ASCH A ARV AEE "HLA-DQ2.5” 245 2k B E(7
EHEBYIACTRAV AR ZRAHLA-DQ2.5 » EFEIHAEY) » (2B REFYIFIA
BOFGEERENYI(FIA - /NEAIR B - Pt FIRE G 2 VAR R ATHLA-DQ2.5
DL B AT 40 Bt o 45 piR B P 72 AR BY AR AT TP ZUAY HLA-DQ2.5 » AT 210 A3 76 0 4
HLA-DQ2.5HYRIRFALHYE FL8S - Flinsiie s Rag s AR S 2 - ROtk
HLA-DQ2.583f 5] %1 5] {E Research Collaboratory for Structural Bioinformatics
(RCSB)ZE [ /& & HHE (Protein Data Bank; PDB) & $£E40ZGHIIPD-IMGT/HLA]
PRI AL o

[0049] FEARSCH - “TCR”ZI5 T4 Z#” » HAM N THEGEE
HLA-DQ2.5[R{MECD4+ TAHAE) R EAVIEE H - i B 3 EFHA-EFEHLA-DQ2.5
FIMHC 7>+ ERIHUR B B (G2 BB RERD) -

(00501 4nASC AR AIRY - /&% (treatment)”(F HSUEZLZ VK
(treat)” B TG (treating) )2 faaA B B O G (ERSHY B AR VR AR +78 B ]
PURs T TR AT R AL R RO B AR HR T < JAIRAY IR R AR (A AR TR
TEP IR S A B2 - IRESER ~ B BEREI T E RS R PRI R - [
1S ~ R ERT R  SESEURESERR R « DR B MBI TRR IS -
FE—EEH G - ANEIHEIHRS R L Ry 5 BRI S BR AL

[0051]  FH&Eem] [ (variable region) 5T i (variable domain) 25 £
BT RSB IR 45 S BT RS S SR B RS S AIEE « RN ASHY SR SRR SRy FT 2 I (57
B B VHAIVL) 3 B A IRV 4ERE - & —(EEHE VU {E frFHEZR & (conserved
framework regions; FRs)#1 = {2 # & (HVRs) « (288 > 40 > Kindt et al. Kuby
Immunology, 6™ ed., W.H. Freeman and Co., page 91 (2007)) - BEE—{#VHa{ VL5
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ST e e MR TP DRSS SR B M - I - SR e iiRRuiiae o] MERZREE
EUURRITTRRHY VHECV LG TT 78 - LAy Bl EnEE B e Y VLECVHIETE R
[ (library) - 2208 > {1140 Portolano Z - J. Immunol. 150:880-887 (1993) ; Clarkson
% > Nature 352 : 624-628(1991) -

[0052]  4mASC A pr{E FIEY - FIRE Hi e R e AE 0 EIa B H B Iy 55—
BeHiZ g 31 - ATl R B AE(E B B TIE B IR S IRAVENS - IR B3 H
BB ARYTE LA L FE RN T HIEGS - FrERTEARRESaTE BB R E F BT
AR IR - I RAERR T A S A A R RS -

[0053] ReAkEa(Zaf

AZERHHIRGE S o T EBTRS) Al e — s S TE (2af - B B e hf]
a0 - PUASHIREELRR P PN R INER ~ Ke/slddi A~ Re/BCHU o ATLUEFTIIPR »
A~ A HYE [ & USSR RS (construct) » H B REERG B AT
SHEERVRRIE] > Bl - FURsS &

[0054] AZEHHAVHURSE G T (EdTEe) T BRI - SRS
LR TR BBE A B T o AER -1 ORBIE HIEE Tt T &
HE VAL - i HATT S B Al R R A ARy o B DUk AE B
BeEUEA BB DTAG T - Wt AR EIE(BIA » JURSE S RETEEEY) -

[0055] [#F1-1]

N

553 H > #2217 HEHRHD
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JFAETE A PIHTAES {BEEEUE
Ala (A) Val; Leu; Ile Val
Arg (R) Lys: Gln: Asn Lys
Asn (N) Gln: His: Asp, Lvs; Arg Gln
Asp (D) Glu;, Asn Glu
Cyvs (C) Ser; Ala Ser
Gln () Asn: Glu Asn
Glu (E) Asp; Gln Asp
Gly (G) Ala Ala
His (H) Asn; Gln; Lys; Arg Arg
lle (1 Leu, Val: Met; Ala. Phe: Norleucine l.eu
Leu (L) Norleucine: Tle; Val: Met; Ala; Phe e
Lvs (K) Arg, Gln: Asn Arg
Mect (M) Leu: Phe; lle Leu
Phe (1) Trp: Leu: Val: lle; Ala; Tyr Tyr
Pro (P} Ala Ala
Ser (8) Thr Thr
Thr (T) Val, Ser Ser
Trp (W) Tyr: Phe Tyr
Tyr (Y Trp; Phe; Thr;, Ser Phe
Val (V) Ile: Tew, Met, Phe: Ala: Norleucine [.eu

[0056] FEASCH - {E RBURI AN 2 (LAYZ A (expression) » BT LUEFRT
A& 18 & 5 L - BEES E  BEE AUS 3 o 2 LT R Y

FrELBERVEF

RE g - B0

EMAE

SA=VERAN - TIb

2 1 R B R P (55 A I ESCEEN 1 00bLEY,

112137009

Asn100bLeufs AL E238(f{< i Kabatd DR AsnfiLeul - JRR[ » BrF2om
fi<ie KabatdmSRHIIEERE (L B - B A8 ey LE T BEE3 ( F Rr A AR (U5
AR AR, - BAEB R Y HEF BB F BRI AR SRR
HYRE AR - BN > ERARE S TS ALE & T HYFcl& sk e BB A (s FHHY
B3 P238DE Pro238 Asp A AE L B 238 ((RIBEU RS HIPro iz AspHUY, - JRE] »

B LONMKIBEUSRSRH I A RR (L B - S A B muey LE 7 BEE3 (M F R HIRE F AR

554 H #2217 HEHRHAD
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CHBEE R HU TR A - BAEB &Y WA F RS F BRI AR S R
LA BB -

[0057] ZHeEMBIRGE ST T/

ARE DR EMPIURGE G o TR efe 1 — DL BRI PRI - B =L
TURAEM RS SR TRG S T - ST > PURGEE Y
iR 2/ B A& o — e AR TR (BT > FERORY S —HUR S S 50 7 /380R ]
So—TEECGHHETURBI - BETORVE ZHURGSEE /8 - MR —HRGSEE
TS R — B R B TR AT DU SR RS G E S S Y — S A
FURAE © 20 > fE—PURETER 2 /AREE S Hy— SR AT LU M SR PR
G S ey — SR -

[0058] FEAZIAAY BT o0 - “ZREMFURGE &7 FHiEe) m LABLR
[FERRRI Y R BT R A E AL B AE & - RS 2R R RG a0 T30
)i B B/ DR R R TR Bt RUA B B Rr BTN » W0 H - BR T
aaH A FEIPURRY 73 5-HRRs - SO E— PR B B DURAE R 73 T/iRe &
FEAEA » B0 > 3B > BEHY T o W LR BT R R E i (T AL
(bispecific)FUFES &7 T (FLAR)” + FEATL R LLBL 447 F M (dual-specific) T R &
G TR EAMHEEEN T AER) - BEMEZ TS F M HUREGTUR
REALBIAN - =AEECGE AR B AR R -

[0059] frAscr - Gug SRt SR Z N H HRE R R NRA G4
A &R EMEAE R s— RS o E s AR £ - JRR > Frilt HsEE
fabURGE T T B A WIEECE ZAERVRr R - P A EMPURGE S
DT > F—HURG S E /A P HLA-DQ2. SHIEL B HEKI s HE = VIR
F—EH (group)sE TS RS & H A T B THLA-DQ2. SAIES B HEIK P
FRHTEEYIHY S _RFEsE & o I ERHRVER B (RR - &Y ] s B {E il RE

555 H > #£ 217 HEEHHRHD
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ME - thutiEas > FEE SV RSB FERET - G DR
Rre M FHRE AT LU E B RIFEN o BRIBEEARAREEE —/F _PURGS S a7/
SEEHY R R _RRHREAESY) -

[0060] HIRE“EEf 2 M EiaRGE G 7 FREMR RIS & 2 /D Rl
A BV AE (i (antigenic determinants) o SRR SRR MRS & 7T T7HY
EEEEHOEPITEE 2RI - EEHEAREERFoy2ias o A Fc
& e {F Ry 2% r BB G Feld sy - m] LUE & it 5 FUR B 2 %5 R M iR HY Fel&
Bk o (E R ANSRIRRY P RN - FrlB B R DTS - fEB BN T > B
FrEMETRRE AR [FRr R AIERITRS - 1gCIYERy B HTRG vl LU A B R =
7E A 1gGHAG HY AR B B Bih &g e A U RESC Rl & (quadroma) 77k (Milstein ef
al., Nature (1983) 305, 537-540) -

[0061] ZHRMUBIRGES D FEHRTEEEVRETREGSG &S/
BB o R EMGURG ST (TR AT B R —PURE G /380 PR AS
Eigaric

B MRS G o T EEER M) AT B SR — RS S E 0 A8 28
RS G ER A - B PURGS S Al A RS S —PiAe AT B e A S RS A
2l - FHRIZEEE _FIRZESE - S-PiRe B ENE ke
S L A S AT E —TRG S 0 AL S — R AT R R EMr &S & -
it o 5B PUREE S E T AR A B SR =R r] B EA R VIS T o =
AEEEEVIFRR I BEEE - BRI BENBIURRE T 2E CEEE
FETR RS G T AR R _PURAURREME S - HE—EEHAT - F—
RS A & e B (H) I 2 1 (VH) (AT A Ry — EE g (Hg) n] 32l (VH)”) » 16 H
B PR A] S (L) 1] S (VL) (R 9 Ry 5h — g 8 (L) i S & (VL))
HE—EEHET - F=5R 1] 2 T () AT 2 & (VH) (TR Ry sh B (H

5556 H > #£ 217 H(EHHRHD)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

) AT & (VH)”) - 6 H SR VIETRS A] 28 e e (L) m] S R (VL) (R Rl By o6 8
(L) AT @ (VL)) » 55— Bl (HEE) o] S & (VH) B2 55 —E i (L) i) 2 & (VL)
SEE LS TR —PURMRAEN < 56 B (HH) n] 2 & (VH) FE S5 g (L)
ARE (VLSS LSS S “HURMRRAEN - AT8& ZERE) - VHRIVLZ )
HY4E & (EfE Ry S BLAE ) MBS A g <B sk iR ELRIHY VH/VL S i _E RIS ()
40> REEBRIREL) -

FEASEIH T > (BB B R RS & T (DURR) AT LASE & W AR 27l
BENETR(EHHLA-DQ2 SHIESE FEIKE AT &) - fE—EEEHEfT - SR
MRG0T (i) B B T HLA-DQ2.SAIEKE FE AT sl By — ([ 2 2 ([ 18 =
VEGHE - RREE S o /(B EE - a2 'R _Pie i 2 & (F
b)) DU EAFTHLA-DQ2.SHIERE LRI A — R S At oIS G HY SR PR
GEEEL o BEEE =R AT B E A B NS s B & (] 1)) - fEiE T H 0 (B
i MR —PURGEEEH G SrE Y TR 20— E I R S =
MFRGSEE G oE YR 20— K - BrstEr - MR —PUR
Sl E R E Y T BE IR BN S _HURGE G B A EHY
HeVHEVEA BRI & T LI BB 5 2HE - fE—/F PR G ER /48
AT EHE YT RVERERE IR AT LU B AR (R R BB BEAR - (BEEt > 26
—/F RS G ER A EE St & — R I Y BN B HERK ~ BRI B 2 A AR
BERERL -

[0062] FEAZFIAAY BT 0 R B I F AR bl TR
TEE DURSE &1 281 > ARl delsk B 5 Hiseg v] DU AREYE - £ H
YRS T o AR AR i A RS G 17 -

[0063]  fE—5TH » AFFIHE B THLA-DQ2 SHU R & 0 F(Hihs)
F TN RAE 2 30 258 I FRAVHLA-DQ2. 545 & - fERF EE Ha i+ - f2ft 1 i

5657 H > #£217 HEHRHAD
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

HLA-DQ2.54E G YRS ©

[0064] fE—J7H » AEHEFEHLA-DQ2.55(HTHLA-DQ2. SHIELH
NP R — TR S iEE e R ASE aE RS & 0 T Eie - R E B
pis > JTHLA-DQ2 SRS & 73 TR EA Matsme/ it -

[0065] HTHLA-DQ2.S5HUREE &7y T (Hiie) WBBH LIk LI & VRIIE
A FAEAVHLA-DQ2.5 (JRB[ » HLA-DQ2.SAREREINE sV EAGES=/EN - BE
BEH > HTHLA-DQ2. SRS & 73 T (D) B H E M I IR SR A AR
HLA-DQ2.5 (iRl » HLA-DQ2.5/ 5Bt E eV BARr R & alEl: -

[0066] HTHLA-DQ2.5HUEREE &7 F(Hile) BRI REHE £2
B4E & EM o 2 HLA-DQS.1/DQ6.3/DQ7.3/DQ7.5/DQS/DR/DP » JREN » Hi
HLA-DQ2S#R&S &0 F (Hif) B E LA B U BeyHREeS & - Gl - 1
HLA-DQ2.5#7 R 45 & 93 F (b B ) ¥ HLA-DR/DP}& 5 55 B4 &0 M - se
HLA-DR/DP; R BIERIGE GG « 7RRD > Difed BRr 2 M & S HLA-DR/DPELE
RBE &S G HLA-DR/DP » [F#58H > HTHLA-DQ2.5SHUREE &7 T (i) HHLA-DQ
SF(5EHLA-DQ7.5 - HLA-DQS ~ HLA-DQ5.1 ~ HLA-DQ6.3 + }zHLA-DQ7.3)
HH LRAGSGEN > R STHLA-DQ2STRES &0 T (i) EE LA
HLA-DQ %y F ({6 & HLA-DQ7.5 ~ HLA-DQ$ ~ HLA-DQ5.1 ~ HLA-DQ6.3 ~ }
HLA-DQ7.3)&& & - #fJahal » HIHLA-DQ2SHREE & 73T (HiAe) BHTHLA-DQSy
F(2ZHLA-DQ7.5 ~ HLA-DQS + HLA-DQS5.1 ~ HLA-DQ6.3 + FFHLA-DQ7.3);4
AR REA/BEREEIEN - JRRI > HTHLA-DQ2.5Hi[R & & 7 T (Fife) i
HLA-DQ %y F ({6 & HLA-DQ7.5 ~ HLA-DQ$ ~ HLA-DQ5.1 ~ HLA-DQ6.3 ~ }
HLA-DQ7.3)ff R Mth/BaE et &

Fo 1 5 IR ¥E SRR MHC B IRy T B EE ISR - iES
BAHLA-DQ2SHIABER B ENTAEPK BERE(CEE R AEEENL)2E
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HEHY

“EE FgASSTEN YR AUE RO A AR HIFACS G R A E R -
HRENMREA“EE DEAEEEEIHTHLA-DQ2 SRS S 77 F(F)I
MFI (73578 ¢ 58 BB 11 A SR A A B & 5 (48 T o] By b M #2245 I MFT{E 1Y
250% /N ~ (BB F200% 25 /]N ~ FEABEE Ry 150%EEE /)N «

[0067] fE—J7H » EVER RUHURGE S0+ i) » (EARSCATAT Rl
SIEET » Z LUICI7dKEIMEUELE 50% - 311 LIDQNO0139bbEYMFIE {E £ 100%
> SR ENREA“EE DeRGSEEEIIHLA-DQ2 SHREE &4y F(Hifs)
Ay MFL{E 55 2% ¢ 58 /N ~ 5B B8 5y 1% B¢ 5 /N - DQNO139bb 5 #& 7 1] 40
W02018/155692 -

[0068] #UHLA-DQ2.54i R4S & 73 F (Fife) B B A S Ay it B BR B A 48
EHHLA-DQ2.5 EAEEIENE - AL4ASCH » HLA-DQ2.57)F BB E LK~ [EE
RV & Ry “HLA-DQ2. SV E RERR T A VE &) ~ “HLA-DQ2.5/ERERERK
WEYy ~ BCHLA-DQ2.5/BRE HERK” « ol AR B il - “HEsA 3R E FERREY
HLA-DQ2.5” ~ “ &% %k B ik Ak 45 8k AV HLA-DQ2.5” ~ “H B E & &1
HLA-DQ2.5” ~ “BIZRE FEK LAE &Y AF(EAVHLA-DQ2.5” ~ F1“HLA-DQ2.5
FIBRE MR E&Y)” - RALR (B0 > “FHLA-DQ2.5F0 ... [MERKI VR &
YR AR - 3033 22802 AE AL ~ ol 2R AE AR (. 0T/ Sy ala
REEEEMIL) 2 Z8BE EE ML - v ZFEE E MK - 225 E T REAR
ol ZELAE DML - o2 BB E AR - BCREEEAE AL - 3 REEN
RERK ~ al bERBDEE A RERR ~ v4aZR BB E LR - yAbZRBDEELMERL - #ZFER
B IMERR - FEBRE I 2RERL - BAIRE L3RR - RERAE S IR - K&
BEAEE 2L - BRRSED ML - BAREISED2M - UR26 5 R IEE
EERL - 142 1RERL  CLIP (hCLIP)RERK - BFEUFT % 95251 (Hepatitis B virus 1; HBV1)

559 H > #£217 HEHHRHD)
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BERK ~ PP E (Salmonella)fERK ~ 438 A7 B (Mycobacterium bovis; M.bovis)
K~ H IR 28 % LB& (thyroperoxidase; TPO)HELEE -

[0069] [EIHF - HTHLA-DQ2.5HURAE & 77 T (Hife) B “MER I EE
SRS ETENE « IEASCE » AR I EE T R EAE S HLA-DQ2.5 | &2
B B 7 R 1 M R S A S DR R AR RRAY AR R HERK - JRBI > 2 b LR Y
BRERERK - B0 - FAEBIREILEFEERIRACLIP (hCLIPFERK - BEIFF R K HE]
(HBVDFERL ~ PP EREIR ~ 40 B R R (M.bovis)HEL ~ HIRRR 8 %(LlE(TPO)
HERLEE -

B 1T 1k e e R LAY MHC S TV 3 T FOE R AHRARE L DAE & PR T =X
FAEAVHLA-DQ2 SHYE R EE MAHIFIE A - s ALEER B EIIHAEPK - 5tk
R EE ARG EN) S EEE -

45 EE MBI RHET LAGE R B0 A S P AV FACSEE SR AR E 5 - BT EHUE
BA“EETEMHHTHLA-DQ.SHURES & 73 F (HiEAYMFL CIT8E Y58 ) B
AR AT (R T o] Ry M ERI4HAYMEFIERY 300% 50 T ~ (B EER5500% 5
PAE ~ BEEEE R 1000%E L T «

[0070] fE—J7H » EVER RUHURGE S0+ iR » (AR SCAmaT Rl
SIEET » Z LUICI7dKEIMEUELE 50% - 311 LIDQNO0139bbEYMFIE {E £ 100%
I > SRR ETUR B 4SS A IV HTHLA-DQ2. SHURES & 77 T (A HYMFIE &
3%ECLLE ~ BB 5 (BEER 0% ECE 5 - EEBER20%EE S

[0071] ERRHREGESIVRFRIERS > “4E G 5107 DI A R 21445

AEEIREHTHLA-DQ2.5SHIF4E &0 FGiEE) EAS x 107 MEZE /N ~ (B35 B4

x 107 MEGEE /N ~ {B35E 53 x 107 MEZEE /N - (B35E B2 x 107 MECEE /N~ {BEE A1 x 107

MEGE /N ~ (E3E B9 x 10° MECE/N ~ (B8 58 x 10° MELE/)N ~ (BE A7 x 10° M
560 H - 217 H(EARRAS)
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SCEV/IN ~ B R6 x 10° MECH/)N ~ (B35S x 107 MBCE/ ~ (BHE R4 x 10° MY
BN~ B R3 x 10° MECH /) ~ (B 552 x 107 MBE/ ~ (BER1 x 10° MECE
/N~ (BRSO x 107 MEFE /N ~ {8788 158 x 107 MEEE /N ~ B8R B7 x 107 MECE /)N »
(B8 6 x 107 MR/ ~ (BBE135 x 107 MECE /)N ~ (BB R4 x 107 ME(E/ - (B
B3 x 107 MECE/N ~ (BEER2 x 107 MEUEE/NMYBREE 8K » ARG SHA
SCATAETHLA-DQ2 SHIERE MNP Ay — 1 sl S AE i &) -
[0072] K#HAEENZRRIEGIRGES D TEE

(1) —Bh o3/ > HAE S B E MR DE & VT S EHYHLA-DQ2.5 B 4
EVE MU FT I

(2) —Eh /s HAFEH B E I A GV A FAERTHLA-DQ2.5 B A4
EEMEAHIRE T © DL

(3) —Ehor/ik - HERE bt BARMEAIFoy 2 iB4E GG MEAYFClE » (AR
A ELAEHE

TEAZEIAY - btk PRy —(E# o] LUEBIK i RS - Bl - SR
F(ab),fE R BFE(DAIQEI TR T &Y - I B IS Fe@IEE BN EEER
[ Ay Foy 2 B4 &S MERYFC @IS - B ERE (DRI & ike b # &
Hy3Ek(domains)1(3)HY & Fel g3 (domain) BT Y 22 IR e — AR &5 1H < 12
FRAVHRE IT DAE Rl SR i B A A IR A LK E A - i m] DAERS T T A 4R bt
FRATUREIY 2 Ik 2 S E R PR 078 AR B A B B bR E A -

[0073] AR EERRHENR G S HEBEHIEEYIP
FAEAVHLA-DQ2 SE RSB 2 ils T @S - HAITafE « Ayt
REH 1] EEHY (£ —1E - 502 B A CDRIFFINY AR Hi# 1] (& - H.CDRI - CDR2
FICDR 3[R 31 B AL & A S ATt AT HgE o] 4 (2 7 YCDR1 ~ CDR2 ~ FICDR3
MOERE R IARIE ~ BORE BT R TR AR B AU AR HIE T &

o1 H > 4217 HEHHRHD)
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[0074] ARIFEREEEN EATHIE 2R E SIS SIS AT 1T &Y
B ELFE S BN E L DUHE & S FAERVHLA-DQ2 S B A &5 & E M iAe 1)
BE - AL ERPRE B E AV HEE o] EE A T ERE A S Ay #eH
SETTEE - B CDRIFSIAHIASHE 0] 4% - HLCDRI1 - CDR2 - HICDR3jZERA
R A BV ST A S AT A His o] 8 1& 1 fJCDR1 ~ CDR2 ~ FICDR3fFER: T
FUAEIE ~ DAR B b S se FAHE AP AR HEE i 2 & -

[0075] fEA#&BH » FIsE ThsE FAHE (functionally equivalent)” /&5 1
FEVSE SRR ZAEERY - BUE B RFHLA-DQ2.5/8 8B MKV 4ER (Bl E
B ARRYARED Y FARDEMAL A 2 R RS S TR B EER - &5
BRI AR AL E M AT A A SR T RIE « A RIS E MR AHAE =] DU AR
FHYFRIHLA-DQ2S/BAEEL (EiEH B iunyaA%,) - I B oA AR &
TEATARERE - BRI EE - IARE R EFoy 2 S SVEFEEEE
iy o

[0076] i - HiASHEE ] B A DIRe. AR & FA A S AT LA S A Hs ] 42
G (R - FRAAHSE v (& ) & Fe 3 S AT B A S P A i B L o] S & 45 S i E
AAEFEIRVAE R - A SRty T A L v] 88 i B [RARHBR T R — 3 - B¢
HERANSHRENFRGEE S TR ZEERIFHLA-DQ2.5/4K & FE KAV 4T
(B EH BLARERIAS) B MR R RUEM: - thAh > SRS EE T IEE
M E AT A L v] B (JRB[ [RAGLEE 1] S8 ) /2 18 34 I L LA S P
AR HEE o] B A G B HEIRVAE SRR » H AR prilt Ay b As HEE 1]
SEBFTIRLIEIV N —$  NEERN S REEGFRSE T - ZEEERE
HLA-DQ2.5/2~ & HENAHY AR (2 & A 75 Se AR 2H &%) B A A R Ry FR A ME

(00771  FIRE“1HE (equivalent)” R —1E HUREAFEREEAYEM: - Ty BN
e g TR - B WINURSE ST BT E RS A B A (e 4H AT

62 H - #£ 217 HEHIEHE)
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B8 TS A4S SR T GRUARK D (E) ER T 1569 (B (KD B/ AKDIE) By 1. S5
/N © KDIEARAKDE A& B8 5 138/ « FEBER 1280/ LISGE
/1N~ LOBCE /N ~ 0.95F /N ~ 0.8/ ~ 0.78(F /)N ~ 0.65(F /)N + B{0.55F /| -
HEARSH TR » BFFEFE107 ~ 107~ 107 ~ 107~ 10° ~ 5107 - FEASHT - 4
AZIHH » KD{EFAKDEEER10° 51.5 x 107 - FEEER10° 107 -
HEFEEER10°F]107 « 5 F B R10° 2107 -

[0078] RAFELFEEHLA-DQ2.5/ELE HEIK B 4% & E A i AS AT & Y

Hy A > BTHLA-DQ2.5/8 & RERKAIKDE AT LUZ B4 - 2 x 10° MELE /N ~ 1x 107

MECFE /N ~ 9 x 107 MECFE /)N ~ 8 x 10° MELFE /)N ~ 7 x 107 MECEE /)N ~ 6 x 107 MEL
F/N~5x 107 MECE /N ~ 4 x 107 MEGEE /N ~ 3 x 107 MECEE /)N ~ 2x 107 MEZFE /)N
271 x 10° MEZE /N o

[0079] FEAEEIR > “ohfe FARE AU RS TT S S A IRA] » REE
(PR AR RS H g e/ S B L o] S5 Rl ] - IS A RS o] S AT
FFEE B — (RS R R I - 1~ 2~ 3~ 4~ 5 - SRI0{EMERATELA -
M ~ S0 ~ Fe/ERdmE A A bR V3230 O] S 0 R B P 5 Fh T AR Y
S o ARSI B I R P S — (S (B R BRI AT ELAR ~ R R
ST YN IN et da il OPaprayss ey = N 4= h= (D Pl [ I RN
r4EsR L7 0 e T DA B (T P (G R B R B Y 7 A 2 B 2 A
EWE Y K B PR R ShRE RIS T B R A T A E AR E A T
(Hashimoto-Gotoh, T., Mizuno, T., Ogasahara, Y., and Nakagawa, M. (1995) An
oligodeoxyribonucleotide-directed dual amber method for site-directed mutagenesis.
Gene 152, 271-275; Zoller, M.J., and Smith, M. (1983) Oligonucleotide-directed
mutagenesis of DNA fragments cloned into M13 vectors.Methods Enzymol. 100,
468-500; Kramer, W., Drutsa, V., Jansen, H.W., Kramer, B., Pflugfelder, M., and
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Fritz, H.J. (1984) The gapped duplex DNA approach to oligonucleotide-directed
mutation construction. Nucleic Acids Res. 12, 9441-9456; Kramer, W., and Fritz, H.J.
(1987) Oligonucleotide-directed construction of mutations via gapped duplex DNA
Methods. Enzymol. 154, 350-367; and Kunkel, T.A. (1985) Rapid and efficient
site-specific mutagenesis without phenotypic selection. Proc Natl Acad. Sci. U S A,
82, 488-492)

[0080] & RrEBeS RO ssng Ayl i B (B e 58 I R [RIAV R AT
HORBE R AT ISR R I« R BRBR IR MR BT © BUKMERE AL (A ~T- L »
M-F-P-W- Y- V) BEAKMUEEER - D - N-C-E~-Q- G-H-K~S-
FIT) ~ SRHENIERIEAREREG - A~ V- L1 HP) - &H SFCA NI
EBL(S - T~ 1Y) ~ &A & E T RISER R BB (CRIM) ~ &75 52 BEF S R (I 4
AIREERZ(D ~ N ~ E ~ M1Q) ~ &M EAIBEAVIEARR - K~ F1H) ~ LR EHT
TIERIFEA R EREH - F ~ Y ~ AIW)(ReER ihiE sk R eV EF RS R) - 15k
B—(F4E A< AR A IR B IR FEU - CEIS A &Sl AR 716y
ZIRFT AR R GGV ENE - Hor & i R BB P 71 B — {8 20 25 {8 R A e T
MBS ~ SRID - R/ A RS EEEL (Mark, D. F. ef al., Proc. Natl. Acad. Sci.
USA; (1984) 81: 5662-6; Zoller, M. J. and Smith, M., Nucleic Acids Res. (1982) 10:
6487-500; Wang, A. et al., Science (1984) 224: 1431-3; Dalbadie-McFarland, G. et al.,
Proc. Natl. Acad. Sci. USA (1982) 79: 6409-13) - &7 1= Sl B Fe (S ARy A 35 9HEY
AT & BHEATATHY P2 @ AYCDR P ~ FRIFF ~ B (EEIAIRE AR P51 5
Z2/070% - EBEE/VT5% - HRHBHEE/D80% - BEFEEE/D85% - EHEE
B /V90% ~ A B /DS PR IRE BB P 7[5 —ME A4S R ail[E—:
TE 25 Ry P 7 EL Y % e B Hg ] S22 [ B m] 888 i Y[R dr R S E e 1 R B TS B A
[EIRVEEEL T oy EL - T E # B A SR O (gap) LB RAEFPA I [E — Mo A b B0y - |
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DA T 7 AT e R BB 7 R TRl — 1

(00811 Rk “DiaE FAREHIHTAS T & n] DAGIAN T AL RS (R T B
FEARTE_ LR B3 h o] BE R AN 77| 2 I E e 7 7 Y I B e S B iR B T
& - RN E TGRS (T B B B Y| R E I P Y I BE R SRR B
SRR IR ELFE BN © 6 MPRE ~ 0.4% SDS ~ 0.5 x SSC ~ FI37°CHYMRA: ~ 20E
A BLHAR E YRS AR ST IR » T ATEIIE SE s eI iR T i B A E = [
JRIERRZEE - BI40 © 6 MPRZ ~ 0.4% SDS ~ 0.1x SSC ~ H142°CHYfR: - FEATIEHY
BVEIRAEE - Bk - ERH0.5x SSC (1x SSCF0.15 M NaClH10.015 MIEREE -
pH7.0)F10.1% SDSAF60°Ci& 5L ~ B {B#5E £ {5 FH0.2x SSCHI0.1% SDSH60°CIE 5 ~
HE F(FEE B 0.2x SSCHI0.1% SDS{E62°CiE % ~ &2 H B AJ0.2x SSC
F10.1%SDS £ 65°CE ML ~ H F (B8 A {H FH0.1x SSCFI0.1% SDSTE65°CiE R « a]
LLZ 8 T AN 7 A MR B R o oo B B Ay B R A I e 51 [ T e
(homology) %/ F550% 2 5 ~ (B BERT0%ECE = ~ H B EE R 90% 20 = (H
U > 95% ~ 96% ~ 97% ~ 98% ~ 99% ~ B EE =) A e [El— 1

[0082]  thm] DL 28 fiff P BE PR 30 77 0% 15 02 55 &5 98§ 2 (polymerase
chain reaction; PCR)(E 1 2L{sh FIFESCH T HY 7 7E 2K 7 BT B A& IR T B EE 4R
W] B R AT Y | 2 B T Y IBV IR IR AC I, - Pt B e R e
E 4Rt o] B i Bl Fr S IAVAZ H B e 7[RRI S By 5 [ F-(primer)

[0083] o] DA{5E 8 ELABLAST (by Karlin and Altschul (Proc. Natl. Acad.
Sci. USA (1993) 90: 5873-7))EE —{i% Fr g e 7| B BLiie e 51| B2 55— (El e 5] —
ME o BRAHEED AR T % BBLASTNFIBLASTXAYAEF (Altschul et al., J. Mol.

M

Biol. (1990) 215: 403-10) - FE#EENBLASTHYBLASTN AL E e 251 » B8
B BP0 © score = 100 F1 wordlength = 12 - 55—5H » FIREFBLASTHY
BLASTX 73t &g 75 B 2 BB FE B0 ¢ score = 50 A1 wordlength =3 - E{HH]
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2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

BLAST#{IGapped BLASTRZZ » (i IG—(ER2FHIRAANESE - HNERY
Y ELAS RO ARl SHis E A1 AY (2 SR BB 22 A MR & R A L (NCB DR 4
71t > Basic Local Alignment Search Tool (BLAST) ; http://www.ncbi.nlm.nih.gov) o

[0084] AIFIHRYZ s RMEHUR S G0 T B FEAYFC @ B2 A R IR
H > HEREEARRAFoy 2RSS S EEAVFCERETT] - A I{EEERIFcEI Y
Bl LA S P A A Fe @ 77

[0085] AR E BN 2R RUEHIRA & 7 FHI 0T B iE SR BT
e HEREHBUREMIL L &Y A F e fYHLA-DQ2 S B A S & & MY —
RS T B & DR B BB B FE K AR S PP AFAEAVHLA-DQ2.5 B 45 &S HERY
FEOPRENTEE o ERER RUEHIRBRIOI TR TS A AT A HEEA LR
EERFRUEDURE - DURAES E P FAEISAS S HVHUR L E (L EERI LR E i
AR R HUAS - H A B A REAYFZ i84E &7E AYFC @ -

[0086] —HiReRd Gl bi R A e A B S —TEH AR B E
fir 25 B 1] A3 8 W A 7T B U IRUR E AL A3 ok B RS RO 0T LU
A8 R (5 2 B R 4 & R & W 73 #7 7% (enzyme-linked immunosorbent assay;
ELISA) - 2Y¢LAE B#f% % (fluorescence energy transfer method; FRET) ~ FIE 64
B 5 i (fluorometric microvolume assay technology; FMAT(ET i &))< £
AR F S SO TaE - BiRESNTRERGE S 2 HR R EN
e MR B RS CHIER AR WVAE G ie T R HEMERA - 3R - BRI
R BB UE A Y EEGRA I - B RAS SRS R » il B
SEOHVRETISHY R - Bt - REE S RC iU A A A HU RS [EI RS /AT
FFUEF - WE A RGE SIS - BETES LIRS i AR St e E
B R GIIIS R o PTIURERC2 AR IR - WARE AR A aVeBnr il 5E 5
Rk o BREt - BERC AR UIRERD - AR - BRI RS -
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(00871 (4 ke FeAERC AV AR AR SO A P AR B G AR [FI R A
TEAHLA-DQ2.5/ZK B HEKHTER T (beads) T - M B IR E f E il MRS
HIPLAS °

[0088] frAocrh » “4hia R EBIIHURAEAMITURR 2 — R
5 HR AT DUEEEARAERC B IRR R D 22 /D S0 HITRRC IR < S & B HYRE (IC50)

=100FLLE ~ (BEE Ry 808 DAL ~ BB ES0ELLE - BEFEBERE
30fBLAE ~ JEBE RS 10ELL AR T » FHRihiRRZEa 'R 2/050%

HYHIEADTRS
[0089] EfAtiREriiFE e i SRR ES s T EAE
RS T RSN - AT AR SE & 2P RS S HYPURIAE

(r B UFIAENL -

[0090] AN LR EZMHURA S 0T HEBPA AT R
MBS AR s

(00911 R Ehafs - LA ERAHIETHLA-DQ2.5H R4S & 0+ (Hiks)
I A AR — {16 00 25 P 2 T A B 8 s/ e i (A (o R/ B8 P 38 o BRI A — &
HHU

[0092] fefsE B - BTl R RSP » 04SPt

[0093] AfE#ifs

FERFEEREGIT - ASHR RIS NAPUAG o AT LU A AR ir s E AL

By & FER 2k EE 4 A\ ZE$1AS ° van Dijk and van de Winkel, Curr. Opin. Pharmacol. 5:
368-74 (2001) and Lonberg, Curr. Opin. Immunol. 20:450-459 (2008)—f&% bt
TP -

[0094] W] DUZBSHEARBIYIIE T e R B ARPTRS » plig AR
BV BB ERLUE £ S BRI NPT E R F U R M PR BA A i Y
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SLEETURE o EEBYIEE &A 2 EE o N EIRE g AR - HEAHE
M Bk L AR - SF R Ja RS R R S RE g afe o 1Bk
HEER/NEF - R RERRE 0 AR R T CRE - ARMCEEREYIES
N REHY A4S > £ 88 Lonberg, Nat. Biotech. 23:1117-1125 (2005) £
HE 540 - $ 3 XENOMOUSE ™ 1 (9 35 67 5 71 5% 6,075,181 /16,150,584 ; {4l
HUMAB (11} 23 iy S5 B B8 F11575,770,429  ##iK-M MOUSE (11} 51Z)
RSB A5% 7,041,870 - DLEAEZLVELOCIMOUSE (G B RE il S<
BHFHFEAFFEUS 2007/0061900 - B]LUEME > Fl40 - ELAEI NS EELS S
s —HHERMIK E B HEIE £ R TR IRRN A2 E -

[0095] o] LA @A R & TR 7 AR B N BRHRS - A T
4 NS NI 38R/ N - N R E B R AAatE - (S8R0 -
Kozbor J. Immunol., 133: 3001 (1984) ; Brodeur et al., Monoclonal Antibody
Production Techniques and Applications, pp. 51-63 (Marcel Dekker, Inc., New York,
1987) ; FBoerner et al., J. Immunol., 147: 86 (1991)) - 358 A\ KIBAHAERE SRRl
TS ARV A\ BT th G UL Li et al., Proc. Natl. Acad. Sci. USA, 103:3557-3562
(2006) « HAh 7 A EFERGTAMEIA » EEIHEFI577,189,826 (EIZLIERL & REARADME
A= B Bk A SEIgMET BZ)FING, Xiandai Mianyixue, 26(4):265-268 (2006) ($#3 A %5-
NFERL &) o AMERL & B HMT (Trioma technology) 7 4% # I % Vollmers and
Brandlein, Histology and Histopathology, 20(3):927-937 (2005) 1 Vollmers and
Brandlein, Methods and Findings in Experimental and Clinical Pharmacology,
27(3):185-91 (2005) -

[0096] 7 o] DAZZ %8 & ke 58 & AR Wi B 78 &2 7 & K} EE (phage display
libraries) A Fvisk o] B35 F 71 AR EE AR AFRHURS 85 o] URHE I nT B I F 711 B P
T AN A E - (TR E R E 5 R H IR ARG a T -
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[0097] &M ARIETE
EREEGIF » ASGRMENHESZEIRETRE « FE RGO I
B HF984,816,567 ; FIMorrison et al., Proc. Natl. Acad. Sci. USA, 81:6851-6855
(1984)) » fE—fl+H » ErEHiisEEIE NS & @I - JRE/NE ~ R~ B
i R BEAZEREEYIGER TSR M AR ERR - 50+
e R RS - LA R B e M (subclass) LU AT AE HY I A Ei¢ns
M - o iBEEHDIRE SR E

[0098] ZFERFEEMPIF  iREPIBENREIEE - —i > BIEANEDRE
NIFAE DA AR e [ M o [EIRG CR B A TR A S B8 By 2 4 FR A
770 —f% » NREDURRERE—{EEEE R 285 HPHVR » FIZICDR(EHE77) »
JREFEAFEDURS - HFREEHE MIRE NETEEF S - NRCHES o] 2t
ENREEENZ/D—E 7 - S EfIF - AR(Euis ey —EeFREE 4
KEIEAFREAS (0 - JF HHVREEEMHTES) WA IER UL » #1120 » AR EL
=D 2GRS -

[0099)  AJBR(LHihs K HLBUE /A7l A F140 - #£Almagro and Fransson,
Front. Biosci. 13:1619-1633 (2008)c] » SIf; #— 25 i #8 it i ] &1Riechmann et al.,
Nature 332:323-329 (1988) : Queen et al., Proc. Nat'l Acad. Sci. USA 86:10029-10033
(1989) : ZEFHFILES,821,337 ~ 7,527,791 ~ 6,982,321 ~ 17,087,409 ; Kashmiri et
al., Methods 36:25-34 (2005)($ it 4% B 32 72 & (specificity determining region;
SDR)##%) : Padlan, Mol. Immunol. 28:489-498 (1991) (it fi(resurfacing)”) :
Dall'Acqua et al., Methods 36:43-60 (2005) (it “FRIEHE(shuffling)”) ; F1Osbourn et
al., Methods 36:61-68 (2005) and Klimka et al., Br. J. Cancer, 83:252-260 (2000) (it
ACFROEHFAY 5 [ BB J57E) -

[0100] wTAMN AFERANEELEBRFEERRP - FRRERS

569 H > 3£ 217 HEHRHD)
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(best-fit)” 5 A FEAYFEZRIE (S BB 40 Sims et al. J. Immunol. 151:2296 (1993)) ; J&
[ R o G R P 2 (& e A ER BRI AR LA PR IR ZR (& (2 B I Carter et
al. Proc. Natl. Acad. Sci. USA, 89:4285 (1992); F{IPresta et al. J. Immunol., 151:2623
(1993)) 5 AFER P (RE A AR 28 ) fE 22 & s AR TE AR A ARIE 22 & (2 IR0
Almagro and Fransson, Front. Biosci. 13:1619-1633 (2008)) ; F1JF 5 &f#5FR &R
HINEZEIE (B8 {H#IBaca et al., J. Biol. Chem. 272:10678-10684 (1997)Ff1Rosok et
al., J. Biol. Chem. 271:22611-22618 (1996))

[0101] FElA FAE—EEHHIF - HIHLA-DQ2.5HREE & 7 F(HiR)EA
JRAERT « SE—EHERIF > PTHLA-DQ2. SR &y (ks BfEL HME—(EE
BIFETHVR - W7 B8 NFRIEZE - B0 AR bk E O e s N E 1L
HHEZE - (FE—EFafM T - FTHLA-DQ2.5HF4E & i) 8 HF—EE
I FRETHVR - 3lf B — P EEEASFTRAYFRL ~ FR2 ~ FR3 ~ B(FR4FFF © 11
ASCH - C NEHRER AR R A OR(BIEZS” » ERLEURSE NRIEHT

[0102] FE—SLEFHmpt - AP RREEDRES T TERE

() HEAEMILIESYIE EFEEAHLA-DQ2.5S A 45 &V E AV E —HL
REEET Y 5 AR

(i) B B E ML LR SV N FEAEAVHLA-DQ2.5 B 45 & VB MY EE L
FEEGER T

HAHRGE S 4G WiEE HE ZEHLA-DQ2 STIBAE IR AR &Y -

HbmE—FEEa M EamESY R 2/ D —E RN E R e
_hRGEHSEEE SRR/ D —TEEREIERL 0 DU

H R4S G 7T B HLA-DQ2.5F5 Y PBMC B4 AT F1 73R HLA-DQ2.5 5
HLA-DQ2 20YBa/F34ifi iy — B W B E'E H2F&E&EN

HiHiRas e e ANRERY - DUk
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Hop i 2R B RG o o TS —RGE o o /B PIRGEE

B0 o B ER g8 e/ A i A T R/ B AT S L P — {8 B 2 (i AR B i

[0103] fE—bEjEfith (LS RRMPIRGEG 1 SRRIEHURA
BT B —PURSG S ER 7 R/ BER HUR G G 0 7y B B 8 /B i o ey —
{2522 (1 e AR BE ML -

HE—EEHT - ZRFEERRGE G A B2 ETR 2D —@
R E B EU » BN E B Y 2D — (R AR EA ¢ S o] S Th Ay 22 /) —
R + DAR S S8 AL 7 [ T Y 22 /D — (i e B BR LA -

E—EEHE A BEHEIE B EER A Ry e AL -

HE—EEH A - BRI (REEE B P N ATsHE B © 33 ERIEEEH
HERK ~ I ZEEEEREIK - 2B EEEBER « vIRFREEQMIL ~ 255055
EEMIK ~ ol ZFEEEE MR - 02BFFEEBNEK - BCAEEESEBNEK ~ o3
FEEBEANERL » ol bEEEREE ML - v B EEOML ~ v B EEOM
K~ HERERE R IIEAR ~ FEREE2MEML - FERESMAK - REFREEEA]
HERK ~ REREAER RN - BEIEAER K - BEIEAER 2L - LUKk26
BREEEAREK -

AT BERMICR33 ERMEEB - ol FRFEEB K - o2
FIEAEORL - v ZFEEEEOML - 2R ETEOM - ol ZFEEE SR -
02 ZFFEEEB ML - BCRRERAEEMIK - B3REFEAMIK - AbERAE
EHREIK ~ v4a B EE B LR ~ y4bZEREEBNER - FEEREG 1ML ~ #EEK
EH2MEAR ~ FAEREGIMIL - REBRFES MK - KEFFEEEE2MK -
REFEEH IR - BRFREEES2MI - DU BRI AEGEINfHY1E - 2
fil ~ 3fd ~ 4 - STE - O ~ TAE - 8FH - OFE - 107E + 11fE - 127 - 13fH - 147H
ISFE ~ 16%F ~ 174F ~ 18Fd 197 - B -
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FE—EF I+ - BVENEIGEEE h DU ATéHpkaYER © 33 B /AE
HERK ~ ol REEBEE R ~ 2 REREEA IR - yIREEEE K - ol 515
EAMEIL - 02 ZREEEEB ML - BCREFFEEL ML - SFEEEENEK  alb
FEEEEA L - v4aRBEE A RERK - vAbZ I A E ORI - SHESERE T 1IERK -
FAERE BN ~ FRAERE AL - REMEES K - REEFER2ME
ik~ BREEEES IR - BEIREESMR - LUR26 B R IEEEAMIK -

H—EEH T BRI R33 B REEEEE IR - ol ZEEEEB L -~ 02
REFEEE M IR EAMIL - ol ZFEEEB NI - 02 Z8BFE ML -
BCARAEEAEEAMEL » 3RIHFEGMIL ~ I bZERFEBMEIL ~ v4aR 5 E
HREK ~ vAbEEEE A REAR - FAEEREG 1ML - FESERER 2L ~ FREERE
H3PEIR ~ REEBEES ML - REFEEESMIK - BEREEES IR -
REFEEB ML - DIR26 B TEAE B MR TP HY 1A ~ 276 ~ 37H - 47 - STH - 6
fil ~ 7HE - 8fd - OFE - 10fE -~ L1AE - 12f - I3fd - 1466 - I15%E - 164F ~ 174 - 18
fil ~ B

HE—EEHHT - ZRRERRGE G T BB A S S E IR E M
AEHEE LZAGEaeENE - HERBEN T > HE RS (tsel)" 1 “Ef A5
(themselves) &5 — TR TBEL'E FEIKA BIHLA-DQ2. SIERAE S PIHIARE -

FE—EEHEAT - ZRERERRG G TSI E &P 27
FERYHLA-DQ2.SE'E B &G aEl: - Hop A HEAREIK (R B LU T Arsip
BEAHAY /D —(WRERK © CLIPREAK - BRIAT R 52 IRERK ~ VOPIREREAR ~ 01
FRERER ~ PURHGIRBR B S ALRERERK -

E—EEHHT - SR RERRGE G T HE A HERM I E &V 207
FERVHLA-DQ2.SEE Fig A4S aitt - H-FAHRAREIK A CLIPRERK - BRIAF R I%
FIRERL  DPIRERERR ~ Ao R ENERR ~ DLUR BGRB8 S BB RE A ey 22 80

572 H > $£ 217 HEVIESHE)

IF"
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E— S G > BRI R (ERIC 2 B LE - BURGE G5 T H B
HLA-DQ2.5FIBEHEA T AV IE G B AW S8&E &S ME « TEASCH » “Hg 580y
SEoTENZIRPUEATORED - NRLAISE) 2 ARV eRI e ELL » PR S
FHIHLA-DQ2. SR E KT R S IR A & 74

g A+ o BT R ERISCE 2 B - BUREES T BB E
IR E A58 X HEME: - AE—LLEHafIF » BB 02 R EE & H FERK -
BCRZBEAEAMERL - yI BB EANERL » 2B E MR - v4aF B8 E N
RERR ~ DAReyAdZR BB EE I HERK o A - HERE RN 8897 N N2

SELEARCRRN - AJFACAIEE) 2 ATEVSCATHASMEEL - R G TS E LY
BB FEI S B E R B~ B SR R RS M

[0104] f£55—J5H > HiHLA-DQ2.54ifR 4G 70+ (Hife) B G S i o) 2 e
(VE)FFFI » HBLA S 6 85 B B e o] S48 (VH) 71 A R BB P 71| B 270 90%
91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99% ~ B 100%HJFEFI[E]—HE: -
EEERGIT > EBE/090% - 91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% -
98% ~ B99%H[F— A VHF F I ELFERE 7 275 (RRI - [RAE)FFFIRYERA (B -
PREFERAR) ~ A - 2B - (B ST 7 R THLA-DQ2.SHUR &S & 70 F (Hide)
PREFEIHLA-DQ2.545 & HIRE /7« TEFFE E o - MHE 2 EORRN - [RIEFF1 -
ARILEAR ~ FA - R/EIER T 1ENOEREEER - (ER EERaGIH - B - # AL
BR3¢ A AEHVR 2 SMAY I 1 (JRR - {EFRAY) o BIEENHY » HTHLA-DQ2.5HF4E
G TR EEA SR VHP P S a s HERR R Eainy T - 1R E g
B - VHEFEEEE © (2) AXHEEEAYHVR-HI ~ (b) A 3CGEFEATHVR-H2 ~ #l(c) A
N HSERAVHVR-H3 Y —(F - {i{E - B =(FHVR - ERERREaTEE AR - &
i FE Bk B % {G (pyroglutamylation) K5 1T 25§ B B #8 N OK I HY 3% 2 Bk B
(glutamine) BIGEARZ % (glutamate) (E & £ R A5 R I4 (pyroglutamic acid) -

B I3H - 217 HEHRWED)
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[0105] ARSFIRREARLFTYIH AT & iy B v LU TR R E AT (B0 A
o FE A P I A L8 N A it B BA R I { LA BT i BR Bk B B B AN ROl SHIE B A 7 o R
BEANY) - B ERERE R AR AR B AR R R AR Y

[0106] fE55—77m @ #2487 —fEHHLA-DQ2.54i [R5 &7 F(Hifg) » H
F T o> /RS AR S T BB (VL) - ELEA S B S S o] S Ia (VL ) A R
BRI 2 2 /090% ~ 91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99% -
B¢ 100%HY R IE—1: - fER E B+ - B %/090% ~91% ~92% ~ 93% ~ 94% -
95% ~ 96% ~ 97% ~ 98% ~ BX99%N[E— AT VLIFFI EFEMH B 25 JRE > [R4A)
FEAAVEAR BN - fRsFELA) ~ FEA - BUFR - (EERERTLF YRV THLA-DQ2.5
MRS 7 TGS AR BIHLA-DQ2. 545 & HIRE T - fERFE EHENIF - MHE S
ZORRN > REBFF - GEIEEUE - A~ R/EUIBR T 1ENOEREERE - I EE
g > B~ 55 A SRR A AFHVR 2 AN 3 o (FREN » £EFR ) » A 38Ed -
FTHLA-DQ2.SHUR A & 77 T (e BFEA SIS SR 0 VL 71| 2 AL 1 HERR (e (2 A
WIFFFI - fERFE G+ - VLEREEEE () X038 8EETHVR-LL 5 (b) A GEFERY
HVR-L2 ; (¢) A3 H8FEHIHVR-L3IHH—(F ~ Fi{E=={FHVR - 2% a1
{EARFRYA - 175 2B FR Bk i { L 1 BB SR B i NOR I Y R R B R B B e B (2 6
BN -

[0107] fE5—7J7m @ 24 T —fEHHLA-DQ2. 54 /F4E &7 F(Hifg) » H
Tt A RS BRI LA F IR AT ERE G A VH - DURAIRA IR A AT
FHFIFAIVL « £—EHEIT - Frill s TR aEE A SG8 B VHR SIS aiE
HERRR BT - DA RSB VLTS SCEE LEE R T - &
R EATEIE AR BB RN (LR S SRS S NARAY R 2 R ¢
ARG R AC B By R AARER, -

[0108] fE55—77MH » A HAR AL A PR fBYETHLA-DQ2. 54 R 45
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EATEEES SHEREAE ARG S S TG « Bl > A EE
e SREEBUA ST 5 T/ A & A R U E A 5> T - AE
FEE BN - R4S S EHLA-DQ2.SHY LIS S (AR 4H AL B FLRTHT
A iy Bl £ 28 FHLA-DQ2. SHEK B LR T B8 &) N L U E fir Y
TR o ATEEEN T > BTSE REL 5T DAE AT (B R R -

[0109] {E53— 4 > AR —IERFESS T () > HLBE—
&2 o7 T (LB P48 & HLA-DQ2.5 5 FHHLA-DQ2. S AR B B ik BT H I
&) o Bl AERREE ST o SR TR (T S TR S
HLA-DQ2.55¢HHLA-DQ2. SHIBKERERLFTTE BATIE ST 5y TR - AL ikl
BT > Bk B RERA O] DU A SR (T A SA B R -

[0110] FEA IS —HH > WL - E—E = 5 H e
HLA-DQ2 5#i[F45 45 T-(Hif) B MRS &0 T (k) » BfEmaiy « AR
E6Y ~ BOERFEES T (S o AEREHMIT  A%UHIITHLA-DQ2S
PURSSE S T HEE R EHURAE S S TGl - —EHif F  HTHLA-DQ2.5
HRSEE D TGRSR HBER B » fI40Fv -« Fab - Fab' ~ scFv - {7 « 5(F(ab"),
H B - fES—EHifT - FERE 2 RIS - B4 © seiEr g R s A S EZ=AY
A A 2 R A o

[0111]  {£5— 5 » IR EE— A EHEHI T #95T HLA-DQ2. 547 [F 45
E 43 T (RS ] LB B AR S M B A DL AT T -

[0112] frasifol

TR EEREHIT - AR RS 575 1HMEEH (micro M)BZ /| ~ 100 nMsk
B/~ 10 nMECE/N ~ 1 nMBCE/ ~ 0.1 nMBCE /s ~ 0.01nMEZE /) ~ 570.001 nM
R /NI 10 MEREE /N ~ BIANHE10° MZE 10 M ~ BI01E10° MZE 1077 M)HJfE
i B (Kd)

B75 H > 2217 HEHHRWED)
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(0113] FE—E MGl - 72 18 A 1 B 50 # JR 45 & 52 B8 (radiolabeled
antigen binding assay; RIA)H[ZEKd - ff—&FJEHH - FHEEERITTEE & EEiREAY
FabfAHEFTRIA © B0 - BEIBIEAFAEAMIRECHURAEE 25T - FfR/)
SRR (PDIZC IR F-#iFab - 281% FiPTFabiii A g BV RS S IHUR > DL
| & Fab ¥ 41 7 BV 5 R4S G B AIME (2 B B4 > Chen et al, J. Mol. Biol.
293:865-881(1999)) K 1 WEVLRIE VR » AR50 mMbREL #5(pH 9.6) FHHY ST 7e
(micro g)/mlffiHE F#7iFabiiifG(Cappel Labs)#ZMICROTITER GE M EGIE) % FLEX
(Thermo Scientific)i&7% » FELAFPBSHHY2% (w/v)A-IUE B B AL 2 R (£923°C)
HELTRHET2ES/NES o A7 FEIR A3 (Nunc#269620) 1 > 15100 pME£26 pM[ ' “T]-Hi/E
B SRR 0 R L R Fab (9140 » Presta et al., Cancer Res. 57:4593-4599 (1997) >
HUVEGF{AS ~ Fab-12095HE—ED/ES - HEE K R BBHIFabiB 8IB 1K 5 241
R V] R T R AVES R (B - 4965/ NEDLARECRZEFIT# - Thig - RORSYEES
SRR R TEB WA - VNS « SRR RRIEIRIE L E0.1% % 1 LI RS20
(TWEEN-20 (51 i rSfE))HIPBSF /A8 K - EREEHZLE » AL A150f - (micro L)/
FLEY P94 % (MICROSCINT-20™ 5 Packard) » H FATOPCOUNT ™ {in & &1 85 75
(Packard) ¥ 51571057 §F - BEIE S FabfAH/ NAE R R AL S 2 20%H7 -
& AR ss aalln o

[0114] fRABS—EHil LFIBIACOREGI: it 5 A B A LR 0%
M RIEKd - F50 - {52 F{BIACOREG: ff f#5E)-2000E¢ BIACORE(E: fiff 5 £52)-3000
(BIAcore, Inc., Piscataway, ND)FHIEAE25°CfiE A E E B ECMS 5 R 4710
[CIHEBEAL(RU) NH#EST © FE—EHfH - IR ALERAYERIAE - DIN-ZA-N-(3-
TR BN D) -tk (b BE R A (EDC) R N-FE BB IR un e (NHS ) (L& H
B A E A YRCHIZs 5 - (CMS, BIACORE, Inc.) » fELASH(micro L)/min
HYATERE AR 10 mMEEEZEN - pH 4.8 » i1 FEARFE £ 564 5 (micro g)/ml (£70.2

76 H » £ 217 HEHRWED)
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micro M) » DUEBRREI0EEEEARUBIEFHELE < JEAHFRE  JEALM
LTS SRR R e AL E -y T AT E) I ERRIE S AR R Fab(0.78 nM
F[500 nM){E25°CLALY25% - (micro LY/minHy5i 2#0E A Y2 0.05 %5 (LI FL 2 f52
(TWEEN-20TM) SR EEMERIFYPBS(PBST) H « {5 FH ff B — ¥ —Langmuirgs S 1541
(BIACORE(:T {751 )Evaluation Software version 3.2) » & 3B [E|BHEE & 454 R ik
(B RNIE 5 T B4 & 2R (kon) 2 AR IR (korr) © AT AR B0 (Kd) DAkoff/kon L A2
B o SHE[I40 > Chen et al., J. Mol. Biol. 293:865-881 (1999) - %% it HIFEH
EAF IR E AHY4E SRR (on-rate) BB 10°M s > BITET LUF A 6 R ok
AESEGHEAR - HAE25°CTHIEAPBS ~ pH 7.2797#720 nM#7i#71 R AS (FablP ()
AR SEEE B BRI O35 =295 nm ; $E5¥=340 nm > 16 nm75 3 8)AYIG HOEOR/ D » 1557
YR HEHURAVREE R EVER T » Bt st BIOBCHE TR (stop-flow)$E &
Y53 S FE ST (Aviv Instruments) 2 ELA #8# RELE (8 > 8000 £ 51[SLM-AMINCO
TM 43356 5+(ThermoSpectronic) ©
(01151 #iRdF B

fERFEE T - ARG ETER & - FiRR RE/RERRR
Fab ~ Fab' ~ Fab'-SH ~ F(ab'), ~ Fv ~ fllscFvF E¥ » DU T SCHGAYEHAMF B - B
REFLELI A B ELAN4f » £28Hudson et al. Nat. Med. 9:129-134 (2003) - 75 RHscFv

il

F BSR4z - 2881140 » Pluckthun, in The Pharmacology of Monoclonal Antibodies,
vol. 113, Rosenburg and Moore eds., (Springer-Verlag, New York), pp. 269-315
(1994) : T 2HEWO 93/16185 ; MBI FA57TS5,571,8944015,587,458 - FHFHELI&HH
Ri(salvage)Z Be4d G R R E ML AL B IRV A A - 2= By FabATF(ab),
FRBE AR > 2 ISR S A575,869,046

[0116] Eiife 2 EAWENRLS SO EHITA R By iE e B LUE —

(BB s S o S BB 4IEP 404,097 WO 1993/01161 ; Hudson et al., Nat. Med.
577 H - 217 HEEHRRIAE)

i
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9:129-134 (2003); and Hollinger et al., Proc. Natl. Acad. Sci. USA 90: 6444-6448
(1993) - Hudson et al., Nat. Med. 9:129-134 (2003)F 7t T = #7184 (triabodies)FI
PO BE (tetrabodies)

(0117]  EESHAS E EFEHIASHY 2 B0 BEN 7 8 # v] B s 2 BT B B i
s A YIS B B o AR E AT o B AR AN SE B AS (Domantis,
Inc., Waltham, MA ; 28240 » =2 F576,248,516 B1) -

(0118]  AmASAt » WL B S AERL Bl iig / B BEFEEAR RN
BEHUESHVE O /KM CAIE B E AT ARG - KIBIR R R E RS T4
E o

[0119] FclEifs e

R EERAIF -t — S ER AR EAE A A IR TAEHY Feld
S o PEIEE AR el AT - Fel@i( B RS ] f s NEAFC@I A (F14n - A
FIgGl ~ 1gG2 ~ 1gG3 ~ BG4 Felii) » HoAE —{[F50 2 e ALl 1 B L iERE A
fEEMEIE > B

(01201  $f37 4 5 Fes2 #8 (FeRn) B B NAY A HA R 3 hnY 465 & 2 4t
A% > PTHUHEr A4 S Fe 2 748 & H R BEAG leGEE 2 2 A 5 (Guyer et al., J. Immunol.
117:587 (1976) and Kim et al., J. Immunol. 24:249 (1994)) > 41US2005/0014934A1
(Hinton et al) A7l - ASEEiAe B H A BA —(EE S (HAUHY Pl - 5 EhEY
G0 T Fel@Is BIFcRnY4E & « JBMAFC# RS A S {C @I AL © 238 ~ 256
265 ~ 272 ~ 286 ~ 303 ~ 305 ~ 307 ~ 311 ~ 312 ~ 317 ~ 340 ~ 356 ~ 360 ~ 362 - 3787
380 ~ 382 ~ 413 ~ 424 ~ Bi434HY—(EEZ(H EA B RAYAPEZ2 Bag - Bil0FclE
SRR3R AR (GE BB H5%7,371,826) - B Fel@is B Ry H e+ » tha
fiZDuncan & Winter, Nature 322:738-40 (1988) ; ZEFHF5EUS 5,648,260 ; ZEE =
FSEUS 5,624,821 5 LR WO 94/29351 ©
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[0121] FelEis;
AL E AR F ok (Fe region)” B¢ Feidiigigi(Fe domain)” 2N ESE

BFE /D — 8 I E &Y SRR 5 B Y ORIl Ik - Pl FEE LIS R AR Y]
FelIsi A2 RAGFClEIs - £ —FHEHIT - AFlgGE #FclE{E Cys2265(Pro230
JIL {22 B PR B AR © 28T > FelE sy CoR ia e BR (Ly s447) B H RaBE e ig
(FREA46-4AT) A FAE T A A FAE © FRIEASSSAERIE > Felas sl E & T R
AP RN SRTTE (K IREUSR T 29 » thif /EUFS 8 - WKabat et al., Sequences of
Proteins of Immunological Interest, 5th Ed. Public Health Service, National Institutes
of Health, Bethesda, MD, 199191 ff7it -

[0122] Fegpd

HIFE Tz B8 B FeRE TS BTG Y FcE i aE S HY A2 R/8 » HE— L E I

FeRIZRIANIAFCR » fE—EEEHFEHI T > FeREG T 1gCHAR (v 2 BRI AL IEFeyRI ~
FoyRII ~ FIFcyRITEFARY <2 3G » BLHE IS L7 RO HY EHB AL N 52 ELAG BRI 2V <2
A2 ° FoyRISZAS BLFEF oyRIA(E(LAZ A2 )MIFeyRIB(HIHIZ288”) - EMEAMIU
ARG ARG P2 > E R A i H AT E 4k - JE{bZASFoy RUALE HATATE 35
EL (AN R RS IR B RS (EE  (ITAM) - fllIH M2 A Foy RIBAEHAH
A B 3k o B — (B R o P 2 AR B e B I 1) 2 e (ITIM) (22 B& 81401 Daeron,
Annu. Rev. Immunol. 15:203-234 (1997)) - #5140 » fRavetch and Kinet, Annu. Rev.
Immunol 9:457-92 (1991) Rev. Immunol 9:457-92 (1991) :; Capel et al.,
Immunomethods 4:25-34 (1994) ; flde Haas et al., J. Lab. Clin. Med. 126:330-41
(1995)FP €77l " FeR o HAFCR » BLfERF AR PERAVALL - B E S AR sE
“FcR7H -

[0123] FIEE“FeZf8 s “FeR B FE ¥4 5 2 B8 FeRn » H A F LA
IgGlER% 2 Ja 51 (Guyer et al., J. Immunol. 117:587 (1976) and Kim et al., J. Immunol.
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24:249 (1994) e BKE 5 RUEARRERYERET - AIEBIFcRn&E 1Y T 7AZERIAY
(B840 » Ghetie and Ward., Immunol. Today 18(12):592-598 (1997) ; Ghetie et al.,
Nature Biotechnology, 15(7):637-640 (1997) ; Hinton et al., J. Biol. Chem.
279(8):6213-6216 (2004); WO 2004/92219 (Hinton et al.)) °

[0124] O] LAFE BIATBEERR /N B 20 22 B SRR ni B A SR D » 5%
fEhE T B A S EFCE Iy 2 IRV E R EHY)F - HIE A JAFcRnAYAE N 45 S
NFHAFcRn S0 J745 & 2 I AE 121 - WO 2000/42072 (Presta)fii it | BAFcR
EHMENNECR VIS S 2 I B RS - th2084141Shields et al. J. Biol. Chem.
9(2):6591-6604 (2001) -

[0125] Fceyszfg

RS o U HEEBNEE FhFeyZ B ERRSIE O B RIENFTAKE - fEA
B FTili o R EFEFeyRT (CD64) » FFE[EAY Y FeyRla ~ FeyRIb ~ FIFcyRIc ;
FeyRII (CD32)» fFE[E B BAEYF oyR11a (ELEEEFEEAH131FIR131) FeyRIIb (1
#EFcyRIIb-1fIFcyRITb-2) ~ FFcyRIlc ; LA FeyRIIl (CD16) » fuiE[E A B )
FeyRIMa (FLFEEIFEEAIVISSFIFISS)  FFcyRIIIb (fFEEFEEAFeyRIIb-NAI
FIFcyRINIb-NA2) 5 DA FTA AR PRI AEFey 288 ~ Foy 2 A4 =AY K HE]
fEEAL - Z8iM - Fey 2R AR EEMI+ - Foyxzia EFEHE A ~ /N~ K& -
9~ FRAVIRLE » (EAFRIA L « FeysZ8 5] DU BRI 488 - /NEFey ZieflE
{ERFEFAFeyRI (CD64) ~ FeyRII (CD32) ~ FeyRIII (CD16) ~ fIFeyRII-2 (CD16-2)
AR AR AR PESAY/ N F ey SZHG ~ Fey 2 ASlF A i) f Ko EITE R AY - iEA(E5EY
Foy 2 BB EFEHI40: AJEFcyRI (CD64)~FeyRITIA (CD32)~FeyRIIB (CD32)~FcyRIIIA
(CD16) ~ J/8FcyRIIB (CD16) - [ | F#tHYFACSFIELISAJEZ 2 4 » B[ L&
ALPHAEF#E(Amplified Luminescent Proximity Homogeneous Assay; Ji A& YkE
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A FEE T ~ B RE B IR(SPRFIBIACORE ~ PLK HiAth(Proc. Natl.
Acad. Sci. USA (2006) 103(11), 4005-4010) 2 5Tt Foy sz Bl 2 5 ¥ B ik 1gGl -
1gG2 ~ 1gG3 ~ BG4 ARIIFcAE I B A4 &SN -

[0126] [GJiF - “Feficfe” 2 WU RS (effector ligand)”/Z4E B AR Fe4s ¥
&S S Fe/FeBChs 8 &Yy o0 BEER K - Pty 7 o] DUR E A 4
Y)fa - FeFuRe PIFCHY4S & (BB aR E — T sl 2 1 e T2 AE - IEFAFCHCas B
{BAPRFFeiZfg ~ FeyZAg ~ FoorZf ~ FePps2fG ~ FcRn ~ Clq ~ MIC3 ~ HEETAE

4 AEEE R (mannan-binding lectin) ~ HEEMZHS - WEABKEELEA - ®W&EKE
& H'E G Ml EFoy 2 #5 - Fefiu i th B & Fe iz 88 [FJR ¥)(FcRH)( Davis et al., (2002)
Immunological Reviews 190, 123-136) » E{fS 2 FlFcy 2 8& G RAYFc ZBE 5 i - Fe
A B Hr F0 4 B Rkt S R Wk >+

[0127] FeyZfBsésaratt

o] DL i 8 {8 A I it FACS #1 ELISA & =t LA % ALPHA & 5 (Amplified
Luminescent Proximity Homogeneous Assay; JBURZCHAT [ E MR H
T & #% 2L 1 (SPR) Y BIACORE £ (Proc. Natl. Acad. Sci. USA (2006) 103(11),
4005-4010) 3 5 FesE sk B f] F oy 2 #5FeyRI ~ FeyRIIA ~ FeyRIIB - FeyRIIIA
Fe /8 FeyRINIBHYSE &S <248 -

[0128]  ALPHAG &2 17 18 ALPHASE fii £y T 1t [ PR 50 FH W A A 2 Y
ERFImAETTHY © BERSERAIZ RS - R & E R R ARy o T BB 2 B Bk
W FE YISO I A REER IR SRS - A i 22 EENSk -
TEEE BT RAVIEE T - HLAGBR tP SR Bk + 5 B 09 R b R i 3 BR 4R R Y

B BGRE ST HLAS TR B BRSO FE L i BRARRY 2 AR ERET » ZISBR N E 5|
SALEREOUE © Tl SUERSCEEOLRST - IR BRI HLAEEREY o+ Bl
PEIZREERAY TR - RIS R E AR RV R A N G R ZRRIE AR

581 H » #£ 217 HEHRHD)
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A (EEREHURIE -

[0129] @l - AW RIESLAVHURSGS & o0 F EdAe S e ptiesk b H
SOt H LS5 (glutathione S-transferase; GST)IERCHIF oy 2 B B E AL ZREER
- fr B MR S PSR S & 0 T B S ALY IE L T > Foys2
Ae P ELIEEY A2 A (wild-type) FesS RIS VIR & & o0 T Biie XX A.(FH - SE50GAE
520620 nmAYEHGRE ° B RTERCHIZE B Pl Bsn RS & o T Tie B LR
2 A RIS RIS IR S & 0 T BT s FAIF oy 2 BRI B /EH - AlLIEBE
(BRI B R H Y CR Y A EAR B RV SE SR AN ) - (E i hek-NHS- £V RS
FHIUREE & 0 T EPTRR(WIER) EVIZR (L AR EREY - MGSTIRELANINE]
Foy ZRay & 18 1A B Rkt GRtiEE oy SZ A 2 Ik BIGSTHE A (in-frame) @i &5 (i
FEA T iz E NSRS IR B a BN - R RS INE
{TEUERY 7 - (BB > (40 - W& (% H B /2 GRAPHPAD PRISM (GraphPad :
San Diego)AVHRAGE: I EGRIE[A]FR 734 fit & BB R e R T

[0130] BEEMILEERYE 2 —E B E E/ L E RS & 5 6
SoEE b EOCRIBHT R ERES & R BRI - (eI AL S E RIS < R S
B BRI - AR A i B & B g (SPREREE) - A B B
ARV S — BB (E Bttt AMERES &R BVRE < & i Biilie
Gty > BEENECRR S TRYE RN - BB ERESS H RE AR
R o PRIV (L EZSPRANGFHVL B R (H Y - BREERI g R RS iR [a] R
IRfIE) ° fBiacoreZ & > LA BECIE - HRESMF RHIVEEZ(b)4E
BUrHeEh B NIE SRR LB I EBIE(ERE) - #1228
TR AR B (ka) RO AR 23R 0 Bo(kd)) i RL B Y i &R e > FRAN I (KD) 25 W
R ERIEEREE - /£ BIACORE A H {215 Al HlJ5:A 5 - Proc. Natl. Acad. Sci.

USA (2006) 103(11), 4005-4010 #5710 1 2= X BRI 15 -
582 H > £ 217 HEHHHE)

%
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[0131] BEARREAVFoyZiasE & E M EATFClEE
FEASCH > “TREHIFoy 2 fés & lE M2 - Bl » B Bt ok » Al

SRS G BRSSP RIAE TR &S & 70 T B as eI FE M
F550% B /N ~ AR BERAS BB /N ~ 40%BFE /)N ~ 35%BEE /N ~ 30%E /)N ~ 20%
BN ~ BUIS%ECE /)N ~ AR RIEBE R 10%EEE /N ~ 9%EFE /N ~ 8%EFE /N ~ 7%
B/ ~ 6% B /N ~ SPEEE /N ~ 4%BEE /N ~ 3%EEE /N ~ 2% BN ~ Bi1%E
ERAN

[0132] EFEEKIEC] ~ 1gG2 ~ 1gG3 - HlgGATARHIFCASERATH R4S
Gy FEEURS AT LUE E I EPER A DRSS & 70 FBhiae « Felifdaiigin
1F RefSeq % §% % AAC82527.1 ~ RefSeq % 5% %2 AAB59393.1 ~ RefSeq & §4% ¢
CAA27268.1 ~ fIRefSeq & $%52AAB59394.19 - [IE4) » & EIFEE E A (isotype)
HiAsHIFc4S I ZE B RIS & o FEbuae AR 8RS - (EHEEME
(5] [F) A FesS Y TR &8 & 0 Eehi e (F R fea - RHHZE B RAayZe 8 Foy
RS SIS E o W1 BRI - B E M BIA AR oy 2 iR SR T T B
[ Ay st i Ze B R A H R4S & 0 FBdE -

(0133] BT RIAZEE RE G © FUARERE231A-238S(EULRSE)
Tl 2 ) 2% 42 BLEE (WO 2009/011941) » DL 28 8% L= C226S ~ C229S ~ P238S -
(C220S)( J. Rheumatol (2007) 34, 11) ; C226SH1C229S (Hum. Antibod. Hybridomas
(1990) 1(1), 47-54) ; C226S ~ C229S ~ E233P ~ L.234V ~ FIL235A (Blood (2007) 109,
1185-1192)

[0134] Eg8sth - BEEAVHIRAE &0 FEGS EFE T B a T M FcsE AT
AR 4SS 0 FEBTRS » P FedE e TP s i [F) AU fi A B Fe b ity
Bl BABEE U N EAR BN 2 /0 —(FR B RRAYZEE (a0 - AU ORYFestfE

35, 1 220 ~ 226 ~ 229 ~ 231 ~ 232 ~ 233 ~ 234 ~ 235 ~ 236 ~ 237 ~ 238 ~ 239 ~ 240 ~
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264 ~ 265 ~ 266 ~ 267 ~ 269 ~ 270 ~ 295 ~ 296 ~ 297 ~ 298 ~ 299 ~ 300 ~ 325 ~ 327 ~
328 ~ 329 ~ 330 ~ 331 ~ 2332 (EULRHT) ° Feddidisy AR TARRIFEI EL 2 AR AR
il > EJLABE AR H BEARIgGT ~ 1gG2 ~ 1gG3 ~ BilgGAfUARHY A & Fedfigik - (B
{5 AR B 1gGHiARH Y Feddi -

[0135] FEA393 - SGIB 1A HI{EFey 2R iRV Fe » HURKGHFeliFeyZ
RRVSE T o AE—EEEHERIF - SG181.S3n (FRFIESE © 101)AISG181.S3p (%]
moala + 102) i) FI{E A E & Y] - 125t BN E B 1) ] LURLRE AL A S8 IR
TR&EE T edie T LI EFeyZfiess & -

[0136] HhifEEERVHURA G0 T b B EGINE & T A Fedifisny
MEGURGE & 77 T2t » ATZFCsS AL pklgG1TRRHY Feda Ik i A FR
o firE233 ~ 234 ~ 235 ~ 236 ~ 237 ~ 327 ~ 330 ~ 233 1(EU4R T EEAYTAAT H &
M U B A HE A 1G22 GA T EUSR AR e (I B AVRE AL -

[0137] fr—bEjEfith ASPAN SR RUNRES S T E—PEET
Ay Feddidis > BIR IR N FAlgGl FedE ittt - FriltFesS ity i ey 2 ia %
SR ERVEE ST -

GG - LA 2R BIEPURGE & T FesS i fa(r
BH235pa Y Arg I B 2362 HArg » H i AR (7 B RISEULRSRAET T4RIT -

[0138]  H/Lgssh & AIH At L REAYRE

AZFIHN 55— E N7 U e B AT 4 & (association) 2 R A HTHY IR
eyt ERENEEG G2 RS PLRA &0 FHVBE A - DURGRER
TR G 77T PRSI SS TR 7A -

[0139] AZBIANHURLE &2 T8 K BRIV &2 B R e
et R REE G o 70y B A E R Y S SRS A 4H
& > AP E A E B (CHDMES A E & (CL) T 45 E i BRI AR R A S H A &

584 H > #£ 217 H(EPRHD)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

MERR AR R IR R (B R B ey

[0140]  FEASEAA - & A2 F B Ay S S ANEE 4H S HYCHIAICL A 45
M B AR A LMD ORRN > B A B AR AR A - 1]
M BB HR RS (R E RIS By SR AR A & > i AT I EE Ay B
FOES SAH & o

[0141] {EAZHRH » FIRE“FHE4E & (to regulate association) F1“45 37 i
Hii(association is regulated)” /215451 LUZ R VS S R(: - FEARHEfSaRH]
IDNEE b LS el B el i e Dy

[0142] frAZEiAS » FREAE —EEMES L alFEELE S
RH > PR EEIREEARREE R B B S L2 S S D I T Y —(E 2%
(B R RE IR AL - AL H S (BB A G RARI R SL R AT AL 2 B & ( A RIRE BA
FEAE - RS - B G (RS IR AR R AS i A B 5T DA
Rk E i ~ FFECE(E ~ BERERIENR -

[0143] fEA39 - FIEE TR R IR B A & B A 2 E &t
PSR 2 K& P YR B BRI A - B0 > RERR ERY 2R EE R T
T RS Y IRES > ATl T EETURGEE T340 > HiEe) ~ I
A%~ SZHE ~ BCE E (substrate) - EERSHY - AEFURG ST 0 BEAIPITEEE
TR - R - EEIEERE - ARG

[0144] (EARSBIHAVHIESSS 0 FII—BEER T FURE G 74
AT AT > JEEASE R S AR S AE S HYCHIFICLH Y 4S E i B B A EMHEF
YR BB AL (E A A &R T)) -

(0145 &K iR &S & o0+ BB B BE TR AL B R 1 B BB MR
(BAMHRIEEDHIR AR A - 15l AR R Y G w0 R 2 BB T R 7HY
I o

2125-19158 APF-TW
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[0146] [Nt - fERTHbREE G T - KB AR B LS
BKFE B S Y e T i 65 R A B PEAT A R BB R A

[0147] W LUEBEIAO0 AT 2 IR = 4edttd TR 2RSS Bt TP
PSR Y 25 IR Rk e B B P B 2R M AL 4G B AR TP RE TR R BB A - fEA
SHNTRG ST 5 AL | E A T R R R IR R R (B BT B &R -

[0148] EA1—Eblg IR ERY - —f% - DAL (K) - HREEER)F
AHAE R (H)E B IRE A AR (R B AR - CRIRFILIRD) - e
(BE)YFE TR EMHE AR (R EIEER) - HIL > WIEERA) ~ REFERE®N) -
HEREEZ(C) ~ Bl EZ(Q) ~ HiElL(G) ~ Bl - BHEEEL) - HimizEzM) »
RNHEEL(F) ~ FRZEZ(P) ~ R RE(S) ~ &RAEEL(T) ~ CiZBE(W) ~ BEREER(Y) ~ 48
el (V) ERE A B R Al B Ers M A I -

E[

Ry

(01491 At » A2 PG B FEAHEEER IR
(1) B AR R o — (il BB 2y IR ST HO R R H S —(ER Bl /e Ik

BT HYRE AR
[0150] ek (& A e B L FE e 7 B 1o O e ki =0 PSR M e AR 2
Bifi Aoty IR B ey A BB =

e BB AT H B R I BT P 1 e A B (2 i R 2 B AT
‘ =

IEBETHYIEERE ~ DU R T R BRI ELRL (B 6 B[RV R TR A B
B LAY E B BT -
[0151] “KEpBAhAyRER i EEEE —REFARHEET —UE
5586 F » 46217 E(HIRHHE)
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\

& - ECEHE—FREEA AT RER - FEIL » ANINE S AT gAY (2 &
& ] LIH[E R E] -

[0152] ACZ$HA oy Bl (6 B 5 5 f s sy o oh — R 2 RIEHf
Rty IR AR BN - RS — Rl 2 RIS B Ry S BT IR ALER - BEAN - B]Rf
5] — BE S BES 25 XS i oy 1 BB (T Y AL B DAR 25 S i Fy iy B BB AT Y B A
B% - {EELe{Eaft - ] DUEE HhaH S S R A e By Ay e Al B P e B
BRHVE A DA S B A T B AT B e B I B P M e B B BV E i -

[0153] fEASFERRMERTH » FI40 b —{ReE FOIRERE o] DA R AR
MRS » LEBFEN T » BRI N R T - 7T EaRE
— (PR -

[0154]  AZFIAMPUREAS & 5 T BV R (B 5 Ry RIS (R e & - 1
RS R 1AL 7 R A 1) B [gK (1) ~ TgL1 ~ IgL2 ~ Igl.3 ~ TgL6 ~ AIgL7(M A A E 1 -
AREEIHEYHUR S & FHVES#H N E @2 AR AR E © & 50 3 25 Fd AR 1 H 8
HF > B o] DUZA [F AR B HHEHE - (40 KappaflLambda - 73578 F 2% BRI EIERSHY
4 75 [5] # 5 % FF %1 {£ Sequences of Proteins of Immunological Interest, NIH

\\\X\l

Publication No. 91-3242 541 iy A FRIgK (R E @A AIgL7(M I ERE » B2
A HAEA] — {8 &1 AT LA HY AT -

[0155] WIDUREFREEAMHIRRER  Fril B EE SR
oo TRISIREEARENE - ANUGEDURGE & 7 T YRRV BRI 1B 5 7
SR GIPUREE & 73 T HiF oy Z RS (FoyR”) Z &G S HYZHET ~ W SE s PRE S 7
THIFcRn.Z GG HYEE ~ ME5RECRITVURGE & 0 THVAIAE S L (BIAIADCCIE
MEFICDC/EMMIERNSE - BESL - e LB FEM E TR & 70 T A VAV EEfRF
DS TR R R K B S TR R (e

[0156] R4 > MR IeGHRR BHEC KL PRI RE M » T WE (Anal,

5 87 H » #£ 217 H(EHIEHE)
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Biochem. 2007 Jan 1:360(1):75-83)i 28 MIFR CoAfifE EulE ~ FERBR AL - B
R B CA R A ~ T R BE FIB I B KRR { LCOR i 2 B -

RIIE > FEARZEIAS - B T IREESECREGRY ZE M (B ORI fER
BCCR ARG R A H R B £ IR 1eG -

MR EFHE AR TEITURMEC AR - RIELE H i E%E HEV T A
i - RIS PSR R LIRS LTI E A FIRY -

(01571 ARFEARHURSE & 70 THVE SN T2 B A W iE e 2 Ay
CHIMIRfE B 5 2 AR Ry CLAY F2 5% 2 55 A (heteromeric multimer) © AT FEE 2%
TR & 2 WA B AR LR E AL - 3 B2 20 MRS

[0158] AZFIHEYZ R RMHRSHIEEED T2 SR =M Re - (Rt A8
HRRHUR 45 & 0 FHHB BEE BRI i R R B A S S (S5 — BRI o5 —
SRR ) R AR KR 1 PR e (55— IRE BN 25 RIS DR Y BB R R A

[0159] SE ARt i A S IRV HLRES & 70T WU BEE i (Y Ry S
HiRS” > RS — B R R T AU RS A WA 7R 8 SR CHEED) R — 1% - 155 —HE”
EAE AN S —HEEHY S5 —RHEE o JRE[ - BT LUK AR (R HSE A — (R (£ B E 22
BB —HEE - W S —RER s _HEE - G > “F i S PR 2
PTG Y W (RIS (L) TRy — 10 - 1058 L i A A5 — Ly 55 —RL
o T IS IRLE T — IR EEEE AE L WS — R EERE L -
A B-LENE—HERE P E HUR G EE DS SHIE—HE - $
LRSS T HgE R B BV E BUR (BRI E D S RYE — iR © A
F1 o B —HEEFLEE P AL - HEE R Ry S5 — 3 > s “HEAILEP RATL
PE-HEE TR B 2E ¥ - ANEAFE _HUTAEE ZHRBINTUR GRS A B EE
FEFHAREEE - HITEE ZHRNTUE - FARH - $5E—HRE _HH
RIEYHLIE AT LU AR EIHY - (BB - 15 Le¥ (pairs)4E & 21 FIHVHUR (R A

5 88 H > #£ 217 H(EHRHBD)
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TEAD) » AEERAFEIT > SB—HF0E A HFE A L (B8 B B HE A SRR A
BeFPA - BB —EASE S A ERIIURAEALR - S —HPASE EAlHE
ol 58 A FRHUR - e e A —Hi R _ERYA RS CR RIRHUR R EL) ©
BEAt - EMZFE — [T LEEBRITUR - BIOEEE ~ BEIK ~ BN - 2 - 1
—{E T LA AR s E - IR ~ (EERERER - SO E AR
= ° A > B ES BA HSEN LR R e sH e BT sV AR BTRS T > A] LA
78 Ee TE HYHB AL B RSB —3IRISE ¥ -

(01601  DAN# EA RIfEEAY Y S #E (8 E & CH1(CH1-AFICHI1-B) FI i
FATUHES 1A 7€ [ (CL-ARICL-B) Ay Ig GRY 5 BN G B B i 1 T S SRR YRR
HA & 280 > ASSAA o] DU DU e A ARG ©

[0161] E/mEIEE—TER Rl (HEESE —CHI-ANE—CL-A
o — (B RIAE AL > WA —CHI-BRISE _CL-BE S —(EHi F A E &S

afy_E AR VAR R Ay g g —fB DU AR P AT > ] DAZE A2 107855
R PIRE T ©

[0162] BB T - AR BIN4E &2 FIERE I HICH1-ARICL-B K/
(CHI-BNICL-A 2 [BiiéS & » RIIA| LUBSTIE S AT DtRE 0 1

[0163] —{EFIFZ KR CHI-ARICL-B 7 i 57 A R B 7 BL (Al
T R RE B BRI A - WA CHI-BAICL-A 2 FEJ 51 I ARG H R R (B 6 By
R BRI EE o (FRHEHEEIER - CHI-ANCL-B Z [FJE FHHIHY
(unintended)&5 & Z SIHIH] - KRR Ay RE BB AL & (R & (e) » 1ff HLCHI-B
FICL-A 2 &S G2 2] > N Rl SR R RE A B R Al S B Ay © (AR
HIR T BT ER R A IR A 5 H A M [EIRY &R - CHI-ARNICL-BZ RIFETERARY
& LUK CHI-BRICL-A Z ERVGE &2 2IHIH] o HER > sl IRt G EA
CHI-AMICL-A Z [ TRHARYES & LA CHI-BMICL-B 2 T THEARVAE & 2 Pisz © It

%5 89 H - #£ 217 H(EHIHHE)
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S TR R R AR A R B R [F AR &R - (NI e 7 CHI-A
FICL-AZ FEIRYTERASE & » MR SR R A B PR A (Kt B A R AR AV Y &
faf > NI 7 CHI-BAICL-B Z IRV TEENGE & - L - W LIAROtESR RS
TREASE S HYHRS -
[0164] S5—(EHF2E WK CL-ATICHI-B M A HIRIR AR S 4.
AT EEIE B MR ARy - PR CHI-ARICL-B 2 FEJ 57 I ARG H L R (B 6 B
IR B EHIR AR  (F BB B ERRYEER - CHI-ANICL-B Z I EFAARYSS
Gz 2HIH] > RIS ERI R AR A R8N - — | - iR PR
HHYE AR RS 5 A B FRIR AR - NI - PR R B B PR R B
ST > CHI-ARICL-A Z RV TRIIE & DU CHI-BRICL-B Z FRRV FEHASS i E A
Z#hsEA: - NIt > ATLUASUE S B CHI-ARICL-A Z [ TRIRY&S & LUK CHI-B
FICL-B ZFEIFRIINVGE & Z DTRE © [FRg - ALAEHERIT - P RKCL-AMICHI-B.Z
E SRR R B A A B T B B ME R BB IR - HT LU E M HEEf
Fo B AT B A R B B -
(0165 RN AES—(EGIFH - EIPELCL-BHICHI-B.Z i 5/ HIH B
Bz iR A e CHI-B Ry A B B il A ey - FERCHI-ARICL-A 2 ] S mEHY
R E IR A — W B afR T I BRI R AR T2 B, - T S —(E B el p T S BT
IR B IR - Al H A CL-BA 2 CL-BAICH1-B 2 ] F i AR HRE T A (2
LB A B CHI-ARTUE EfMH RIHV BT - {F RIS SREERRVEE R - BEPRCHI-ARK]
CL-A Z A TEIIRIE &N BIP RS R AR R A S IR B A S BV S
Flfe#E - (HCH1-BAICL-B 2[R FREARVAS & RN A7 R VG BB A2~
G BV FRYREERR T A 2] » HGER - nI DU it €15 H /3 CHI-ARICL-A
Z ETERARYSE & DURAECHI-BRICL-B 2 BiFEHAR &S & 2 Dike - (AR AEAE
B > & EKCL-BAICH-B 2 B R EHIRE ZRE S EA L CHI-B A B A T B e IR

590 H > #£ 217 HEHRHD)
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tn R ER R - T LURFE USSR A T BB EREERR o T A DLk (EEf
LUl Ry i SR BT B M i B

[0166] 5541 » iZMB(HAIAZIHRVAS G ERET - T LAIHICHIs(CHI-AFI
CHI1-B) Z[EIH45 & ~ B(CLs(CL-ARICL-B) L [RIV&E &

(0167 Aty Hisk B A7 18 R385 R Re 58 & I e iE - N B i A 3
HHERERSS S HVHTE 2k - &S & BARE CH UM CL SR A iz 13 4T A e A I ALY
FRAd

[0168]  jhAh- AfKifirsHis B A 1 E RISt o] DU B A L B & s
EWEGITAEEYRGEA & /DR BT HREHICHIECLAYFS - &
HAeHiER - CHIECCLAYRG A RE 75 &t i PUE B LU B hE ] op i aitey 7 =S -

(01691 40 » SHALUT B HE ] ey SR M B AS - AE4E SIS /ECHI
FOCLAY 55 T it 12 4T (T 4 B0 ) B B B B T A Y BRI+ B F5 40 T Aoy 4H

AN
—

- AECHI R EEEULRSE L7 55 1 7S HVEBABRRE B2 (Q) fe A CLH (i Kabatdfg 5t
{ir %55 16017 B T [ (FE ) ZARR F B2 (Q) B A BE(E)

- AECHI R EEEULRSE L7 55 1 7S HVEBABRRE B2 (Q) fe A CLH (i Kabatdfg 5t
(755 13 Iz B T [ (P2 il ek e B (T) B (S

- AECHI R EEEULRSE L7 55 1 7S HVEBABRRE B2 (Q) fe A CLH (i Kabatdfg 5t
iz 555 13 LAY T =) (FE ) e e i (T) B B (SR AL 7 25 1607 HYEABRAZ B2 (Q)
BEREIL(E) © PLR

- AECHI P BBEULRSR LR 55 14T YRR BE (KOFOALHYSE 175 (i HEARGRE I
(Q) B AL CL A e HE Kabat & 57 {1 > 55 13 L HY THI (=) (F£ ) & B (T) Bl Bz (S AT
i 565 160 HEARG R B (Q)EWEARERE (E) -

(01701 K3 BHAYEU 4R 5% 1 F 2 ) 4R 5% /2 < B EU 4 5% (Sequences of

F91 H » #£ 217 HEHIEHHE)

—

2125-19158 APF-TW
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protein of immunological Interest, NIH Publication N0.91-3242)3% 7 « fEAZEHHF >
FIRE “MIREU 4R 55t (i 7Y 56 X (i B B AL RE TR AL R “ (K IR EU 4R 57t (i 2 56 X A Y B
B (X REEEEOW A DEEE HE R RIBEUSR SRR R X AL AR AR TR L
FI“HHER R IREUSRSRAYV B XL HYREARL” - OLL T ATty EHEGIRT R - B
5 So R PR A TIEEf L B M AR IRRY 7% - I DUBSIE SR RHRE S

d>r“l
«_H

(0171] fE—EhEpIF - AR T —EhREE o+ HE i
sE a2 R > KRS Sy THYZ BT > B MU T @F]
(DFT R B BR PR AL AH FTaH BB A H Y — S B AH B S s A R R A R A R
(EREIIIN: NIz Sz 2

() CHI KB EULRSRL IR 56 1 7SI R BRI R A - R CLA (kA Kabatdg 5t {1z
FREB160{ I KR A RL TR A

(b) CH1SRIEEUSRSIALFY 56 1 7S AL YR AR AL > K CLA IR KabatdR5fk (i
PR3 Y —RE A IR TR A

(c) CHIFREREUSRSR(L NS 14T AT 1 TS BB AR R A - R CLAP (IR
Kabat&5ie 2255 13 1AL A1 55 160 HIRE AL R A & DA

(d) CH1SRISEUSRSIAL TS5 1 7S ALY R AR AL > K CLA{RIEKabatdm5fE (i
FYEB I3RS 1600 HYRE ALRE T 5L -

[0172] #f BAHR&E G5 - “MHE B FrRE AR A 5B A
M EI BTV ER ALY - fd] - DU ME—S O R E R AR
PR

X) SRR E)BCRMIZERLD) © 20&

(Y) #8REZ(K) ~ #Rglz(R) ~ BHRZRZ(H)

[0173] f& BatbifR&S &0+ - 1 A MR R EEE i AR A H AR (1]

F92 H » #£ 217 HEHIEHE)

E[

D

2125-19158 APF-TW
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TRRELUT AR E R AAE

() CHI {KEREUSRSRL R 56 17 S B AL A > R CLAMRIBEULRSR LT
160 HIRE AT A

(b) CH1SRIEEUSRSIALFY 56 1 7S AL YR AR AL > K CLA IR KabatdR5fk (i
PR3 Y —RE A IR TR A

(c) CHIFREREUSRSR(L NS 14T AT 1 TS BB AR R A - R CLAP (IR
Kabat&5ie 2255 13 1AL A1 55 160 HIRE AL R A & DA

(d) CH1SRISEUSRSIAL TS5 1 7S ALY R AR AL > K CLA{RIEKabatdm5fE (i
FYEB I3RS 1600 HYRE ALRE T 5L -

[0174] fr—s&hEfith (LS RERMPIRGEG T4 HPiehiREgEE
T THIESENIZEGHE T - BEE LU T (@) 2N Ay R A BRI A Pl pchEsHAY —
4H ~ WisH ~ =20 ~ ST SHAVRE AR R A R I AR R P R RV AR R A

(a) — B A E & (CHD) R BB EULRSR ALY 55 1 TSRy — B IR iR A » e —H¢
#t A7 8 (CL) I Kabat 4Rsie 7 7Y 56 13 ML By — B BRBR T A

(b) CH1SRISEUSRSIALFY 56 1 7S A8y — R B BRI A » K CLA RIS Kabat4Rik
irFY 2B 16007 HY — R AR RE T2 A -

(c) CHI KB EULRSRL IR 50 1 TS By — R AR A - K CL (R i Kabatd 5t
I FRER 13 AT SR 160 ARG FLRE TR AL -

(d) CH19H{KISEUSRSE ALY S8 147 A8 17 S BYRE AR iR AL - R CLAEP{RER
Kabatdm 5 (17256 13 1 A1 160{ i HI R B EE T2 A

[0175] AsEfRAt—tEiRsE &0 iR E 0 1Y% s A
RZESHE T  BEE MDA T D () Ay RE B BE TR AL SH FTaH B ERH AT —4H B AT 4
B AV AR TR A A G M R AR T A

(al) CHIFH{KEEEULRFRAL ISR 7S AR BB i A oy B R B2 (B) BUR P &g

B 93 H 217 HEHHRWEH)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0
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% (D) » Fe CLH{IEEUZR SR AL 565 160fir BN ELER TR AL Ry SR B (B) B R P A R B
D) :

(a2) CHIH (X BEEUR SR AL 1Y 56 175 ir iU RE BB IR AL Iy fE R % (K) ~ 4B A R
(H) ~ UL (R) - S CLEREGEUSRTRAL T 55 1601 HY et B BE T AL Rywa e I (K) ~
ARl (H) ~ B0EREIER)

(b1) CHIF{RIGEULRSRALTY S5 175 Ar By R ALl 8 Ak Ry BRI (B) B R P T4
(D) » f CL{RIGEULRSI ALY 56 13 1A By — e Ll 5 B R BA R B (B) B R T A4 i
D) :

(b2) CHIH{KIZEULR T Y5 175 B R AL B T AL R BB R (K) ~ 4H R R
H) ~ BiFRRE(R) > R CLH{KIREU4RSE AL TN 56 13 1z 19— R B B TR AL Ry fE I
(K) ~ dHREfL(H) ~ SRR (R) |

(c1) CHIH{KIGEUSRFRAL IS 14T A FE 175 ARG A B A I E— 7
R R ARG I (BB R P T A (D) - K CLHMREREURSE AL 725 13 1iL A1 55 16012 Y
W B i B TR Y B — {8 o il B BR e (B) B R P4 fe e (D)

(c2) CHIH{KIGEUSRFRAL NS 14T A FE 175U ARG A B A I E— 7
R R REREI (K) ~ éHREBE(H) ~ B0RBIEIE(R) - R CLI{RIGEUSRS ALY S 13118
F160{i HYRE A BE R A TP AV E—(8 0 b Rl (K) ~ A (H) ~ 2UfEHEER) -

(01761 1f FifibiR&E ST MG E RO E R TR E N B f+
BUFE LU T AR R A

(al) CH1H{EEULRSRAL IS 175 (i Wy M Al T B By SRRz (B) B R P A4 i
% (D) » Fe CLH{IEEUZR SR AL 565 160fir BN ELER TR AL Ry SR B (B) B R P A R B
D) :

(a2) CHIH (X BEEUR SR AL 1Y 56 175 ir iU RE BB IR AL Iy fE R % (K) ~ 4B A R
(H) ~ UL (R) - S CLEREGEUSRTRAL T 55 1601 HY et B BE T AL Rywa e I (K) ~

5594 H » $£ 217 HEHIEHE)

=
D

2125-19158 APF-TW
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dHAEHZ(H) ~ BaFEhaizR) ;

(b1) CH1 1 {KHEEUSRSRAL SR 175 IR AL RE T B Ry Bh R B2 (B) BUR P2 it
Bz(D) > 5z CLAMRAZEUSRSITL Y 5 131 (i B — R AR T B Ry Al i (B) B R P 2
fiz(D) :

(b2) CHI P {IREUSR 5 {15258 1 75 ir KB A B 7 A R vl it (K) ~ sHAE R
(H) ~ BUfREBE(R) » K CLRISEUSRIRLFY SR 13 ML Ay — R B BR Ak Ry el R
(K) ~ dHAgHz(H) ~ BEERER) |

(c1) CHIF{RISEUSRSRALHYSE 147 (AL F02E 175 HRE R B iR A TP ey B — (il o7
Al R AR BE (B BRI I BE(D) > R CLARIGEUZRST L2 23R 13 1T A1 55 160{1LHY
R F B T TP Y {8 0 i Ry BARE B (B) BCR P& B (D)

(c2) CHIF{RISEUSRSRALHYZE 147 (AL F02E 175 HRE R B SR A TP ey B — (il o7
Al FrEREEE(K) ~ dHRE B (H) ~ BERZBE(R) » K CLA{REEEUSRSRALHYSE 13 104
16007 AR B BRI A T H R —(FE 77 bl iRl (K) ~ sHizBzH) - SkERBZR)

(d1) CH1 T {KHEEUSRSRAL S 175 IR A RE T B Ry Bh R B2 (B) BUR P2 i
§z(D) » s CLAREGEULRSR AL HY 55 131 A0 5 1601 Ay B BE A P ey & — 1 7
Al RyA R (E) SR i BZ(D)

(d2) CHI S {IREULR ST {5258 1757 KR A B 7 A R wel iR (K) ~ sHAE R
(H) ~ BtEHEBER) » K CLA{KEZEUGR SR AL S 13 LI AN SR 16007 Hy g BB A T
HVEE— {8 7 A R e (K) ~ dHREfR(H) ~ BUfEizRE®R) -

(0177  Br7 Baf b > i CHIMICL 2 R S B8 A B T HE 72K
HI A B g Y CH/CLAS S HISIT(WO 2013/065708) AT LU —2 fE AR A 341
PURE G 7T - FAREH - ARHIEM—E A A CHINCLEVRG S701
HAEEE i PN (@2 DFTRHI R BB T AL H FrH BB AH B —2H BT sH B 20 4HAY
MR B A B B P FRIR AR A

5695 H > #£ 217 HEHHRHD
2125-19158 APF-TW
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(a) B ALE & (CH) R {HREUSRSR ALY 55 147 i YR ERBR TR AL » RSB IR T2
& (CL)FF{REREULRSR (172 55 160 i YR BBl R A

(b) CH1H{{BEEUSRSEAL A 55 14T AT ARG B EE T8 L » K CLA{KHREUSRSR A
FI3 M AR AP TRE

(c) CHI F{KEREULRSR L Y5 1 7S BRI i AL » R CLA{KBREULRSRAL
1601 HIREEBLTR AL

(d) CH1H{HEEUSRSEAL N 552 1 AT ARG A EE 8 L » K CLA{KHREULRSR ALY
F123{ AR E B TR A -

[0178] W &EMHIFEAEHEAE N EECH)NEHRNE ZREE
(CH3)Hy 57T H DA 6 R I EHAEE A 45 Rt ~ R R ferHE 2B A B o] 4
(68 RIS g o] S22 T 1) S T Hp DA ) B S AR B AT PRMASE i ~ B2
oI B R P 28 (G RRK g W] S22 [ SR B P A LRV /K M EAZ R R BB T B B Ry B
BT A AR 4 e A T DA ) B AR B T TRIAGE Syl ol DA — 2D FE A A
AEEIREIRES & 77 (2R WO 2006/106905)

[0179)  03E@ ¥ E R HE T A CH2BY CH3 Y 7L i pe 2 1 2 fi > R 9k
THEAGS SRRl o > {0 S S 18 T & Ay 5 T8 PR e A Y P B B T S Y 31 - 0 4
HHECH3& IR HaIfir B 356(EUSR S R E439EULRSR) ~ it B357(EULRSHA
fir B370(BULRSRAVIESS « LKA B 399EULRSH) AN E409EULRR) « s E
EHY 4R 0] 2 8 KabatZE A HYHARY)(Kabat, E.A., et al., 1991, Sequences of Proteins
of Immunological Interest, NIH) ; [/ BN E &AY4RSE - B~ T EUSRIE -

[0180] FEE®H - (40 - (- EFEM B A S ECH3E BV HURAE & 57
T BEMLLTWEIG) T RA R AR A A —4H T =AY E —E #CH3 &
S5 ] UM B B MERER

(1) EHECH3 &I P IREULRSR (L7 55356 i FIEE439 A AR BR BRI AL

596 H > #£ 217 HEHRHD)
2125-19158 APF-TW
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(2) EHECH3 @I K IREUSRIL LT SB35 T I SE3 70 ARG E R AL © UK

(3) B CH3 &I T {IGEULRSR L HY S5 39 A SR 409 (i HYRE B BR A

(01811 b4 prafhife o] AR AL S S #ECH3IE i - B R E Bk
— B CH3 I —sHI B BRI R DUAS » HL ez sl A BRI A (s B DL (D)
FIGFRERE AR A - HH AP PLE(DEIG) PRy AR R A4 (A

F—ESECH3 @I A G B AR — R = HRI B A B R A A G s —
CH3 & B A iR A B e R AR BB M PR

(01821 DA E(HE|3)H e he BB T B L 45 I I RET « ARG <H
Sk AR AR R RE S 1A 5 A T B A H [FI U A F 1 S S AU B g CH3
& 3 B B R A T R PR B Y LB (DF () F et A R AR B TR VAT 3 - I &
WS B A Lo R BRI -

[0183] frpiihi/Fssa s+ “EMHF - “BAMEEER" - 2%
AAREER &S - PIA0 > (BRI ECE AR A R B B e A SR EHY
COMENE—4H I TP HYRE AR A -

[0184] FfEmiihiR&S & 0TI — B EEEER T - 55— = HCH3EIRAE
B SHCH3IEIE T LUE b JE AT

[0185] FEAZFIAH - “{EEf AR B IE TR AR IR Bt R4S & o0 F ] 8
& SRS A E ARG AR TR A o ASl S ELA M0 B I R RE S B i (s I 7
EWASHY[FER EIEF B2 IS RIS E R X B RG T P RS Ay b B B
B EEfE s A B R AR R LIRSS &

(SR AR — A (o F T B AS FEUHIEE B B = 4RSS IR T - (e R A =
HSEAVEOENSER > B ESIEZERE A SRR =4S
WEHE - f Mk DUL=4EESRE AR BERNGEESENERE > 118
B TR SEE R R LSRR DATRUAIPR A & B Y = R4S T -

597 H > #£ 217 HEHISHE)
2125-19158 APF-TW
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(0186  fiikFEE Mk F 2B A B e ] S8 I RTHER i m] 428 [ 1) 57 T DA o
FOEE RS ER S IVES S HYSROIT T > E B A] S (VH) RIS e T S22 (& (VL) HY S
R PR B BE TR LAY F-ELRE © VH (FR2IEIK) F1 (kB KabatdR SR (L A 5539 AT
BREREER (QANAE VL (FR21& 380 1 {(R IS Kabat st (12 2 55 38 (i B T (5] (28 AL
B2(Q) ° LEYh - (BEERY -2 AL VH (FR2) P K He K abatdm 5% (ILfY 5845 (I By H BB (L
FIE VL (FR2) (R HE K abatdr S (i 7Y S5 441 BT [F] (facing ) AR RE 2 (P) - BT B L0

YLV 4RSE - 2:H8Kabat, et al. (Kabat, E.A., et al., 1991, Sequence of Proteins of
Immunological Interest, NIH) o

(01871  rh i~ O A1 S e B B 7 A A AN BEAD/ N B & JEE R 57 (. Mol
Recognit. 2003; 16: 113-120) > A1 (SEfF E AU AR A FHE RV IR IR
HERERGE & o T B EIVEE U EHRR 'R TR ZSMITURSES &5
T ZVH-VLEE & -

[0188] fr—ibgghif|+ - (2R RIHFGE G T 590 o EHE
R S o PTTHEE g ] SR I 7 ] Y 5 T < W AR B B 20 R R TR B R (R P AT B PR TR
M BRI R -

[0189] —EmHIFEHRE G FIPE VHA VLAY 5 EHY i e = 5
REN AN RE R G B VR B R A - FERH - Pl rEEERES
F 2L N ()2(b) A R A B TR 2 4H AT R R RF AH Y — 4H B A 4H e A B A 1R
SEEoT

(2) VHH (KB KabatémaT i 2 55 39 YR Al v B » e VL HP R i K abat4m 5t iz
P38 R AR TR E: & BiE

(b) VHH{{R G Kabatém5R (i i B4 (I ARG ARE A - R VLA {KIEKabat4R5k
(LR B4 YR A TR A

[0190] fE—sbghafi - 7 2FF BRUEHRAE G T4 IR EHETRRY

598 H » #£ 217 HEHIEHE)
2125-19158 APF-TW
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MR B AL Ry e B DUT () F0(b) Y B BB TR AL 4H Pl B4R B —4H SOy SH I AR

N
g

(a) EE O] 52 TP I KabatdRsi 7 Y56 39 (AR ARE A - ROl i) (&
B KabatédRsir i 56 38 AR EERTRA -

(b) B ] S P (AR Kabat RSk (I fL 5545 (I IR AR T s » RS s (& o
f{<HE Kabat&Rsit (L jL 5B 44 IR AR TS

[0191]  Fifi(a)sli(b) i ufin e —(F R BRI B AT 45 S I L RET < A
Tl SE I L R R R A IE {5 F T B R RS Y [ R R S A AT EA S Y
VHECVL A RS fERY E 7 (a)2li(b) HH H 20 B AR R T AR T B - Il & Hh (2
78 So i BEH R EL I A -

(0192] fE—sbgFhafi - 72 BRUEHRGE G T4 IR EHETRRY
MR A AEEE DL ME QO F E SRR AR A

(X) B BE(E) ~ RPTEREI(D) -

(Y) #8REHZ(K) ~ i R) ~ dHRERLH) -

[0193] {ERAIPECEEAERS VHAI VL SR H B AT B /K MAZ O B R A R TR A E
Bl B A BR AT A A e L DA 1| B R i E TR G SRV RL flr - AESA{EVH
FOVLEY 5 B TP BB 7K A U B e B PR A Y (BB B B0 % VH(FR2) KR
Kabat 4 5% i 7 25 45 i 7Y (3 FE i (L) F0 VL o i B8 Kabat 45 5% fir 7> 55 44 i B9 TH =]
(facing) iz li% (P)(FR2) - B 15 Lo fir BEHY4R5E - (i Hi Kabat, et al. (Kabat, E.A., et al.,
1991, Sequences of Proteins of Immunological Interest, NTH){E 5% o

[0194]  —#%ifi S > FISE BRKMEARZ L R Fe (R 2 PR AT ER g K B A
{I##%H & (assembly) JERCHYER 7 - /K MR B BEHY I EFE NREEE ~ RO
ERERE ~ AR ~ RN - BR R - g - TOEERERE o RSN o BUKMEX
YT RCPT BEI R 7K I e B, 4/ M e BT T8 B (DSBS BB  REIR 7K MEAZ L

599 H » #£ 217 HEHHRHD)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0
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EUEUKMERE—E R A e KIEME 2 IS S RIBES) ) - Hor R /KM R B (]
FEEINED o By TR FAL W A [F] SRR it K M e B BRI 2R BRI 7K o 1
F - JEEEIN > B iRt &g - FRIL > MRS R Ih S & AR B I RE
ABEIEE - SUERRHYHUK MR ER R’ A T TN B LUE UK L

[0195] 8305 EREZIMEEEN  ERRIPEETK I O RVEUK MR
BBz Ry B EATHY A L R AR A RIS K MR DRITE R (NI ZIRES
e s EIHNH] -

[0196] ARilg<HIk B A HE AHE AR P ETURS & 0 AR
Bz > RESTROR HUK MAZ DAY T ~ B (EIEORP RS < JREN > AR
RS &0 THIREHER > S R I B K Mtz DAY R B B SRR e (B Al L
HEBEMHRARRTEE - EERH > FITEEELL T (DT RHY AR EE
A BN ERRRENTURG S0 T o LT (DRIQ)FT7 R R Z B B0
RECARAS > B AT LU Bt KM ERZ G

(1) VHA IS K abatdR5t (L fr B 4S i HIRE AR A © UK
(2) VLA {{ e Kabatdgsi (L iR 5544 HIRE AR S A

[0197]  RitbiR&E &0+ PRV E A BRI AR R AL EE Y] T a s
FAERZ(E) ~ RFTLAERED) ~ ¥l RR(K) ~ AERERER) ~ AIAHRZRE(H) - I BERYH]
T RFEFRAE IR (E)RIRE R (K) -

(0198] Z@¥ » EJM(1)FI2) T FTaiide A KEA N R AP AR B T AR 7 1 s -

(D) BRERZL) > LK

(2) Hrfg B (P) -

AL > AEASEIHAVEBEETE A - FiE R AR AR T (B L LB A
B (o HIRE AR AT THUO) » BEYT - B (DRI )RYRE B BRI ARV A IR b AR
FRA > A LUG IS Bl AL R TR F A (equivalentHY ELATAE B EE -

55100 B o 217 H(EEBHEREE)

=

]@g &
<

2125-19158 APF-TW
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202402804

(01991  H A BEIRL iy o] DA FI AR HURAS &0+ - B0 » B T (&
#ESE—VH (VHDFISE—VL (VL) &/505E VH (VH2)FI5E VL (VL2)HJ4EE -
AT DARFEE AL IS AR —(CR HBER A ] 428 i Y P BE I U e L R R Y Il 8 (kmob) - 117
RHFAE A 55— IR HEEAE S 6 P 428 (& m A e AL I (8 B (R i/ N [l (hole) - ke
M H]RFZEE (knob)s% B AL FL(hole)d » (R AEVHIFIVL L K/E{VH2RIVL2HY4E &
It o A UE—BHIGIVHIFI VL2 K/ VH2FIVLIRYEE & -

(02001  @an - AEABHIGIRYIEN T » B 1 (H— (R HEECH3 @I PRy A
iz (RIS Y, A B R I (knob) T 7Y 349CHITI66WHE T THE AR » oy T {55 —{ieHE
CH3 & 3k Ay e B (R S Rty N AR ST 1 D356C ~ T336S ~ L368A ~ F1Y407V
HELTIEE

[0201] fE—Ebghifl+ - fE 2R BUHURE &0+ FelfB g hine
STV —Fel@Is B To AN 56 Fel@ IR BT AT4RRK

Ay Ry
B SRR S S T Pl R T e

SfEE
{E
(€2) :

(el) 55 —Fcl@ I B 7T AR 349 AYCys ~ 53661/ Ser ~ Z5368{I7ATAla ~
55407y Val » HZE Fel@ X B T BFE 3540 HYCysFIZE 3667 HY Trp

(e2) S —Fcl@IR R E L EFEFA39IAIGIu » H 55 —FelE s B ST FE 58356
fZAYLys

P R B i B AR RIGEUGRSE I T4RTE -

[0202] ZE{if= - knob-into-holeF filif # i 4t > B 40US 5731168 ; US
7695936 ; Ridgway et al., Prot Eng 9, 617-621 (1996) and Carter, ] Immunol Meth 248,
7-15 (2001)H « —f&E - ITEAEEEE — 2 IREY R E A ZEE(“knob”)Fl
56 SRR S B ASHNERYFL("hole™) » (EISZEE H] LUE (iLAEE T LA (iR
R A RO PR EDR B ARAYIERL o BB K B E— I EAY /N

101 H - 217 HEEHRHAE)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0
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B MR R BRI (G0 - BEREEE s R B ) S R 2 - IR R B
I A SRR T s/ NP B B (R (950 - N BB Bs R %) » DAE SR 2 KAV SR
A A B e R M [E] 2 (U A fE R -

[0203] FEZHMERIF o DUIERNA SRR S T BRI A
$HA7 2 (strand-exchange) P i 45 REICHA Y CH3 & 454 > T %Y BU 45 fE sy
FeEaaT o HRRE S 7 T —GHSECH3MN — I 7 il 8 R R B IgAR P
F » B —{EHECH3EY G AR B T HIER S YR 5 1gARY 3 (Protein
Engineering Design & Selection, 23: 195-202, 2010) ©

[0204] FEZHMERF o] DERNAZENIRGE S - TEESE
FrEMEFUAEET - 1T DUE B B0 i A A HEE tR Ay — (T S & A TR [BIHIRE
B Eafmil T ER 2R - LA it R B D RS e i A T4l
{EAk B I T SR MRS (WO 2007/114325) -

[0205] RHKEREU4RTRAL A 54350 (HAABIgGRIE 1 E ANV S ERRAY
(i BD AV AR EE T A E O E AR AN [EI4E &R T AR (P Arg) iYL
flirth o] AR IR g4 S S S AR IRE PR &G &+ | - Z B IRl
AIDACEHBERE O EA ZERVCEER » W H A E B8 AR AR
{ERERVURGE ST o MRt o LSS E A B o firds & (E A -

[0206] AZFHANVEET O] BNLL T IRGS ST fil - BAREES—
VH(VHD)ISE—VL(VLI) &/E0EE - VH(VH)M 5 VI(VL2)4E & HI4EE < iR
e+ o HPVHIZE#E S —CHIUER FFel@ i H VLIZERF|5—CL » [ VH2
738 5 (ECLEREF | S5 —{EFcli@ i H VL2 R E( 5 _CHI(WO 09/80254) -

[0207] S ASEENPURGE ST oI D& 2 ME (B0 FEEE
ZE) FACERIFAG o I o AR &+ R DAAEN —PUas kB - B
ACE IR T B TG RG A T T 2 -

102 H - 217 HEHRHAE)
2125-19158 APF-TW
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[0208] 5941 A SFHAHR BLes S ANES AV &S & S B EIRIURAS & 0 1Y
BUE A o ANEIHBEUE AR — BB T M § /2 E SN ES RS &2 BIFRETHIT
&S e TieliEhk > B
(1) 2EfmASCHIRCLEVXEL - (E15 58 H LA T (@) 2(0) AR B BRI B
FTaH i ERAH Y —AH B R B 2 S R R B T AR Ry R AR R R PR B BB T A
(a) — B A E & (CHD) R BB EULRSR ALY 55 1 TSRy — B IR iR A » e —H¢
#E AL 7E [ (CL) (I K abat §sit L 1R 55 13 LT Y — R B IR A
(b) CH1SRISEUSRSIALFY 56 1 7S A8y — R B BRI A » K CLA RIS Kabat4Rik
irFY 2B 16007 HY — R AR RE T2 A -
(c) CHI KB EULRSRL IR 50 1 TS By — R AR A - K CL (R i Kabatd 5t
I FR SR 13 AT SR 160 HIRE FLRE IR -
(d) CH19H{KISEUSRSE ALY S8 147 A8 17 S BYRE AR iR AL - R CLAEP{RER
Kabatdm 5 (17256 13 1 A1 160{ i HI R B EE T2 A
(2) LS EfHIZ IR E A TS AR E TS LA - (BB © DLk
(3) tefE EAIAEAVAI S E Y — P RE & T
[0209]  pt4b - ARSI R—E4E 7% - BfEE IR ER () EEH
B% > (B LMD AR E B R B (735 B BT COM(Y) P {E—4H AT Bl 2 Hy R 5
5%

=
s

[0210]  jEAh - ASES K —FBEIME )7 7% - BIE(E BHCPER() IEE X
B% > (E1S R VHAT VLAY 57 i Y Wi el o 2t A R TR (R ML B M Pk PR e
Bk o (BBEH > (L EIEERaRE B BRI (A BE B M BIAI LT )R (D) FT7RAY
M BB TR AH PR RV — SH R AR A

() VHA IS Kabatdgssi (i Y255 397 HIBE R BRI AL - K VL (K i Kabat 45t
T FYEEIBALAVIE AR IR A © B
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(b) VHA I Kabatdgsii (i Y25 457 HRE R BR 72 AL - K VL (K i Kabat 45k
I HYSBAMU AR BB R A -
(O211]  mir it )k 8 Mk Py e B T TR R 288 3t 288 ) Tzt ORI (HRY
—tHP R SRR R A
(0212]  jhoh- ASFHRIR —TEHURAE S 0B EH AR A4S & 2 FHE
F7E o AEIHREISE & AN — B E N E TR & o TR E AR
B A  BEEEIZEL - 58 E ML T (@2 ()RR AR AR AT

AHEREFAH A —SH B SH B 25 A AR R TR A R R LA S P TR A BB A
(a) — B A E & (CHD) R BB EULRSR ALY 55 1 TSRy — B IR iR A » e —H¢

s AL 7E & (CL) FP RIS EU SRS AL 5 58 1 3 1AL Ay — B AR RR TR AL -

(b) CH1FRISEUSRSIALFY S5 1 7S A8y — R B BRI A » K CL {(KEREU4R SR
FYSB 160 By —RE FL R T AL -

(c) CHI KB EULRSRL IR 50 1 TS By — R AR A > R CL R IEEULRS (i
BB I3 AI SR 1600 AR A RR TR A

(d) CH19H{KISEUSRSE ALY S8 147 A8 17 S BYRE AR iR AL - R CLAEP{RER
EUgRSRLHY S5 131 TSR 160 ARG AL BRI A -

(02131  pt4b - A R —IERESE S/ 7% - B RICPER ) F
{EEMtRE - (1T AT Bk R R B A R B Al OB FH{E—E AT &
R E B

(02141 b4 - A R —IERESE S/ 7% - B RICPER ) F
fEefitzlg > (B R VH- VL Y Rt s R 25 il B B i A e (K LR R DR R
M EABRIRA: - I - AT R R BB SR A B B Ry (58 B i B4 LA T ()0
(b) R REY R B B A A AT s H R H AV (B — RH R B IR

(a) VHA {{ e KabatéRsii AL i 56 39 HIl A RL R A K VLA IR KabatR 5k (i

55 104 F - £ 217 H(SEHIERAE)
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NEER AR i i g o
(b) VHAP{{RIEKabatdRsiiir i SB45 YR ARRR TR A » R VL1 (i Kabat4R5i%
I HYSBAMU AR BB R A -

[0215] #RIEASEHAFEISESRYITE  ORTFTL - o] DA S ROt IS Ay
SIS YRR EAMERG - R AL BRI R SV S Bl B Ry R HTRE T 2\
TR RE TR -

[0216] AZ29H bty EH 6y R “EaT LRI (B aftX L DAL 1E
B AEIHA B E AR EE - FAREH > EEERESEFRGTEE
B FR B AL B (S 6 2 SR 1 12 1B B B A RIRE FL B R B AL RE - i
TEREETEREFEEEEHE - ERE DTS A - MEREER
IRTLEE » DT B b R L BV e B R A G T - EEAGH SRR inke

BB AR S T I AR B A AR (B e B ARV BB FR ALY ST B - 1B
% {12 B AT AN IS il <8k BT 1 R (o A E Rl (40 iz b ey S M S AT
PCREAZ I & HUELT - IEHD > ASSIR RS A HRHTRSE & o0 THIZEL - It
Sh o TR RSt B S A SR I o -

[0217] fE—s&Eft SR RMHRGE S IR — S s
RIEBRE H o TS TR AR - B40 - REEREHG (1gG)7rTHYFC
St TS - (A EE TR fECH2RICHS IgGE## N 3k © FesSRisiAY
W KRB TCRESME AR EGE T « AE—BHMT - ARy 2R R DIRE S
B R A — ([ FesS ik -

[0218]  FEASCATAE—E G H]F - 2R RUHURSS & 0 T HIFC4EREEE
IgG Feiafilsk - £ — B A EHE o - FetdiiigiE 1gGl FesE ik - A2 55— B Ha b+ -
Fedftiisi 2 1gGl FesE ik - A2 55— Eag Bl » FesSiEiiE AdHlgG1 Fel&iy -

[0219] fr—sbEfmfi AR M T S RREHEEE T H

5105 | » 45217 HEUHRE)
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M—F A E— Pl > BRI A\ H1gGl FesE AL - At PesS s A\ 45
FeysZ BRI IR EAVEE &REFTT

Hrr o BRI FATgGl FeddiftdfH L - BriltFesbfdta it A SRFcRn 535 HY
EEEHYFcRn&E S FRAT ST -

[0220] fE—sbghufi - AR T ES R RETIREGS T K
M—F A E— Pl > BRI A\ H1gGl FesE AL - At PesS s A\ 45
FeysZ BRI IR EAVEE &REFTT

H G S EFcdiil T 0y FE— K /235 Feli& K BT fiE 55428 i fLeu ~
SEA34f YAl ~ 554381 AYArg ~ F1ZE440f7AIGlu -
Ho B B T B R IREULRSR T T4R5T -
[0221] fE—EFhfl+ - 2R RENRGEG 7 TF  ERAAHHIG
FelEREIUMHEE - FeddfiiE— 8 \HEFCcRnF R H B 98 AT FcRn&SE SR AT -
E—EEHF - fEZREENREES 9 » 55— R/EE _Fel@ K E
TLEFEE 42810 Leu ~ 43441V Ala ~ FE438f1FYArg ~ FI1ZE44047H9Glu »
Ho B B T B R IREULRSR T T4R5T -

[0222]  ToGHYHERT B Hi A8 /2 175 1B R i kRN By I T FR Y Y TeG 2 L
SAEATH Y AL PR (IRR] - Q8 PO AR ) B SR L [F) 2R e T 3 n ey - 2401
AL S e R A VTG s H ALY AH S B0H i /2 T & - R B
DA AR AL A Tg G 4 bt LA AT RS AYHBEFN L3 AH & HYTeG - [HAh » Bigm b
BAMHRHEENgCHY Il E GBE R D - NIIFEE RS - S ElAR T
— A0 -

[0223] [Ht - oJLURHE #EE A P AR 4H S HVHEE ~ RIAV4E & AR LiEEH
i IRV SRR E R AR N 2 R DURG &0+

B0 - FE DT AS HEE Y 55 AU E & 555 = 15 € & (CH2 2 CH3)HY 5T Hi fin 2
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AFFEHEFRARMH EAEWHEE SR ERAN SRR GBS S
(WO2006/106905)

[0224] KSR SEERFEBLTE A PR F RS o] & s A IR
TE AR B EE T EL o AR s B 8 RIS 1T LUA B A i B e A 5]
A AR WA T 2 5 2 IR B SR 2 % A (heteromultimers ) 171 B 57 THI Y R AL 14 7
B ] DS S B AR BB IR B T IR AN DRSS & -

[0225] AR il th o] IR A SRR 2555 RUDUARIAE & - BB E
TEFA B AS HY Hp— (R H A Pl S e AL (RIS A R B KR (HI#E (knob) » SIf7EF
AL 55— IR HEE R A M Pl S iy e B (I S B Rl N (R (hole) - DAAREF
K ZERE (knob) U B AL FL(hole) N - #E I » BLFEAR FIARLHT S Fel@ik ik ] A3L
#{Rz &S & - Knob(s)-into-hole(s) J5 i AAEA S Al R o

(02261 b4 » ELAth BRI il th o] A A3 HARY 255 SRS R - o]
L35 38 {50 FR $ A8 R MU 45 RS I CH3 HY CH3 B 45 & K A RGR B B A A F 1Y
IR 456G » Hp ATl s A U S 4E REIE CH3 2 8 i R A Y L P — (iR HEECH3
A —B0 o8 B AV IgATTA P51 - 1 RAE HERYIgATT R FF Y B A S5 — (iR HE
CH38Y 5 #5555 S0 78 4= 45 (Protein Engineering Design & Selection, 23; 195-202,
2010) © JHb3 FIE flir th o] R AR RO e B AR 2 R RS

[0227]  jEoh > 40WO 2011/028952 ~ WO2014/018572 ~ FINat Biotechnol.
2014 Feb; 32(2):191-8 At (i FIHTASCHIFICLAYAE & LA R VHRIVLAYES & 2 #1
B LB BRI 40WO02008/119353FTWO201 1/13 174653 il (5 B 45 Bl b S (8 11 Bk
fiAGH & A A R R HURBHY BT (Fab Arm Exchange) 3 #0WO02012/058768 4]
W02013/063702 H Fiy it Fi 7> 38 & 1 88 S $E CH3 2 il 45 & Y K 1t © 0
W02012/023053 H FT LA A5 28 i W FeR S 80— e 3 A 1 A R MRS A
ffif 5 #0Christoph et al. (Nature Biotechnology Vol. 31, p 753-758 (2013)) Aty
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R A A e 2 7 s SR MU BB T - L o Pl T AR R (R 223
475 B FAT B (R L ey L o — (R A © B e T AP AT S

[0228) 3% - B LE R AE AT ROk BB 22 4 ST RSHY - thmT A
B LT 7 A AR S A 4 { B R 2 P R R 1S R S5 R 24
SV - B4 —TEIE BT S UG (fon-exchange chromatography)AE #4940
{E R RE A2 E9 [ 5% (homomeric) % 2 R R BL B9 5% (heteromeric) H AR (Y 4 EL
WEEE(WO2007114325) » HL A 25\ A8 (Y H 7 0] 28 2 R T
SEUHE - 55 (ERAEERREN L DR T EREOEAKM LR
A 7752 (WO9805043 L FTW095033844) » i B i As FIFEGE S 2
FEAR/NEIgG2a HEERIR 45 & 2 26 (TE AT A BIgG2b Hi  Jh4) - B iB{H
& R BUSRSE 5435 (A1 S 436 A M AL B A (B1gG- 6 (1 B AL & fir B
AU B Tyr ~ HisS e 4 615 (B AR B T HAE - s (S AiREe%
PISH ST HEA Y EL R 18 (1 AR HEE A 5 — R HEB B 2 (1 B A
{92 E AR - A PR AR (AL - (4T BT A R BB (L B e -

[0229]  Jh4} » FelihCoAl BB M B B Fe g ok 7T DA 2 b PR
A SO IFCIEE, o B ANy - A RO EEIFCE I (48 B (R R E 1gG1
1gG2 ~ 1¢G3 ~ STeGAFCE IR % ik 2 B M ey BHKIEEULRSE By 5446
e 69 T B PS5 447 R MV T A

[0230) 5] LA4H & 2 RSN MRS 20 i Ha e « BEoh - Ry
I DAL TR 5 M P S 5 AT (R HB P b i o] DAL 1 Foy
B8 EE RIS CIE N Y FOB BB R - B4 - ARETHRGSS S T
PUREFVEFT T AR RS &4 18 Bt 26 2 LA EL AT 4B e e e e 1)
{955 F -

[0231] {r—SLBFHEEIF » 4% RIS 2 FRFELUF O (i) HT—
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{E 2 ER AT TS A

(i) EEHEIAIE & 1 55 175 AL (EULRTOORTRL AL B SRR

(i) EEHHR E & HR 5E 147 il (EULRSR) B R %

(iii) EHE AL TE (& 55 13 117 (Kabat 4R557)RY R Rz BCHE R

(iv) B EE I & 1R 55 160117 (Kabat 4558 A 53R BE SIS

(v) EHEIRE & 55235 (EULRSRAYIEREDL 5

(vi) B ALE & P 5236 i1 (EUSRSRAAEIEE |

(vii) EEHEIALE & F1 55 35611 (EULRS0 ARG L

(viii) EEHEIALTE & H 55428 fir (BULRSRHY H Feli

(ix) E ALE & FP 55434 (BEUSRSDHY N EEE

(x) EEHEIRLE & 55438 L (EULRSRAYIEREDL 5

(xi) B ALE & P 55439 L (EUSRSRHI R I HE

(xii) EE 1AL E & 1 5544011 (EULR S0 BRI ©

HE—EEhGF - SRRETRG S TSR - /5

—E—E# - AREE175LEURTDIVERES - 2351 (EUSRSTHIEREE -
2361 (EULRSRDAIE RN - 55428 (BEUSRSAY HRERE ~ 554340 (EUGRTRHHIN
Wil ~ SBA3BMLEULRIDOHVIEIENL ~ 4391 (EUSRSTHYF ML, ~ F15544007(EU
ARITORTRRETE

F—ESHE - BFESE 131z (Kabatdm 57 IR B A 55 16017 (Kabat 4R 57 HY %

=
RSP

>

0

—5 E - BSR4 EUGRTDAVRALEE « SF175ALEVRFDHRALEL -
F235L(BULRSTHVIEIEER ~ 552361 (EUSRIDHIIRIEEL - 55356(L(EULRST)HYFE
Rtk ~ SFA28((EUSRSORY EREIEL ~ SR434LEUGRSORTNIZEL ~ SH438(L(EULR
FOHYKEREEL ~ FIZR440(LEULRTDHVRIEEE © LUK
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— S S EIFEEE 131 (i (Kabat4R 5% AUHERERE R 55 160 iz (Kabat 45 5% ) HE

HE—SE G+ - AL FRREEPRES T

T EE — S — 2 ERE S 419 (EUSR S IR RERL ~ 5544511 (EUGRTDHY
RS - FOSB4460 FIEE44T L (EUSRSDM — R Bl mi oL - DLUR

Pl SE — (iR A — D R FE S5 196 i (EUSRSDHVRERG L - 554451 (EUGRSHR)
AYRBREDS ~ FOSE446M1 FISE 44T (EUSRST) R —RE R BE G -
—HEGIT - AL REERRSEE T

il — B pi it — 35 L FE S5 167 (Kabat 4R 95 Ay H RS - 553217 (Kabat4R9%)
AP RED ~ 26 35afi (KabatdRSR)AVARRERL - 55501 (Kabatédmsit) R PNREES ~ E56111r
(Kabat 4 5% VHERERE ~ 5564 (Kabatdm 5% AVRERE ~ 5573 (Kabat4R5%) HIfkHE
Bz ~ 55951 (Kabat4R 5% AV AEES ~ F15E 1021 (Kabat4R5%)HIAFREEL 5

Fi il 55— gt — 35 L FE 55 28 17 (Kabat 45 95 AR S ~ 555517 (Kabat4R9%)
YRR ~ 55 561l (Kabat4R 5 Ay R I SUBE Bz ~ 529211 (KabatdR 5k HY R A% -
941 (Kabatém 5k AVEERERE ~ F1Z595afr (Kabatémsi)iy N REZ

il s — B gt — 35 L FE S5 28 7 (Kabat 45 95 AR RS - 5530117 (Kabat4R9%)
AN Rl R e ~ B 3 1ir (KabatdR5R) B Bz ~ 5532117 (Kabat 5k Ay S il -
53411 (Kabatég 57V N ERE ~ 565351 (Kabat4R5%)HY AR AEEL - 5535afir(Kabat
GRIRHVERRERE - BE50fi (KabatdRSR)HVEARERL - 5561 fiz(KabatdRsh) YRR IE = H
Rl ~ ZE64M(KabatdRs)AVEERE - F1EE65Mr (Kabat4RaR) Ayl 5 LUK

iyl i gt — 35 EFE S 257 (Kabat 45 95 AIERRETS - 555417 (Kabat4R9%)
HYREREDE - 55561 (KabatdRsiH)AY R HERL - 556711 (KabatéRsit)Hy H BElL - 5579fir
(Kabat4g 5% Ay ARG EE ~ FIEE941 (KabatdR 5% HYFEREL -

[0232] JREEREITHAE

5 110 H - #£ 217 H(EHERAE)

AT
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AZFIREAS ] LUE B AR B B R PR R MR AR IV AH S B R K i © 1
W AFTHE A 2 R AR N R RS R R B R A L E S e R A SR A
AR SR ERITASI )77k « BEUT AR - B4 Hoogenboom et al. in
Methods in Molecular Biology 178:1-37 (O'Brien et al., ed., Human Press, Totowa,
NJ,2001) ; FE—55H40H > FlA0McCafferty et al., Nature 348:552-554; Clackson
et al., Nature 352: 624-628 (1991); Marks et al., . Mol. Biol. 222: 581-597 (1992);
Marks and Bradbury, in Methods in Molecular Biology 248:161-175 (Lo, ed., Human
Press, Totowa, NJ, 2003); Sidhu et al., . Mol. Biol. 338(2): 299-310 (2004); Lee et al.,
J. Mol. Biol. 340(5): 1073-1093 (2004); Fellouse, Proc. Natl. Acad. Sci. USA 101(34):
12467-12472 (2004); FLee et al., J. Immunol. Methods 284(1-2): 119-132(2004) o
[0233] fEFpEfRE RS~ A » VHR VLERAYE (repertoire) & /7
AR Gl EH K7 (PCR) £ ([ 158V (cloned) Ml FEFA I EEAH A R B AS B R EE Y &
H]3E B Winter et al., Ann. Rev. Immunol., 12: 433-455 (1994)Ff 4/ H A&7 e R
SHEVRRAS o W AG 1 23 B FV(ScFv) 7 EzsiFabf R A\ HIHAG F B © 2K
H e AR A B RHER i 7R TR R Rl g - R o PR At SR R S i A e A - B
RAREF (0 - 5 A HEEIE (cloned) DAL BRI R A N T - fRiket B
72 #iEHYIE E #S (non-selDFL IR LA K B B HURAVHLAS BE— 2K » A0 Griffiths et al,
EMBO J, 12: 725-734 (1993)Ffitt - f% » th o] & B (e dpmEiE R EHEHIVER
F B W & AR IHYPCRS [k 4Rt B RCDR3 &S, - AR EHE
YMin vitro) BEHELL G R HIEE 2E RARERHEE > 40Hoogenboom and Winter, J. Mol.
Biol., 227: 381-388 (1992)Ff7it - #i7t A\KEH RS i Ae E R AY A A Y ELEE
Ban : SFEEA5E5,750,373 ~ DL EEIE A A FH572005/0079574 ~ 2005/0119455 ~
2005/0266000 ~ 2007/0117126 ~ 2007/0160598 ~ 2007/0237764 ~ 2007/0292936 F
2009/0002360 -
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2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

[0234] B ABEHUESERHE 7 BERIHURS SRS R B E A R B2 A
N E NS e =

[0235] HE(LiEsas

TERFERVE G - A SR ARG DAY AN SR D E RS et (LAY A
£ - AlEMBIE R AN R I R — B R LA B RS B by - DU (58
PR AR LA B 2 A ISR -

[0236] 7f Hi e B #E Fe @AY B0 T » W] DAl 2 g 2 7 H A9
(carbohydrate) - FTH AL E) VAR E £ 0T B AP B E BIE 5 1Y - ZRE
(biantennary)fJELIE » H—{ 5 BN BN 2 £ Fe @ kA CH24E fE 51T Asn297
S840 - Wright et al. TIBTECH 15:26-32 (1997) - B0 A iE S @k - flanth
Bl ~ N- LR AR (GleNAc) ~ U R lg - DAR RGBSR T
i3 2 GIeNACH &3l - AL — S Eha i - o] LA A SRRy As PRI bE
TSR DA £ B A R E U R A RS B A

[0237] fE—EHEHIH - RERVHS S R EAMEERE - HElZINE &
PR EFCE AT AN o B0 - BEHTIS RE R E T R % 2 80%
1% %£65% ~ (E5% E65% ~ BfE20%%E40%  FNERT B2 A BT E B AT
Asn297FRHI T ETEEER R - FHETYEBPIMIMALDL-TOFE 38 Al & = 2
7 Asn29THIFTA BEGS IS (B0 - 155 ~ &) Fom H BB i A48 A0 hn DURN
JE > B0 - JOWO 2008/077546F7f o Asn297 2 F5 {7 A Fel@Isk &Y 552971ir (Fel&
IR EVEUSRSTRY R A BRAETRES » 78 » ADUES RV INFP P 52 > Asn297
AT FA BB 297 i IR R T I RI&T+/-3(E R BB R » JRBI 8529441 A1 56 3001 2
B < B RN LB R ] R A ENIADCCIEE - 2086140 » EBEF Ak
US 2003/0157108 (Presta, L.) ; US 2004/0093621 (Kyowa Hakko Kogyo Co., Ltd) -
W R E A LAY B R R = B HU AR 2 SR AR A A L AR 1 LA

B2 H > 217 HEHHRHAE)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

US 2003/0157108; WO 2000/61739; WO 2001/29246; US 2003/0115614; US
2002/0164328; US 2004/0093621; US 2004/0132140; US 2004/0110704; US
2004/0110282; US 2004/0109865; WO 2003/085119; WO 2003/084570; WO
2005/035586; WO 2005/035778; W02005/053742; W02002/031140; Okazaki et al.
J. Mol. Biol. 336:1239-1249 (2004); Yamane-Ohnuki et al. Biotech. Bioeng. 87: 614
(2004) - gE#E A LG E B LR O T B E S a R bk =0y
Lecl3 CHO#[AfI(Ripka et al. Arch. Biochem. Biophys. 249:533-545 (1986); 35 B 2]
HHEEFRUS 2003/0157108 Al, Presta, L; FIWO 2004/056312 Al, Adams et al., fj]
EHEE 1) LR EFR (knockout) SHRAEEE » 50E 0-1,6- 2 5 HE AL LA ~ FUTS
& FE CHO4M A (£ B8 51|40 Yamane-Ohnuki et al. Biotech. Bioeng. 87: 614 (2004);

Kanda, Y. et al., Biotechnol. Bioeng., 94(4):680-688 (2006); F1W02003/085107) °

[0238] FEHRALEF Sy (bisected) FEMERIIIASE BAS - (40 > HpfyE =
HURSFClEIRHY — REGFMEMGICNACE 7 - BAPIASS RAS T LA TR EATE
(bR /B EAIADCCLAE < ‘2 MAbT AR B RASHY BT HE Y » BI0WO 2003/011878
(Jean-Mairet et al.) ; ZE[EHF%%6,602,684 (Umana et al.) ; JUS 2005/0123546
(Umanaet al.) - 52 (T 1L EFc@ AR EA 2 /D —(EF AL IS AR

CEER o BRPIREER T EANENICDCY S - AR RE I
FIEIWO 1997/30087 (Patel et al.) ; WO 1998/58964 (Raju, S.) ; WO 1999/22764
(Raju, S.) °

[0239] fE—@EEEEEIF - PR —HEECH3 @ BRI 58 _ HiE
CH3& 3 =] LUZ 8 i A

[0240] o] DU #8 A il SEIsk RNV B i s S B A A SRt B (A 9 25 e
EUERIRGEE S F 0 W 0 = %0 M 8 HT % (high performance liquid
chromatography) ~ B F-32 ##/@H7%(ion exchange chromatography) ~ 5EEEEE 7 (gel

B3 H » #217 HEHRHAE)
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electrophoresis) ~ ¥A1EH/T/ A (affinity chromatography) ~ #ir 15 & 7 J& #7 JX (size
exclusion chromatography)=F - FIF &l (L E & B B R E IR RIFREL T HUAR 8
B FER ~ HUKME ~ BUKMEFRER - W H AR R A 15 R 22
B 2 Gy - SRR - s LA RENDIRG s o TEatIbiE -
ACRS ~ 288 ~ B » B0 BIHCASIARY 2R BRI DURGE & 7 THIRR AT
it WLMER B AEBEABGERBCGRVEE - FFYIEH B ASKGHYFEITA
FRLAC BRI G T R o BE 2 e R DURGE & 1 - Al VB ST E RIHY 77
AT E—E > SEEBEX - 5B IRAHEE A (igh pressure liquid
chromatography)< > ACHIE 2R RIERSS &7 THISERE -
[0241]  EReRERECUSHIRGE A

FERPE BRI > FTREFR B A T IR B DUERYDUAR » B4 thioMAbs” -
H A PIRGHY—(F 2 MR A - B B AU » AERFE EHER T - «EHUCHY
PRSP DURRHY b S LG - B DL PR BRI O PR ROE MR i B ]
e AL FR PLASHY R Ko &G - A6 H BT A iRe DG (B Te 22 HA AT o3 82 BE W Bl 7 =X
B T-EEYER oy > DUE AR R R WA — P iRy - AE R E EHERT T
DU R AR Al — {8 52 ] LA B R BR AU+ 4 HY V205 (Kabatdw %)
EHERTALIB(EUSRS?) © M E#EFcl&IHYSA400(EULRST) © =] LU BN = B S A15R
7,521,541 FTacefe e A - R BR USRS ©

[0242] HigetT4Y)

FERFEE RS ASHRBLATIURG T — P B Ef LR A E A HE
SIESHIEIYNEE R B & 77 (moiety) - BHIARITAE(EHYEL T BFEEARIACS
MRV - KEMESYEFERFIMESITEREEATRE » BLMFPEG) ~ L2
/N _ERRVELEY) ~ PR AR - R - B AIGEE - T RIS R - B

-1,3- R IR - F-1,3,6- =15 0|(poly-1,3,6-trioxane) ~ ZI&/NE T f% _FREFILEEY) -
114 » 3217 E(GEHHHE)

%

2125-19158 APF-TW
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TR TR IR IR ~ R AR R (n- LA e ) R L R
BN _FHIEY) - FIREWHARRLGILEY) - BRAG(EZcEGI > W=
%) ~ BMAMGES ~ RIDEEY) - B L EEARER R HAK REviEE M w4 =
T EAES - BEY BAEM T2 o I H A Ry S SRy © R
ARV SYRIE B A AE > HAORKE 7 —FELLEREEY) > e e LUEHEE
BAFER D o —fIME - AT LRV E SRV EE R/BGRA AR - B4
{BATRES > RFECEHIDIRRRYR RIRY I B ELIAE ~ FURRITAEY)E TR E FAYIR
N HPEETEFILUATE -

[0243] AfrS5—Ehafs  $2AL 7 0] DUE B a1 i R R M ey
TiReAIIEE B EE AV BB - e —EHef T - JEE B B B AR E (Kam et
al., Proc. Natl. Acad. Sci. USA 102: 11600-11605 (2005)) - &5 0] BT
BIEEARE - MEFEEMAEAN R - HRPEES B IR E T TIRE -k
EHEE IR L TR R T R -

[0244] H=H)TEMAHEY)

AE B A R EYIEEDHRS > Pl - AIREIEA]574,816,567 AL -
HE—EHER T - FE RIS ASC AT AR T HLA-DQ2. 54 R 48 & o T (i As)HY 77 BiEHY
2Bz - PEXAZEE HT 4wt B0 fE HTAG VLAY R B BE 25| K/ B BLiE DL Re VHA R AL BL Fr
FUBID - DRSS K /B ) o AL 55— EHaBT - IRt e fa i Be ey — (i
B AR (BIAD - FIRERS) - A5 —E eI > T2 ARSI B s L 40AE -
A EEERAVE ST - B ZAEaEAEGTUEEEEER) « (HEMEZEAYE
A% » PO B At EL IR HURG VLAY e BB P S A B PR RS VHAVRE EBL P51 > B(2)
BB —8AS - TR SRt B HRS VLR A RE P41 - KBS IEHY
F£EES o FTIUX L RS SIS D URS VHR R AL Y1 - AE—E eI+ - 18 F4HE
FEZAEY) > a0 > A E NS (CHO)AAEEGHEERAMAR (B4 > YO ~ NSO »

115 H > 217 HEHRHAE)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0
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Sp2/04HHE) « fE—EHEfIF - FRAL—TEHTHLA-DQ2.SHUREE & 73 T (i) iy Bl
Ji7% B A BT E R U RIRAV IR TR HREE Y B AR
HURSHYRZ RS T4HAE - RRT e TS - 4RA (BTs T4 E B U hiss -

(02451 B 7 HIHLA-DQ2.5HREGE & 7y F (Hiis) Ry EAH A7 » B - fRe
AT GRS ARIL S oy B e A 2 — S EERS T AR EE T
ARG P BRI R/ BRI - (E R FURAZ (B - A (0 R RE ST Mt 4E & 2 RIS
HURS B R SR B R B T B PR 81 1] 25 5 1 o e B E P IE R B

[0246] I 4RIGHIASHYERS ~ BETE SR ERAY & BT T 4R B A SO
AR EEAZ AR o B0 - IS E R AR EDRS - Rl BN R = (L R Fe
TIEYIDEerE - HINCHE P RIGRR R R ZIL - 28000 - SEHEF5E
5,648,237 ~ 5,789,199 -~ ;5,840,523 (112088 » Charlton, Methods in Molecular
Biology, Vol. 248 (B.K.C. Lo, ed., Humana Press, Totowa, NJ, 2003), pp. 245-254,L
WAL RS R AL ARSI E AR « (ERIRE - FURRHTE 084 (fraction)Hy
A BRI ARG o oIl W E— P4

(02471  BRTIRIZEY) » ERBEYI(GRGINE E SRR E RIS HARHY
EHASH G EAEECRIAE T B HRE AR T R B AV EE KB EER -
i 2 A B B0 oy B B NSRBI N8 - 2408 Gerngross, Nat. Biotech.
22:1409-1414 (2004), and Li et al., Nat. Biotech. 24:210-215 (2006) -

[0248] I RE(LETARRYRE < & TE T ARTNR B 2 AR Y (it
AW A EAEY)) o SR HEAE YRR BB ataY) R B asdi - CEE S8
IR E bk - Hoo] B AR E AR A L[S (50 A - s 91 3t A 7 Bt & 7K 9K (Spodoptera
frugiperda) 4HAfIHY 4  (transfection)

[0249] fEYAHREEEE Y AT (RS £ - 2ER0IMEBIEFI5%5,959,177 -
6,040,498 ~ 6,420,548 ~ 7,125,978 ~ 16,417,429 (Hhilt AL B RSB G Y b A A

116 H > £ 217 HEEHRHAE)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0
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A% AYPLANTIBODIES ™ i) -

[0250]  #HEB4mREt o] FENE & - B0 > oI fE R EEN R R 4 &
T FLENY)ARRERE < A R ALENY)fE T AR L E T R 4SS VA0 LY IR
BB CVIAAEER(COS-7) 5 ANFAREAEE MREAR(F120 » #0Graham et al., J. Gen
Virol. 36:59 (1977) A iitHy293802934A() ; 4f8 BB M4l (BHK) 5 /N BB S 74
BEI(BI40 > 40Mather, Biol. Reprod. 23:243-251 (1980) 4 Fr it AV TMA4HRE) 1B g
HRE(CVD 5 FEMSHIEE BE4EA(VERO-76) . NIHT = SR 4HAEHELA) 5 KB
AAE(MDCK) 5 ZKA-E AT R AAE(BRL 3A) : AJEHlgAHA(W138) A AEHTHetatift
(Hep G2) ; /NEFLIZIERE(MMT 060562) ; {51400 > #1Mather et al., Annals N.Y. Acad.
Sci. 383:44-68 (1982) it AYTRIAHAR ; MRC 54t 5 K FS44HAE - H&H A
Ry LB 18 T AR R B 1 B2 R DI S (CHO) 4 At » H/E1 75 DHFR-CHO4H 7
(Urlaub et al., Proc. Natl. Acad. Sci. USA 77:4216 (1980)) ; KB 8&@40aH: » B2
YO ~ NSO ~ K Sp2/0 - HRREAHUSE £ 0V E T ILEIE T ARbRRISFL -
£ 0841 Yazaki and Wu, Methods in Molecular Biology, Vol. 248 (B.K.C. Lo, ed.,
Humana Press, Totowa, NJ), pp. 255-268 (2003) ¢

[0251]  5{EB(Assays)

A B AR SEIE E RO & A B ok i a# (identified) ~ B BEECERAA IR AL

Z BTHLA-DQ2. SHJF &S & 70+ (HiAS) AUV LE R 1 S/ BAE & 1 -

[0252] &EEatBpfn et

FE—J71H > BHEERITE - (B/EELISA ~ PHJ7ERE(Western blot) FHiT » 2K

A IR RS R &S S -

[0253]  fE53—05T > v {50 A ol ip DA S L B0 (7T b i A 5 45
EHLA-DQ2.5 (ECHLA-DQ2.5/8 B LK &WNIITTAE < (R EE T - B4
R DRSS GIVHUR U E B0 - M B SR E DL F RS SE G BT

B 117 H > 217 HEHRAE)
2125-19158 APF-TW
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B3 2 ir 4 [F] - Morris (1996) "Epitope Mapping Protocols,” in Methods in Molecular
Biology vol. 66 (Humana Press, Totowa, N)) S #2{t | F{FE AL fiAs 4 SRR~
TE L < FRAH B A -

[0254] fEmfEs:Fatbnt  [EEVHLA-DQ2.5 (B{HLA-DQ2.5/4K & i
IMEEY)EEN RS - HERESE S 2HLA-DQ2.5 (ERHLA-DQ2.5/ 3G HELHE
EYN IS — 250 Huas DU B B S5 — Hu S 3 55 45 & HLA-DQ2.5 (B¢
HLA-DQ2.5/ZXEHEMKE EYNRVAE THYE  RIERC 2 DUAS 36 _Hias al (AL Rt
B FERT o fERTERIAE - BIEAVHLA-DQ2.5 (BCHLA-DQ2.5/ZAE HEIKE &
YNBSS —ERL R E N ERES RMERL DU AR T - fEETE
—hiRS4i & £HLA-DQ2.5 (ERHLA-DQ2.5/B B HEKE &V IR T &% - B
fribE ARG SHITES - AEBEEAVHLA-DQ2.5 (ECHLA-DQ2.5/ZAEHEE &
YN EHIIEELE » WO ABEI A PERIAERR > AEANEVER i B & EFVHLA-DQ2.5
(ERHLA-DQ2.5/ZEMIE S YNE G IVIER EEE HEVD » AIRoRE “HifciH
F—HiRem F4E EHLA-DQ2.5 (BtHLA-DQ2.5/ A E IR &) - 2 I8Harlow
and Lane (1988) Antibodies: A Laboratory Manual ch.14 (Cold Spring Harbor
Laboratory, Cold Spring Harbor, NY) ©

(02551 RAHRM@IA0 > HLA-DQ2.55(HLA-DQ2.5/ %45 R I & 1) ¥
R~ /N KRB AEANE & REIVENYET % o A LAERER AR LR
Bl BEHED - Pl - WASCHTIC - (e R P E S AT S - B
WA, « ETFBARALEERE - 40 - BEAEYIREDUR - BBEYR(LIUR
G e PR 4SS HYBARRM » DUSET AR TARAE 7 25 (cell sorting) A58 DAMET TE
¥ o O] LUS B Fa & Ay A BRI BLIS A ) ) E 3K 5k 4Rt B R A4 R4S & o
Bl )7 A A o] R AR AR A BB DR AN AL YA U EM: « By 1 o0 i Bihe
TEFTEEDIRSHY RS - A0 - (EAHA R S(ERNA - /A BRNARY K 51 F1IPCRE

B8 H » 217 HEHRHAE)
2125-19158 APF-TW
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P FEHTRSHIYDNASRIE @I - 4N - BERY IR ER v LU & BV R 73R
A H Al AfEEEY) AR RSN E— 8ot -

[0256] A 7 RIEAHIHLA-DQ2.5HL RS & T (DS &4 & Bl EUE By
FURGITAD » ARy AR EEHLA-DQ2. SHIEN & FERA TP BRIV E &) 4h &
B] DA FAEARTERE 50k B0 » & (E B FACSHYAAE 73 388 5 AR - eIt
JREV AR AR — R - BEE I ASTEAIORED » —&RBiAsHY & K
TS IIEE - PURMGRUAS < MHVEE &/ B mFACS Mg ey - FI0E A
EAL _ARRS ERVER /ALY (BN - AIASCRTIR) o B 0 R DAERTAGR
HRE P PUas AT R IRV R TRIE 70k - (40 - EBBIACORER A B AL
TRAIE A RIE KA o] R R RS BEA SR K BV REEER TR < RV EE &

[0257] 7R EEROIF - KEHN T EFARE  HRBETH
HLA-DQ2.5 (ERHLA-DQ2.5/38E FEIKE &%) FATCR Z iRy 45 & (EKHLA-DQ2.5
(BGHLA-DQ2.5/ZEHEIAE &) BIHLA-DQ2. SIRHIM:CD4+T JHff  fERY AT A1
FYEATRAENE © DUREERA R RUEMENTES - IR EEAF - ARy
JAEAERE RIS S S HTHLA-DQ2.2(BKHLA-DQ2. 2/ E HE K18 & W) B
TCR . 4% & (8HLA-DQ2.2(Z; HLA-DQ2.2/45 '8 i K # & 1) B1IHLA-DQ2.2
FRAEIPECDA+THIAE - VA G AE D BEA FADEM: » DU R R RUEM AT
fS o BT ER A DIEBUE AR A AR LB G i IR BV ZAE T #E(T » JRED - 54
Mk S HYHLA-DQ2.5ECHLA-DQ2.2 « b LAGIATA S it AV EF{E RS 4 © 5
ME L & B G0 SRR A 2R (streptavidin) N s R HYER T - 2
R EBERRGS &Y A MEHLA-DQIAINEIER 5 DUE EAE R F o JEAIRHERR - I
[F E RIS IS E © ERHEHLA-DQ2.5 (ERHLA-DQ2.5/ZAE EILHE &)l
TCR Z [EHY&E &1 - 0 » 8] LURANNL 3 &E D2 TCRIUZFEAS-PE « A AL
HLA-DQ2.5 (ERHLA-DQ2.5/2E FEIKHE &) &S & Y TCRAVER 8/ % YR KET

5119 H - 4217 H(SEHERAE)
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(IR PA ST

[0258] fE—ghmpld - 25 RUHURE S 7 T HETHLA-DQ2.5/5E
HERKIE S YIFTHLA-DQ2.5/8 B HENA IR H1:CDA+ TAHAE. < FEIHY X A.(EH - fE—1E
ol - 2R EEHES S o FHETHLA-DQ2.2/ 258 HE Ik 7 & Y10
HLA-DQ2.2/5ERETKFRGI14:CDA+TAHRAE « FAY S AR - (R EN T - B8
HERKEE &) BUEAT FI R &S & o /45 s S aIHERK -

FE— S EHEE R - FralBRE R 458 B DA T TR ARV ERAE © al BIRAE
EIRERK ~ a1 bZREEAE A HEL ~ 2 BB AE A IEL ~ ol RERFE SR ~ 0220
BEEMERL ~ yIREEAE AL - v2REAE AL ~ V3RS ECEK - v4a
ZRLBEENEIL ~ y4dZRBEAETMENIL - AIBCRZEAE H L -

[0259] fE—sbghufi » 2R RMHRAE G 77T HHLA-DP - HLA-DR -
HLA-DQ5.1 » HLA-DQ6.3 » HLA-DQ7.3 » HLA-DQ7.5 ~ fIHLA-DQSE'H ;44
GEGTENE -

[0260] fE—LeEhEpl+ - AZFIEHFR LS5 HHLA-DQ2.5F1%%
BHEIP RAE S YI B A SAVAE &SN - BB T » BB LUE |
AUEAT—FEEAERERL - B IBBIHHLA-DQ2. SHI HHBAMEIL P eATE &P siif
B R & P78y Al i (9] 40 HLA-DQ2.5 5 14: PBMC B 4l iy & / 2 2% 3R
HLA-DQ2.55¢HLA-DQ2.20Ba/F34HR) A4S &I MAREL » ] AR E I 582

[0261] ARZFIRHVEERT RMDAS BIEE — B/ PHUSHY B S AR SEDL R 5
EPEDURRHY RIS - HIRE R R PR S e B — R S A — (R
WY —& 7y - £ — S FHAF - BRI EES B ety VHE
s m B8 ) M VL (S nT 2818 ) DU &5 B AP HUASY VHAI VL © AE— SR B
BT B B SE — &/ Hi & AYHCDRI ~ HCDR2 ~ HCDR3 - LCDRI -
LCDR2 ~ FILCDR3[L 2238 &/ ifefyHCDRI1 ~ HCDR2 ~ HCDR3 - LCDRI1 -

120 H - 217 HEEHRHAE)
2125-19158 APF-TW
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LCDR2 - FILCDR3 o

[0262] fr—ibFhapls » WA AR SR RIS - BB/ L
SR E A ST T DQNO0344xx (DQN0344Hx/DQNO0344Lx) » fi A 55 B/ fi fa
EASFT T DQNO0385ee (DQN0385He/DQNO385Le) « A& R R s B M BBy
VH - VL ~ HCDRI - HCDR2 - HCDR3 - LCDR1 ~ LCDR2 ~ LCDR3 ~ DI E 4 £
B (H)ANES (L)#E R P53 3155 (SEQ ID NOs)B/RFRR2-3%72-6 (I T)

S EafIH » AR HIARERE - HCDRI » HEREFFIERI5E ¢ 12
2164041 HCDR2 - HAFEFEAIESE © 1308016504 ; ATHCDR3 » E
BIEFFIHRSE © 13150166 HYFEH -

S EHEEIT - ASEIAAYHIBS ELES ¢ LCDRI - HAFEFYIERAISE © 13258
167#JF%1 ; LCDR2 » HAFERFFIEHISE © 13320168/YFF51 ; FILCDR3 - HAHE
FEFIERISR © 134801698 FF 3] «

S EHfH - ARERTSEEEE B E - LEREFYIEHIGE - 88

HBIHYFH

T EHGF > ASENRaEEEEEE - LEEFTERRSE 105
1620751 -

g HAI o AFEARHAS AR e - HEREFTIERIE - 90
BOIHYFH -

B GIF » AR R nT Bl > HEREFTIERAIE ¢ 106
HIFP1] -

FE—EFHEHI - ARHHTRERS (2R EH# AR5 41 -
42 ~ 44 ~ BASHIFES] -

FE—EFHEHI - AR R (2R - HLERFIIRLI9E : 43
SRA6HIFFH -

2125-19158 APF-TW
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H—EEHEGIE > ASIHIPIASEEE - HCDRI > HAFEFFIEHIGE 135 -
144 ~ 147 ~ 153 ~ 156 ~ B 159¢YFF%1] ; HCDR2 » HAIFEFEHIE AR © 136 ~ 145
148 ~ 154 ~ 157 ~ S 16075 ; FIHCDR3 » HAFEFFFIEAISE © 137 ~ 146 ~ 149
155 ~ 158 ~ B161HYF5 -

g HEfH » A IERVIAS ELFE ¢ LCDRI - HAREFYIEARITE © 138 -
41 ~ BC1S0/YFFF1 ; LCDR2 » HAFEFFIHISE © 139 ~ 142 ~ EIS1HYFES 5 Al
LCDR3 - HAFERFFAIHFE - 140 ~ 143 ~ B152 HyfF5 -

B G - AR AR E > LEEFTIERISE 92 -
93 ~ 94 ~ 95 ~ 96 ~ EITHIFFHI| «

TE—EHGIF  ASENRaEEEEEE - LEEFTERRIE - 104
1630751 o

E— g - A IRRVEAS BFERES v BE  HERE Y IEAI5E - 98 -
99 ~ B 1008551 -

g A - ASIENTRE EEREREE - HEEFpYIREEE © 107
HIFP1] -

fE—EE G AEENTERERE (2R EH - HERERFSIREASE 53 -
545758596062~ 6364~ 65 66 HETHIFEF -

FE— L E G AT AR | (2 R)EHE - HERERFIAISE 1 55 -
56 ~ B61ATFFHI »

[0263] B/ HiAS (BB AL IR E R RIEHRE )IY 2 RHSEAILERY
ERSFPHIANZR -2 -

[0264] [#1-2]

122 H > H 217 HEHRHAE)
2125-19158 APF-TW
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B T TRS )5 R HEERIL S
H(EL) $#{EN- A 13 C- K #EHCDR1 + HCDR2 + #IHCDR2
(2LCDR1 - LCDR2 - fiILCDR3) » DIE4RIERTEEF

P51l
a5

H/L 5

=¥
=]

Fr3

41

DQNO0344H0976
/L0591

[19HEE

QVQLVESGGGVVQPGGSLRLSCAASGFTFSSAYWMVW
VRQAPGQGLEWMGAVYGGSDTTYYAKWTEGRFTISRD
TSKNTLYLQMNSLRAEDTAVYYCAREPLNYYYYGELNL
WGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLKSSGLYSLS
SVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDK
THTCPPCPAPELRRGPSVFLFPPKPKDTLMISRTPEVTC
VVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISK
AKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDI
AVEWESNGQPENNYKTTPPYLDSDGSFFLYSKLTVDKS
RWQEGNVFSCSVLHEALHAHYTREELSLSP

42

DQNO0344H0976
/L0591
A H g

QVAQLVESGGGVVQPGGSLRLSCAASGFTFSSAYWMVW
VRQAPGQGLEWMGAVYGGSDTTYYAKWTEGRFTISRD
TSKNTLYLQMNSI.RAEDTAVYYCAREPLNYYYYGELNL
WGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGC
LVKDYFPEPVTVEWNSGALTSGVHTFPAVLKSSGLYSLS
SWITVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDK
THTCPPCPAPELRRGPSVFLFPPKPKDTLMISRTPEVTC
VVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISK
AKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDI
AVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWQEGNVFSCSVLHEALHAHYTREELSLSP

43

DQNO0344H0976
/L0591

AL

DIQMTQSPSSLSASVGDRVTITCQATEEIYSGLAWYQQK
PGKAPKLLIYYVSTLYEGIPARFSGSGSGTDFTLTISSLEP
EDFAVYYCQTYEDVSAVTFGQGTKVEIKRTVAAPSVFIFP
PSDEQLKSGTAEVVCLLNNFYPREAKVQWKVDNALQSG
NSEESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEV
THQGLSSPVTKSFNRGEC

DQN0344H1013
/L0620

fHg

QVQLVESGGGVVQPGRSLRLSCAASGFTFSSAYWMVW
VRQAPGQGLEWMGAVYGGSDTTYYAKWTEGRFTISRD
TSKNTLYLQMNSLRAEDTAVYYCAREPLNYYYYGELNV
WGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLKSSGLYSLS
SVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVERPKSCDK
THTCPPCPAPELRRGPSVFLFPPKPKDTLMISRTPEVTC
VVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISK
AKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDI
AVEWESNGQPENNYKTTPPYLDSDGSFFLYSKLTVDKS
RWQEGNVFSCSVLHEALHAHYTREELSLSP

2125-19158 APF-TW

112137009
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45

DQN0344H1013
/L0620

HH

QVQLVESGGGVVQPGRSLRLSCAASGFTFSSAYWMVW
VRQAPGQGLEWMGAVYGGSDTTYYAKWTEGRFTISRD
TSKNTLYLOMNSLRAEDTAVYYCAREPLNYYYYGELNV
WGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLKSSGLYSLS
SVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDK
THTCPPCPAPELRRGPSVFLFPPKPKDTLMISRTPEVTC
VVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISK
AKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSD!
AVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWQEGNVFSCSVLHEALHAHYTREELSLSP

46

DQN0344H1013
/L0620

AL

DIOMTQSPSSLSASVGDRVTITCQATENIYSGLAWYQQK
PGKAPKLLIYYVSTLAYGIPARFSGSGSGTDFTLTISSLEP
EDFAVYYCQTYEDVSAVTFGQGTKVEIKRTVAAPSVFIFP
PSDEQLKSGTAEVVCLLNNFYPREAKVQWKVDNALQSG
NSEESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEV
THQGLSSPVTKSFNRGEC

53

DQN0385H1270
/L0722 1
DQNO0385H1270
/L0681

Q] gh7d

QVQLVESGGGVVQPGRSLRLSCAASGFTFSEWYFMSW
VRQAPGKGLEWVASIDTGSGSIDYAEWVEGRFTISRDN
SKNTLYLQMNSLRAEDTAVYYCARDIGIDYNFWGPGTLV
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVEDYFPE
PVTVSWNSGALTSGVHTFPAVLESSGLYSLSSVVTVPSS
SLGTKTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCP
APELRRGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLT
VLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREP
QVYTLPPSRKEMTKNQVSLTCLVKGFYPSDIAVEWESN
GQPENNYKTTPPYLDSDGSFFLYSKLTVDKSRWQQGNV
FSCSVLHEALHAHYTRKELSLSP

DQN0385H1270
L0722 F[
DQN0385H1270
/L0681

A HEE

QVQLVESGGGVVQPGRSLRLSCAASGFTFSEWYFMSW
VRQAPGKGLEWVASIDTGSGSIDYAEWVEGRFTISRDN
SKNTLYLQMNSLRAEDTAVYYCARDIGIDYNFWGPGTLV
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVEDYFPE
PVTVSWNSGALTSGVHTFPAVLESSGLYSLSSWTVPSS
SLGTKTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCP
APELRRGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLT
VLHQDWILNGKEYKCKVSNKALPAPIEKTISKAKGQPREP
QVYTLPPSRKEMTKNQVSLTCLVKGFYPSDIAVEWESN
GQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNV
FSCSVLHEALLHAHYTRKELSLSP

55

DQNO0385H1270
/L0722

FrL g

DIQMTQSPSSLSASVGDRVTITCQTTQSISSYLNWYQQK
PGQPPKLLIYYASTKAEGIPARFSGSGLGTDFTLTISSLQ
PEDFAVYYCHYGISKVSFGQGTKVEIKRTVAAPSVFIFPP
SDEQLKSGTAKVVCLLNNFYPREAKVQWKVDNALQSGN
SKESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVT
HQGLSSPVTKSFNRGEC

56

DQN0385H1270
/L0681 5]

DIQMTQSPSSLSASVGDRVTITCQTTQSISSYLNWYQQK
PGQPPKLLIYYASTKAEGIPARFSGSGLGTDFTLTISSLEP
EDFAVYYCHYGISKVSFGQGTKVEIKRTVAAPSVFIFPPS
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DQNO0385H1352
/10681

HL g

DEQLKSGTAKVVCLLNNFYPREAKVQWKVDNALQSGNS
KESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTH
QGLSSPVTKSFNRGEC
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DQNO0385H1352
/L0681

HH

QVQLVESGGGVVQPGRSLRLSCAASGFEFSEWYFMSW
VRQAPGKGLEWVASIDTGSGSIDYAEWVEGRFTISRDN
SKNTLYLQMNSERAEDTAVYYCARDIGIDYNFWGPGTLV
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVEDYFPE
PVTVSWNSGALTSGVHTFPAVLESSGLYSLSSVVTVPSS
SLGTKTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCP
APELRRGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLT
VLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREP
QVYTLPPSRKEMTKNQVSLTCLVKGFYPSDIAVEWESN
GQPENNYKTTPPYLDSDGSFFLYSKLTVDKSRWQQGNV
FSCSVLHEALHAHYTRKELSLSP
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DQNO0385H1352
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HIHg

QVALVESGGGVVQPGRSLRLSCAASGFEFSEWYFMSW
VRQAPGKGLEWVASIDTGSGSIDYAEWVEGRFTISRDN
SKNTLYLQMNSLRAEDTAVYYCARDIGIDYNFWGPGTLV
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVEDYFPE
PVTVSWNSGALTSGVHTFPAVLESSGLYSLSSVVTVPSS
SLGTKTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCP
APELRRGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLT
VLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREP
QVYTLPPSRKEMTKNQVSLTCLVKGFYPSDIAVEWESN
GQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNV
FSCSVLHEALHAHYTRKELSLSP
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QVQLVESGGGVVQPGRSLRLSCAASGFTFASWYFMSW
VROQAPGKGLEWVASIDTGSGSIDYAEWVEGRFTISRDN
SKNTLYLQMNSLRAEDTAVYYCARDIGIDYNFWGPGTLV
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVEDYFPE
PVTVSWNSGALTSGVHTFPAVLESSGLYSLSSVVTVPSS
SLGTKTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCP
APELRRGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLT
VLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREP
QVYTILLPPSRKEMTKNQVSLTCLVKGFYPSDIAVEWESN
GQPENNYKTTPPYLDSDGSFFLYSKLTVDKSRWQQGNV
FSCSVLHEALHAHYTRKELSLSP
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QVQLVESGGGVVQPGRSLRLSCAASGFTFASWYFMSW
VRQAPGKGLEWVASIDTGSGSIDYAEWVEGRFTISRDN
SKNTLYLQMNSLRAEDTAVYYCARDIGIDYNFWGPGTLV
TVSSASTKGPSVFPLAPSSKSTSGCTAALGCLVEDYFPE
PVTVSWNSGALTSGVHTFPAVLESSGLYSLSSVVTVPSS
SLGTKTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCP
APELRRGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLT
VLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREP
QVYTLPPSRKEMTKNQVSLTCLVKGFYPSDIAVEWESN
GQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNY
FSCSVLHEALHAHYTRKELSLSP
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AILEE

DIQMTQSPSSLSASVGDRVTITCQTTQSISSYLNWYQQK
PGQPPKLLIYYASTKAEGIPARFSGSGSGTDFTLTISSLE
PEDFAVYYCHYGISKVSFGQGTKVEIKRTVAAPSVFIFPP
SDEQLKSGTAKVVCLLNNFYPREAKVQWKVDNALQSGN
SKESVTEQDSKDSTYSLSSTLTL.SKADYEKHKVYACEVT
HQGLSSPVTKSFNRGEC
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QVQLVESGGGVVQPGRSLRLSCAASGFTFSEWYFMSW
VRQAPGKGLEWVASIDTGSGSIDYAGWVEERFTISRDN
SKNTLYLQMNSLRAEDTAVYYCARDIGIDYNFWGPGTLV
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVEDYFPE
PVTVSWNSGALTSGVHTFPAVLESSGLYSLSSVVTVPSS
SLGTKTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCP
APELRRGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLT
VLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREP
QVYTLPPSRKEMTKNQVSLTCLVKGFYPSDIAVEWESN
GQPENNYKTTPPYLDSDGSFFLYSKLTVDKSRWQQGNV
FSCSVLHEALHAHYTRKELSLSP
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DQNO385H1255
/L0605
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QVQLVESGGGVVQPGRSLRLSCAASGFTFSEWYFMSW
VRQAPGKGLEWVASIDTGSGSIDYAGWVEERFTISRDN
SKNTLYLQMNSLRAEDTAVYYCARDIGIDYNFWGPGTLV
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVEDYFPE
PVTVSWNSGALTSGVHTFPAVLESSGLYSLSSVVTVPSS
SLGTKTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCP
APELRRGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLT
VLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREP
QVYTLPPSRKEMTKNQVSLTCLVKGFYPSDIAVEWESN
GQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNV
FSCSVLHEALHAHYTRKELSLSP
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DQNO0385H1521
/L0605

[fH g

QVQLVESGGGVVQPGRSLRLSCAASGFTFESWYFMSW
VRQAPGKGLEWVASIDTGSGSIDYAEWVEGRFTISRDN
SKNTLYLQMNSLRAEDTAVYYCARDIGIDYNFWGPGTLV
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVEDYFPE
PVTVSWNSGALTSGVHTFPAVLESSGLYSLSSVVTVPSS
SLGTKTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCP
APELRRGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLT
VLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREP
QVYTLPPSRKEMTKNQVSLTCLVKGFYPSDIAVEWESN
GQPENNYKTTPPYLDSDGSFFLYSKLTVDKSRWQQGNV
FSCSVLHEALHAHYTRKELSLSP
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DQNO385H1521
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HH

QVQLVESGGGVVQPGRSLRLSCAASGFTFESWYFMSW
VRQAPGKGLEWVASIDTGSGSIDYAEWVEGRFTISRDN

SKNTLYLQMNSLRAEDTAVYYCARDIGIDYNFWGPGTLV
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVEDYFPE
PVTVSWNSGALTSGVHTFPAVLESSGLYSLSSVWTVPSS
SLGTKTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCP
APELRRGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE

DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLT
VLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREP
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QVYTLPPSRKEMTKNQVSLTCLVKGFYPSDIAVEWESN
GQPENNYKTTPPVLDSDGSFELYSKLTVDKSRWQQGNY
FSCSVLHEALHAHYTRKELSLSP
66 | DQNO385H1353 | QVQLVESGGGVVQPGRSLRLSCAASGFTFAEWYFMSW
/L0681 VRQAPGKGLEWVASIDTGSGSIDYAEWVEGRFTISRDN
g H g SKNTLYLQMNSLRAEDTAVYYCARDIGIDYNFWGPGTLV
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVEDYFPE
PVTVSWNSGALTSGVHTFPAVI ESSGLYSLSSVVTVPSS
SLGTKTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCP
APELRRGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLT
VLHQDWLNGKEYKCKVSNKAL PAPIEKTISKAKGQPREP
QVYTLPPSRKEMTKNQVSLTCLVKGFYPSDIAVEWESN
GQPENNYKTTPPYLDSDGSFFLYSKLTVDKSRWQQGNV
FSCSVLHEALHAHYTRKELSLSP
67 | DQN0385H1353 | QVQLVESGGGVVQPGRSLRLSCAASGFTFAEWYFMSW
/L0681 VRQAPGKGLEWVASIDTGSGSIDYAEWVEGRFTISRDN
o HE SKNTLYLQMNSLRAEDTAVYYCARDIGIDYNFWGPGTLV
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVEDYFPE
PVTVSWNSGALTSGVHTFPAVLESSGLYSLSSVVTVPSS
SLGTKTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCP
APELRRGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLT
VLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREP
QVYTLPPSRKEMTKNQVSLTCLVKGFYPSDIAVEWESN
GQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNY
FSCSVLHEALHAHYTRKELSLSP
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E—EhfF - AR ESRRENFESES ST HEfEEE N
LT (WEIAS5)ATaH R BFR A POTE 2 B SR AH & -
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(1) —5—E# - HEERIEGEE - 418RERRFY] > DI —F g
HAFERPAIERGR © 30V E B Y - DU —SF _Eif - HEfEFSIEN5E -
SV AEBL Y] > LUk —55 i - HAIFERIRsE © SSHYRERE A

(2) —H—H#E - HEERIIEGEE © 418RERRFY] > DI —F g
HAFERPAIERGR © 30V E B Y - DU —SF _Eif - HEfEFSIEN5E -
SV EBE Y] > LUk —565 i - HAITERIRONsE « SoRyREARE A |

() —H—HHE - HEFERIIEGEE © 418RERFFY] > DI —F g
HAFERPAIERGR © 30V E B Y - DU —SF _Eif - HEfEFSIEN5E -
STHIREHEBE Y] > LUk —565 0 - HAFERIROsE © SRy ARE A |

4 —F—EH > LaEFRyEAEE - 410 Y] > DI —F— g
HAFERPAIERGR © 30V E B Y - DU —SF _Eif - HEfEFSIEN5E -
SOV BRI > LUk —55 i - HAIFERIROsE « 618YRERR A

(5) —H—H# - HEFERIIEREE © 418RERFY] > DI —F g
HAFERPAIERSR © 30V E B Y - DU —SR i - HEfEFSIEN 5 -
620 AR Y] > LUk —55 oS - HAIFERIRONsE © 618V ERE A

(6) —FE—EH » HEEFRyERAEE « 40 FY] > DI —F—igsE
HAFERPAIERGR © 60V EBL Y DU —SF B - HE SR -
SV AEBL Y] > LUk —55 i - HAIFERIRsE © SSHYRERE A

() —F—EH > LHEEFRyERAEE « 40 > DI —F— g
HAFERPAIERGR © 60V EBL Y DU —SF B - HE SR -
64 ERL Y] > LR —56 i - HEIFERP IR © 61 RV EER Y

(8) —FE—EH - HEEFRyEAEE | 48RS > DI —F—igsE
HAFERPAIERGR © 60V EBL Y DU —SF B - HE SR -
SV EBE Y] > LUk —565 i - HAITERIRONsE « SoRyREARE A |
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9) —5E—EHE - HEREFTIERTIGE © MIOREREFEY > DUR—E i
HERMFEFIBHGE © 00 BARFY ] > DAIR—5 B HEEFTIEHEE -
STINREEBE T » LAR—5 ks » HAEFEFPAIHIGE © SoRRERLFY ;

(10) —5—E=# » HEMFIEHIGE - 4ERTFS > DR—F K
HERMFEFIBHGE © 00 BARFY ] > DAIR—5 B HEEFTIEHEE -
6OMNRE R » LAR—5 ks » HAEFEFPAIRHIGE © SoRRERFY ;

(1) —F—E=# > LEFFIEHIGE  4ERTFS] > DR —F K
HEMEFIBHGE © 30RARFY ] DIR—5 B HEEFTEHEE
64NRE R > LAR—5 kS - HAETFEFPAIRHIGE © 61ARERFY ;

(12) —5—E=H# > HEFFIEHIGE  41ERTS > DR —F K
HEMEFIBHGE © 30RARFY ] DIR—5 B HEEFTEHEE
6OMNRE R » LAR—5 ks » HAEFEFPAIRHIGE © SoRRERFY ;

(13) —5—E=H# > HEFFIEHIGE - 4ERTFS > DIR—F K
HERMFEFIBHGE © 00 BARFY ] > DAIR—5 B HEEFTIEHEE -
62MRE ALY » LAR—5 kS - HEFEFPAIHIGE © 61ARERFY ;

(14) —5—E=# > HEFFIEHIGE - 4nERTS > DIR—F i
HERMFEFIBHGE © 00 BARFY ] > DAIR—5 B HEEFTIEHEE -
SOMRE R » LAR—5 kS - HAREFIIEHIGE © 61ARERFY 5 DA
)4

(15) = —REAREFY - HEOE(1HNE—THEE—E#F I AR £
D70% ~ 75% ~ 80% ~ 85% ~ 90% ~ KI5%HIFFHI[E—1: + —5E R RIERF5
HBE(HFEAHHIE—THFTERE —EHE P I EA 2/070% ~ 75% ~ 80% ~ 85% -
90% ~ BO5SBHIFFHIE—M: + —SE=REER T > HBL(DHFAHHYE—IEFTEHY
£ EERFIEAE/DT0% ~ 75% ~ 80% ~ 85% ~ 90% ~ EKI5%HIFAIE—11:

147 H > 217 HEHRAE)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

LUK — SR ERE Y] HEL(DEI(DHEE—THRTE S gy R A £/0
70% ~ 75% ~ 80% ~ 85% ~ 90% ~ B95%HIFEHI[E—ME:

L ERGI » AR A —FE LU O Gi) HE—THIAEE

() —ZHRUERIRGE ST HEE Rilt@DE @IV E—HREI T
DUR—Z B RUERRGE ST HERE RibD (b8 E—TEFTERT Y

(il) — 2R RIS &0+ - HARE Rilie)F|(e3)dIE—THRATEREYFF -
AR — R RMEHRAE ST HARE FIRED ) HIE—THFTERFS 5 2
)4

(it)) —ZFRRENFGEG ST HEMRE RRADEIA)EIE—IHE T
FI> LAR— R RMEURAE & T HAERE FZLBDREIB)IE—TEFTEIIFS -

[0266] {E—tbB Ml > ABFEIHIRG S 7 T h—ERRUENRE S
DT o AT EREHEGI - ERRUSRG G T A SR R

[0267] fE—ibBghiufl+ - AFHARA —THIZEE - HARIEAZHIHURLS
BT o A —ELEREGIF - Frfizie s — o BEEVIZEE -

R ERAIH - AR R - AR o g o oK
SRR I —THE AL BLAYEES -

R E A - AR R A —TEAAE - B EERS - R
th o Pt AR Ay — 1S T4

g AFIFRE—ES RS S T THRE L &
FEREMAE - RiMEESRRENRESS T - A —SREmEIF - Frf )7 AE
BFE X AR R P R S R R U 7 F

[0268]  {iciB A SEARI AR Al SHIRAY 8 HIs - 0T DUBEE sth s B A%
B - EHS - 4R - AOUTE -

[0269] @R
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AZFIHEIR AL 7R - HEEER 2 s i S A B2 b
R EEEY) ~ ARAHEE - RG> AE - EE - 8P - B@HR ~ B
RENEHESER - eEtEER) « S ER A ZAVASTHLA-DQ2.5 iR
Soor TPk o

[0270] fe—EHfI+ - REEEYZHR-2Y)1E &Y (antibody-drug
conjugate; ADC) » Hrp i G (Bl £ —fEE S HEEeY) - AIEEARREEAREY)
i@ (maytansinoid )( 2 08 & 5] B 1] 555,208,020, 5,416,064 F1ENEF]EP 0 425 235
B1) ; (AT (auristatin) » {5/ B8 HH BB B )T 849 BE 5T DEAIDF(MMAER
MMAF)( 2 18 = B 5 F| 9% 5,635,483 F1 5,780,588 1 7,498,298) : B /& R %
(dolastatin) ; Jj[IF/| B 2= (calicheamicin) B H T4 ¥)(2: B 2B A58 5,712,374
5,714,586 ~ 5,739,116 ~ 5,767,285 ~ 5,770,701 ~ 5,770,710 ~ 5,773,001 ~ 15,877,296 ;
Hinman et al.,, Cancer Res. 53:3336-3342 (1993); and Lode et al., Cancer Res.
58:2925-2928 (1998)) ; EIRJEZEY) (anthracycline) - {5 1E 78 /8 Z (daunomycin)
B [A]fE 2= (doxorubicin)(£: 08 Kratz et al., Current Med. Chem. 13:477-523 (2006);
Jeffrey et al., Bioorganic & Med. Chem. Letters 16:358-362 (2006); Torgov et al.,
Bioconj. Chem. 16:717-721 (2005); Nagy et al., Proc. Natl. Acad. Sci. USA
97:829-834 (2000); Dubowchik et al., Bioorg. & Med. Chem. Letters 12:1529-1532
(2002); King et al., J. Med. Chem. 45:4336-4343 (2002); F1Z=[E]EHF[576,630,579) ;
Re FH RIS (methotrexate) © 852 /B E ST/ (vindesine) : XM )52 (taxane) R 2 JH 52
fiZ(docetaxel) ~ L2 F (paclitaxel) ~ fi1)% i E(larotaxel) ~ B Pafh & (tesetaxel) ~ F
B & (ortataxel) 5 BRI FEEIZ (trichothecene) ; FICC1065 -

(02711 {5 —Ehab+ - RSk aEA S A iayhiee - B2
M E M me R e R B Pl s s R R Er BB IR B MR A - B0
BRIVIEGEGIENER EL - SR A (K B &kIR15 & (Pseudomonas aeruginosa)) »
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B 55 25 A (ricin) A ~ A0 B Z 2 H (abrin) A ~ ¥R 2588 H (modeccin)A ## -
o~ 55 & H (o-sarcin) ~ jHi1fE 25 2 H (Aleurites fordii proteins) ~ & ATTHEEH
(dianthin proteins) + ZE 1 P5FE2E (4 (Phytolacca americana proteins)(PAPI ~ PAPII
K PAP-S) ~ 7| (momordica charantia inhibitor) ~ Jfifi 51252 H (curcin)
M T 2% [ (crotin) ~ FEE FLHI% 7 (saponaria officinalis inhibitor) ~ [ 11EE 4
(gelonin) ~ SF4TAZ (mitogellin) ~ B HH 2 (restrictocin) B} (phenomycin) -
{{Cati 8 Z (enomycin) ~ A1 ERUifE R Z (tricothecene) °

[0272] fES5—Ehafl+ - @B EE A Ataviias - HEHEm
SRR DA RO R MR 556 - 2o A8 s 1 [E i R o] TR RS U MBS -
HIFEEE AL P, L %Y, Re, **Re, P?Sm, 2Bi, P, *'*Pb & LufN a4 [EIfir
2 o fEE B B Y T Ry - & A s PO A S VI MR T
{FIZ0Te-99maL T ~ SLELIZRE LR (NMR) R (G (78 Rl LR RS » MRDAAYHE
TEAEEEY) - FIA0FFRATRE-123 ~ BlE-131 ~ $A-111 ~ &-19 ~ TE-13 ~ &-15 ~ &-17 ~
$L ~ SREGEH o

[0273]  w] {50 I 25 Ae e 1)y RE 2B 1 4 o 1 A SR 5 71 R 40 e 25 7 o 8
) > BITAON-Be 30 oo e A 3-(2-THEe A b () N5 (SPDP) ~ 37 R o r fe Ax-4-(N-
PSR A EDIR O -1- 2 BEFR(SMCC) ~ RRfi kb e (T) ~ Bl (B 40ER
M C _BucRE i — s (dimethyl adipimidate HCD)AVEEDRENTAEY) ~ FEIERRA(S]
N i IRIAERuE R EEE) - BRI ) - B S L eI -
FAHERA)C k) - BERCTAEYWINE-EEAHERR)- £ ) ~ 2R
M B (Bl B A2,6- —RE TR - K EELFE LS (BImLS- Z&H-2.4- A
%) o B0 » BTLLY Vitetta et al., Science 238:1098 (1987)H F it i Bk 5528 1 4
EHER © k- 14ER Y -2 WA 3- A A= h ZBMX-DTPA)Z

A3 1 S 1 #% A (radionuclide) B2 477 #2 (5 Wit BV o B 1 2 & H - 2 17
150 B - 4217 HEHIHRHE)

I
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WO94/11026 - 7H45F-(linker) 1] DUZAE A 4 A - R TRc AR 25 14 Ry T ) 21 22
PEF o B30 - VERE AN B R T - BERABS R ERE T SRR T
CHEERET - & Fi (B9 T-(Chari et al., Cancer Res. 52:127-131 (1992);
FEEHA5%5,208,020) -

[0274] Arayte BRI sk ADCIHREAS - (B ARFR A F 2 BBl 5y
ERERY) - BTl R B B R (H R R R BMPS ~ EMCS - GMBS -~ HBVS -
LC-SMCC - MBS - MPBH - SBAP - SIA - SIAB + SMCC - SMPB - SMPH - g2k
-EMCS(sulfo-EMCS) ~ i#%E-GMBS - i#E-KMUS - fi#£:-MBS - f5EE-SIAB -~ i
E-SMCC ~ Fehsk-SMPB ~ K SVSBIE IR b A - (4- ZIG AR K H BLRR) » H
BT ER(140 > BYE Pierce Biotechnology,Inc.,Rockford,IL.,U.S.A) -

(02751 B&ZEHGYIEC TS

WA AT LAY HTHLA-DQ2.SHT R 45 & 77 F (HURS) Y B E24H & W)/ BT U7 1 i s
B FTRIR 4R IS S H RS B —fE B % 18 v 2R Y B 8% b B i S
(Remington's Pharmaceutical Sciences 16th edition,Osol, A.Ed.(1980));& ¢ » LURES
ALy BRI HIT B - B8 bRz VIS M E (P R RV B & FORE T
Bz EmE - BEBERRY - EEE - GO - EERE - RHTH
Pel%  PE(CH » BFEDUSMEE K H R REEE o IR (B0 g bt/ e e A
Tr o BULANEEERSE  FRRESE ) TRES ) Fl o TEECTEE - HRESEH
el - HIA0BHFCAE H B B e IR AR HBe Nl © SRl © MRy R
O 3-7kET  RERE) (R FECNAYI0EEE 2L EEE » FlmE
AEH - HESRENRED - BUKMEESY) - P JIETHISIER 5 AR -
Bt iEns - B EERlE - RACHRRE - sHIRER - 1BREDL - SCRBREDL © BEiE - R
FIHEHEER - Bawan - HEa - Siits 2S5 BIWEDTA ; f#4H - fl4
EERE - HFERRT - RSN - BOLALES  TOREREY T - BIER  SBES T

5151 H - 42217 H(SEPERAE)
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WMZn-EABEEY)  R/IERET-REVEMER > % L _EE(PEG) - ASCHRYR
B EEE b o] RE 2 0SS B & EEY) B - B elE e M- E M A R E B
2 & (SHASEGP) - fil#0 » N R EPH20EH E BB E S - Bl
rHuPH20(HYLENEX( ¥ fif 7512 ) » Baxter International,Inc.)) = %5 & #9715 {5 14
sHASEGP } {# Fi /7% » ELFErHuPH20 » #7525 B 5 51 /A B 9% 2005/0260186
2006/0104968 1 - ff —REHL 4 » sHASEGP B — i B¢ 2% T &1 S Y 1 e S0 By
(glycosaminoglycanases)(BI408K & Z=BsH = -

[0276]  FRGIM:AREZEIHUASEL 7 #0725 B S5 F1576,267,958 1 « KR
ASHC B S A E B H 576,171,586 kWO 2006/044908 1 HYANLL » 1&EHC )5
B L -BE R R AR -

[0277] AXHVEHEYIEC IR B & A —TBREMER Y » B R aR
R E B IEE PN - (B EEE A~ & A Flith w2 07 Eh iy Gl MR TR B 05 1
7y B0 ATHIEE— SR AL n] BITHLA-DQ2 ST R & & 7 F(DiRe) 48 S HY 8%
Yy o EEUEME RO AT B AVA S & ST AH S 17 AT -

[0278] W] iE MRk oy BE 11 72 18 (91 A0 5 B 5k i B 27 208 5 T 3 5 P L (A5 1Y
pEEET > B0 - FEEH AR R BB S B R R -(H AN SR H ) 2 2
TYHIHE - AERBREEYEIR AR (B0 - BRERS - BEEMEREE - EFUR - 7R
R~ R EROR BB 2 A BCH R R FL IR R (macroemulsions) 1 o 45 FH il 48 52 72
Remington's Pharmaceutical Sciences 16th edition, Osol, A. Ed. (1980)9 <

[0279] vl BUFEFFEREIEC 7 - FrE Rl iy & b e a2 A s
&S EKEEYIRTE2IEEE - FrillEE 2PV miyE = PIEFE SRS

= .
=

L

[0280] et FII BRI T B 4H & /BC Uy i 2 fRsinY - fi
S BT B AR AR R T S i 3

5152 F - 42217 H(SEHERAE)

] i ]

H
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[0281] & AMNHEY)

ASCR A RHTHLA-DQ2. SRS & 73 T (BRI AT G 57k » A —
JiHE R T RFEEYIRYHTHLA-DQ2. SR &7 F(Hife) - fE55— i E »
TR EE AR THLA-DQ2 SHURGE G 77 5-(FifR) « AR E B Ao - 20t
TRRNEE T ATRYTHLA-DQ2SHUREE G 70 T (D) AL E EHER| T > A3
WA Bt T HTHLA-DQ2.SHREE & o T (FiAs) - HA e EA ARV (EISHY
% BERHERRHE T S ERHTHLA-DQ2. SHUFAE & 0 T (Hife) - fEEky—&
FEFIF > Bl R —b B AR I T S B 2 /D — AN MY B R -
A0 SCATAL -

[0282] fE5—J5H > AR ALTHLA-DQ2 SHUFAE S b FHlEE
G REEY T AR - AL EHEAIT - EYRNSEABER © 25— 80
B FALERY)E R E R AT o Al A IR R FLEER R (EES
W HERIERY) - AL — (SR E AT > BTl h A — b B B Ae i T
AR EN 2/ D —TEERINY BRI Hla T SR -

[0283] fr—EbEjEfirf  ASUHRAL T AR SRR E 7
R AERYIPHVR R o AL — S EHERIT > ATl se) e - B R B FRP ALEER
HYZED) -

[0284] FE55—J7TH - AR T —fE R BERAY % - AE—H bl
B BTl AR B AR R R (ERRHE T A S E BV HTHLA-DQ2 S iR & 7
TS © HE—(EERAVERGT > il A — D G R ER I T ENE
D—TEERS N ERRE] > 40 NRTHL o AR EAE—(EE RS - AT LUE AR

[0285] fr—teggimf - AR EE AR EH A BERAERRRY T
BEEHERRIE T AN EN AR D REREE G T - £ —EF7HAIT
ASEIATR AL AR 2R BIUEPUR S & 0T R 8 EA AU RAY (RS AT H

55153 B o 217 H(EEBHEREE)
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[0286] 7E55—77MH - ASHARMAL T AREA SRR HTHLA-DQ2.5
HMR&EE 7 TER)REEEH Y/ )T - B R R LA By R ik
o HE—FHHT - BEEEA YA BREASHR SV HTHLA-DQ2.5Hi R 4H
BT (e KBS L AR VERS - BT - B e Y/EC B
ASHREAVETHTHLA-DQ2. SRS & 70 T (Fihe) f 2 /0 — &8RS M e REHl - 1]
Y0 SCHTAL -

[0287] 7 —ibgghinf - AR A A IR 2R R MRS G o7
THOEEEE [ o[ ReZiVEAsn B SEH S Y/EC )T - AE— S EHafI+ - fritdd &Y)/Ec
iR /B TR LR BB H S YI/BC T -

(0288 ASFHARYHTAS A DAL G BB (0 A e B EL M s B 4H & (50 A - 1]
a0 AR TURS il LA /D —FRERS MY SR B AL E T o fEfrE E A
BSNY BRI i 1 S [FI T (co-administration) iz HLE AT i B 1 Al
i A W BRI -

AZFIHABIRS o] DAE B o BUS (B s — M i AG sl & (e - fl40 > K
FIHRY RS 1] LUBLASE IR 2 /D — 1@ ZRY M E RS L FIE T - AERFE R+
[5]25 (concurrently) 24 [ B (simultaneously) i (& fif T B L fife  fE45 € B HE B
g e TG L EE TRV S PIRSHESY) - #EE T (cocktail) ~ BigH G - BT
#% A LUEASCRTI R DS - AE—SE RIS - B iie R A AT fifE
B E S fEE R LA o Fl20 @ DQNO0344xx 1 DQNO0385ee 5, DQN0344xx F1
DQNO385eefy {1 iz 48 {L.(optimized) Fo/s TR {EEERAS -

[0289] 40 FiftiEkefy4 G REEERELH G HE T (K R i B 218 A
BFEEME RO FRIEC T 9 for bl T AEEER T ARG T 5]
LA A=A BRS MY SR S /BB T Z B ~ [FllRs R/B 2 1% » HE—EHab$

154 H > H 217 HEHRHAE)
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HTHLA-DQ2 SHUFREE & 77 T (FURR HYBE T AR N a BRI T i b8y —(E H
A~ B~ BN BEY— > s = T AEONRNERE -

(02901 A3BHEVHTRG FOE I BRSMY A RER]) BT LU 1B (0] & Y )7 =X
T o BEREESNET ~ MAETAISNEET o I HAURFERIIEHE > Rt
NFET - BB /NN EEFEALAN ~ AR~ BIARN ~ BERENES THET » 5] 2A

BT SRR T > PINERES > GUERFIRINEE RS -8R BUA
R RN B EE RN - ASCERE 7 ST 5 > B EA R E
IRFFEI RSB S IHET ~ A/ EHE T~ (bolus administration) ~ AR -

[0291] ASEBHAVRIIE S 2 AEEAR (R - A3 IRHYRITEECE A8 6%
B H LA G A TP HE T o © 1 AT DA 50 2 F R 5 T - © M1 AT LA B
(concomitantly)}ifi T~ - FEFFREHE T - RIAEECE 2 ARG 1] PARIR 2 BABE T -
AE—EEAEM T - A]LUEHE TR E DA/ i H AT DR HIAER ¢ b HARSRIER -
MR > o] DUE— 6T B —TE RS - B0 - A BRI WIREEICE 2 fE
A% o] VELFE AL H S8/ o - ISR = 2 SR ] A0 A S ATt e 3 - A
TER S —TEDTASH VT & (dose/dosage) F] LAZI A S HT 4107 & HIBEERE -

[0292] AZEIANHIRE LATT & RIFESEEEAY I - I8 - K
T o AEEHEF BN REERT AR ERR « FraBeRr e ALY - [
A BB HERARIAM ~ BRIRHIR N ~ SURIRVIRZEEAL ~ FE T 57%  ME TR 5k -
LUK SR ERRVEAMNINR - JIRe A FRE - (H Al BB | g A TEPT 208
PP S AR R — TR B A R e AL R - BRI RI A E VAR
F ARG E ~ REEGERAVERAY » DU ESGTRRAVEMEIAR © B —f
DIBLAS Bl A R HI R EATHE TR IE(EH - BOASCATURI ERIEY1 E£99% - Bl
A B/ b PRI E S RV (B E NIRRT -

[0293] HPRIREITEPGECERE - AR NV EE R S (5 BB A

155 H » #217 HEEHRHAE)
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B —fe B 2 A HLAth BTSN R RIAE S (8 RIS EU R A R IRA PR AR~ AR
R~ BRI R AR AR  PiRE RS LATERG B AR B BT « DUEHTERE -
BEWEEPRR A TRERI R IE ~ DU EIRBAAVHIET - sl —R ST
—ZYEETEER T B o RIBHERIVEARERE - £1micro gkg %
15mg/kg (140 > 0.1 mg/kg-10 me/ke)AyHiae v] LUR B E T THY 4R 1E BRI &2 -
Ban - S E R — RS R - SOABEERE o BUAR FIRE -
— e HLRIH A & [ 4E4Y1 micro g/kg 2100 mg/kg Bl B ZHTHIEIN - HHECR
B R ENEET - BUATRET - JaRRE G RHE R B RE R HIR A
HYHIE] « DURSHY— R BIMBIE AR 1£490.05 mg/kgE(410 mg/kgHYEEEN - HILE -
H]LUAP BT T7490.5 mg/kg ~ 2.0 mg/kg ~ 4.0 mg/kg ~ 210 mg/kg (BATAL 2 (]
tHENI—(HE AR E - EEEE T DAY - Gl EEE =H—R W
M > (5 EERZE2F4920 » EFHNLIERIEAIHED) o H S T OIRAE S
BEHIE R T S ARREIE o EERANHER 1] 78 T AR R A
Sl Bt TR -

[0294] JEFRAZAVE » WTLAME R ASE ARy R B B HTHLA-DQ2.5
MRS S TGS EORI 2 HHLA-DQ2. 54145 & 77 F (FLAs) A T (7] e
AL BCER A -

[0295] E4H/345

AN S —HEF - REt—EEENEL - HEmE T ERNER - Tl
/B2 FAURERIAR - EAHEEL AR R SR A 8 FAVIERC B B84
GHYEE () B (package insert) © & EAVA S EIFE IR T - /ML - JEEFES ~ TVIA
RRE o FES LA EMRIE - BIAIN S - ReSEHHEAEY) - it
HEYIA GBS —TEH SRS ST A TARCEE ~ TP R/EEERIE - 1B ]
PLEAMEEIRCGI - 2850 LUR EA AT A TR R 2R ZE T HIRFAR A

5156 B o 217 H(EBHERHE)
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BIREREVINR) o SREYITHY R /D —REENE R AR ARG o fReC e S
BRI Ve e AT RIE - 15 > EAEEE ] B fE () EiEsE
EYINETRE—FES > eV EmARHIT0E © O/EEEEYIINHE
TR Fas > K HS YRR NI MR B TUE R o ASEIHAY L
BB o Ay E A B G A D B AR A AE P ] A SRR E AR B AL 7
B o BHEERI M - EHE R AP RS R ) FEs - R
ERIREZEVRER - BIIEESTHZK(BWED ~ MR EERE /K - Miig(Ringer)
[ROBR ~ Ma&tsiK - (EmEHPIAERERE » el aiEHMm AR
HUATIE - ELFE AR R - FRRERT - iBiE RS - #TEH - NUEETES -

[0296] JEHRMRAVE - (Er B4 S ] EIEA S IR R Y - DA
B PUHLA-DQ2 5 [R45 & 0 T (DU AR BURIN £ HTHLA-DQ2 S JR4E & 77 1 (47t
A2

[0297] fE—ScEfEfIT - AR FERR/EFE AR E
- HE/ DA 2R RERGS & 0 TR ERERAE -

[0298] f[ERIBIRSEE T THIE

ARG & 0 7 o] U SR C AT AL R R 2 IRl & - Al
ASERRUR G & o0 T AE B BT 2 PR FM: 17 B 15 5 F e S iR i Gmtis
MRGEE T THREF SRS » WEERRRRGEE 7 THIE - BERE
SR BT B EA TR IR S - 20 - AL ERIREEEE - BRfIES
FLAKE R T B T AR RIS RS & o THVRBE B #E 0F AVERE N -

B > ] DURHEEIRIE B DA 0 iy F3R R S & 7T BIAHREHE 10548 - 68

RS 7 THIERNEFFE W -

[0299] &E & T /EEEERAY HAY BB IR 72U A I T
—EEERAIE AL - (B FER IS e AR B AR RE R PR A SRR S E - HRES [

B 157 H > 217 HEHRHAE)
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HYFTH SRR SRy N 5 185 | I HE B RS OF A -
=il
[0300] DATEAZZIHASYIRVE RS - EERATE B FIR R —
fisgt it - w] AT T S AR A E ] -
(03011  FhEfil

B EERRE ML

1.1. EE4HHLA-DQ2.5/33 S /A E HMEKE &) ~ HLA-DQ2 Sh2Z5R% /51
HHERKE &) ~ FMIHLA-DQ2.5/BCERE/AE H MEIE & ny LAt b

E4HHLA-DQ2.5/33 & 2805 /A8 K MINE S Iy LR LA b

R TSR ERIRFF1 R - HLA-DQA1*0501(FE H'E EfIE S % (HE40ZG)
1 HLA-DQB1*0201( £ H E & ¥} [ & #f L 1% 40Z2G) - W & & H — (A
CAMPATH-1H 2 FE5]

MGWSCIILFLVATATGVHS (51 R15% © 170) -« HLA-DQA1*0501 E. 75
C47S2e5% - GGGGHERPE T (FPAEH5E  171)~ A c-fos H BRI #EFFF 1 (PNAS, 1998
Sep 29;95(20): 11828-33)FIHLA-DQA1*0501 FYC Al - AYFlagiZzaL -

HLA-DQB1* 0201 B33 B4/ A EH IR Y -

LQLQPFPQPELPYPQPELPYPQPELPYPQPQPF (F& %Ik Hll5% : 172) ~ Al
HLA-DQB1*0201 BN FHIXA ] V)& 37 T-(Acta Crystallogr Sect F Struct
Biol Cryst Commun. 2007 Dec 1; 63(Pt 12): 1021-1025.) ~ GGGGGHE R T (FF4 3
% ¢ 173)Fc-jun H REEEH #E P F 1 (PNAS, 1998 Sep 29;95(20): 11828-33) ~ GGGGG
HP T (FFAER5E 0 173) ~ F1IBAP 5 (BMC Biotechnol. 2008; 8: 41) -
HLA-DQB1*0201 8y CAK i FHY8xHisf& 50, » {5 F FreeStyle293-F4f At 7% (Thermo
Fisher) i tf % 3 EH¢H HLA-DQ2.S/33 E R B AEHMIKE & - K R|
HLA-DQ2.5/33 & 55 & 5 MERKE &0y (R (R 158 A BLE E (B & B RR A fE A

55158 B o 217 H(EEBHEREEE)
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(immobilized metal affinity chromatography; IMAC)ISAS —ErzE - BE > FBKIEE

Hii - Wik E A HLA-DQ2.5/33 B 48 RE /A5 H MK HE &8 8 77 (fractions) » FE{& K

HE 7 IxPBS F#rHySuperdex2005¢ 8 258 E 11 (GE healthcare)® - % - &

HHLA-DQ2.5/33 BF# /5 E HMEIE & VIRV 0 & FRILFAFE R R -80 (c)
[0302] =E4HHLA-DQ2.5/v2 2803745 K HEINE &R IR 4L

R TSR ERIRFF1 R - HLA-DQA1*0501(FE H'E EfIE S % (HE40ZG)
1 HLA-DQB1*0201( & H H & #} [ & % U5 40Z2G) - W & & A — {#
CAMPATH-1H 2 FE5]

MGWSCIILFLVATATGVHS ( FE7I# 7195 © 170) - HLA-DQA1*0501 E A
C47S Ze8% - 3SCEHBVIEERE T+ LEVLFQGP (FRAIEA5E © 174)F1GGGGH
PET- (FR AR5 © 171) M c-fos H e I F11 #8 7 51 (PNAS, 1998 Sep 29;95(20):
11828-33)FTHLA-DQA1*0501§JCAlifi_FAYFlagfZzt - HLA-DQB1* 0201 27572

FAEBMARA - IQPEQPAQLP (FRAIEEA5E © 175)ATHLA-DQB1*0201HYN
FKii FRYXA T B V)& 7E# 3 T-(Acta Crystallogr Sect F Struct Biol Cryst Commun.
2007 Dec 1; 63(Pt 12): 1021-1025.) ~ 3CZEH BT E#ERE T - LEVLFQGP (FF31[3%k
A5« 174 Fc-jun H REBEHL #EFE S [(PNAS, 1998 Sep 29;95(20): 11828-33) GGGGG
HEHF(FYIE A9 : 173) - F1BAPE %I (BMC Biotechnol. 2008; 8: 41) -
HLA-DQB1*02011YCK i FHY8xHistEAL, » {5 FFreeStyle293-FAHR RB#HRE F2IR B2
SHHLA-DQ2 528/ A HMEIKE &) - iR IRHLA-DQ2 S/ 2f 5 EH MR &
PIHy ok 15 B A L IMACH s —E 1 & > BE 2 KRR - W& A
HLA-DQ2.5/2F8 /5 E H MEKE &0V 77 - B (&K L& 7Y I IxPBS P 1 (Y
Superdex2005¢E B IR EME T « #5E & AHLA-DQ2. 5/ 255 EE HEIKE &)
HYEE T & BRI EAEAE-80°C -

[0303] = 4HHLA-DQ2.5/BCA 28 i /%5 2 M (Hordein) i A 18 & I HY R B
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BAAfAL

ARG ERYRY 5 - HLA-DQA1*0501 (B H B B RHES ## UHE40ZG)
1 HLA-DQB1*0201( & 1 & & ¥} [E & # 1 40ZG) - W & & A7 — {H
CAMPATH- 1HE & 71

MGWSCIILFLVATATGVHS ( 55137198 : 170) - HLA-DQA1*0501 E.75
C47S ze8 ~ 3CEH BRI T - LEVLFQGP (Fr¥llEH 5% © 174 MGGGGH
P (Fp 2Rk © 171) M c-fos F R % F11 #8 > 71 (PNAS, 1998 Sep 29;95(20):
11828-33)FIHLA-DQA1*#0501§9C A It AYFlagiEst « HLA-DQB1* 0201 24BC
RERHEEGNMIFY] © EPEQPIPEQPQPYPQQP (7 71 1l 5t : 176)#1
HLA-DQB1*0201 BN FHIXA ] V)& 37 T-(Acta Crystallogr Sect F Struct
Biol Cryst Commun. 2007 Dec 1; 63(Pt 12): 1021-1025.) ~ 3CZE 4§ ) E#EH T
LEVLFQGP (&%l Al 5% * 174) i c-jun 5 iz B% 1 #E 7 51 (PNAS, 1998 Sep
29;95(20): 11828-33) ~ GGGGGH# T (JE¥ 3798 : 173) ~ FIBAPEFI(BMC
Biotechnol. 2008; 8: 41) ~ HLA-DQB1*0201 {y C K It I+ {9 8xHis fZ 2 - {if FH
FreeStyle293-FAHAA RIS 73R B 2HHLA-DQ2.5/BCRZIF /58 H MR &V -
RIAHLA-DQ2.5/BC KA M5/ & 1 FEIKE & W) R e a A PLIMACH A — i 15
& B FBKMESERR o B & A HLA-DQ2.5/BCR AR5 & H MEIKHE & VIHy
5y BB G EE T 1xPBS 7 Superdex200 5ERR MBS A T - B2 > B aH
HLA-DQ2.5/BCR AR A AR S YHVEE 7 & GF I FEFEAE-80°C -

(03041 EHER2

2.1 IHLA-DQ2.5 - HLA-DQ2.2 - HLA-DQ7.5 - HLA-DQS ~ HLA-DQ5.1 -
HLA-DQ6.3 ~ HLA-DQ7.3 ~ HLA-DR - fIHLA-DP{JBa/F34H AT

¥ HLA-DQA1*0501 ¢cDNA (IMGT/HLA & §%%2HLA00613) - HLA-DQA1*
0201 cDNA (IMGT/HLA 4% %5HLA00607) - HLA-DQA1*0505 cDNA (IMGT/HLA

5160 B o 217 H(EBHEREE)
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% $% 58 HLA00619) ~ DQA1*0301 cDNA (IMGT/HLA % §% %% HLA00608) -
HLA-DQA1#0101 ¢DNA (IMGT/HLA % $% %% HLA00601) ~ HLA-DQA1*0103
cDNA (IMGT/HLA Z$%5EHLA00604) ~ HLA-DQA1*0303 cDNA (IMGT/HLA % 5%
82 HLA00611) ~ HLA-DRA1*0101 ¢cDNA (GenBank Z 5% %5 NM_019111.4) ~ =
HLADPA1*0103 ¢cDNA (IMGT/HLAZ5%3EHLA00499)E A F=FH A pCXND3
(WO2008/156083)

[0305] ¥ HLA-DQB1%0201 ¢cDNA (IMGT/HLA % $% %% HLA00622)
HLA-DQB1#*0202 ¢cDNA (IMGT/HLA % $% %% HLA00623) + HLA-DQB1*0301
cDNA (IMGT/HLA Z$%58HLA00625) ~ HLA-DQB1*0302 cDNA (IMGT/HLA %:$%
g2 HLA00627) ~ HLA-DQB1*0501 ¢DNA (IMGT/HLA % $% %2 HLA00638) -
HLA-DQB1*0603 cDNA (IMGT/HLA % $%%2HLA00647)~ HLA-DRB1*0301 cDNA
(IMGT/HLA%:5%%EHLA00671) ~ ¢ HLA-DPB1#0401 cDNA (IMGT/HLAZ$%5E
HLA00521)}# A =23 482pCXZD141(US/20090324589) -

[0306] %38 & ZE 7L (LONZA, 4D-Nucleofector X) ¥ & — ([ 43 M (£ #Y

HLA-DQA1*0501-pCXND3 f1HLA-DQB1*0201-pCXZD1 - & &5 — (#4218

HLA-DQA1*0201-pCXND3 A HLA-DQB1*0202-pCXZD1
HLA-DQA1*0505-pCXZD1 A0 HLA-DQB1*0301-pCXZD1
HLA-DQA1*0301-pCXND3 A0 HLA-DQB1*0302-pCXZD1
HLA-DQA1*0101-pCXND3 A0 HLA-DQB1*0501-pCXZD1
HLA-DQA1*0103-pCXND3 A0 HLA-DQB1*0603-pCXZD1
HLA-DQA1*0303-pCXND3 A0 HLA-DQB1*0301-pCXZD1
HLA-DRA1*0101-pCXND3 A0 HLA-DRB1*0301-pCXZD1

HLA-DPA1*0103-pCXND3 f1HLA-DPB1*0401-pCXZD1 [G] 0% & A /N IL-3{(K¥8

HYpro-BANAELT AEMAEIRBa/F3 T » 1% > {577 B {FHHER (Geneticin) AT HEX R

F161 H > 217 HEEHRHAE)
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(Zeocin)HiEE A HH PR KAV - 2418 - Wl E AR Y 4HAE 2 HLA
T FIZIREEE THLARY SR -

(0307 & P & 7 09 & — (@ 4 M #k &5 % & Ba/F3-HLA-DQ2.5
(HLA-DQA1#0501, HLA-DQB1#0201) + Ba/F3-HLA-DQ2.2 (HLA-DQA1*0201,
HLA-DQB1%0202) ~ Ba/F3-HLA-DQ7.5 (HLA-DQA1*0505, HLA-DQB1*0301) -
Ba/F3-HLA-DQ8 (HLA-DQA1#0301, HLA-DQB1*0302) - Ba/F3-HLA-DQ5.1
(HLA-DQA1*0101, HLA-DQB1*0501) + Ba/F3-HLA-DQ6.3 (HLA-DQA1%0103,
HLA-DQB1%#0603) ~ Ba/F3-HLA-DQ7.3 (HLA-DQAI1*0303, HLA-DQB1*0301) -
Ba/F3-HLA-DR  (HLA-DRA1#0101, HLA-DRB1#0301) - Ba/F3-HLA-DP
(HLA-DPA1#0103, HLA-DPB1*0401) -

[0308] 2.2 FEEHLA-DQ2.5/CLIPERL - HLA-DQ2.5/BAIRT K maERL -
HLA-DQ2.5//bFIER EFERK ~ HLA-DQ2.5/H AR i S (LEEHEAK ~ HLA-DQ2.5/4

TTRAREREIL ~ HLA-DQ2.5/al Z8FE /AT HHENL ~ HLA-DQ2.5/02 285 /A 26 H HE
Bk ~ HLA-DQ2.5/y1 2 B2 /A & B FE K ~ HLA-DQ2.5/v2 28 B2 /5 & A BRIk ~
HLA-DQ2.5/0]1 28 5 )5 & H B L - HLA-DQ2.5/02 28 8 /5 & o B L
HLA-DQ2.5/BC K ZE A %E 0 MK - HLA-DQ2.5/a3 28R 8 /A & 3 M ik »
HLA-DQ2.5/alb 28 5 )5 & H M Bk - HLA-DQ25/vda 2R 2 /5 & H HERK »
HLA-DQ2.5/y4bZR A% HBERL ~ HLA-DQ2.5/F 455k % (5 1 #EL - HLA-DQ2.5/
JHAREREE H2HEL ~ HLA-DQ2.5/3 285K & H 3MEAK ~ HLA-DQ2.5/ REFFZ/AEH 1
HERK ~ HLA-DQ2.5/ KBS /5 & 1 2HE L ~ HLA-DQ2.5/ B AR E&E H 1K
HLA-DQ2.5/ B B2 /5 & H 2 HE L ~ HLA-DQ2.5/33 B R /A & 1 ME K
HLA-DQ2.5/26 5 /5 5 H FEIAHY Ba/F3RREIRAY 2 1T

¥ HLA-DQA1%0501 ¢DNA (IMGT/HLA % $% 58 HLAO0613) 8 A 75 5 i A
pCXND3H1(W02008/156083) ©

162 H » 217 HEEHRHAE)
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[0309] ¥ HLA-DQB1¥0201 cDNA (IMGT/HLA % $%32HLAO0622)HH A
FLIR EEEpCXZD1 H1 (US/20090324589) » FAHLA-DQ2.5/8—(ERERE S
HLA-DQB1*0201 E.75 & —{F B A9 5 FIHLA-DQB1#0201 BIN A it - HYX A
T PJEEBET- ¢ (Acta Crystallogr Sect F Struct Biol Cryst Commun. 2007 Dec 1;
63(Pt 12): 1021-1025.) - f5Al&E—(EHELRA -
KLPKPPKPVSKMRMATPLLMQALPMGALP (537155 © 177)FACLIP
(hCLIP)fL 751 - PDRVHFASPLHVAWR (515155 © 178) FFABRIFT ki
HERKFF %1 ~ MMAWRMMRY (FF 7 A1 5% @ 179) F R /0PI R B REIR R 71
YIDVWLGGLAENFLPY (51 RI5E © 180) Y HiRBR i EALREHERK 51 ~
KPLLIITAEDVEGEY ( F¢ 71 & Al 5% © 181) H 12 4~ 70 £ A% & B K /e 7710
QPFPQPELPYP (Fe¥I[FAI5% : 182) ol ZEZAE HHEILR51 - FPQPELPYPQP
(AR © 183) A o228 A2E HHERLF Y1 - QPQQSFPEQQQ (FRA IR HISE -
18Ry 1 B A EE MEILFFY ~ GIIQPEQPAQLP (Frollshlsk « 185) Y24
A5 EE ML - QPFPQPEQPFP (FRFIIaHI5E * 1860)H o /A E HIHENK
FF 51 ~ FPQPEQPFPWQ (FF3IEAISE = 187) I 02 BB A EE ML
PQQPIPEQPQPYPQQP (FF3Ia 5% * 188) A BC KR4 & HMILFF
PFRPEQPYPQP (P75 © 189) a3 2 /A% H IEIARF51 - LPYPQPELPYP
(FHIEAISR - 190) At albZREEAE A RERKF51] - FSQPEQEFPQP (R 71FAI5% -
191 I v4a 2825 E H HEK P51 ~ FPQPEQEFPQP (FrAIEs 5% ¢« 192) R y4b
R EE MRS ~ QPYPEQEEPFV (FRAIEHHAIGR « 193) A #ARERE H 1HEAR
FF %1 ~ QPYPEQEQPFV (713 5% * 194) It #E R E T 2MIKF 5 -
QPYPEQEQPIL ( f 1| & 73 5% : 195) F i # Z R & 3 3 B Ik 7 51
PQQPFPQPEQPFRQ (F¢ 71| 3 1l 5% © 196) A R E B E B LMEKFF -
QEFPQPEQPFPQQP (/71 &# Al 5k + 197 N REBE S EH2MKF 5 -

5163 B o 217 H(EBHEREE)
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112137009 FEESE A0101 1122053096-0



202402804

PEQPFPQPEQPFPQ (I KHI5E * 198 H N B R SEL 1MEKF -
QPFPQPEQPFPQSQ (¥ Hl 5% © 199 ik B AR EE L 2MIKFE ] -
PQQQTLQPEQPAQLP ( f7 ZIl &% Hl 5% : 200) F 7~ 14 & 1 B Ik /7 %1 -
LQLQPFPQPELPYPQPELPYPQPELPYPQPQPF (FEFI[#kAI9% 1 20 ) 3382
FaEBMIKAY] - FLQPEQPFPEQPEQPYPEQPEQPFPQ (FF¥1a#35% © 202)H]
126 5 BB EEMEIKREA -

[0310] #% @ & ZE FL(LONZA, 4D-Nucleofector X) ¥ 45 — [ 45 1 (LY
HLA-DQA1*0501-pCXND3 FIHLA-DQB1*0201/45 — {f BE Rk -pCXZD 1 [5] B 2 A
/INERIL-3{(HE R pro-BAIRE T AE AHREMEBa/F3 F » 5 » fE&H B EEE A SEE
ZHVEEE PR S E ARG -

[0311] 7Af% - EERDACHEE R AYARAD 2 HLA-DQ2.5 73 F-HYZR IR 58
B JHLADQ2S Wy & R H - BT T Es —E@ ke R
Ba/F3-HLA-DQ2.5/CLIP  (HLA-DQA1*0501, HLA-DQBI1*0201 F§
HLA-DQ2.5/CLIP f Bk ) - Ba/F3-HLA-DQ2.5/HBV1 (HLA-DQA1%0501,
HLA-DQB1*0201 F§/AHLA-DQ2.5/BHIHF £ % 2 HERL) - Ba/F3-HLA-DQ2.5/7/bF
FC B (HLA-DQA1*0501, HLA-DQB1*0201 F§ /A HLA-DQ2.5//b P9 EC B HERR)
Ba/F3-HLA-DQ2.5/TPO (HLA-DQA1*0501, HLA-DQBI1*0201 F§ #* HLA-DQ2.5/
IR B 28 S| (BB RE L) ~ Ba/F3-HLA-DQ2.5/ 4 3 K £ I (HLA-DQA1*0501,
HLA-DQB1*0201F /AHLA-DQ2.5/4F- S5 AR FEAL) ~ Ba/F3-HLA-DQ2.5/a1 25
Y5 4 (HLA-DQA1*0501, HLA-DQB1*0201 F /A HLA-DQ2.5/a1 Z2 i 5 26 [ HE
L) ~ Ba/F3-HLA-DQ2.5/02 2855 % 5 (HLA-DQA1*0501, HLA-DQB1*0201 FjA
HLA-DQ2.5/a2 %8 F& 75 & H B k) ~ Ba/F3-HLA-DQ2.5/y1 % 2 /5 & H
(HLA-DQA1*0501, HLA-DQB1*0201 F§ /A HLA-DQ2.5/y1 28 5 755 & (9 BEFK) -
Ba/F3-HLA-DQ2.5/42 28 2 %5 & 17 (HLA-DQA1*0501, HLA-DQB1*0201 F§ ¢

P 164 H » 217 HEEHRHAE)
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HLA-DQ2.5/2 %5 g 3% % 1 Bt ik ) - Ba/F3-HLA-DQ2.5/0] % 2 35 & H
(HLA-DQA1*0501, HLA-DQB1%0201 F X HLA-DQ2.5/01 28 B2 35 5 (9 BEfik) ~

Ba/F3-HLA-DQ2.5/02 Z fiZ 5 E 5 (HLA-DQA1*0501, HLA-DQB1*0201 Ff
HLA-DQ2.5/w2 25 iE 35 % 1 Bt it ) + Ba/F3-HLA-DQ2.5/BC K % g 75 &
(HLA-DQA1*0501, HLA-DQB1*0201 g /A HLA-DQ2.5/BC A ZR i 55 56 [ BEL) ~

Ba/F3-HLA-DQ2.5/03 %5 fig %5 Z 19 (HLA-DQA1#0501, HLA-DQB1*0201 fj
HLA-DQ2.5/03 25 2 35 % 9 Bt ik ) ~ Ba/F3-HLA-DQ2.5/alb 25 i 5 & H
(HLA-DQA1*0501, HLA-DQB1*0201 F A HLA-DQ2.5/a.1b 28 i 25 2 (5 BE i) ~

Ba/F3-HLA-DQ2.5/v4a 25 2 %5 % 15 (HLA-DQA1*0501, HLA-DQB1*0201 ff
HLA-DQ2.5/v4a 25 2 35 % (9 B Ik ) - Ba/F3-HLA-DQ2.5/y4b % 2 35 &
(HLA-DQA1*0501, HLA-DQB1*0201 F /A HLA-DQ2.5/v4bZ8 i y5 6 15 B Ik ~

Ba/F3-HLA-DQ2.5/ # 28 Bk 2 15 1 (HLA-DQAI1*0501, HLA-DQB1%0201 Ff
HLA-DQ2.5/ 7 25 Bk ZE (9 1 [ fIk ) - Ba/F3-HLA-DQ2.5/ # X B & 15 2
(HLA-DQA1*0501, HLA-DQB1*0201 2 HLA-DQ2.5/ # 2= Bk 2E 15 2 ik ik ) ~
Ba/F3-HLA-DQ2.5/ # 28 Bk & 15 3 (HLA-DQAI1*0501, HLA-DQB1%0201 Ff
HLA-DQ2.5/ 7 Bk B (9 3 Mt ik ) - Ba/F3-HLA-DQ2.5/ Kk B E 5 & (4 1
(HLA-DQA1*0501, HLA-DQB1*0201 F§ A HLA-DQ2.5/ K 28 FE ¥5 28 5 1 JE i) ~

Ba/F3-HLA-DQ2.5/ K 2 75 % 152 (HLA-DQA1*0501, HLA-DQB1%0201 F
HLA-DQ2.5/ &k 25 75 & 19 2 J ik ) ~ Ba/F3-HLA-DQ2.5/ B ZZE 25 & 4 1
(HLA-DQA1*0501, HLA-DQB1*0201 F§ A HLA-DQ2.5/ B 25 i 5 28 5 1 JE i) ~

Ba/F3-HLA-DQ2.5/ B 2 2 75 % 152 (HLA-DQA1*0501, HLA-DQB1%0201 F
HLA-DQ2.5/ R AEE A E (H21Ek) « Ba/F3-HLA-DQ2.5/14E 1 (HLA-DQA1*0501,
&E

pr
5 (HLA-DQA1*0501, HLA-DQB1*0201 FH 72 HLA-DQ2.5/33 & 28 i i5 2 (5 it
55165 F » 4£ 217 E(BIHRRHE)

HLA-DQB1#0201 FHAHLA-DQ2.5/14 £ 1j: k) - Ba/F3-HLA-DQ2.5/33 2 285

2125-19158 APF-TW
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1K) ~ Ba/F3-HLA-DQ2.5/26 £ 252572 5 (HLA-DQA1*0501, HLA-DQB1*0201FH
FAHLA-DQ2.5/26 52815 /758 H HEAK) -
[0312] &3
SRS T
fRIEWO02019069993 i 7ILH P B ZE I DQ2. .5 BT AS ~ DQNO0344xx (B
# © DQNO344Hx > FRFIEHISE © TIRIESHE - DQNO0344Lx > FRHIEAITE © 75)LA
J:DQNO0385ee (FE§E : DQNO385He » FFFIEHISE © 79F18SH - DQNO385Le » [
FUFHIGE © 83) -
[0313]  AJR(E
=2 DQN0344xx FIDQN0385ee B HLA-DQ2.5/ 28 F 5 55 1 Mk Bk B HH B4
AEEFEMERNAS S ENE » (B LRy v B A R T FYIF » HLL - iR
FRVERSREIM N AT 2 8% o Hit > $HEehisny T B E T ARE -
(0314] EBUNBAETEAROPREZR(FYIBASR  1-2-3-4-5-6"
7R BFR1 R A15E | ORI FRDNQO344HXFIF 7135155 : 107 DQN0385He
TEFFR2 » FRAIlEA05R © 11~ 12~ 13~ 14~ 15~ 16 ~ EC17T{ES&FR3 > FRAIEHI5E -
18 F 77> DNQO344Hx 1 f7 %1 &8 Bl 5% * 19 F 7* DQNO0385He {F £ FR4) HY f{,
DQNO344HxFIDQNO385HeHYIEZE i 3za tHH49FEHY VH - & i@ AFRAETERERR (PP
FURAISE © 20 ~ 21 ~ 22 ~ B231F HFR1 > FRAIEAI5E © 241 DQNO344LXFIF
FUEHISE © 34 A DQNO38SLefE FsFR2 » FRHIEHISE © 26 ~ 27 ~ 28 ~ BR29E &
FR3 » FFHIEH SR © 30E s FR4) H{UDQNO344LxFIDQNO385LefJHEAR M 75T T
16fEVL - F4RIHEDQN0344Hx ~ DQNO385Hely 4% Hle A48 a%a T HYVH T HEE7E
F&H BEHEEEESGIFRYERGITE : 3D)4REAY S ERIIFRIREEE D - KR
FEDQNO0344Lx - DQNO385Lely 2% H i A4S TATVL S BT £ & 7F Fyis s (e
E & SKI(FFHE AR © 32)mIEHY 2 T B RERET - g - KERE

5166 B o 217 H(EBHERHE)
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DQNO0344Hx 5¢ DQNO385He 1Y £ ## ## [6] & H 5% &1 0y VH B 5 ¥ fE A1y 5 5
DQNO0344Lx ~ DQN0385Le ~ 5( & H 7% a 1Y VLEFE 23 £]Expi293 (Invitrogen) F
PR IEITEEHEARSE

[0315] &BFCMITaT(tiia tofis BHLA-DQ2.5/% ([ 28 B A 28 L HEAK
HI4E S BN - B—(Eii A4S & E M 1958 L5458 (Mean Fluorescence Intensity
values; MFD)ZR © HiAGBIHLA-DQ2.5- 2885 /5 46 H MEIR-Ba/F3dliifE =0/ Mg &E
307748 » W HIFACS& ER (2% FBS - 2mM EDTARYPBS)E L - #3 » ININLIE
F(ab"2f1 AHlIgG ~ /]NEads-PE (Southern Biotech, Cat. 2043-09)3[i {£4°C | > BBES
RrE2078% 0 R ETE S - fFLSRFortessa X-20 (Becton Dickinson) _F#E{TE]
B EE > 818 {F FFlowJod 8 (Tree Star)fIMicrosoft Office Excel 20134175347 °

[0316] fr49f@E3EtHYVHANI6TERLETAY VL » BN BIHLA-DQ2.5/28 %
BEBRMKRE SR PTRE R IR K > B 7 2SHAM 0L 2-1 Frm) 7 &
DQNO344xx T AVIEZE & P41 » Al a 44 ADQN034425(DQN034425H/09L(E # P41
olaE ¢ 84 ~ EEHRFRARAGE ¢ 85)) - ZA1f > BADQNO0385eeHEL » 725 —fEFR
2H & RE S0 4E 5 B HLA-DQ2.S/ R R s EH M IR E & &M - A &Y
HLA-DQ2.5/% B8 & H HERKAVEE & EMERY B T RIDQNO0385ee AR (LI T2 —
{EFHE - TEPTEE AR HY R 258 F1Ag T » i 4% EEIE0054HAT009LAE £ FI /Y DQN0385He
0 DQNO385Le HY FR 4H & ( 28 /~ B~ 3= 2-1) » il 47 44 5 DQN0385ec0054
(DQN0385ee0054H/009L. (B ##EFFH A5 © 87 ~ EEHHFFAIAIGR © 86) °

[0317) [F22-1]

167 H > 217 HEEHRHAE)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0
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NI B PRI

VHIVLAy R | CPRs FEFIER IR
FR1 |FR2 |[FR3 |FR4 |4 E

DQN034425H FIDQNO344HxiE[E | 4 9 14 |18 |84

DQNO34409L FIDQNO344LxtH[E | 20 24 28 30 85

DQN0385e0054H | #1DQN0385Hefd[[ | 4 33 |14 |19 |87

DQN03385ee009L  |EiDQNO385LefH[E | 20 34 28 30 86

[0318] Fab#E(L
By 1 1R & ¥ HLA-DQ2.5/ 28 8 /A & 1 WE IR B9 &5 & 6 A0 77 i -~ 3 fn ¥
HLA-DQ2.5/ - ERRRERHY4S & » FECDRAFIFR A YR (i BT | Y ZE%
o7 % (mutagenesis)  $#3 - BT L EIEBMZEEH S IIZE ZAME WINsE
HLA-DQ2.5/ 2828 % 75 & 2 RERK 0 A & A BRRE R Y BERE 1) AR B 22T
Ml R AKFFMECMEE &) - BT BN BIEYE) HE
(US2014/0080153) -

[0319] {EHEDQN0344xxFIDQN0385ee &AL 18 AJF AL » {HH R Riids
Rty i FACDRHI1 (f{cHE Kabat4F 557 12 25 35afi7 » Kabat et al., Sequence of
proteins of immunological interest, Sth Ed., Public Health Service, National Institutes
of Health, Bethesda, MD (1991))F1CDRH2({{¢ i Kabat &g 5% {17 17> 56 5007 ) HY Wi {1 Bt
Ml RE: o ARE g EE R R BN - I - RS B R A AU
By HoAqth e R BE - AR 0 B FH AL X (DQNO034425H 1 {y C35aV/CS50A F1
DQN0385ee0054H H [ C35aS/C508) BE AR T T HLA-DQ2.5/ 28 i /5 28 14 WEAK
HY4E SRR ) S /B AR T HBG R » By 7SS SRR - KFS32A ~ N73T
FID9SEZ A DQN034425H 5 #N28E ~ A55Y ~ S56E ~ HO2E ~ 194VAINOSaA
ADQNO034409LH ; #$S30A ~ S32W - W34FA1S61G2E A DQN0385ee0054H ;
AFEFA25T ~ L54KFIS67LZE A DQN0385ec009LH o & | = fige RIH /K- - #F

5168 B o 217 H(EBHERIEE)
2125-19158 APE-TW
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R16G - S61K - K64EFIL102V 2 A DQNO034425H & » ifi # S31EFII35M 2L A
DQNO0385ee0054H - [t4) » By [ IE/DECMEE &I HLA-DQ2. 5/ A8 RANE LAY
5EL s FHIATHLA-DQ2.5/CLIP » ¥R16GFIKG4EZL A DQN034425H ; #4S56Y
ADQNO034409L ; Y¥T28E ~ S30A - S61EFIG65EE A DQN0385ee0054H ; ifi
4¥{ S56E F1Y94K # A DQN0385ee009L 1 o 5 T [#{Kpl > ¥ S30E + N64EZE A
DQNO0385ec0054H » & 7/ DEAER » BE79QE A DQN0385ee009LH1 o

[0320] EiEAF i GEI B A 0 F RIS TR0y 7 A AT AR
L LB AR s IR FTA PR 0 WA AR T A A B R A E T A
AT A TG - F2-28848 T R BER VAR HIAH & -

[0321] (F22-2)Z A ZE8f4E4E

5169 B o 217 H(EBHEREE)
2125-19158 APE-TW

112137009 FEESE A0101 1122053096-0
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.86 Wo6h1795/30SSSTISTY, |BB0TCERONT] 18] FON/IR05/5060/SBCED/ WEI/bEA/ MTES/TTES/YOES CSELHEREONDA.  |RONIESEHGBEONTL
86 YobAf1£95/1955HivS1/1STY| |BR0TSEEONDT §6|  IYAN/IT9S/505)/SEGED/WSE! AVEM/MIES/ITES /3921 ZSELHGREONDO)  JROETESE L HBEONDD
86 Mr6AN1235/308SHST/LSTY| |RODTSSEOND ) TINSIT95/506)/SBCED/WGE! P EM/MEES/ITES OLZLHSBEOND 1890/ Z) HGREBNDH
00} WraA39S5 XFSI/1STV| SO00T58EONDT % IN/ATAS/S05/SBSEDINSEIHFEMMEES/ 3085 \ZSLHSBEOND)  SOR0TVVZSIHSBERRDT
% X64/06/3/ 11051955 MPST/LSTV| ZZ/61G8EONDA i 5N/ IT85/S06/SBCE D INSEL VE MMEES/TES OIZIMEBEONDI|  ZZZ07/0.2HHSBEONDC
004 6Af3955/P1/1STV| SOBGTSEERND GF|  J590yON/OTH/5050/SRSED/IGE] HHYEM/MTES/ATES SEZVHEBEONDO|  GROOVSSTIHSEEONDD
004 ArBAf295SISTALSTY| SOB0ISEEINDA i 0O/ TTG5/508 /SRS IGET Ve ATES/VOES IZSIHEEEONDI|  SOOOVLZSIHSBEONDD
66 Wr6ANZ95/3055/4PS1/1STY| | RO0TSREONDA 06 I¥IN/ITaG/0D/SRGED/INGE ! HPEM MEZES/ITES /3821 TECIHEBEOND|  1R00VZSEIHSEEONDD
6 WrBA1L95/306S MEST/ISTY| 1ROOTGEEOND] 7 40N/ I195/5050/5SED/WSE| VEM/MEES/ITES O/ZIHSBEOND|  1ES0TVOLZIHSBEONDC
% WoA6£3/1£95/195 b1 1SEV | ZZ20158EONDT 2 THON/AT85/506/SROED/INGE| APEM MBS/ ITES OLZIMEBEONDO|  ZZZ0V0LZIHGREONDG
T LT 16009958 ONDA RS I N E LT HPS0099G8 0N DA B HA M

18 YRCHI/AVGYTZ6HIATES] (200 THYEONDD o ARZOT1/3560/ LEEN I MT9S MOSHARSEDfYEES CLOLHPVEOND|  0R90VC)DLHYYEONDD
08 VEGE3/ARGI/IT6H/I05S/ASSY BTN 1BSOTHFEONDD ] 3560/ LEIN/3PIN/NT95 /DS D/ABSED/VZES/D9TY 0JGOHYYEONDO|  L6CH/B.B0HYYEONDD
e T A HHN60VYEONDQIT | AR A Y4 L) R A Y HHSZ P PEONDQ T B HA ™

SHVELE

M

e
=3

[0322]

/—‘/_‘\
%% T

B H HEAKE

iz

' EEAE Y ZIEHLA-DQ2.5/%

SEIE)

- 3217 H (G

FEI170H

2125-19158 APF-TW

1122053096-0

FEESE A0101

112137009
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VISR B2 S R EMEE E RV R RIS - By VT EESRENDUE - M
T 13RS E AU MEHLA-DQ2.5  {F{71A2 (DQN0344xx ~ DQN0385ee *

DQNO034425H/09L  ~ DQN0385ee0054H/009L - DQN0344H0976/L0591
DQNO0344H1013/L0620 ~ DQNO0385H1270/L0722 - DQNO0385H1521/L0605 -
DQNO0385H1270/L0681 ~ DQNO0385H1352/L0681 - DQNO0385H1527/L0605 -
DQNO0385H1353/L0681 ~ FIDQNO0385H1255/1.0605) o i3 Eo&% 4di { LAY (B AE4K
Fab& 3CHa i g (201gawa et al. WO2016/159213 = {i i) DL A= 1678 B4 22 140
% ; DQNO0344xx//DQN0385ee(DQN0344xx F1 DQNO385ee 17 & 45 T M H A& )
DQNO034425//DQN0385ee0054(DQN034425H/09L F1 DQN0385ee0054H/009L 1y &&
HOE M ) & ) - DQNO0344H0976/L0591/DQNO0385H1270/L0722-F6
(DQN0344H0976/L.0591 F1 DQNO385H1270/L0722 fY & 4% 2 4 H B )
DQNO0344H0976/L0591//DQN0385H1270/L0681-F6(DQN0344H0976/L0591  #(I
DQNO0385H1270/L0681  Hy & 4% H M H B )
DQNO0344H0976/L0591//DQN0385H1352/L0681-F6(DQN0344H0976/L0591  #(I
2 M W B )
DQNO0344H0976/L0591//DQN0385H1527/L0605-F6(DQN0344H0976/L0591  #(I

DQNO385H1352/L.0681 o EE K

DQNO0385H1527/L0605  Hy & 4%  H M Hy &)
DQNO0344H0976/L0591//DQN0385H1255/L0605-F6(DQN0344H0976/L0591  #(I
DQNO385H1255/L.0605  ®y % % 2= M H #& )
DQNO0344H1013/L0620/DQN0385H1270/L0722-F6(DQN0344H1013/L0620  #I
2 M W B )
DQNO0344H1013/L0620/DQN0385H1521/L0605-F6(DQN0344H1013/L0620  #(I

DQNO385H1270/L.0722 M- S

DQNO385H1521/L0605  ®y % % 2= M H =& )

DQNO0344H1013/L.0620//DQN0385H1270/L.0681-F6(DQN0344H1013/L.0620  H1

B H > 217 HEHRHAT)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0
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DQNO0385H1270/L0681  Hy & 4% H M H B )
DQNO0344H1013/L0620/DQN0385H1352/L0681-F6(DQN0344H1013/L0620 (I
DQNO385H1352/L0681  fy  #  4% H M i OB )
DQNO0344H1013/L0620/DQN0385H1353/L0681-F6(DQN0344H1013/L0620 (I
DQNO0385H1353/L0681  Hy & 4% H M H B )
DQNO0344H0976/L0591//DQN0385H1521/L0605-F6(DQN0344H0976/L0591 (I
2 M o B )
DQNO0344H0976/L0591//DQN0385H1353/L0681-F6(DQN0344H0976/L0591 (I

DQNO385H1521/L.0605 o EE K

DQNO0385H1353/L0681  Hy & 4% H M H B )
DQNO0344H1013/L0620/DQN0385H1255/L0605-F6(DQN0344H1013/L0620  F
DQNO385H1255/L0605 Hy % % 2 M #H #& ) -~ M
DQNO0344H1013/L0620/DQN0385H1527/L0605-F6(DQN0344H1013/L0620  Fl
DQNO0385H1527/LO60SHYEERF AL HIAS) A KV EERF M HTRRHYH SR P Y4
GENR2-3F722-6 ¢

[0323] 40 FAT » SR SRS /2 5 1B Fab B ST HARE T 8 AR Y ] 8B -
A ] DA 2B A A ] 1 B R O R (] S B A B4 2] (plasmidls into)
AEYIMRE P RES - B T AROIES R R 2 MRS - fLCHI-CLIEZK
FLEH A TR AR BRI AH & - 5007 (2 A7 A 52 Ay HOB - 6 Tk 45
(W02019065795) - 2 A1 B 12 5 A E [ HY_E 20 0] 2 1 5[ (DQNO344 85 1Y EE # (AL
B FPAIAI5E - 162 ~ DQNO344EAVESHHE E & © 7303157 : 106 - DQN0385
EHVESIRER * FFYIEI9E ¢ 163 - DQNO3SSERVEHINEE © FF7akH5E -
107 - & REVFF BSR4 2 2-3FIF22-69) BRI HHLA-DQ2.5/ Z A AR s /s
B H IRV DS SR

[0324] [#2-3]

P12 H > H 217 HEHRHAE)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0
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TR DU ARAE T Y

N - DQNO344xx// DQN034425//
TR RIEhUE S D%N0385ee DQSOSSSeeOOM
A DQN0344xx DQN034425H/09L
) DQNO0385ee DQN0385ee0054H/009L
HCDR1 68 112
HCDR2 69 113
HCDR3 70 114
H g VR 71 84
H % CR 101 101
*>E H 35 38
H
EA (o o 36 39
LCDR1 72 108
LCDR2 73 109
LCDR3 74 110
L 4 VR 75 111
L 4 CR 103 103
N
R &L o 4
HCDR2 77 116
HCDR3 78 117
H # VR 79 87
H & CR 102 102
+E H 47 50
P
8| f%f,j F':) 48 51
LCDR1 80 118
LCDR2 81 119
LCDR3 82 120
L 38 VR 83 86
L # CR 103 103
T L 49 52
[0325)] [5E2-4]

2125-19158 APF-TW

112137009

5173 H - 42217 H(EVERAE)

FEESE A0101

1122053096-0
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R S B IARGE T|
DQNO0344 | DQND344 | DQNO344 | DQNO0344 | DQNO344
H0976/ HO976/ HO976/ HO976/ HO976/
SFEIEDEY | Dangsss | DANOSES | DANOSES | DANO3ES | DaNGSES
H1270/ H1270/ H1352/ H1527/ H1255/
LO722-F6 | L0681-F6 | L0681-F6 | LO605-F6 | LOBO5-F6
DQNC344 | DQNDO344 | DQNO344 | DQNO344 | DQNO344
B A Ho976/ HO976/ Hog76/ Hog76/ HO976/
L0591 L0591 | L0591 L0591 L0591
DQN0385 | DQND385 | DQNO385 | DQN0385 | DQN0385
B B H1270/ H1270/ H1352/ H1527/ H1255/
L0722 L0681 L0681 L0605 LO605
HCDR1 129 129 129 129 129
HCDR2 130 130 130 130 130
HCDR3 131 131 131 131 131
H # VR 88 88 88 88 88
H ## CR 105 105 105 105 105
4+E H 41 41 41 41 41
’i§ (K%EFZI) 42 42 42 42 42
LCDR1 132 132 132 132 132
LCDR2 133 133 133 133 133
LCDR3 134 134 134 134 134
L ## VR 90 90 90 90 90
L 8 CR 106 106 106 106 106
41 2E L 43 43 43 43 43
Bl HCDR1 135 135 144 147 153
9k HCDR2 136 136 145 148 154
HCDR3 137 137 146 149 155
H # VR g2 g2 93 94 a5
H i CR 104 104 104 104 104
& H 53 53 57 59 62
1 H
B | K%EE‘J Fo) 54 54 58 60 63
LCDR1 138 141 141 150 150
LCDR2 139 142 142 151 151
|.CDR3 140 143 143 152 152
L # VR 98 99 99 100 100
L # CR 107 107 107 107 107
+E L 55 56 56 61 61
[0326] [F2-5]

2125-19158 APF-TW

112137009

FEESE A0101

5174 H - 42217 HEVERAE)

1122053096-0
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X R RN Rt Al

DQNO344 | DQNO344 | DQNO344 | DQNO344 | DQNO344
H1013/ H1013/ H1013/ H1013/ H1013/
URSEEHEEY | panesss | DONOS85 | DONG3SS | DON0ES | DONO3SS
H1270/ H1521/ H1270/ H1352/ H1353/
L0722-F6 | LDBOS-F6 | LO681-F6 | LO681-F6 | LO6B1-F6
DQNC344 | DQND344 | DQNO344 | DQGNO344 | DQNO344
A H1013/ H1013/ H1013/ H1013/ H1013/
L0620 L0620 L0620 L0620 L0620
DQNC385 | DQNO385 | DQNO0385 | DQN0385 | DQNO0385
K% g H1270/ H1521/ H1270/ H135%/ H1353/
L0722 L0605 L0681 L0681 L0681
HCDR1 164 164 164 164 164
HCDR2 165 165 165 165 165
HCDR3 166 166 166 166 166
H §# VR 89 89 89 89 89
H # CR 105 105 105 105 105
& H 44 44 44 44 44
=2
| f%% F';') 45 45 45 45 45
LCDRA 167 167 167 167 167
LCDR2 168 168 168 168 168
LCDR3 169 169 169 169 169
L # wr 91 o1 91 91 91
L i CR 106 106 106 106 106
Fe3l 2E L 46 46 46 46 46
Endall HCDR1 135 156 135 144 150
o HCDR2 136 157 136 145 160
HCDR3 137 158 137 146 161
H # VR 92 96 a2 83 a7
H # cR 104 104 104 104 104
5 H 53 64 53 57 66
e
5 (%ﬂ%% Ft') 54 65 54 58 67
LCDR1 138 150 141 141 141
LCDR2 139 151 142 142 142
LCDR3 140 152 143 143 143
L ## VR 98 100 89 99 g9
L B8 CR 107 107 107 107 107
£ L 55 61 56 56 56

[0327] [#2-6]

F175H > 217 HEHRHAT)
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2125-19158 APF-TW

112137009

R R U SES I

L B DQN0344 | DQNO0344 | DQNO344 | DQNO344
TR RIS HO976/ Ho976/ H1013/ H1013/
L0591/ L0591/ LOB20// L0620/
DQNO385 | DQN0385 | DQNO385 | DQN038S
H1521/ H1353/ H1255/ H15271
LO605-F6 | LO681-F6 | LOGO5-F6 | LOG05-F6
B A DQNO344 | DQNO0344 | DQNO344 | DQN0344
HO976/ H0976/ H1D13/ H1013/
L0591 L0591 L0620 L0620
5 B DQNO385 | DQNO385 | DQNO385 | DQN0385
H1521/ H1353/ H1255/ H1527/
LOBOS L0681 LOG05 L0605
HCDR1 129 129 164 164
HCDR2 130 130 165 165
HCDR3 131 131 166 166
H & VR 88 88 89 89
H 2% CR 105 105 105 105
ZE H 4 41 44 a4
B +E H 42 42 45 45
A ( FEHy Fc)
LCDR1 132 132 167 167
LCDR2 133 133 168 168
LCDR3 134 134 169 169
L 28 VR 90 90 91 91
L 38 CR 106 106 106 106
52| =E L 43 43 46 46
Bl HCDR1 156 159 153 147
S HCDR2 157 160 154 148
HCDR3 158 161 155 149
H 2 VR 96 97 95 o4
H & CR 104 104 104 104
+E H 64 66 62 59
B +=E H 65 67 63 60
B { FEK Fc)
LCDR1 150 141 150 150
LCDR2 151 142 151 151
LCDR3 152 143 152 152
L 32 VR 100 99 100 100
L 38 CR 107 107 107 107
ZE L 61 56 61 61
[0328] &4
e EIEHLARY S & 01T

& 1-12[E 1- 168U~ A BFACSHEEHY & —TETHLA-DQiiAz #1—4HHLA-DQ
A4S S » B SEHLA-DQEABTE IR MR A Ba/F3SHATIE LIE SR T AR AL ©
S THLA-DQ¥{ B4 HiBa/F3-HLA-DQ2.5 » Ba/F3-HLA-DQ2.2 » Ba/F3-HLA-DQ7.5 *

FEESE A0101

5176 H - 4217 H(SEHIERHE)

1122053096-0
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Ba/F3-HLA-DQS ~ Ba/F3-HLA-DQ7.3 ~ Ba/F3-HLA-DQS5.1 ~ Ba/F3-HLA-DQ6.3 -

Ba/F3-HLA-DR y Ba/F3-HLA-DP y Ba/F3-HLA-DQ2.5/CLIP
Ba/F3-HLA-DQ2.5/HBV1 ~  Ba/F3-HLA-DQ2.5/ b F§ K

Ba/F3-HLA-DQ2.5/TPO ~ Ba/F3-HLA-DQ2.5/4-43#5 #%% ~ Ba/F3-HLA-DQ2.5/al
HEEREH ~ Ba/F3-HLA-DQ2.5/02 2555 H ~ Ba/F3-HLA-DQ2.5/y1 5 E
5 - Ba/F3-HLA-DQ2.5W2 2 A E [ ~ Ba/F3-HLA-DQ2.5/0l B A E T -
Ba/F3-HLA-DQ2.5/02 22 25 E 1§ - Ba/F3-HLA-DQ2.5/BC K ZE A EH -
Ba/F3-HLA-DQ2.5/03 28 25 E H - Ba/F3-HLA-DQ25/alb B E A E H -
Ba/F3-HLA-DQ2.5/v4a 25 2 75 & 1 - Ba/F3-HLA-DQ2.5/y4b B B 5 E [ -
Ba/F3-HLA-DQ2.5/ # 22 Ef Z H 1 - Ba/F3-HLA-DQ25/ #H LBk E H 2 -
Ba/F3-HLA-DQ2.5/ 3 28 Bk & 19 3 -~ Ba/F3-HLA-DQ2.5/ K A A E A1
Ba/F3-HLA-DQ2.5/ K ZZ 25 E H2 ~ Ba/F3-HLA-DQ2.5/ B A E A1 -
Ba/F3-HLA-DQ2.5/ B 2 2 A & H 2 - Ba/F3-HLA-DQ2.5/33 E XA EH
Ba/F3-HLA-DQ2.5/26 2B /AEHIAE S © 50 nanogram/mLAYH1-HLA-DQ¥
FEA01 microgram/mLAVFZEFISHDQNO139bbAIICT 7TdK L AS BT — AR AT =0/
T Bz & 30 4 & - DQNO0344H0976/L0591/DQN0385H1521/1.0605-F6
DQN0344H0976/L.0591//DQN0385H1353/1.0681-F6 I
DQN0344H1013/L0620//DQN0385H1255/1.0605-F6 {54 » HorriE £ -HLA-DQ
P A (% 3313 nanogram/mL > % il By $2¢ &l 4H DQNO139bb #1IC17dK 71 #5 £ 20
microgram/mL - H FI#ABa/F3-HLA-DQ2.5f1Ba/F3-HLA-DQ2.5/CLIP -

Bz 1% DI FACS4E TR (2% FBS » 2 mM EDTARYPBS) & 4faiE o B2 IR
ILL=EF(ab"2$1 A ZHIgG ~ /]Ngdads-PE(Southern Biotech, Cat. 2043-09)ii {14°C |
B2 205748 » IR1% LIFACS4EENR A 1 » £ LSRFortessa X-20 (Becton Dickinson) |-
I TERELEE » ZR12 (FFHFlowJo#kfa(Tree Star)A1Microsoft Office Excel 2013 71T

F177H > 217 HEHRHAE)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0
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3 o DAIC17dKEYMFIE £50%:11; 2L DQNO139bbHYMFI{H By 100% 5k 7 E Hi AaHY
%MEFI o

[0329]  [&1-12[& - 138 R aFTaf > 13fHEEE R R HTHLA-DQY A (2 2
B DQNO0344H0976/L0591//DQN0385H1270/L0722-F6
DQNO0344H0976/L0591//DQN0385H1270/L0681-F6
DQNO0344H0976/L0591//DQN0385H1352/L0681-F6
DQNO0344H0976/L0591//DQN0385H1527/L0605-F6
DQNO0344H0976/L0591//DQN0385H1255/L0605-F6
DQNO0344H1013/L0620//DQN0385H1270/L0722-F6
DQNO0344H1013/L0620//DQN0385H1521/L0605-F6
DQNO0344H1013/L0620//DQN0385H1270/L0681-F6
DQNO0344H1013/L0620//DQN0385H1352/L0681-F6
DQNO0344H1013/L0620//DQN0385H1353/L0681-F6
DQNO0344H0976/L0591//DQN0385H1521/L0605-F6
DQNO0344H0976/L0591//DQN0385H1353/L0681-F6
DQNO0344H1013/L.0620//DQN0385H1255/L0605-F6)Eil—4H Ba/F3 4L A4S & o
78 13T B M PTHLA-DQYLAS R A fEHLA-DQ2.5 EUHIGAHY BA B 177 AR HEK IR
Rl - 33EREAEC IR ~ ol FEVAE O RERL - 2B EAE ORI ~ v1 BB
EENERL - R REEAEAER ~ o REAEEMERL - 2R FAE AL - BCK
REEREENEL - o3FEAE AR - ol bEEAE AIERL ~ v4aZR A E A
Ik~ vAbZREAE O RERL ~ #ERERE O IERL ~ #HBBRE 2L - #IRE O3
HERK ~ REFBAED IERL - REFEAE 2RI - BARRAE D IEIL - BEREE
BEOME ~ LR B R SE MO UESYINEAEFLE T 8%
HLA-DQ2.5 B [EIREERYEZ LS &AM - 138 B R MEHTHLA-DQE AR Hily2
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RESECOMRESREERET - 55— - 13RS THLA-DQIi#G
HLA-DQ2.5 B X5 B Ik -~ AH BE AV HE IR LAE & W18y 10 SUFE AL Iy - &2 JF
HLA-DQ2.5EAIT - HHLA-DQ2.SE'E HZ A4S EM(ETEE1-14) -
(03301 [& 1-15F0[E 1-1653 5 A 5145 & FEmI4H(DQNO1 39bb) FIf {45 &
FERIZHACLT7dK) ©
(03311 &5
fias HHLA-DQ2.5+ PBMC B4HRERVAE & 7t
(&2 B8 A B FACSHEE BV & —(E HiHLA-DQIi S B HLA-DQ2.5F% :PBMC
BAHEAYSS & -
[0332) 7RI AJEFCRBEE] (Miltenyi, Cat. 130-059-90)[ ff4°C N E2&
77 $8 ° ;%50 nanogram/mL HYJ 5T HLA-DQ f/i #8 F11 microgram/mL K7 7 (] 4H
DQNO139bb FIIC17dK #7i 48 Bl & — fE M M R /L = 'R T 5 & 30 70 ¢ -
DQNO0344H0976/1.0591//DQNO0385H1521/L.0605-F6
DQNO0344H0976/1.0591//DQNO0385H1353/L.0681-F6 . F0
DQNO0344H1013/1.0620//DQNO0385H1255/L.0605-F6 £ {54 » H.rhig ki -HLA-DQ
PLAE {8 313 nanograms/mL - £ il #Y #22 & 4 DQNO139bb F1IC17dK #7188 5520
microgram/mL - $2& 1% L FACS&#EE (2% FBS » 2 mM EDTAHRYPBS)& 5E4MRE
B o [BIRSE I AR Y 2 (@8 B i B HT & (Chugai, BIO12-deltaGK Ab)#{IPacific Blue™
It ABACDI1941 88/ NEEIgGlk(Biolegend, Cat. 302232)i fE4°C N 52305788 » A%
LIFACS& BRI © #EE - INIIPEFEGRR A1 2R (Biolegend, Cat. 405203)3(:414°C
TEZE15778% » 2B LIFACSEEENIR A - fELSRFortessa X-20 (Becton Dickinson)
HEITEIBFRE - A% {F FHFlowJo#i £& (Tree Star)#f1GraphPad Prism software
(GraphPad)#1 77347 ° LAIC17dKAYMFE £0%:1 LIDQNO0139bbAYMFI{E f100%
2K A TE STAG HY %0 MFI ©

2125-19158 APF-TW
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[0333] 2H N 137 ¥ K B M JLHLA-DQ #it 2 (B R &
DQNO0344H0976/1.0591//DQNO0385H1270/L.0722-F6
DQNO0344H0976/1.0591//DQNO0385H1270/L.0681-F6
DQNO0344H0976/1.0591//DQNO0385H1352/1.0681-F6
DQNO0344H0976/1.0591//DQNO0385H1527/1.0605-F6
DQNO0344H0976/1.0591//DQNO0385H1255/1.0605-F6
DQNO0344H1013/1.0620//DQNO0385H1270/L.0722-F6
DQNO0344H1013/1.0620//DQNO0385H1521/L.0605-F6
DQNO0344H1013/1.0620//DQNO0385H1270/L.0681-F6
DQNO0344H1013/1.0620//DQN0385H1352/1.0681-F6
DQNO0344H1013/1.0620//DQNO0385H1353/L.0681-F6
DQNO0344H0976/1.0591//DQNO0385H1521/L.0605-F6
DQNO0344H0976/1.0591//DQNO0385H1353/L.0681-F6
DQNO0344H1013/L0620//DQN0385H1255/L.0605-F6) ¥f HLA-DQ2.5 ['% 14: PBMC-B
MILEE F R EASES -

[0334] EJiifl6

6.1 afTCR KO Jurkat NFAT-Luc4HREREATEETT

%A EEZEFL(LONZA, Nucleofector 2b)igt HCasOFIE R TCRALE & HY B 78 5
(single guide)RNA 40 Bk HY % 1 #% & B (RNP) £ & %) (Takara Bio)(Blood.
2018;131:311-22.) & A NFAT-RE-luc2 Jurkat 4f Hf§ £ (Promega corporation,
CS176401) - FFTCR o FITCR PEERYFTH BEAIERNARGILERFEA - &EH A
RNPHYAHAEAE B 5 ZB(Hygromycin B)H I E A 528  f51% FHFACS Aria Il
(Becton, Dickinson and Company)#1TE4HAEEETE - % - fETCR affF1TCR B
8 P 5100 9 38t TCR o FITCR B 7 51 i B9 Jurkat NFAT-Luc 77 4= 8 5 £
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(clones) = & AT EE TTHYEETE PR £4 B TCR KO Jurkat NFAT-Luc -
[0335] 6.2 BFis R IFHLA-DQ2.5/%%'E FE L IR &1 TCRAYap TCR KO

Jurkat NFAT-Luc4HRfIRAY T,

TCREEEBL Fry RS IE A A UER » BUSRIBMRHEE s BT
e REEJERHY - HLA-DQ2.5/01 Z8 B3 7% & 1 FR (4 TCR (TCC ID: 387.9) -
HLA-DQ2.5/01 b 2555 H PR &4 TCR (TCC ID: 370.2.25) ~ HLA-DQ2.5/01 25
AEEMREIMTCR (TCC ID: 442D.A.2) ~ HLA-DQ2.5/m2 28 B85 5 AR &114TCR
(TCC ID: 578.42) ~ HLA-DQ2.5/y1 2[5 % H R &IETCR (TCC ID: 820.27) -
HLA-DQ2.5/v2 28 i 55 F PR #&(14TCR (TCC ID: 430.1.41) ~ HLA-DQ2.5/y3 2525
EAREI4TCR (TCC ID: /.2.23) ~ HLA-DQ2.5/y4aZ8 i 5 % H IR &I METCR (TCC
ID: 430.1.36) ~ HLA-DQ2.5/y4d 255 % H IR HI1ETCR (TCC ID: 430.1.94)A9 5 5:
B2 P 5 U BRI A R HE R ek (LA K B2 E5 Y - HLA-DQ2.5/a2 8%
& HRHEIMETCR (DQ2.5/02 28 7 & H PR il 1 TCR)AY i B e P 51 EHUE 2 TE Nat
Struct Mol Biol. 2014;21:480-8#15/7 » HHLA-DQ2.5/BC A 2875 & H FE fi14:
TCR (TCC ID: 1468.2)H iz Bl Fr 51 FUE /& fEEur T Immunol. 2020; 50: 256-269&
BHY - T —{ETCR P#EFFIEBE2AEH I UIHEIKF I (P2A » B EEE T
GSGATNFSLLKQAGDVEENPGP » [F5I[3% A58 1 203)BfHENYTCR ofifi 5515
B o bR THLA-DQ2.5/y2 28 /A2 H PRI TCRFIHLA-DQ?2. 5/02 28575 85 H [R ]
METCR Z4h » FTATCR o AITCR PHE#El B 715 5 5 BRI EIELFA -
HLA-DQ2.5/y2 28 2 75 & 15 [R #1141 TCR /Y K 24 5 2. 5 51 4 Campath 1 &L FE 5]
(MGWSCIILFLVATATGVHS - F5EkR19% © 170)EUft - Campath 3, & 5518
PFFIHLA-DQ2.5/02 2574 E H IR M TCRAIN AL » PFE i —(HZ0E Tl
{EHY TCR B ## -P2A-TCR o ## cDNA f& A Genscript HY 7% ¥ & 58 pCXZDI1
(US/20090324589) - {{<FASE4HAII:4D-Nucleofector™E4H {27 IH 2 (protocol) » ¥4
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# B8 & 2. FapTCR-KO Jurkat-NFAT-luc2H

[0336] 6.3 sHEHHLA DQHiIASHTHLA-DQ2.5/a1 ZRHE/A & 1 FEIA (A ME
Jurkat TAHARE( AT /E

450 pl#YTHWO09023 4 fif] (International Histocompatibility Working Group,
Fred Hutch)8.0x10" 40 ff7 / 7L ) f1 33 & % B & & O M K
(LQLQPFPQPELPYPQPELPYPQPELPYPQPQPF - F5I[3 %2 : 201 ~ 250 nM)
AR &Y BeEI96F142 (Corning, 3799)H1 « BEEAIA2S pLAEGEM I THLA DQ
RS » B &0 A25 pLAyal 28105 & 3 R &) 14 TCR ## 4% #Y afTCR-KO
Jurkat-NFAT-luc2 (2.0x10" 4HB2/FL)AGAE37°C ~ 5% CO, P& IEIK - [RkisE >
% > o[z 50 pL By 5% & 4 A 30 i 2L 28 ¥ 73 B £ OptiPlate-96 (PerkinElmer,
6005299) « FEEANAS0 pLEIBio-Glo (Promega, G749 DA 238 FHI# 1055 8#%
D\ Envision (PerkinElmer):f| &% ¢ > [#§1% {58/ Outlook Excel 2013 (Microsoft)Fl
GraphPad Prism software (GraphPad)i17 7347 LI FAEA A HURRHIHUERER
I FLAY-P- 29 &0 51 & (mean counts per second; cps){E F5100% » i LAFAEHBAH
HUASHY LRI FLEY P& 5T B (cps){E /0% - TEIMTEFTHLA DQEIAEHY
9 5(%) - {55 FAXLit Excel add-in software (IDBS)2HgEICS0/E -

(03371 4mE3-1A12-7TF7~ » AR AIERAYHTHLA DQEAS & AR & {8
Y 5 R T HLA-DQ2. 5/0ul 281575 8 [ FE PR (CRE M Jurkat. T4HRR S (LAY ]
{EF < ¥R > FHESFADQNO344xx ~ DQN0344xx//DQN0385ee ~ DQN034425 -
il DQN034425//DQN0385ee0054 ’
DQN0344H0976/L0591//DQN0385H1270/1.0722-F6
DQN0344H0976/L0591//DQN0385H1270/L.0681-F6
DQN0344H0976/L0591//DQN0385H1352/1.0681-F6
DQN0344H0976/L0591//DQN0385H1527/1.0605-F6
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DQN0344H0976/L.0591//DQN0385H1255/L0605-F6
DQN0344H1013/L0620//DQN0385H1270/L0722-F6
DQN0344H1013/L0620//DQN0385H1521/L0605-F6
DQN0344H1013/L0620//DQN0385H1270/L0681-F6
DQN0344H1013/L0620//DQN0385H1352/L0681-F6
DQN0344H1013/L0620//DQN0385H1353/L0681-F6) $HLA-DQ2.5/al 25 /5 &
RERK (B M Turkat TARRE S (LB R H B O8AT R AEME: -

[0338] 6.4 3 EHTHLA DS HLA-DQ2.5/02 Z8F7 /%5 & H HERL fcHE 1
Jurkat TAHAEE(CATHIHI(ER

50 pL Ay THW09023 41 A (8.0x10" 4 A/ 7L ) 133 & 25 B3 75 & (1 B ik

(LQLQPFPQPELPYPQPELPYPQPELPYPQPQPF - [F5I[5%7%E : 201 ~ 250 nM)
ARSI BUE(96 148 (Corning, 3799)F « HEE NN A2S nLiEEMEERYHTHLA DQ
HiAE > BRI A25 uL Ay o2 22 05 & O R &) M TCR # 4% /Y apTCR-KO
Jurkat-NFAT-luc2 (2.0x10* 4HBf/FL)EAE37°C ~ 5% CO, FESE B - [RRisE
& » [E Y50 pL /Y 55 & 4 A I 28 B 77 B % OptiPlate-96 (PerkinElmer,
6005299) « FEH0 A 50 pLEYBio-Glo (Promega, G749 A 28 R 10574
L/ Envision (PerkinElmer)fl| &% » §§1% {5 FOutlook Excel 2013 (Microsoft)Fll
GraphPad Prism software (GraphPad)#17 734 « LA FEAER B A HURSHIH LR FEL
HFAIFLAT R E = (cps)E £5100% - 3l AFAE R B A BRI RIS A FLA
HERETE (cps)TE 0% » (M EHTHLA DQELASHIHIHIRR (%) - i FIXLSit
Excel add-in software (IDBS)3Hg EIC50{E -

(03391 #nE3-2/1FR2-7TFR~ » PR RIERAYHTHLA DQIiAS AT LAKIE (8
Y 5 AR T HLA-DQ2.5/02 28 i 5 25 H FE A (e I Jurkat. T4HAREIE (LAY
TEF] - BRI HE > EFRIHE > FH#5 DQN0344xx - DQN0344xx//DQN0385ee

55183 B o 217 H(EBHEREEE)
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DQN034425 . 1 DQN034425//DQN0385ee0054 :
DQNO0344H0976/1.0591//DQNO0385H1270/L.0722-F6
DQNO0344H0976/1.0591//DQNO0385H1270/L.0681-F6
DQNO0344H0976/1.0591//DQNO0385H1352/1.0681-F6
DQNO0344H0976/1.0591//DQNO0385H1527/1.L0605-F6
DQNO0344H0976/1.0591//DQNO0385H1255/L.0605-F6
DQNO0344H1013/1.0620//DQNO0385H1270/L.0722-F6
DQNO0344H1013/1.0620//DQNO0385H1521/L.0605-F6
DQNO0344H1013/1.0620//DQNO0385H1270/L.0681-F6
DQNO0344H1013/1.0620//DQNO0385H1352/1.0681-F6
DQNO0344H1013/1.0620//DQN0385H1353/L.0681-F6) :fHLA-DQ2.5/02 28 i85 & H
HERRACHEME Jurkat TAHAEE (CR R H B 5RAY P ADEM: -
[0340] 6.5 sHEHIHLA DQIIASEHHLA-DQ2.5/al b2 /A 25 H HERAfCHE

PEJurkat TARARS (CHIAIHIE A

50 pL (Y THWO09023 4 At (8.0x10™ 4 A/ 7L ) 133 & 28 % 5 %6 [ BE ik
(LQLQPFPQPELPYPQPELPYPQPELPYPQPQPF - 43k RI%E : 201 ~ 250 nM)
HY RSP BoE]96 7158 (Corning, 3799) 7 - REENNA2S pLEEMFERYITHLA DQ
Lds - R0 A25 pL Ay alb 28 B 5 & 5 R i 14 TCR §# 2§y afTCR-KO
Jurkat-NFAT-luc2 (2.0x10* 4HHfI/FL)AAEIT°C ~ 5% CO, FIEEIBK - fRNIEE
% - [ Y50 ul /Y 55 & JH B Il A& H 28 5T o7 Bo 21 OptiPlate-96 (PerkinElmer,
6005299) - £ 1 A S50 pLEYBio-Glo (Promega, G749l jA = )& N E2E 105788 »
L Envision (PerkinElmer)H| &8¢ @ g% {5 F Outlook Excel 2013 (Microsoft) 1
GraphPad Prism software (GraphPad)#1T 7347 © AN AL BATUREHITUERERL
I H LAV B ET E (cps)TE F100% - i DAL~ B A T as A TR 8T FLAY-F
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2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

R E (cps)IF F50% - M EHIHLA DQELARAVHIHIRR (%) - {5 FXLfit
Excel add-in software (IDBS)#k & EIC50(E. -

[0341] 40[&E3-3F1F2-7TF~ > FTARIERATHTHLA DQIiRSET LA & ((<HE
AV R ETHLA-DQ2 . 5/0 1 bR 28 I RE R (0CHE M Jurkat. TAHARE( LAY
{EFS - HRIHE - FHER DQN0344xx ~ DQN0344xx//DQN0385ee ~ DQN034425 -
il DQN034425//DQN0385ee0054 ’
DQNO0344H0976/L0591//DQN0385H1270/L0722-F6
DQNO0344H0976/L0591//DQN0385H1270/L0681-F6
DQNO0344H0976/L0591//DQN0385H1352/L0681-F6
DQNO0344H0976/L0591//DQN0385H1527/L0605-F6
DQNO0344H0976/L0591//DQN0385H1255/L0605-F6
DQNO0344H1013/L0620//DQN0385H1270/L0722-F6
DQNO0344H1013/L0620//DQN0385H1521/L0605-F6
DQNO0344H1013/L0620//DQN0385H1270/L0681-F6
DQNO0344H1013/L0620//DQN0385H1352/L0681-F6
DQNO0344H1013/L0620//DQN0385H1353/L0681-F6) % HLA-DQ2.5/a1b 28 iz 155 T
I REBAACHE M Jurkat TAHREE (BN H FE5AY A& M: -

[0342] 6.6 sHEHHLA DQHiAEHHLA-DQ2.5/01 Z8H7 /A 2 H HERL KIS
PEJurkat TAHREE (EATHIHIE A

% 50 pL B9 THW09023 41 AT (8.0x10™ 4] g / 7L ) 1l 01/2 25 B3 355 & 9 Bk fik
(EQPFPQPEQPFPWQP - 315 5% = 204 ~ 25 uM)HUE &Y 77 BLF96 FLER
(Corning, 3799) « #:Z/A25 nLAEGEFRAVHTHLA DQYIAS @ &2 MIA25 pL
B0 1 225 E AR &) TCREEA MY aPTCR-KO Jurkat-NFAT-luc2 (2.0x10* 4HAg/
FLIGAEITC ~ 5% CO, NEFEMK  [RRIEE 212 » [IULS0 pLAYESE 4HAtITRS

55185 B o 217 H(EBHEREEE)
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H&E ¥ 57 AL £ OptiPlate-96 (PerkinElmer, 6005299) - $#23 h1 A 50 uLHYBio-Glo
(Promega, G749 A= 8 T 35&E 105788 » DL Envision (PerkinElmer) H &2 »
1% {55 F Outlook Excel 2013 (Microsoft)f{1GraphPad Prism software (GraphPad)#£
T« AR FAEAR B AR DR FE IR 1Y FLAY P &R 51 & (cps) TE K
100% - Al AFAHEA BA TS H IR Y FLHY & e &2 (cps)TE F0% - Tt
TEHTHLA DQHLEEATHIHR (%) - {# FHXLfit Excel add-in software (IDBS)3KHEE
IC50fE -

[0343] NE3-4R1FR2-7T1R » FTARIERAVETHLA DQILASET LAKIE(HE
HY B HETHLA-DQ2.5/01 285 /A2 H ME IR (KRB M Jurkat. TAHIAR S (BRI
VEFE « BERIHE > MEEADON0344xx ~ DQN0344xx/DQN0385ee ~ DQN034425
il DQN034425//DQN0385ee0054 ’
DQNO0344H0976/1.0591//DQNO0385H1270/L.0722-F6
DQNO0344H0976/1.0591//DQNO0385H1270/L.0681-F6
DQNO0344H0976/1.0591//DQNO0385H1352/1.0681-F6
DQNO0344H0976/1.0591//DQNO0385H1527/1.L0605-F6
DQNO0344H0976/1.0591//DQNO0385H1255/L.0605-F6
DQNO0344H1013/1.0620//DQNO0385H1270/L.0722-F6
DQNO0344H1013/1.0620//DQNO0385H1521/L.0605-F6
DQNO0344H1013/1.0620//DQNO0385H1270/L.0681-F6
DQNO0344H1013/1.0620//DQNO0385H1352/1.0681-F6
DQNO0344H1013/1.0620//DQN0385H1353/L0681-F6) :fHLA-DQ2.5/w1 285 H
HERRACHEME Jurkat TAHAEE (CR R H B 5RAY P ADEM: -

[0344] 6.7 FBEHHLA DQHIASHHLA-DQ2.5/02 25 /5 & H HE AL fiCHE
PEJurkat TARARS (CHIAIHIE A

55186 B o 217 H(EBHERBEE)
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50 pL Y THW09023 4 A (8.0x10™ 4 A/ FL) Fl w1/2 25 B3 75 2 1 B ik
(EQPFPQPEQPFPWQP - FEAIE Al5E * 204 ~ 250 nM)HVE &V /7 Bo F96FLER
(Corning, 3799 - REZHNA2S pLEGEMFRERVITHLA DQPIAS » wIEIIA25 pL
BY02 255 E E R &) TCREE:A MY apTCR-KO Jurkat-NFAT-luc2 (2.0x10* 4HAg/
FLALAE3TC ~ 5% CO, MFEIBR » FRRITE 2% > BIS0 pLEVRE IR
H&E ¥ 57 AL £ OptiPlate-96 (PerkinElmer, 6005299) - $#23 h1 A 50 uLHYBio-Glo
(Promega, G749 A= 8 T 35&E 105788 » DL Envision (PerkinElmer) H &2 »
1% {55 F Outlook Excel 2013 (Microsoft)f{1GraphPad Prism software (GraphPad)#£
T« AR FAEAR B AR DR FE IR 1Y FLAY P B0 51 & (cps) TE K
100% - Al AFAHEA BA TS H IR Y FLHY & e &2 (cps)TE F0% - Tt
TEHTHLA DQHLEEATHIHR (%) - {# FHXLfit Excel add-in software (IDBS)3KHEE
IC50fE -

[0345]  4NBE3-5SHIZR2-THTR » B T DQNO344xxHIDQN034425 2 51> FirF
AERHVITHLA DQFLASHL LA E {OEHY R T HLA-DQ2 5/02 285 /A H
HE TR A8 M Jurkat THHARE (BAYINHITE R © % hlith > AHEH DQNO344xx
DQNO0344xx//DQN0385ee ~ DQNO034425 - F1 DQN034425//DQN0385ee0054 -
DQNO0344H0976/1.0591//DQNO0385H1270/L.0722-F6
DQNO0344H0976/1.0591//DQNO0385H1270/L.0681-F6
DQNO0344H0976/1.0591//DQNO0385H1352/1.0681-F6
DQNO0344H0976/1.0591//DQNO0385H1527/1.L0605-F6
DQNO0344H0976/1.0591//DQNO0385H1255/L.0605-F6
DQNO0344H1013/1.0620//DQNO0385H1270/L.0722-F6
DQNO0344H1013/1.0620//DQNO0385H1521/L.0605-F6
DQNO0344H1013/1.0620//DQNO0385H1270/L.0681-F6
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DQN0344H1013/L0620//DQN0385H1352/1.0681-F6
DQN0344H1013/L0620//DQN0385H1353/L0681-F6) $HLA-DQ2.5/w2 28 i 52
RERK fciE M Turkat TARREE (LB R H R SRAY R RS ME -

[0346] 6.8 FEHHLA DQIIASHHLA-DQ2.5/BC R ZR A /A% H HEML fic
S Jurkat TAHARE {LAHIIHI(E A

50 L g THW09023 4 At (8.0x10* 4 Big / 1) #1 BC A 28 5 75 & (1 B ik
(EPEQPIPEQPQPYPQQ - 41T : 205 ~ 250 nM)EVE &1 77 BCFI96FLER
(Corning, 3799)7" » #ZE N A2S pLAEHEEAYHTHLA DQHAS » H{£1A25 uL
HYBCA 2B A% H PR &4 TCREEZL N afTCR-KO Jurkat-NFAT-luc2 (2.0x10* 4
BFLNEAE3TC ~ 5% CO, NREBIBTK - FRRIEE 1% » [EURS0 nLAYEFE4HRm L
YL BT 43 A FOptiPlate-96 (PerkinElmer, 6005299) « #2311 A 50 pLYBio-Glo
(Promega, G749l A =0/ N E5E 10578 » DAEnvision (PerkinElmer) &£ >
B 1% {3 FiOutlook Excel 2013 (Microsoft)F1GraphPad Prism software (GraphPad)i
T34 AR AL AR B AR HUR FERL B AV FLIY 39 B R0 &1 & (cps) TE 5
100% » i AFAEAR BA HUARATHUR R LAY T 9551 & (cps)(F 0% » T E
TEHTHLA DQHLEEAHIH RS (%) - {6 FgXLfit Excel add-in software (IDBS)3KTETE
IC50(H -

(03471 4N[E3-6F1F2-7TF771 » B 7 DQN0344xxFIDQN034425 7 5 » Frfy
HAEAAYHTHLA DQEASER AR S (480 ) 2B R B HLA-DQ2. 5/ w2 255 A FE
HE TR A8 M Jurkat THHARE (BAYINHITE R © % hlith > AHEH DQNO344xx
DQN0344xx//DQN0385ee ~ DQN034425 ~ #1 DQN034425//DQN0385ee0054 -
DQN0344H0976/L0591//DQN0385H1270/1.0722-F6
DQN0344H0976/L0591//DQN0385H1270/L.0681-F6
DQN0344H0976/L0591//DQN0385H1352/1.0681-F6

55188 B o 3 217 H(EBHERBHE)
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DQNO0344H0976/1.0591//DQNO0385H1527/1.L0605-F6
DQNO0344H0976/1.0591//DQNO0385H1255/L.0605-F6
DQNO0344H1013/1.0620//DQNO0385H1270/L.0722-F6
DQNO0344H1013/1.0620//DQNO0385H1521/L.0605-F6
DQNO0344H1013/1.0620//DQNO0385H1270/L.0681-F6
DQNO0344H1013/1.0620//DQNO0385H1352/1.0681-F6
DQNO0344H1013/1.0620//DQN0385H1353/L.0681-F6) :fHLA-DQ2.5/w2 28 i /5 2 H
HEPR fE M Jurkat TR S LR B Gy AL S -

[0348] 6.9 HEHHLA DQFTASEHLA-DQ2.5/y 1 281 75 2 1 HERA (eI
Jurkat TEHAR LAV (E

50 pL Y THW09023 4 At (8.0x10% 4H fig / 7L ) 1 y1 28 B2 35 & [ FE ik

(PQQPQQSFPEQEQPA ~ FEHIF A5 © 206 ~ 250 nM)HVIE &%) 73 BLE96FLER
(Corning, 3799 - REZHNA2S pLEGEMFRERVITHLA DQPIAS » wIEIIA25 pL
B9y R B A E [ PR & M TCREEZL 1Yo TCR-KO Jurkat-NFAT-luc2 (2.0x10* 4Hf/
FLALAE3TC ~ 5% CO, MFEIBR » FRRITE 2% > BIS0 pLEVRE IR
HE #7157 AL £ OptiPlate-96 (PerkinElmer, 6005299) - 23 i1 A 50 uLAYBio-Glo
(Promega, G749 >z )8 T & 105788 » LIEnvision (PerkinElmer)}ll &5 ¢
1% {55 F Outlook Excel 2013 (Microsoft)f{1GraphPad Prism software (GraphPad)#£
T« AR FAEAR B AR DR FE IR 1Y FLAY P B0 51 & (cps) TE K
100% - Al AFAHEA BA TS H IR Y FLHY & e &2 (cps)TE F0% - Tt
TEHHLA DQHL RIS (%) - {5 FIXLfit Excel add-in software (IDBS)3KFEE
IC50fE -

[0349]  4NBE3-7THIZ2-THTR » B T DQNO344xxHIDQN034425 2 5> FirF
AEEYETHLA DQETASHN LUEE (OB i R I ATHLA-DQ2. 5/v 1 88 /A H

55189 B o 217 H(EBHERBHE)
2125-19158 APE-TW
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HE IR A< %8 M Jurkat TAHR S (EHYHIHIE A o &5 AIHE - AHET DQNO0344xx
DQNO0344xx//DQN0385ee - DQN034425 ~ F1 DQN034425//DQN0385ee0054 >
DQNO0344H0976/1.0591//DQN0385H1270/L.0722-F6
DQNO0344H0976/1.0591//DQN0385H1270/L.0681-F6
DQNO0344H0976/1.0591//DQN0385H1352/1.0681-F6
DQNO0344H0976/1.0591//DQN0385H1527/L.0605-F6
DQNO0344H0976/1.0591//DQN0385H1255/L.0605-F6
DQNO0344H1013/L.0620//DQN0385H1270/L.0722-F6
DQNO0344H1013/L.0620//DQN0385H1521/L.0605-F6
DQNO0344H1013/L.0620//DQN0385H1270/L.0681-F6
DQNO0344H1013/L.0620//DQN0385H1352/1.0681-F6
DQNO0344H1013/L.0620//DQN0385H1353/L0681-F6) 5 HLA-DQ2.5/y1 85 & H
HERRACHEME Jurkat TAHAEE (CR R H B 5RAY P ADEM: -
[0350] 6.10 FEEHHLA DQHIASHHLA-DQ2.5/y2 4 i A 8 1 FERK {38

PEJurkat TARAR S {LAYHIHI{E R

50 uL B THW09023 4l AfZ (8.0x10" 4 A / 71 ) 1 v2 28 B 0% %5 (9 B K
(GQGIIQPEQPAQLIR ~ FEAIEAI5% © 207 ~ 250 nM)HYIE &%) 77 Bl g 96 FL#R
(Corning, 37999 - REENIA2S pLEGIFREAVHTHLA DQPAS » mARMIA2S uL
B2 28 5 2 H PR M TCREE Lo TCR-KO Jurkat-NFAT-luc2 (2.0x10* 4HfE/
FLAAE3T°C ~ 5% CO, MEFEIBK - [RRIEE 2% » [IULS0 nLAVRE AHAEIL R
H&E ¥ 57 AL £ OptiPlate-96 (PerkinElmer, 6005299) - $#23 h1 A 50 uLHYBio-Glo
(Promega, G749 A= 8 T 35&E 105788 » DL Envision (PerkinElmer) H &2 »

1% {55 F Outlook Excel 2013 (Microsoft)f{1GraphPad Prism software (GraphPad)#£

T e AR B BUBSHY U R BE IR B9 FLAY T 15 B RDET & (cps) TE By

190 H - £ 217 HEEHRHAE)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0
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100% » i AFAEA B A DURRHIHUR TRV LAY T 298V ET & (cps) TF R0% » {E it
TEHTHLA DQHLEEATHIHR (%) - {# FHXLfit Excel add-in software (IDBS)3KHEE
IC50(H -

(03511 4M[E3-8F1F2-7TFT71 - bR T DQN0344xxFIDQNO034425. 7 4 » Fi
AEHHTHLA DQELASE! AR & (GEHY 7 2R HETHLA-DQ2. 5 2 & FR VA EE
HEE FOK (4 58 14 Jurkat TAHRES (L AHISI(E M R Rl - AHE 7 DQNO344xx
DQN0344xx//DQN0385ee - DQN034425 - F1 DQN034425//DQN0385ee0054 -
DQN0344H0976/L0591//DQN0385H1270/L0722-F6
DQN0344H0976/L0591//DQN0385H1270/L0681-F6
DQN0344H0976/L0591//DQN0385H1352/L0681-F6
DQN0344H0976/L0591//DQN0385H1527/L0605-F6
DQN0344H0976/L0591//DQN0385H1255/L0605-F6
DQN0344H1013/L0620//DQN0385H1270/L0722-F6
DQN0344H1013/L0620//DQN0385H1521/L0605-F6
DQN0344H1013/L0620//DQN0385H1270/L0681-F6
DQN0344H1013/L0620//DQN0385H1352/L0681-F6
DQN0344H1013/L0620//DQN0385H1353/L0681-F6)HLA-DQ2.5/y2 25 i /A 1
HERK (g M Turkat TAHREDS (LA R U B SR AY R AE M -

[0352] 6.11 BEHHLA DQIIASEHLA-DQ2.5/y3 28 [E /A & A HERAHHE
M:Jurkat TAHREE(CAHIIHI(E A

% 50 pL Ay THW09023 41 R (8.0x10* 41 A / FL) A1 v3 25 B3 )8 & A HE fik
(EQPFPEQPEQPYPEQPEQPFPQP - &5k HI5E - 208 ~ 100 uM)HE-S1 55 BLE]
9618 (Corning, 3799)/1 « FEENNA2S pLIEEMFREERYHTHLA DQFAS » S MA
25 nLHYy3ZREE A E G PR &) TCREE LAY aBTCR-KO Jurkat-NFAT-luc2 (2.0x10"

191 H - 217 HEHRHAE)
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AR/ FLEAEITC ~ 5% CO, MEEBK - FRREEE 2% » [EUS0 LAV BT
A 8 HoEE 1 43 BiC 2 OptiPlate-96 (PerkinElmer, 6005299) - $#2& i1 A 50 pLEYBio-Glo
(Promega, G749 A= 8 T 35&E 105788 » DL Envision (PerkinElmer) H &2 »
1% {55 F Outlook Excel 2013 (Microsoft)f{1GraphPad Prism software (GraphPad)#£
T« AR FAEAR B AR DR FE IR 1Y FLAY P B0 51 & (cps) TE K
100% - Al AFAHEA BA TS H IR Y FLHY & e &2 (cps)TE F0% - Tt
TEHTHLA DQHLEEATHIHR (%) - {# FHXLfit Excel add-in software (IDBS)3KHEE
IC50fE -

[0353] 4NE3-9RIF2-7F1R » ATAHIEAVETHLA DQILAGET LAKIE(HE
Y5 BN T HLA-DQ2 5/y3 28 F5 75 28 H HE IR (B M Jurkat. THHARIE (BRI
TER - 7RI - FHEZFADQNO0344xx ~ DQN0344xx//DQN0385ee ~ DQN034425 -
il DQN034425//DQN0385ee0054 ’
DQNO0344H0976/1.0591//DQNO0385H1270/L.0722-F6
DQNO0344H0976/1.0591//DQNO0385H1270/L.0681-F6
DQNO0344H0976/1.0591//DQNO0385H1352/1.0681-F6
DQNO0344H0976/1.0591//DQNO0385H1527/1.L0605-F6
DQNO0344H0976/1.0591//DQNO0385H1255/L.0605-F6
DQNO0344H1013/1.0620//DQNO0385H1270/L.0722-F6
DQNO0344H1013/1.0620//DQNO0385H1521/L.0605-F6
DQNO0344H1013/1.0620//DQNO0385H1270/L.0681-F6
DQNO0344H1013/1.0620//DQNO0385H1352/1.0681-F6
DQNO0344H1013/1.0620//DQN0385H1353/L.0681-F6) :fHLA-DQ2 .5/y3 28 2 /A & H
HERRACHEME Jurkat TAHAEE (CR R H B 5RAY P ADEM: -

[0354] 6.12 3 EHTHLA DQHIASHHLA-DQ2.5/v4aZ8 i /5 2 H K (<58

F192 H » 217 HEHRHAE)
2125-19158 APF-TW
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PEJurkat TAHAEE {CAYHIRI(E A

6 50 pL Y THW09023 4] A7 (8.0x10* 40 g / 7L ) Al vda 25 B 05 & B B Ak
(FSQPEQEFPQPQ -~ FFAI[EAI5E * 209 ~ 25 uM)HVE &Y 73 BeEI96FL5 (Corning,
3799 © PEENNIA2S pLBGEMRREERYHIHLA DQEAS » SR MIA2S5 nLAYy4aZifig
AE AR &)1 TCREE 44 opTCR-KO Jurkat-NFAT-luc2 (2.0x10* 4HAE/FL) W £E
37°C ~ 5% CO, N EEBRK « [RRIFE 1% » IS0 nLayRE & SRR R H B 7y
fic £ OptiPlate-96 (PerkinElmer, 6005299) - 3 i1 A 50 puLHYBio-Glo (Promega,
G749 > =0/ N5 10578# » LAEnvision (PerkinElmer) &5 » FE{&
Outlook Excel 2013 (Microsoft)f1GraphPad Prism software (GraphPad) {75747 °
DAFAEA BT T UR FERRES Y LAY S8 ET & (cps)TE F5100% » A LATF
A B ARSI TR FLAYT 98 E T E (cps)fE F50% - fEim ik ETHLA DQ
BB AHIE R (%) - 3§ FXLfit Excel add-in software (IDBS)sKiEEICS0{H

[0355) “4E3-10F1F2-7TF7~ » & 7 DQNO0344xx ~ DQN034425 ~ Hl

DQN034425//DQN0385ee0054 ~ 4b » FiA HIEXAYETHLA DQYLAS AR LAKI & {(CHEHY
F R HLA-DQ2.5/y4aZ8 FE AR H IR (R M Jurkat. TAHAR S (LAYHITRICE
g o BRI > FEESFADQNO344xx ~ DQN0344xx//DQN0385ee ~ DQN034425 ~ #1
DQNO034425//DQN0385ee0054 ’
DQNO0344H0976/1.0591//DQNO0385H1270/L.0722-F6
DQNO0344H0976/1.0591//DQNO0385H1270/L.0681-F6
DQNO0344H0976/1.0591//DQNO0385H1352/1.0681-F6
DQNO0344H0976/1.0591//DQNO0385H1527/1.0605-F6
DQNO0344H0976/1.0591//DQNO0385H1255/1.0605-F6
DQNO0344H1013/1.0620//DQNO0385H1270/L.0722-F6
DQNO0344H1013/1.0620//DQNO0385H1521/L.0605-F6

5193 B o 217 H(EEBHEREE)
2125-19158 APE-TW
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DQNO0344H1013/L0620/DQN0385H1270/L0681-F6
DQNO0344H1013/L0620//DQN0385H1352/L0681-F6
DQNO0344H1013/L0620//DQN0385H1353/L.0681-F6) ¥ HLA-DQ2.5/v4a 25 2 /5 &
AR A e 1 Turkat TARRRE (LR B @AY FARUEM: -

(03561 6.13 FEHTHLA DQHTASEHLA-DQ2.5/y4d 28 /5 & I HERK {8
MEJurkat TARREECHYHIHITE R

50 L iy THW09023 4 A (8.0x10" 4 AT / FL ) Fl y4d 28 B2 %5 & (3 B fik
(WPQQQPFPQPEQPFCEQPQR - FFFIERI5E * 210 ~ 100 uM)HYE &Y BLE(96
LB (Corning, 3799 « #E H1A25 nLIEGEIFEAVHTHLA DQFIAS » HEIZNIA2S
nLgy4dZ8 B A2 H IR & M TCREE AP TCR-KO Jurkat-NFAT-luc2 (2.0x10* 4
BFLNEAE3TC ~ 5% CO, NREBIBTK - FRRIEE 1% » [EURS0 nLAYEFE4HRm L
U4 B 27 YL 2] OptiPlate-96 (PerkinElmer, 6005299) « 21 A50 pLfyBio-Glo
(Promega, G749l A =0/ N E5E 10578 » DAEnvision (PerkinElmer) &£ >
B 1% {#1 F Outlook Excel 2013 (Microsoft)f1GraphPad Prism software (GraphPad):
T34 AR AL AR B AR HUR FERL B AV FLIY 39 B R0 &1 & (cps) TE 5
100% - A AR BA TUASHI TR IFHIFLAY T3 R a8 (cps)TE £50% » 1Eif ik
TEHTHLA DQHLEEAHIH RS (%) - {6 FgXLfit Excel add-in software (IDBS)3KTETE
IC50(H -

[0357] #1322-7H7% » & 7 DQN0344xx ~ DQN0344xx//DQN0385¢e
DQNO034425 ~ FIDQN034425//DQN0385ee0054 7 4 » B HlztnyHTHLA DQi A&
A LU B (CREHY 7 BV BT HLA-DQ2. 5 /vAd B85 75 5 B HE K A M Jurkat THH
R E(EAIHIFITER -

gl 3-1 3-10 M % 27 F1 R
DQNO0344H0976/L.0591//DQN0385H1270/L0722-F6

P 194 H - H 217 HEHRAE)
2125-19158 APF-TW
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DQN0344H0976/L0591//DQN0385H1270/L0681-F6
DQNO0344H0976/L0591//DQN0385H1352/1.0681-F6
DQN0344H0976/L0591//DQN0385H1527/L0605-F6
DQNO0344H0976/L0591//DQN0385H1255/L.0605-F6
DQNO0344H1013/L0620/DQN0385H1270/L.0722-F6
DQNO0344H1013/L0620/DQN0385H1521/L0605-F6
DQNO0344H1013/L0620/DQN0385H1270/L0681-F6
DQNO0344H1013/L0620/DQN0385H1352/L0681-F6
DQNO0344H1013/L0620/DQN0385H1353/L068 1-F6) ¥ B 45 R 54 09 268 itk Bk 9
FI 5E M Eb DQNO0344xx - DQNO0344xx//DQN0385ee - DQNO034425 -~ I
DQNO034425//DQN0385ee0054 § 54 o

[0358] it 4 > #H @& 7 DQNO0344xx - DQNO0344xx//DQN0385ee
DQN034425 . il DQNO034425//DQN0385ee0054 ;
DQN0344H0976/L0591//DQN0385H1270/L.0722-F6
DQN0344H0976/L0591//DQN0385H1270/L0681-F6
DQNO0344H0976/L0591//DQN0385H1352/L.0681-F6
DQN0344H0976/L0591//DQN0385H1527/L0605-F6
DQNO0344H0976/L0591//DQN0385H1255/L.0605-F6
DQNO0344H1013/L0620/DQN0385H1270/L.0722-F6
DQNO0344H1013/L0620/DQN0385H1521/L0605-F6
DQNO0344H1013/L0620/DQN0385H1270/L0681-F6
DQNO0344H1013/L0620/DQN0385H1352/L.0681-F6
DQNO0344H1013/L0620/DQN0385H1353/L0681-F6) ¥ %k & 81 1« H & & )%
(extensive)Hy R FIEME -

55195 B o 217 H(EEBHEREE)
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[0359] #RIEZR 2-7  THHEAEREYHTHLA-DQI RS R ¥ Jurkat TAHAEE
{ERVHIRI(E R (PATENE) » TTHMRKFER 02 B EEBEK - BCRFIRAEB M
K~ YIRS EBNEK - 2REEEENER - vla REEESMIK - Ay4dEHEE
BE AR o AEAZIAREER < BIHYSCRT PUAG LR B 5 S BB IR Y
FENE - AR ARG G0 T BHERARTHEE - SHEEREIREYI S e
PEvE S o

[0360]  (#F2-7)HTHLA-DQETAS$THLA-DQ2. 585 H HEL (&M Turkat T4H

A& (ERY RS

5196 B o 217 H(EBHEREE)
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{5 FBiacore 8k{#%22(GE Healthcare){1:37°C FREEHTHLA-DQ2. 5 AEH A 4
HLA-DQ2.5/33 B &I /5 E HMEIKE &) - HLA-DQ2 525 E I IEIRE &
¥ ~ FIHLA-DQ2.5/BCAE /A& A MR S EpH 7 48545 S HVRA ST R
E:AB =40 (GE Healthcare)if 71 AFAFcti#S(GE Healthcare)[&] i /£ CM4 R HI S &
R HIFTR R B (flow cell) I - FTAHIASFI 3T 94E 614520 mM ACES ~ 150 mM
NaCl ~ 0.05% Tween 20 ~ 0.005% NaN:fJACES pH 7.4 #4(% o 5B BaEiy
L ANFRFCH A & B ORI 25 R b - DUas i &K 9 B 52200 LR B {r
(resonance unit; RU)> ASEHLA-DQ2.5/33 B 25 %E A ML E &2 LA12.5 2200
nMUEA - HARE IR S I E R TR BU0E - BE(RMEHE - AHHLA-DQ2 5/v228 0%
EAPEESYIELA252400 nMIE A - Hof507 28 W (5 R R 240 - PETR R
B - AFHHLA-DQ2.5/BCRZBEAE AR S YIE 252400 nMIE A » HA%iA
B SRR AU - PRt - B—(ETEIRETLA3M MeCLE EUHIZSHYZRHE
P4 o {fHiBiacore Insight 73 4fT#KAS(GE Healthcare)fz HE BT A HABE S F1:145
BRI ESS SR -

[0362] #1HLA-DQ2.5HiA8EE AHHLA-DQ2.5/33 5 R B/AE HMEIKE S
¥ ~ HLA-DQ2.5/y2 8B 7528 A FERKE & 1) ~ FIHLA-DQ2.5/BC RIS & H M
WE SIS SRR T RS- -

[0363] (FR3-DITHLA-DQ2.5HIASEHLA-DQ2.5/4KE HEE & AT
71

55198 B o 217 H(EBHERIEE)
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60-990'9 £0-97L'T CO+H8F P [60-H69°6 E0-116°S C+0T9| 60-7E6'E £0-34b'T C0+899°¢ [94-T890T/ZSETHSSEONDQ/0Z90T/STOTHEPEONDA
609499 €0-HEP'T O+aP9E 60-HTT8 £0-IT9 ¥ COHITYC| 60-9T0F £0-39b'1 COHEYO'E (0418901047 HSS CONOW/OTO0T/E 10 THPFEONOA
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LO-F8Y1 [ 1A FO+A8T'R [90-HZE] [ ra A PO+HPEE] SOFHIST $0-481°9 FO+H90 Y T600/HPS009258EONOU
‘TN ‘aON ‘TN ‘TN ‘TN ‘TN | 60-HILS €0-HLTE SO+HAEL T Z100160/HS TrrEONOA
60-301 '+ P0-HE8'9 SO+HLOT |L0H6TT 70-36T1 PO+H69'6 | 60-T9E°C HOHTYE FOHI9E'9 9358¢ONOT
‘TN ‘TN ‘TN ‘TN ‘TN ‘TN | 60-FILL £0-HEK'T €0+998'T XXPEONOQ
W @ (9P (S0 80 (W) ax () oy (S (W ax (.5 P (S —
2B S By o8] CTOMYIH | HE B sl | Fydister | STOCVTH| @ mys By see/ STOUVIH i -

H 172

==
B

[0364]

=

G133

(GE Healthcare){£25°C M EHTHLA-DQ2 .53 42

)

= B

{5 FiBiacore 8kif

5199 H » 4k 217 HEWEAE)
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ZEEAEH MM EPH 74K6E SHYFRAT) - [ F BB E4H(GE Healthcare)Kf
HLAFHFcHTAS (GE Healthcare) & £ £ CMARICHIES & 1 FVFTAHRBIE F - frAise
F P9 8 F520 mM ACES ~ 150 mM NaCl ~ 0.05% Tween 20 ~ 0.005% NaNj
HYACES pH 7.4rh 8 - F—1Efiae # 0dn A FchisGRE R RHlZs=mE £ - $1
A E/ KT HIEZ 600 REEAI(RU) - 33 ERFFEE G MEIE 2.5 240 nME
A HARE B (S RGN B - PR iRt - & —(HEEREN2A3M MgClyH
AESHIZRE FAE © {5 FBiacore Insight 73 #T#UAS (GE Healthcare ) B BHER T ik HARE
EEIG Rk E S SRR o

[0365] #HiHLA-DQ2.5%i #5133 & 285 & I HEKAEpH 74845 S HYHR
FINEURIAER3-2 « B 7 DQNO0315hh 2 4f - B AIEAY AR S R R H B33 B 48

EAEEMICABNIGES -
[0366] (F3-2)#THLA-DQ2.5HiASEf33 B4 s A2 1 HERRBYRAT /]

55200 B o 3217 H(EEBHEREE)
2125-19158 APE-TW

112137009 FEESE A0101 1122053096-0
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AN A N«
‘a'N ‘AN ‘AN 91-1890T/CSETHSSEONOU//0Z90 T/E 10T HF Y EONOT
‘a’N ‘AN ‘aON 91-1890T/ZSCTHSSSONOA/0T90T/E10THFFEONOT
TN "a'N ‘aU'N 9d-1890°1/0LT 1 HSSEONOU/0Z90T/ET0THFFEONOT
"a’N "IN "IN 9.1-S090'T/TZS THISSEONOT//0Z90T/ET0THFFEONOT
‘aOU'N "IN "IN 9d-ZZLOT/OLZTHSS CONOT//0Z90 /€10 T HY P EONOA
"IN "IN "UN 94-$090T/SSTIHSSCONOU/ 1650 T/9L60HTFEONOU
‘TN "IN ‘AN 9:4-$090T/LZS THSS EONOU// 1650 1/9L60HTFEONOA
‘a’N "IN “(I'N OI-1890°1/ZSETHSSEONOU/ 1650 T/9L60HFF EONOT
‘TN 'aN "a'N 9d-1890T/OLTTHSSCONOT//T6S0T/9L6OHFY CONOA
‘AN ‘a'N "a'N 94-TZLOT/OLTZTHSSEONOT// 1650 T/9L60HFEONOU
01-400°1 $0-dS1°9 90+d€1°9 ;smﬁmo7mum_
) @ (s (S, ) ¥ N
EEREEASED B

T {518
8.1 a/p TCR KO Jurkat NFAT-LucHpfk0Y 2T

==
B

[0367]

SEIE)

- 3217 H (G

F201H

2125-19158 APF-TW
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%A EEZEFL(LONZA, Nucleofector 2b)igt HCasOFIE R TCRALE & HY B 78 5
RNA 41 B¢ 9 1% 1% #% B 3 (RNP) # & % (Blood. 2018;131:311-22.) & A,
NFAT-RE-luc2 JurkatZfiffiiF(Promega corporation, CS176401) - #TCR ag#FITCR
PHEHIFTH BB ERNATE S FIRFE A o &8 A RNPHIARRET BE I B BAYIE
HEMEE > fE%BFHFACS Aria III (Becton, Dickinson and Company)#E{T EE4[E
HEVE o 3 0 e TCR o AITCR B 77130 B TCR oA TCR B4 ZFRHY
Jurkat NFAT-Luc {74 ZEJE Pk - 6 Fr 2 77 HY 25 78 PR a3 44 £ TCR KO Jurkat
NFAT-Luc ©

[0368] 8.2 W% HITHLA-DQ2.5/%% & Bt ik PR 1: TCRAYo/p TCR KO
Jurkat NFAT-Luc4HRfI kA EE 1T

TCRIZEBE YRS AENIER - BCEIRBACHE R R e BT
e A ER /R Y o HLA-DQ2.5/alaZE 2 A5 % H IR &)1 TCR (TCC ID: 387.9) -
HLA-DQ2.5/a1bZ8 i35 & H R HIETCR (TCC ID: 370.2.25) ~ HLA-DQ2.5/01 252
BEAFREIMETCR (TCC ID: 442D.A.2) ~ HLA-DQ2.5/02 285 % H R &4 TCR
(TCC ID: 578.42) ~ HLA-DQ2.5/y1 2825 & 5 R &4 TCR (TCC ID: 820.27)
HLA-DQ2.5/v2 2B 5 % H IR &I14TCR (TCC ID: 430.1.41) ~ HLA-DQ2.5/y3 28 E%
EHFR&I4TCR (TCC ID: /.2.23) ~ HLA-DQ2.5/y4aZ8 i85 %E R &I TCR (TCC
ID: 430.1.36) ~ HLA-DQ2.5/y4dZ5FE AT H IR &4 TCR (TCC ID: 430.1.94)fJR5:
f% P 5 E S B AR A R R ek T T R AT R R EEARHY - HLA-DQ2.5/0228E5)5
& HRHIMTCR (HLA-DQ2.5/02 28 FR 58 H PR FIME TCR)A i Bl Fp 7 ERUE 21
Nat Struct Mol Biol. 2014;21:480-8J&15HY - HHLA-DQ2.5/BC K255 & H PR
PETCR (TCC ID: 1468.2)H e BB A7 EHUEE FEEur J Immunol. 2020; 50: 256-269
JERHY - B —{ETCR PP BE2AEH B VIMERKFF (P2A » FEELFL T
GSGATNFSLLKQAGDVEENPGP » 513 RI9E © 203)BifHFEGITCR affifF 5

202 H » 217 HEEHRHAE)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0
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1 o B THLA-DQ2.5/y2 28 2 /5 %6 H [R A - TCRFIHLA-DQ2. 5/02 28 i /5 85 H Rl
METCR A1 » FATCR o FITCR BHEEE A IS B CAI R AR REILFF «
HLA-DQ2.5/y2 25 F% 75 78 [ R &1 1tk TCR Y K 28 31 2. F5 %] % Campath 3 & /7 51|
(MGWSCIILFLVATATGVHS, SEQ ID NO: 170)H{ft, - CampathiF & 51t 1843
FIHLA-DQ2.5/02 28 B2 /A % H IR A1 TCREYNAY - B E —(H 28R iEE
Hy TCR B ## -P2A-TCR o ## cDNA f#i A Genscript #Y 7% ¥ & & pCXZDI1
(US/20090324589) - {KEZSEAHAE#R4D-Nucleofector™ELHAVEHIAE » KBS RS
FL.EoBTCR-KO Jurkat-NFAT-luc2 ¥ -

[0369] 8.3 FEHTHLA DQHIAFEHLA-DQ2.5/alaZ iz 5 8 H LK ficHE
MEJurkat TARREECHYHIHITE R

50 pL (Y THWO09023 4 At (8.0x10™ 4 A/ 7L ) 133 & 28 % 5 %6 [ BE ik

(LQLQPFPQPELPYPQPELPYPQPELPYPQPQPF - F5I[3 %% : 201 ~ 250 nM)
HUREEYI I BCEI06FLER T » HEENIA2S pLEEMFENVHTHLA DQPTAS - &
A25 pLAyalaZe g5 & [ PR &M TCR ## 24 5 opTCR-KO Jurkat-NFAT-luc2
(2.0x10" ZHRR/FLAAEITC ~ 5% CO, FESEIMATY - [RAIEE 2 1% » [HUL50 pLiy
S R AR B 73 B 1] OptiPlate-96 (PerkinElmer, 6005299) © #E /1A 50 ul
fBio-Glo (Promega, G749 Dl A %8 T2 104538% » D Envision (PerkinElmer)H
B¢ > B 1% {# F Outlook Excel 2013 (Microsoft) f1GraphPad Prism software
(GraphPad)#E{T 734 « AR AL B ATV TUR MRS AV LAY T Bt &
(cps)TE By 100% - i AFEAE AR B BRI LR I FLAY 9 B 5T & (cp)TEF
0% > ETIFEEHHLA DQILESIHIEIRE(%) - [# FIXL{it Excel add-in software
(IDBS)ZKHEEICSOE -

(03701 40 [ 4-1 A1 % 4 AT or - f7 A Ml & #Y 5 HLA DQ #i A8
(DQN0344H0976/L0591//DQN0385H1255/L0605-F6.v2

55203 B o 217 H(EBHERHE)
2125-19158 APE-TW

112137009 FEESE A0101 1122053096-0
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DQN0344H1013/L0620//DQN0385H1521/L0605-F6.v2
DQN0344H1013/L0620//DQN0385H1270/L0681-F6.v2) 5/ 2 T HLA-DQ2.5/ala
ZRBE 7S E E BER A M Jurkat THHRRVE (CHYRFE (EME R AIfER - ICS0{E L
picogram / mLE3[E N e

[0371] 8.4 3 EHIHLA DQIASEHLA-DQ2.5/02 Z8F7 7% & H HERL fcHE 1

Jurkat TARAEELEIHIHITE R

50 pL Ay THW09023 41 A (8.0x10" 4 A/ 7L ) 133 & 25 B3 75 & (1 B ik
(LQLQPFPQPELPYPQPELPYPQPELPYPQPQPF - [F%I[z%RI%E : 201 ~ 250 nM)
HLESYIBCRI96FLEE T - REEIIA2S nLEGEMEEHHTHLA DQiAS » mA& AN
A25 nLAYo2 25275 A I & M TCREEZAJaB TCR-KO Jurkat-NFAT-luc2 (2.0x10"
HHRE/FLNGAEITC ~ 5% CO, NFBIBK - [RREEE 1% » [EUS0 pLEy R & AT
A 45 EL B 37 4y LS OptiPlate-96 (PerkinElmer, 6005299) « $£21 A 50 uLfBio-Glo
(Promega, G749l A =0/ N E5E 10578 » DAEnvision (PerkinElmer) &£ >
1% {55 F Outlook Excel 2013 (Microsoft)f{1GraphPad Prism software (GraphPad)#£
Tt - LR BRI TR FLEY-F B 5T E (cps)TE R
100% - i AFAEA BAHURSHIHURIF Y FLAY T & (cps)TE F50% - eI
TEHTHLA DQHLEEAHIH RS (%) - {6 FgXLfit Excel add-in software (IDBS)3KTETE
IC501H -

(0372] 4 [& 4-2 A1 & 4 Fr /x> F7 A Bl & 69 $ii HLA DQ #1 #8
(DQN0344H0976/L0591//DQN0385H1255/L0605-F6.v2
DQN0344H1013/L0620//DQN0385H1521/L0605-F6.v2
DQN0344H1013/L.0620//DQN0385H1270/L0681-F6.v2) 5 1~ # T HLA-DQ2.5/a2
ZRBE 7S E E BER A M Jurkat THHRRVE (CHYRFE (EME R AIfER - ICS0{E L
picogram / mL&G[E [N

204 H > 217 HEEHRHAT)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0
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[0373] 8.5 @EHTHLA DQHIAEHLA-DQ2.5/a1 bA /A T H LK ficHE
MEJurkat TARREECHYHIHITE R

50 pL (Y THWO09023 4 At (8.0x10™ 4 A/ 7L ) 133 & 28 % 5 %6 [ BE ik
(LQLQPFPQPELPYPQPELPYPQPELPYPQPQPF - 5% A%E : 201 ~ 250 nM)
AR EYI I ECE96FUE T - #EZIIA2S nLBERREAVHTHLA DQIRS » B/l
A 25 nL By alb 2 g% & H IR %) 1 TCR#8 2L f) opTCR-KO Jurkat-NFAT-luc2
(2.0¢10* 4HA/FLUAEIT°C ~ 5% CO, FREBIBK - PHRIEE 2 1%  [AI50 LAy
S R AR B 73 B 1] OptiPlate-96 (PerkinElmer, 6005299) © #E /1A 50 ul
fBio-Glo (Promega, G749 Dl A %8 T2 104538% » L Envision (PerkinElmer)H
B¢ > B 1% {# F Outlook Excel 2013 (Microsoft) f1GraphPad Prism software
(GraphPad)#E{T 734 « AR AL B ATV TUR MRS AV LAY T Bt &
(cps)TE By 100% - i AFEAE AR B BRI LR I FLAY 9 B 5T & (cp)TEF

s RETMEEHTHLA DQHLEEARYINEIR (%) - {8 FXLfit Excel add-in software
(IDBS)ZKHEEICSOE -

(03741 40 [ 4-3 A1 % 4 AT or - A Ml & #Y 5 HLA DQ #i A8
(DQN0344H0976/L0591//DQN0385H1255/L0605-F6.v2
DQNO0344H1013/L0620/DQN0385H1521/L0605-F6.v2
DQNO0344H1013/L0620//DQN0385H1270/L0681-F6.v2) 141~ | HLA-DQ2.5/alb
BB I ERAfCHE M Turkat TR S (CAVRE (BN RAI(ER - ICSOE (R
nanogram / mL#i B[

[0375] 8.6 FBEHHLA DQHIASHHLA-DQ2.5/0 1 21575 & H HE L fCHE
MEJurkat TARREECHYHIHITE R

50 pL Y THW09023 4 A (8.0x10™ 4 A/ FL) Fl w1/2 25 B3 75 2 1 B ik
(EQPFPQPEQPFPWQP -~ Fe %135 Al 5% : 204 ~ 25 uM)AVE &5 BC 296 FL &%

205 H - £ 217 HEEHRHAE)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0
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(Corning, 3799)7" » #ZE N A2S pLAEHEEAYHTHLA DQHAS » H{£1A25 uL
B0 1 225 E AR &) TCREEA MY aPTCR-KO Jurkat-NFAT-luc2 (2.0x10* 4HAg/
FLAAE3T°C ~ 5% CO, MEFEIBK - [RRIEE 2% » [IULS0 nLAVRE AHAEIL R
H 5 74 FC ] OptiPlate-96 (PerkinElmer, 6005299) « 251 A 50 pL #Bio-Glo
(Promega, G749l A =0/ N5 10578 » DAEnvision (PerkinElmer) &£ >

B 1% {#1 F Outlook Excel 2013 (Microsoft)f1GraphPad Prism software (GraphPad):
T o IR BA BLAS LR ME KBS B FLEY F I B 51 & (cps) 1F &
100% - A AR BA TUASHI TR IFHIFLAY T3 R a8 (cps)TE £50% » 1Eif ik
TEHTHLA DQHLEEAHIH RS (%) - {6 FgXLfit Excel add-in software (IDBS)3KTETE
IC50(H -

(03761 40 [ 4-4 A1 % 4 AT o~ - f7 A Ml & #Y 5 HLA DQ #i A8
(DQN0344H0976/L0591//DQN0385H1255/L0605-F6.v2
DQNO0344H1013/L0620/DQN0385H1521/L0605-F6.v2
DQNO0344H1013/L0620/DQN0385H1270/L0681-F6.v2) 5 4 # T HLA-DQ2.5/w1
BB I ERAfCHE M Turkat TR S (CAVRE (BN RAI(ER - ICSOE (R
nanogram / mL#i B[

(03771 8.7 FEHHLA DQHASHHLA-DQR.5/02 28 s /5 & H HE AL fiCHE
MEJurkat TARREECHYHIHITE R

50 pL Y THW09023 4 A (8.0x10™ 4 A/ FL) Fl w1/2 25 B3 75 2 1 B ik
(EQPFPQPEQPFPWQP - %1% RlI5% : 204 ~ 250 nM)HJE &7 BL F96 L%
(Corning, 3799)7" » #ZE N A2S pLAEHEEAYHTHLA DQHAS » H{£1A25 uL
BY02 255 E E R &) TCREE:A MY apTCR-KO Jurkat-NFAT-luc2 (2.0x10* 4HAg/
FLAAE3T°C ~ 5% CO, MEFEIBK - [RRIEE 2% » [IULS0 nLAVRE AHAEIL R
H 5 74 FC ] OptiPlate-96 (PerkinElmer, 6005299) « 251 A 50 pL #Bio-Glo

%206 H - £ 217 HEEHHRHAE)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0
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(Promega, G749 A Z A N EE&E 107788 > LLEnvision (PerkinElmer) fll & 55 ¢
B 1% {3 FiOutlook Excel 2013 (Microsoft)F1GraphPad Prism software (GraphPad)i
T « A AR EA R HURE LAY B a2 (o) R
100% » W LAFEAER BA TR IR YL A5 ET 8 (cps)TE /0% » TEIm T
EHHLA DQFiRERYHIFHIER (%) - {# FIXLEit Excel add-in software (IDBS)ZKHEE
IC50(g -

(03781 40 [ 4-5 1 % 4 AT o~ » f7 A Ml & #Y $it HLA DQ #i A8
(DQN0344H0976/1.0591//DQN0385H1255/L0605-F6.v2
DQN0344H1013/L.0620//DQN0385H1521/L.0605-F6.v2
DQN0344H1013/L0620//DQN0385H1270/L0681-F6.v2) 5 11 2 T HLA-DQ2.5/®2
2RI S E A KA M Jurkat TAHARVE LRV B (RFE MR AIMER - ICS0{E L
picogram / mLE3[E N e

(03791 8.8 HEHIHLA DQHIAREIHLA-DQ2.5/BC AR A H AL i
i Jurkat TAHRARE (LAYHIEIE H

50 L g THW09023 4 At (8.0x10* 4 Big / 1) #1 BC A 28 5 75 & (1 B ik
(EPEQPIPEQPQPYPQQ - Fr¥I[al5% : 205 ~ 250 nM)AVR &) 73 BrEI06FLIE -
PEE NN A2S WL SERREAVEHTHLA DQHLAS (&M A2S5 nLAYBC R RELAZE AR
&1 TCREEZL 1JopTCR-KO Jurkat-NFAT-luc2 (2.0x10* 4HBf/FL)AAE37°C ~ 5%
CO, MEFEIBW - FRIRIEE L& » [EUT50 wl Ay 5% 4 A Sl s 0 2800 70 B 3]
OptiPlate-96 (PerkinElmer, 6005299) - #31 A 50 pL#JBio-Glo (Promega, G7491)
AR 2R %8 107788 - LAEnvision (PerkinElmer) M &8¢ » FE{% {5 H] Outlook
Excel 2013 (Microsoft)flIGraphPad Prism software (GraphPad)#{T5347 « LAR AL
BRI IR MK FLEY P98 ET 8 (cps)TE &100% - W LAFFEAR BEA
ARSI DURRF Y FLEY P ET & (cps){F 0% > feifiiEEHTHLA DQIAGH A

207 H > #£ 217 HEEHRHAE)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0
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HIR (%) - {# FXLfit Excel add-in software (IDBS)sKFEFEIC50{H -

(03801 40 & 4-6 A1 % 4 AT o~ » f7 A Ml & #Y $it HLA DQ #i A8
(DQN0344H0976/L0591//DQN0385H1255/L0605-F6.v2
DQNO0344H1013/L0620/DQN0385H1521/L0605-F6.v2
DQNO0344H1013/L0620/DQN0385H1270/L0681-F6.v2) 5 12 T HLA-DQ2.5/BC
RS E A RERK 8 Jurkat TARRRE(EAVRREFEME R AI(ER > ICS0E
nanogram / mL#i B[

[0381] 8.9 FHEHHLA DQHTASEHLA-DQ2.5/y 1 28 75 2 1 HERA (eI
Jurkat TAHAEE( AT /E R

50 pL Y THW09023 4 At (8.0x10% 41 fig / 71 ) 1 y1 28 B2 35 & [ BE ik
(PQQPQQSFPEQEQPA ~ A5 : 206 ~ 250 nM)HYE &Y BLEI96 L F -
PEIIA2S WLEEMEENIHTHLA DQIAS » B(& 1 A25 LAYy 1 285075 2 H PR
METCREE Ao TCR-KO Jurkat-NFAT-luc2 (2.0x10* 4HAE/FLWAE37°C ~ 5% CO,
TEEBK - RREE 1% [BUS0 pL Ay & 4 A R H 5 R oo B 5
OptiPlate-96 (PerkinElmer, 6005299) - $2Z 11 A 50 nLEJBio-Glo (Promega, G7491)

WA 2 T ESE104548% > DAEnvision (PerkinElmer)fI| &% - [§% (% F Outlook
Excel 2013 (Microsoft)f1GraphPad Prism software (GraphPad) (T4 H7 o LARIFEAL
B A GRS TR HEIKRF Y F LAY BV ET & (cps)TE F5100% - i LA/ BA
HURSHIHUE R HIFLEY P 5T 8 (cps)E 0% » TEIMIEE HFTHLA DQETARHIH
HIR (%) - {# FXLfit Excel add-in software (IDBS)sKFEFEIC50{H -

(0382] 40 @ 4-7 A1 % 4 AT o~ » f7 A Ml & #Y $i HLA DQ #i A8
(DQN0344H0976/L0591//DQN0385H1255/L0605-F6.v2
DQNO0344H1013/L0620/DQN0385H1521/L0605-F6.v2
DQNO0344H1013/L0620/DQN0385H1270/L0681-F6.v2)}5 /11 [ HLA-DQ2.5/y128

55208 B 0 3 217 H(EBHEREHE)
2125-19158 APE-TW

112137009 FEESE A0101 1122053096-0
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B 75 B8 O B IR AR I Jurkat TARRE (LAY IR (MR AIfE A > ICSOE AR
nanogram / mL#i B[
[0383] 8.10 FHEHHLA DQHIASHHLA-DQ2.5/y2 2 i A 8 1 HEAK {38
PEJurkat TAHAEE {CAYHIRI(E A
50 pL Y THW09023 4 At (8.0x10% 41 fig / 7L ) 1 y2 28 B2 35 & [ FE ik
(GQGIIQPEQPAQLIR ~ FHI[EA5% © 207 ~ 250 nM)AVE &Y 77 BCEI06F LR -
PEEINA2S nLEEMRENHIHLA DQEAS » H{&NIA2S pLAYy2 2805 A2 5 FR ]
M TCREEZHTaBTCR-KO Jurkat-NFAT-luc2 (2.0x10* 4HHI/FL)AGFE37°C ~ 5% CO,
TIEEBKR - RREE 2% 0 [EUS0 pl iy 552 4l B R H & BT 70 B 2
OptiPlate-96 (PerkinElmer, 6005299) - #31 A 50 pL&JBio-Glo (Promega, G7491)
WA EDR FEEE 10538 > DAEnvision (PerkinElmer)H &% » FE1&{# R Outlook
Excel 2013 (Microsoft) f{lGraphPad Prism software (GraphPad)#{ 745387 - IRTELE
BRI IR MK FLEY P98 ET 8 (cps)TE &100% - W LAFFEAR BEA
ARSI DURRF Y FLEY P ET & (cps){F 0% > feifiiEEHTHLA DQIAGH A
H3 5L (%) - {8 FHXLfit Excel add-in software (IDBS)2KHEEIC50{E °
[0384] 40 [E 4-8 A1 % 4 AT o~ » f7 A Ml & #Y $it HLA DQ #i A8
(DQN0344H0976/1.0591//DQN0385H1255/L0605-F6.v2
DQN0344H1013/L0620//DQN0385H1521/L0605-F6.v2
DQN0344H1013/L0620//DQN0385H1270/L0681-F6.v2)}5- 4 [ HLA-DQ2.5/y22%
505 & H BE PR ACRE 1 Jurkat THH AR E (L AYIR BEARHEME T AI(E RS » ICS0{E1E
nanogram / mL#i B[
[0385] 8.11 FHEHHLA DQHIASHHLA-DQ2.5/y3 % i A 8 H FEAK {38
PEJurkat TAHAEE {CAYHIRI(E A
50 pL Y THW09023 4 At (8.0x10% 4 fid / 71 ) 1 y3 28 B2 35 & A FE ik

55209 B o 3217 H(EBHEREE)
2125-19158 APE-TW

112137009 FEESE A0101 1122053096-0
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(EQPFPEQPEQPYPEQPEQPFPQP ~ FrHI[EAI5E * 208 ~ 100 uMHYE &) 75 BLE]
96FLEEF o BEENIALS nLEEMEAIITHLA DQHIRS » SR IIA2S5 nLAy3 280
AE AR &)1 TCREE 44 opTCR-KO Jurkat-NFAT-luc2 (2.0x10* 4HAE/FL) W £E
37°C ~ 5% CO, M EIBIR - RIIEE % » [AUS0 nLAVHE B4R R H EH 77
At EOptiPlate-96 (PerkinElmer, 6005299) - #Zfi A 50 pLAYBio-Glo (Promega,
G749 > =0/ N5 10578# » LAEnvision (PerkinElmer) &5t » FE{&(HH
Outlook Excel 2013 (Microsoft)f{1GraphPad Prism software (GraphPad) ¥ T34/ -
DIANFAEAR B DS R AU F LAY 9875 T & (cps)(E£100% > i LAFE
AR BA TR TURE A FLAY S8 E & (cp)TEF0% » (€T EHTHLA DQ
BB (%) - {#FIXLEit Excel add-in software (IDBS)sKi&EICS0{H -

(03861 40 & 4-9 A1 % 4 AT o~ » f7 A Ml & #Y it HLA DQ #i A8
(DQN0344H0976/L0591//DQN0385H1255/L0605-F6.v2
DQNO0344H1013/L0620/DQN0385H1521/L0605-F6.v2
DQNO0344H1013/L0620/DQN0385H1270/L0681-F6.v2)}5/ - [ HLA-DQ2.5/y3 %8
A7 2 O Bk AR IB 1 Turkat TAHFRDE (LAY R M FI7E A > ICS0E (LK
nanogram / mL#i B[

(03871 8.12 FEHTHLA DQHIASHHLA-DQ2.5/v4a 28 i /5 2 H K (<58
MEJurkat TARREECHYHIHITE R

50 L (7 THW09023 41 At (8.0x10° 4 A/ FL ) A1 v4a 28 5 7% %6 (3 & ik
(FSQPEQEFPQPQ ~ FFAIEAIGR * 209 ~ 25 MR EY) T ECEIO6FLER - - 335
A2 pLEEMREERHTHLA DQBTAS » &1 A25 nLAYy4aZRls /A2 B IR
TCREEZLJopTCR-KO Jurkat-NFAT-luc2 (2.0x10* 4H/FL)WAEI7°C ~ 5% CO,
SEEIRR - IR E 2% - [ES50 LY B AR IR B35 73 FiCE OptiPlate-96
(PerkinElmer, 6005299) - #Z/1 A50 nLEJBio-Glo (Promega, G7491)iii A Z 38 T

F210 H » 217 HEEHRHAE)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0
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2210474 > DL Envision (PerkinElmer) i &% » BE{%{5 FOutlook Excel 2013
(Microsoft)f{1GraphPad Prism software (GraphPad)#& {74747 - LA EL R E A
AIHT R RE AR Y FLEY P25 8051 B (cps)E F5100% » LI BAHARHIHUR
Y FLEY TRV E & (cps)E F50% - {EMEEEHTHLA DQHTARHIHIHIZ R (%)
{88 FHXLfit Excel add-in software (IDBS)sKF&EIC50{E -

(03881 40 [& 4-10 0 % 4 A7 /x » A7 A Ml &4 #Y $i HLA DQ $71 8
(DQN0344H0976/L0591//DQN0385H1255/L0605-F6.v2
DQNO0344H1013/L0620/DQN0385H1521/L0605-F6.v2
DQNO0344H1013/L0620//DQN0385H1270/L0681-F6.v2) 5 71 2 | HLA-DQ2 5/y4a
BB I ERAfCHE M Turkat TR S (CAVRE (BN RAI(ER - ICSOE (R
microgram / mLE([nanogram / mL#E & A -

[0389] 8.13 FEHTHLA DQHTASEHLA-DQ2.5/y4d 28 /5 & I HERK {8
MEJurkat TARREECHYHIHITE R

50 L iy THW09023 4 A (8.0x10" 4 AT / FL ) Fl y4d 28 B2 %5 & (3 B fik
(WPQQQPFPQPEQPFCEQPQR - FF4I[F5 5% * 210 ~ 100 pM)HVE &Y 73 BCEI96
FLEEH « BEENNAL2S pLEEMEAYHTHLA DQBLAS - RIBRMA25 pnLaYy4dZRE
AE AR &)1 TCREE 44 opTCR-KO Jurkat-NFAT-luc2 (2.0x10* 4HAE/FL) W £E
37°C ~ 5% CO, M EIBIR - RIIEE % » [AUS0 nLAVHE B4R R H EH 77
At £ OptiPlate-96 (PerkinElmer, 6005299) - #Z/ A 50 pLAYBio-Glo (Promega,
G7491)3fi A Z)f T #5107 8% » DAEnvision (PerkinElmer)HI &5 » FE{2{H
Outlook Excel 2013 (Microsoft)f{1GraphPad Prism software (GraphPad) ¥ T34/ -
DIAFAEAR B AT IUR MR LAY S SR T & (cps)(E£100% > i LAFE
AR BA TR TURE A FLAY S8 E & (cp)TEF0% » (€T EHTHLA DQ
BB (%) - {#FIXLEit Excel add-in software (IDBS)sKi&EICS0{H -

211 H - 217 HEHRHAE)
2125-19158 APF-TW
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[0390] 1 % 4 F7 /r > FT A M & A 1 HLA DQ #i #
(DQNO0344H0976/1.0591//DQNO385H1255/1.0605-F6.v2
DQNO0344H1013/1.0620//DQNO0385H1521/L.0605-F6.v2
DQNO0344H1013/L.0620//DQN0385H1270/L.0681-F6.v2) 5 4 & T HLA-DQ2.5/y4d
B 755 H MERRHCRE 1 Jurkat TS (EHYRE (B ME R AI{ER > ICSOEAE
nanogram / mLEp[E| A ©

[0391] [F=4]

F212H > H 217 HEHERHAD)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0
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L% 806461 121 1967 S Y/ 60 o't 1 £€0 970 OIS0 T THSSEONOTNTH TS TOTHHONDG
YA il IT1 6068L W1 141} i) %1 181 §E0 ®0 TS TS EONDQ/CTHTETOTHREONDT
698 17989 &1 T 41 (/4] 8110 Wi 4y 670 o0 TR0V TSSTIESSEONDQ TS TOL6 R PEONDC
EES EE? EED EE7 =)= EE7 =2 ek k3 EE3 EES
YA PYA @Mﬂwmi %@ eA| Edidnzh| SEE LA RAS Y ogitaife/ L m BRI/ L Mg i ee I Heg [l R S e
L] 5 00 {184 0T WO 050 P05 5 AT WS A0S BB
HOLEE| "oLEHE Ho18 ¥OLH HoLE HOL]E| HOLEE dOLH| "o1HZE YOLHEL wolH®
FiiprA| BiiNerA| FREIEECM FREIRCAE T A Al 0a| RiEiScm IRREIE LM B o | BRI 70| Yigge
TS

419
9.1 BB 35 3 HLA-DQ2.5/ % & Ji: ik IE &1 M TCR 5 opTCR KO Jurkat

==
B

[0392]

5213 H - $£ 217 H(SEHERAE)
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25 pLAYolaZffig 578 H PR AT ETCREEZLAYafTCR-KO Jurkat-NFAT-luc2 (2.0x10°
HA/AFLAAESTC ~ 5% CO, NEEIBK - FRRIEE 1% » [0 LAy a4
N7 44 LB 7 45 FiC 1] OptiPlate-96 (PerkinElmer, 6005299) « #2211 A 50 pLEBio-Glo
(Promega, G7491)ifA%m #1053 8 > LiEnvision (PerkinElmen) & &5 -

& 7% {8 F Microsoft® Excel® for Office 365 MSO fl GraphPad Prism software

(GraphPad)#E{T 734 « AR AL B ATV TUR MRS AV LAY T Bt &
(cps)TE By 100% - i AFEAE AR B BRI LR I FLAY 9 B 5T & (cp)TEF
0% > ETIFEEHHLA DQILESIHIEIRE(%) - [# FIXL{it Excel add-in software
(IDBS)ZKHEEICSOE -

(03951 +m @ 5-3 A1 % 5 AT~ - Fr A Ml & #Y i HLA DQ #i A8
(DQN0344H0976/L0591//DQN0385H1255/L0605-F6.v2
DQNO0344H1013/L0620/DQN0385H1521/L0605-F6.v2
DQNO0344H1013/L0620//DQN0385H1270/L.0681-F6.v2) 541 # T HLA-DQ2 2/ala
PR S A HE M Jurkat TAHARE (L AYIERE (B MR FI(E A - ICS0{E fE (&
nanogram / mL#i B[

[0396] 9.4 FEHIHLA DQHIASHHLA-DQ2 2/a2 28 A 25 H HEMA (R 1t
Jurkat TAHAEE( AT /E R

% 50 L /9 HBBB2.2 4 A (8.0x10" 4 ftg / £1.) #1133 B 2R 3 75 & H MK
(LQLQPFPQPELPYPQPELPYPQPELPYPQPQPF - FEFI[Z4AI%E : 201 ~ 1 yM)ATE
EY)TECEI96FL A T - REEIIA2S WL FEAVITHLA DQEAS S (& INA25 pL
By 02 25 A E PR &1 TCREEZL A af TCR-KO Jurkat-NFAT-luc2 (2.0x10* 4HAg/
FLAAE3T°C ~ 5% CO, MEFEIBK - [RRIEE 2% » [IULS0 nLAVRE AHAEIL R
H 5 74 FC ] OptiPlate-96 (PerkinElmer, 6005299) « 251 A 50 pL #Bio-Glo
(Promega, G749l A =0/ N E5E 10578 » DAEnvision (PerkinElmer) &£ >

215 H > #£ 217 HEHHRHAD)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0
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% 7% (£ F Microsoft® Excel® for Office 365 MSO Fl GraphPad Prism software
(GraphPad)}E1T 73T © AR FAEAN B A DRIV TUREIRRH ALY g EFET &
(cp)TE R5100% - G LAFAER BEA TR DRIV FLEY P19 &R a1 & (cp) TE &
0% > {emiEEFTHLA DQHLASHIIFAE (%) - {E FHXLfit Excel add-in software
(IDBS)ZKHEEICS0E
moE S-4 M %S o o Bt A M & B $i HLA DQ i 88

(DQNO0344H0976/1.0591//DQNO385H1255/1.0605-F6.v2
DQNO0344H1013/1.0620//DQNO0385H1521/L.0605-F6.v2
DQNO0344H1013/L.0620//DQN0385H1270/L0681-F6.v2) 5] 1}~ & | HLA-DQ2.2/02
BIE A & A (K8 M Jurkat TAAE LAY R EREM: R A(ER > ICS0E LK
nanogram / mLEp[E|A ©

[0397) 0 53 7 54 M1 £ 5 B R ’
DQNO0344H0976/1.0591//DQNO0385H1255/1.0605-F6.v2
DQNO0344H1013/1.0620//DQNO0385H1521/L.0605-F6.v2
DQNO0344H1013/1.0620//DQN0385H1270/L0681-F6.v24 & T HLA-DQ2.2/a1 2% g
AR H o2 28R 5 H AV RE (GBI P AIER

[0398] 4 [ 4-1 % @& 54 f1 & 4 -~ £ 5 Ff &~ -
DQNO0344H0976/1.0591//DQNO0385H1255/1.0605-F6.v2
DQNO0344H1013/1.0620//DQNO0385H1521/L.0605-F6.v2
DQNO0344H1013/1.0620//DQN0385H1270/L0681-F6.v2 1 & | B A Mz AV B E 1
FREEMBREMREME FAMMEM - LI WR2TMERIF R
DQNO0344H0976/1.0591//DQNO0385H1255/1.0605-F6.v2
DQNO0344H1013/1.0620//DQNO0385H1521/L.0605-F6.v2
DQNO0344H1013/L0620//DQN0385H1270/L0681-F6.v2 Y t F1 & 4 43 F Ei

216 H > 217 HEEHRHAE)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0
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DQNO0344H0976/1.0591//DQN0385H1255/L.0605-F6

DQNO0344H1013/L.0620//DQN0385H1521/L.0605-F6

DQNO0344H1013/L.0620//DQN0385H1270/L0681-F6fy H FISE AT & o

[0399) [#5]

IC50 (ngiml)_HLA-DQ22

DQN0344H1013/L.0620/DQON03§5H1270/L0681-F6.v2

alaZifigis | a2FEEE
N el EETCR EHTCR
IBEFAE | 3BEFRES
HH E
DQN0344H0976/L0591//DQN0385H1255/1.0605-F6.v2 1.72 9.48
DQN0344H1013/L0620/DQN0385H1521/L0605-F6.v2 1.16 6.51
1.6 460

[Froar i ]

i o
RN

2125-19158 APF-TW

112137009

FEESE A0101

5217 H - 42217 H(SEVERAE)

1122053096-0
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<110>
<120>
<130>

<150>
<151>

<160>
<170>
<210>
211>
<212>
<213>

<220>
<223>

<400>
Gln Val
1

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Gly Thr Phe Ser
20 25

<210>
211>
<212>
<213>

<220>
<223>

<400>
Gln Val
1

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr
20 25

<210>
211>
<212>
<213>

<220>

H pg s NBLZERL (1A TR 2\ 5] (CHUGAT SEIYAKU KABUSHIKI KAISHA)

R llEs

§UHLA-DQ2. 5 fife R E R/ B R AL EER A R

C1-A2022-US

JP 2020-157873
2020-09-18

210

PatentIn version 3.5
1

30

PRT

AT

VHla

1

Gln Leu Val Gln Ser Gly Ala G

5

PRT
AT

VH1b
2

Gln Leu Val Gln Ser Gly Ala G

5

30
PRT

NI

2125-19158APF-TW

112137009

FEESE A0101

10

10

F1H > #1130 HIFHIER)

lu Val Lys Lys Pro Gly Ser
15

30

lu Val Lys Lys Pro Gly Ala
15

30

1122053096-0
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<223> VH2

<400> 3

Gln Val Gln Leu Lys Glu Ser Gly Pro Ala Leu Val Lys Pro Thr Gln
1 5 10 15

Thr Leu Thr Leu Thr Cys Thr Phe Ser Gly Phe Ser Leu Ser
20 25 30

<210> 4

<211> 30
<212> PRT
Q13> ATF5)

<220>
<223> VH3

<400> 4

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser
20 25 30

<210> 5

<211> 30
<212> PRT
Q13> ATF5)

<220>
<223> VH4

<400> 5

Gln Val Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser Ile Ser
20 25 30

<210> 6

<211> 30
<212> PRT
Q13> ATF5)

<220>
<223> VH5

<400> 6

$2H > # 130 H(FIIR)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0
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Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
1 5 10 15

Ser Leu Lys Ile Ser Cys Lys Gly Ser Gly Tyr Ser Phe Thr
20 25 30

<210> 7

<211> 30
<212> PRT
Q13> ATF5)

<220>
<223> VH6

<400> 7

Gln Val Gln Leu Gln Gln Ser Gly Pro Gly Leu Val Lys Pro Ser Gln
1 5 10 15

Thr Leu Ser Leu Thr Cys Ala Ile Ser Gly Asp Ser Val Ser
20 25 30

<210> 8
211>
<212>
<213>

<400> 8
000

<210> 9

211> 14
<212> PRT
Q13> ATF5)

<220>
<223> VHla

<400> 9

Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met Gly
1 5 10

<210> 10
211> 14
<212> PRT
Q13> ATF5)

<220>
<223> VH3

3 H > #1130 H(FIIR)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0
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<400> 10
Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ser
1 5 10

<210> 11

211> 32
<212> PRT
Q13> ATF5)

<220>
<223> VHla

<400> 11

Arg Val Thr Ile Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr Met Glu
1 5 10 15

Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
20 25 30

<210> 12
211> 32
<212> PRT
Q13> ATF5)

<220>
<223> VHI1b

<400> 12

Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser Thr Ala Tyr Met Glu
1 5 10 15

Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
20 25 30

<210> 13

211> 32
<212> PRT
Q13> ATF5)

<220>
<223> VH2

<400> 13
Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys Asn GIn Val Val Leu Thr
1 5 10 15

Met Thr Asn Met Asp Pro Val Asp Thr Ala Thr Tyr Tyr Cys Ala Arg
20 25 30

F4H > H# 130 HIFIIR)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0
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<210> 14
211> 32
<212> PRT
Q13> ATF5)

<220>
<223> VH3

<400> 14

Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln
1 5 10 15

Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
20 25 30

<210> 15
211> 32
<212> PRT
Q13> ATF5)

<220>
<223> VH4

<400> 15

Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn GIn Phe Ser Leu Lys
1 5 10 15

Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala Arg
20 25 30

<210> 16
211> 32
<212> PRT
Q13> ATF5)

<220>
<223> VH5

<400> 16
Gln Val Thr Ile Ser Ala Asp Lys Ser Ile Ser Thr Ala Tyr Leu Gln
1 5 10 15

Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys Ala Arg
20 25 30

210> 17
211> 32

5 H 3130 H(FIIR)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0
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<212> PRT
Q13> ATF5)

<220>
<223> VH6

<400> 17

Arg Ile Thr Ile Asn Pro Asp Thr Ser Lys Asn GIn Phe Ser Leu Gln
1 5 10 15

Leu Asn Ser Val Thr Pro Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
20 25 30

<210> 18
211> 11

<212> PRT
Q13> ATF5)

<220>
<223> VHla

<400> 18

Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
1 5 10

<210> 19
211> 11

<212> PRT
Q13> ATF5)

<220>
<223> VH6

<400> 19

Trp Gly Pro Gly Thr Leu Val Thr Val Ser Ser
1 5 10

<210> 20
211> 23

<212> PRT
Q13> ATF5)

<220>
<223> VK1

<400> 20

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

56 H 3£ 130 H(FIIR)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0
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Asp Arg Val Thr Ile Thr Cys
20

<210> 21

211> 23

<212> PRT
Q13> ATF5)

<220>
<223> VK2

<400> 21

Asp Ile Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly
1 5 10 15

Glu Pro Ala Ser Ile Ser Cys
20

<210> 22
211> 23

<212> PRT
Q13> ATF5)

<220>
<223> VK3

<400> 22
Asp Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys
20

<210> 23

211> 23

<212> PRT
Q13> ATF5)

<220>
<223> VK4

<400> 23
Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ala Val Ser Leu Gly
1 5 10 15

Glu Arg Ala Thr Ile Asn Cys
20

7 H > # 130 H(FIIR)
2125-19158 APF-TW

112137009 FEESE A0101

1122053096-0
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<210> 24
211> 15
<212> PRT
Q13> ATF5)

<220>
<223> VK1

<400> 24

Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile Tyr
1 5 10 15

<210> 25
211>
<212>
<213>

<400> 25
000

<210> 26
211> 32
<212> PRT
Q13> ATF5)

<220>
<223> VK1

<400> 26

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
1 5 10 15

Leu Thr Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
20 25 30

<210> 27
211> 32
<212> PRT
Q13> ATF5)

<220>
<223> VK2

<400> 27
Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
1 5 10 15

Leu Lys Ile Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys
20 25 30

8 H 3 130 H(FIIR)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

<210>
211>
<212>
<213>

<220>
<223>

<400>
Gly Val
1

28

PRT
NI
VK3

28

Pro Ala Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr

5 10

15

Leu Thr Ile Ser Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys
30

<210>
211>
<212>
<213>

<220>
<223>

<400>

Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp
1 5 10

20 25

29

PRT
NI
VK4

29

Phe Thr
15

Leu Thr Ile Ser Ser Leu Gln Ala Glu Asp Val Ala Val Tyr Tyr Cys
30

<210>
211>
<212>
<213>

<220>
<223>

<400>

Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
1 5

<210>
211>
<212>
<213>

<220>

20 25

30

10

PRT
NI

VK1
30

10

31

328

PRT
NI

F9H > 130 HIFHIR)

2125-19158APF-TW

112137009

FEESE A0101

1122053096-0
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<223> SG1
<400> 31

1

Ser

Phe

Gly

Leu

Tyr

Lys

Pro

Lys

Val

145

Tyr

Glu

His

Thr

Pro

Val

50

Ser

Ile

Val

Ala

Pro

130

Val

Val

Gln

Gln

Ala Ser Thr Lys Gly Pro Ser
5

Ser Gly Gly Thr Ala
20

Glu Pro Val Thr Val
35

His Thr Phe Pro Ala
55

Ser Val Val Thr Val
70

Cys Asn Val Asn His
85

Glu Pro Lys Ser Cys
100

Pro Glu Leu Leu Gly
115

Lys Asp Thr Leu Met
135

Val Asp Val Ser His
150

Asp Gly Val Glu Val
165

Tyr Asn Ser Thr Tyr
180

Asp Trp Leu Asn Gly
195

Val

Ala

Ser

40

Val

Pro

Lys

Asp

Gly

120

Ile

Glu

His

Arg

Lys
200

Phe Pro Leu Ala Pro Ser Ser Lys

10

Leu Gly
25

Trp Asn
Leu Gln
Ser Ser

Pro Ser
90

Lys Thr
105

Pro Ser
Ser Arg
Asp Pro

Asn Ala
170

Val Val
185

Glu Tyr

Cys

Ser

Ser

Ser

75

Asn

His

Val

Thr

Glu

155

Lys

Ser

Lys

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile

210

215

2125-19158APF-TW

112137009

FEESE A0101

Leu

Gly

Ser

60

Leu

Thr

Thr

Phe

Pro

140

Val

Thr

Val

Cys

Ser
220

15

Val Lys Asp Tyr
30

Ala Leu Thr Ser
45

Gly Leu Tyr Ser

Gly Thr Gln Thr

Lys Val Asp Lys
95

Cys Pro Pro Cys
110

Leu Phe Pro Pro
125

Glu Val Thr Cys

Lys Phe Asn Trp
160

Lys Pro Arg Glu
175

Leu Thr Val Leu
190

Lys Val Ser Asn
205

Lys Ala Lys Gly

%10 H » #1130 HFPSIR)

1122053096-0



202402804

GIn Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro
325

<210> 32
211> 107
<212> PRT
Q13> ATF5)

<220>
<223> SK1

<400> 32
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
1 5 10 15

GIn Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln
35 40 45

Ser Gly Asn Ser GIn Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
50 55 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75 80

%11 H » 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101

1122053096-0



202402804

Lys His
Pro Val

<210>
211>
<212>
<213>

<220>
<223>

<400>
Trp Val
1

<210>
211>
<212>
<213>

<220>
<223>

<400>
1

<210>
211>
<212>
<213>

<220>
<223>

<400>

Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
85 90 95

Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

33

14

PRT
ATFP3
VH3 (54H)
33

Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ala
5 10

34

15

PRT
NI

VK4 (38509L)
34

Trp Tyr Gln Gln Lys Pro Gly Gln Pro Pro Lys Leu Leu Ile Tyr
5

10 15

35
449
PRT

NI

DONO344Hx - SG1310. A5
35

Gln Ser Leu Glu Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly Thr
1

5 10 15

Leu Thr Leu Thr Cys Thr Ala Ser Gly Phe Ser Phe Ser Ser Ser Tyr

Trp Met

20 25 30

Cys Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

%12 H - #£ 130 HIFSIR)

2125-19158APF-TW

112137009

FEESE A0101 1122053096-0



202402804

Ala

Lys

05

Gln

Arg

Pro

Val

Ala

145

Ser

Val

Pro

Lys

Asp

225

Gly

Ile

Cys Val Tyr Gly Gly
50

Gly Arg Phe Thr Ile
70

Val Thr Ser Leu Thr
85

Asp Pro Leu Asn Tyr
100

Gly Thr Leu Val Thr
115

Phe Pro Leu Ala Pro
130

Leu Gly Cys Leu Val
150

Trp Asn Ser Gly Ala
165

Ser Ser Gly
180

Leu Lys

Ser Ser Ser Leu Gly
195

Pro Ser Asn Thr Lys
210

Ser

55

Ser

Ala

Tyr

Val

Ser

135

Lys

Leu

Leu

Thr

Val
215

Asp

Lys

Ala

Tyr

Ser

120

Ser

Asp

Thr

Tyr

Gln

200

Asp

Thr Thr Tyr

Ser
75

Gly Ser

Asp Thr Ala
90

Tyr Gly Glu
105

Ser Ala Ser

Lys Ser Thr

Tyr Phe Pro
155

Ser Gly Val
170

Ser Leu Ser
185

Thr Tyr Ile

Lys Arg Val

Lys Thr His Thr Cys Pro Pro Cys Pro Ala

230

235

Pro Ser Val Phe Leu Phe Pro Pro Lys Pro

245

250

Ser Arg Thr Pro Glu Val Thr Cys Val Val

260

2125-19158APF-TW

112137009

FEESE A0101

265

Tyr Ala Ser Trp Thr
60

Thr Thr Val Ala Leu
80

Thr Tyr Phe Cys Ala
95

Leu Asn Leu Trp Gly
110

Thr Lys Gly Pro Ser
125

Ser Gly Gly Thr Ala
140

Glu Pro Val Thr Val
160

His Thr Phe Pro Ala
175

Ser Val Val Thr Val

190

Cys Asn Val Asn His
205

Glu Pro Lys Ser Cys
220

Pro Glu Leu Arg Arg
240

Lys Asp Thr Leu Met
255

Val Asp Val Ser His
270

%13 H - #1130 HFPSIR)

1122053096-0



202402804

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
275 280 285

His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr
290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
325 330 335

Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
340 345 350

Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser
355 360 365

Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
370 375 380

Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
385 390 395 400

Tyr Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val
405 410 415

Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Leu
420 425 430

His Glu Ala Leu His Ala His Tyr Thr Arg Glu Glu Leu Ser Leu Ser
435 440 445

Pro

<210> 36
<211> 449
<212> PRT
Q13> ATF5)

<220>
<223> DONO344Hx-SG1399.A5

<400> 36

14 H - 3£ 130 H(FF1R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Gln Ser Leu Glu Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly Thr
1 5 10 15

Leu Thr Leu Thr Cys Thr Ala Ser Gly Phe Ser Phe Ser Ser Ser Tyr
20 25 30

Trp Met Cys Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ala Cys Val Tyr Gly Gly Ser Asp Thr Thr Tyr Tyr Ala Ser Trp Thr
50 55 60

Lys Gly Arg Phe Thr Ile Ser Lys Gly Ser Ser Thr Thr Val Ala Leu
65 70 75 80

Gln Val Thr Ser Leu Thr Ala Ala Asp Thr Ala Thr Tyr Phe Cys Ala
85 90 95

Arg Asp Pro Leu Asn Tyr Tyr Tyr Tyr Gly Glu Leu Asn Leu Trp Gly
100 105 110

Pro Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser
115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala
130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val
145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala
165 170 175

Val Leu Lys Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val
180 185 190

Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn His
195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro Lys Ser Cys
210 215 220

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Arg Arg
225 230 235 240

15 H » 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
245 250 255

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
260 265 270

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
275 280 285

His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr
290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
325 330 335

Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
340 345 350

Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser
355 360 365

Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
370 375 380

Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
385 390 395 400

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val
405 410 415

Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Leu
420 425 430

His Glu Ala Leu His Ala His Tyr Thr Arg Glu Glu Leu Ser Leu Ser
435 440 445

Pro

%16 H - 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

<210> 37
211> 215
<212> PRT
Q13> ATF5)

<220>
<223> DONO0344Lx-SK1004

<400> 37
Ala Val Val Leu Thr Gln Thr
1 5

Gly Thr Val Thr Ile Arg Cys
20

Leu Ala Trp Tyr Gln Gln Lys
35

Tyr Tyr Val Ser Thr Leu Ala
50 55

Ser Gly Ser Gly Thr Glu Tyr
65 70

Asp Asp Ala Ala Thr Tyr Tyr
85

Val Thr Phe Gly Gly Gly Thr
100

Ala Pro Ser Val Phe Ile Phe
115

Gly Thr Ala Glu Val Val Cys
130 135

Ala Lys Val Gln Trp Lys Val
145 150

Glu Glu Ser Val Thr Glu Gln
165

Ala Ser Pro
10

Gln Ala Thr
25

Pro Gly Gln
40

Ser Gly Val

Thr Leu Thr

Cys Gln Thr
90

Lys Val Glu
105

Pro Pro Ser
120

Leu Leu Asn

Asp Asn Ala

Asp Ser Lys
170

Val Ser

Glu Asn

Pro Pro

Pro Ser
60

Ile Ser
75

Tyr His

Ile Lys

Asp Glu

Asn Phe
140

Leu Gln
155

Asp Ser

Ala

Ile

Lys

45

Arg

Gly

Asp

Arg

Gln

125

Tyr

Ser

Thr

Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys

180

2125-19158APF-TW

112137009 FEESE A0101

185

%17 H » #1130 HFPSIR)

Ala Val Gly
15

Tyr Ser Gly
30

Val Leu Ile

Phe Lys Gly

Val Gln Cys
80

Ile Ser Asn
95

Thr Val Ala
110

Leu Lys Ser

Pro Arg Glu

Gly Asn Ser
160

Tyr Ser Leu
175

His Lys Val
190

1122053096-0



202402804

Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys

Ser

195 200

Phe Asn Arg Gly Glu Cys
210 215

<210> 38
<211> 451
<212> PRT
Q13> ATF5)

<220>
<223> DONO34425H-SG1310.A5

<400> 38

Gln
1
Ser
Tyr
Met
Thr
65
Tyr
Cys
Trp

Pro

Thr
145

Val GIn Leu Val Glu Ser Gly
5

Leu Arg Leu Ser Cys Ala Ala
20

Trp Met Cys Trp Val Arg Gln
35 40

Gly Cys Val Tyr Gly Gly Ser
50 55

Lys Gly Arg Phe Thr Ile Ser
70

Leu Gln Met Asn Ser Leu Arg
85

Ala Arg Asp Pro Leu Asn Tyr
100

Gly Gln Gly Thr Leu Val Thr
115 120

Ser Val Phe Pro Leu Ala Pro
130 135

Ala Ala Leu Gly Cys Leu Val
150

Gly Gly Val
10

Ser Gly Phe
25

Ala Pro Gly

Asp Thr Thr

Arg Asp Asn
75

Ala Glu Asp
90

Tyr Tyr Tyr
105

Val Ser Ser

Ser Ser Lys

Lys Asp Tyr
155

205

Val Gln

Thr Phe

Gln Gly
45

Tyr Tyr
60

Ser Lys

Thr Ala

Gly Glu

Ala Ser
125

Ser Thr
140

Phe Pro

%18 H » £ 130 H(FSIR)

2125-19158APF-TW

112137009

FEESE A0101

Pro Gly Arg
15

Ser Ser Ser
30

Leu Glu Trp
Ala Ser Trp

Asn Thr Leu
80

Val Tyr Tyr
95

Leu Asn Leu
110

Thr Lys Gly

Ser Gly Gly

Glu Pro Val
160

1122053096-0



202402804

Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe
165 170 175

Pro Ala Val Leu Lys Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val
180 185 190

Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val
195 200 205

Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro Lys
210 215 220

Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu
225 230 235 240

Arg Arg Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr
245 250 255

Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val
260 265 270

Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val
275 280 285

Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser
290 295 300

Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu
305 310 315 320

Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala
325 330 335

Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro
340 345 350

Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln
355 360 365

Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala
370 375 380

b

Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr
385 390 395 400

19 H » 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Pro Pro Tyr Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu
405 410 415

Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser
420 425 430

Val Leu His Glu Ala Leu His Ala His Tyr Thr Arg Glu Glu Leu Ser
435 440 445

Leu Ser Pro
450

<210> 39
<211> 451
<212> PRT
Q13> ATF5)

<220>
<223> DONO34425H-SG1399.A5

<400> 39
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Ser
20 25 30

Tyr Trp Met Cys Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp
35 40 45

Met Gly Cys Val Tyr Gly Gly Ser Asp Thr Thr Tyr Tyr Ala Ser Trp
50 55 60

Thr Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu
65 70 75 80

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

Cys Ala Arg Asp Pro Leu Asn Tyr Tyr Tyr Tyr Gly Glu Leu Asn Leu
100 105 110

Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly
115 120 125

520 H - 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly
130 135 140

Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val
145 150 155 160

Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe
165 170 175

Pro Ala Val Leu Lys Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val
180 185 190

Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val
195 200 205

Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro Lys
210 215 220

Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu
225 230 235 240

Arg Arg Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr
245 250 255

Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val
260 265 270

Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val
275 280 285

Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser
290 295 300

Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu
305 310 315 320

Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala
325 330 335

Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro
340 345 350

21 H - 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln
355 360 365

Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala
370 375 380

Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr
385 390 395 400

Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu
405 410 415

Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser
420 425 430

Val Leu His Glu Ala Leu His Ala His Tyr Thr Arg Glu Glu Leu Ser
435 440 445

Leu Ser Pro
450

<210> 40
211> 215
<212> PRT
Q13> ATF5)

<220>
<223> DON034409L-SK1004

<400> 40
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Gln Ala Thr Glu Asn Ile Tyr Ser Gly
20 25 30

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45

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

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80

522 H - 3£ 130 H(FF1R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Glu Asp Phe Ala Val Tyr Tyr Cys Gln Thr Tyr His Asp Ile Ser Asn
85 90 95

Val Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr Val Ala
100 105 110

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

Gly Thr Ala Glu Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu
130 135 140

Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser
145 150 155 160

Glu Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu
165 170 175

Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val
180 185 190

Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys
195 200 205

Ser Phe Asn Arg Gly Glu Cys
210 215

<210> 41

<211> 451
<212> PRT
Q13> ATF5)

<220>
<223> ssVH3.30DONO34425H0976-SG1310.A5

<400> 41
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Ala
20 25 30

Tyr Trp Met Val Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp
35 40 45

523 H - 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Met Gly Ala Val Tyr Gly Gly Ser
55

50

Thr Glu Gly Arg Phe

05

Tyr Leu Gln Met Asn

Cys
100

Trp Gly Gln Gly
115

Pro Ser Val Phe
130

Thr Ala Ala Leu
145

Thr Val Ser Trp

Pro Ala Val Leu
180

Thr Val Pro Ser
195

Asn His Lys Pro
210

Ser Cys Asp Lys
225

Arg Arg Gly Pro

85

Ala Arg Glu Pro

Thr

Pro

Gly

Asn

165

Lys

Ser

Ser

Thr

Ser
245

Thr
70

Ile Ser

Ser Leu Arg

Leu Asn Tyr

Thr
120

Leu Val

Leu Ala Pro
135

Cys Leu Val

150

Ser Gly Ala

Ser Ser Gly

Ser Leu Gly
200

Asn Thr Lys
215

His
230

Thr Cys

Val Phe Leu

Leu Met Ile Ser Arg Thr Pro Glu

260

Ser His Glu Asp Pro Glu Val Lys

275

2125-19158APF-TW
112137009

280

Asp

Arg

Ala

Tyr

105

Val

Ser

Lys

Leu

Leu

185

Thr

Val

Pro

Phe

Val

265

Phe

Thr Thr Tyr
60

Asp Thr Ser
75

Glu Asp Thr
90

Tyr Tyr Gly

Ser Ser Ala

Ser Lys Ser
140

Asp Tyr Phe
155

Thr Ser Gly
170

Tyr Ser Leu

GlIn Thr Tyr

Asp Lys Arg
220

Pro Cys Pro
235

Pro Pro Lys
250

Thr Cys Val

Asn Trp Tyr

Tyr Ala Lys

Lys Asn Thr

Ala Val Tyr

95

Glu Leu Asn
110

Ser Thr Lys
125

Thr Ser Gly

Pro Glu Pro

Val His Thr

175

Ser Val
190

Ser

Ile Cys Asn

205

Val Glu Pro

Ala Pro Glu

Pro Lys
255

Val Val
270

Val Asp Gly
285

524 H - #1130 HIFSIR)

FEESE A0101

Trp

Leu

80

Tyr

Leu

Gly

Gly

Val

160

Phe

Val

Val

Lys

Leu
240

Asp Thr

Asp Val

Val

1122053096-0



202402804

Glu Val

290

His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser
295 300

Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu

305

310 315 320

Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala
325

330 335

Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro

Gln Val

340 345 350

Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln
355 360 365

Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala

370

375 380

Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr

385

390 395 400

Pro Pro Tyr Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu

Thr Val

405 410 415

Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser
420 425 430

Val Leu His Glu Ala Leu His Ala His Tyr Thr Arg Glu Glu Leu Ser

435 440 445

Leu Ser Pro

450

<210>
211>
<212>
<213>

<220>
<223>

<400>
Gln Val
1

42

451

PRT

NI

ssVH3. 30DON034425H0976-SG1399 . A5
42

Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Gly
5 10 15

F25H » #£ 130 HFSIR)

2125-19158APF-TW

112137009

FEESE A0101

1122053096-0



202402804

Ser

Tyr

Met

Thr

Tyr

Cys

Trp

Pro

Thr

145

Thr

Pro

Thr

Asn

Ser
225

Leu Arg Leu Ser
20

Trp Met Val Trp
35

Gly Ala Val Tyr
50

Glu Gly Arg Phe

Leu Gln Met Asn
85

Ala Arg Glu Pro
100

Gly Gln Gly Thr
115

Ser Val Phe Pro
130

Ala Ala Leu Gly

Val Ser Trp Asn
165

Ala Val Leu Lys
180

Val Pro Ser Ser
195

His Lys Pro Ser
210

Cys Asp Lys Thr

2125-19158APF-TW

112137009

Cys

Val

Gly

Thr

70

Ser

Leu

Leu

Leu

Cys

150

Ser

Ser

Ser

Asn

His
230

Ala Ala

Arg Gln
40

Gly Ser
55

Ile Ser

Leu Arg

Asn Tyr

Val Thr

120

Ala Pro
135

Leu Val

Gly Ala

Ser Gly

Leu Gly
200

Thr Lys
215

Thr Cys

Ser Gly Phe Thr
25

Ala Pro Gly Gln

Asp Thr Thr Tyr
60

Arg Asp Thr Ser
75

Ala Glu Asp Thr
90

Tyr Tyr Tyr Gly
105

Val Ser Ser Ala

Ser Ser Lys Ser
140

Lys Asp Tyr Phe
155

Leu Thr Ser Gly
170

Leu Tyr Ser Leu
185

Thr Gln Thr Tyr

Val Asp Lys Arg
220

Pro Pro Cys Pro
235

Phe Ser Ser Ala
30

Gly Leu Glu Trp
45

Tyr Ala Lys Trp

Lys Asn Thr Leu
80

Ala Val Tyr Tyr

95

Glu Leu Asn Leu
110

Ser Thr Lys Gly
125

Thr Ser Gly Gly

Pro Glu Pro Val
160

Val His Thr Phe

175

Ser Ser Val Val
190

Ile Cys Asn Val
205

Val Glu Pro Lys

Ala Pro Glu Leu
240

26 H » £ 130 HFSIR)

FEESE A0101

1122053096-0



202402804

Arg Arg Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr
245 250 255

Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val
260 265 270

Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val
275 280 285

Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser
290 295 300

Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu
305 310 315 320

Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala
325 330 335

Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro
340 345 350

Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln
355 360 365

Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala
370 375 380

Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr
385 390 395 400

Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu
405 410 415

Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser
420 425 430

rQ

Val Leu His Glu Ala Leu His Ala His Tyr Thr Arg Glu Glu Leu Ser
435 440 445

Leu Ser Pro
450

<210> 43
211> 215

527 H - #£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

<212>
<213>

<220>
<223>

<400> 43

Asp Ile Gln
1

PRT

Asp Arg Val

Leu Ala Trp
35

Tyr Tyr Val
50

Ser Gly Ser
65

Glu Asp Phe

Val Thr Phe

Ala Pro Ser
115

Gly Thr Ala
130

Ala Lys Val
145

Glu Glu Ser

Ser Ser Thr

Tyr Ala Cys
195

NI

Met Thr Gln Ser
5

Thr Ile Thr Cys
20

Tyr Gln Gln Lys

Ser Thr Leu Tyr
55

Gly Thr Asp Phe
70
Ala Val Tyr Tyr
85

Gly Gln Gly Thr
100

Val Phe Ile Phe

Glu Val Val Cys
135

GIn Trp Lys Val
150

Val Thr Glu Gln
165

Leu Thr Leu Ser
180

Glu Val Thr His

2125-19158APF-TW

112137009

FEESE A0101

ssVK1.L1DON034409L0591 - SK1004

Pro Ser Ser
10

Gln Ala Thr
25

Pro Gly Lys
40

Glu Gly Ile

Thr Leu Thr

Cys Gln Thr
90

Lys Val Glu
105

Pro Pro Ser
120

Leu Leu Asn

Asp Asn Ala

Asp Ser Lys
170

Lys Ala Asp
185

Gln Gly Leu
200

Leu Ser Ala

Glu Glu Ile

Ala Pro Lys
45

Pro Ala Arg
60

Ile Ser Ser
75

Tyr Glu Asp

Ile Lys Arg

Asp Glu Gln
125

Asn Phe Tyr
140

Leu Gln Ser
155

Asp Ser Thr

Tyr Glu Lys

Ser Ser Pro
205

528 H - 4130 H(FSIR)

Ser Val Gly
15

Tyr Ser Gly
30

Leu Leu Ile

Phe Ser Gly

Leu Glu Pro
80

Val Ser Ala
95

Thr Val Ala
110

Leu Lys Ser

Pro Arg Glu

Gly Asn Ser
160

Tyr Ser Leu
175

His Lys Val
190

Val Thr Lys

1122053096-0



202402804

Ser Phe Asn Arg Gly Glu Cys

210

210> 44
211> 451

<212>
<213>

PRT
AT

<220>

<223>

<400> 44
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val

1

5

215

Ser Leu Arg Leu Ser Cys Ala Ala
20

Tyr

Met

Thr

Tyr

Cys

Trp

Pro

Thr

145

Thr

Trp Met Val Trp
35

Gly Ala Val Tyr
50

Glu Gly Arg Phe

Leu Gln Met Asn
85

Ala Arg Glu Pro
100

Gly Gln Gly Thr
115

Ser Val Phe Pro
130

Ala Ala Leu Gly

Val Ser Trp Asn
165

2125-19158APF-TW

112137009

Val Arg Gln
40

Gly Gly Ser
55

Thr Ile Ser
70

Ser Leu Arg

Leu Asn Tyr

Leu Val Thr
120

Leu Ala Pro
135

Cys Leu Val
150

ssVH3.30DON034425H1013-SG1310.A5

10

Ser Gly Phe Thr
25

Ala Pro Gly Gln

Asp Thr Thr Tyr
60

Arg Asp Thr Ser
75

Ala Glu Asp Thr
90

Tyr Tyr Tyr Gly
105

Val Ser Ser Ala

Ser Ser Lys Ser
140

Lys Asp Tyr Phe
155

Gln Pro Gly Arg
15

Phe Ser Ser Ala
30

Gly Leu Glu Trp
45

Tyr Ala Lys Trp

Lys Asn Thr Leu
80

Ala Val Tyr Tyr
95

Glu Leu Asn Val
110

Ser Thr Lys Gly
125

Thr Ser Gly Gly

Pro Glu Pro Val
160

Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe

170

175

F29 H - #1130 HFSIR)

FEESE A0101

1122053096-0



112137009

202402804

Pro Ala Val Leu Lys Ser Ser Gly
180

Thr Val Pro Ser Ser Ser Leu Gly
195 200

Asn His Lys Pro Ser Asn Thr Lys
210 215

Ser Cys Asp Lys Thr His Thr Cys
225 230

Arg Arg Gly Pro Ser Val Phe Leu
245

Leu Met Ile Ser Arg Thr Pro Glu
260

Ser His Glu Asp Pro Glu Val Lys
275 280

Glu Val His Asn Ala Lys Thr Lys
290 295

Thr Tyr Arg Val Val Ser Val Leu
305 310

Asn Gly Lys Glu Tyr Lys Cys Lys
325

Pro Ile Glu Lys Thr Ile Ser Lys
340

GIn Val Tyr Thr Leu Pro Pro Ser
355 360

Val Ser Leu Thr Cys Leu Val Lys
370 375

Val Glu Trp Glu Ser Asn Gly Gln
385 390

Leu Tyr Ser Leu Ser Ser Val Val
185 190

Thr Gln Thr Tyr Ile Cys Asn Val
205

Val Asp Lys Arg Val Glu Pro Lys
220

Pro Pro Cys Pro Ala Pro Glu Leu
235 240

Phe Pro Pro Lys Pro Lys Asp Thr
250 255

Val Thr Cys Val Val Val Asp Val
265 270

Phe Asn Trp Tyr Val Asp Gly Val
285

Pro Arg Glu Glu Gln Tyr Asn Ser
300

Thr Val Leu His Gln Asp Trp Leu
315 320

Val Ser Asn Lys Ala Leu Pro Ala
330 335

Ala Lys Gly Gln Pro Arg Glu Pro
345 350

Arg Glu Glu Met Thr Lys Asn Gln
365

Gly Phe Tyr Pro Ser Asp Ile Ala
380

Pro Glu Asn Asn Tyr Lys Thr Thr
395 400

30 H - #1130 HFSIR)

2125-19158APF-TW
FEESE A0101

1122053096-0



202402804

Pro Pro Tyr Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu
405 410 415

Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser
420 425 430

Val Leu His Glu Ala Leu His Ala His Tyr Thr Arg Glu Glu Leu Ser
435 440 445

Leu Ser Pro
450

<210> 45
<211> 451
<212> PRT
Q13> ATF5)

<220>
<223> ssVH3.30DONO34425H1013-SG1399.A5

<400> 45
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Ala
20 25 30

Tyr Trp Met Val Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp
35 40 45

Met Gly Ala Val Tyr Gly Gly Ser Asp Thr Thr Tyr Tyr Ala Lys Trp
50 55 60

Thr Glu Gly Arg Phe Thr Ile Ser Arg Asp Thr Ser Lys Asn Thr Leu
65 70 75 80

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

Cys Ala Arg Glu Pro Leu Asn Tyr Tyr Tyr Tyr Gly Glu Leu Asn Val
100 105 110

Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly
115 120 125

31 H - 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly
130 135 140

Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val
145 150 155 160

Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe
165 170 175

Pro Ala Val Leu Lys Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val
180 185 190

Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val
195 200 205

Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro Lys
210 215 220

Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu
225 230 235 240

Arg Arg Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr
245 250 255

Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val
260 265 270

Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val
275 280 285

Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser
290 295 300

Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu
305 310 315 320

Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala
325 330 335

Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro
340 345 350

Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln
355 360 365

532 H - 3£ 130 H(FF1R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala
370 375 380

Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr
385 390 395 400

Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu
405 410 415

Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser
420 425 430

Val Leu His Glu Ala Leu His Ala His Tyr Thr Arg Glu Glu Leu Ser
435 440 445

Leu Ser Pro
450

<210> 46
211> 215
<212> PRT
Q13> ATF5)

<220>
<223> ssVK1.L1DON0O34409L0620-SK1004

<400> 46
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Gln Ala Thr Glu Asn Ile Tyr Ser Gly
20 25 30

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45

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

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80

Glu Asp Phe Ala Val Tyr Tyr Cys Gln Thr Tyr Glu Asp Val Ser Ala
85 90 95

533 H » 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Val Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr Val Ala
100 105 110

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

Gly Thr Ala Glu Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu
130 135 140

Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser
145 150 155 160

Glu Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu
165 170 175

Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val
180 185 190

Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys
195 200 205

Ser Phe Asn Arg Gly Glu Cys
210 215

<210> 47
<211> 445
<212> PRT
Q13> ATF5)

<220>
<223> DONO385He-SG1308.A5

<400> 47
Gln Glu Gln Leu Glu Glu Ser Gly Gly Asp Leu Val Lys Pro Gly Ala
1 5 10 15

Ser Leu Thr Leu Thr Cys Thr Ala Ser Gly Phe Ser Phe Tyr Ser Ser
20 25 30

Tyr Trp Ile Cys Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp
35 40 45

Ile Ala Cys Ile Asp Thr Gly Ser Gly Ser Ile Asp Tyr Ala Ser Trp
50 55 60

534 H - 3£ 130 H(FF1R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Val Asn Gly Arg Phe Thr Ile Ser Lys Thr Ser Ser Thr Thr Val Thr
65 70 75 80

Leu GIn Met Thr Ser Leu Thr Val Ala Asp Thr Ala Thr Tyr Phe Cys
85 90 95

Ala Arg Asp Ile Gly Ile Asp Tyr Asn Phe Trp Gly Pro Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
115 120 125

Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys
130 135 140

Leu Val Glu Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
145 150 155 160

Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Glu Ser
165 170 175

Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser
180 185 190

Leu Gly Thr Lys Thr Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asn
195 200 205

Thr Lys Val Asp Lys Arg Val Glu Pro Lys Ser Cys Asp Lys Thr His
210 215 220

Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Arg Arg Gly Pro Ser Val
225 230 235 240

Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr
245 250 255

Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu
260 265 270

Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys
275 280 285

535 H » 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
290 295

Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
305 310 315

Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
325 330

Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
340 345

Pro Ser Arg Lys Glu Met Thr Lys Asn Gln Val
355 360

Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
370 375

Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
385 390 395

Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
405 410

Trp GIn Gln Gly Asn Val Phe Ser Cys Ser Val
420 425

His Ala His Tyr Thr Arg Lys Glu Leu Ser Leu
435 440

<210> 48
<211> 445
<212> PRT
Q13> ATF5)

<220>
<223> DONO385He-SG1398.A5

<400> 48

Tyr Arg Val Val Ser
300

Gly Lys Glu Tyr Lys
320

Ile Glu Lys Thr Ile
335

Val Tyr Thr Leu Pro
350

Ser Leu Thr Cys Leu
365

Glu Trp Glu Ser Asn
380

Pro Tyr Leu Asp Ser
400

Val Asp Lys Ser Arg
415

Leu His Glu Ala Leu
430

Ser Pro
445

Gln Glu Gln Leu Glu Glu Ser Gly Gly Asp Leu Val Lys Pro Gly Ala
1 10

5

Ser Leu Thr Leu Thr Cys Thr Ala Ser Gly Phe
20 25

15

Ser Phe Tyr Ser Ser
30

36 H - #1130 H(FSIR)

2125-19158APF-TW
112137009 FEESE A0101

1122053096-0



202402804

Tyr Trp Ile Cys Trp Val Arg
35

Ile Ala Cys Ile Asp Thr Gly
50 55

Val Asn Gly Arg Phe Thr Ile
65 70

Leu Gln Met Thr Ser Leu Thr
85

Ala Arg Asp Ile Gly Ile Asp
100

Val Thr Val Ser Ser Ala Ser
115

Ala Pro Ser Ser Lys Ser Thr
130 135

Leu Val Glu Asp Tyr Phe Pro
145 150

Gly Ala Leu Thr Ser Gly Val
165

Ser Gly Leu Tyr Ser Leu Ser
180

Leu Gly Thr Lys Thr Tyr Ile
195

Thr Lys Val Asp Lys Arg Val
210 215

Thr Cys Pro Pro Cys Pro Ala
225 230

Phe Leu Phe Pro Pro Lys Pro
245

Gln Ala Pro Gly Lys Gly Leu Glu Trp

40 45

Ser Gly Ser Ile Asp Tyr
60

Ser Lys Thr Ser Ser Thr
75

Val Ala Asp Thr Ala Thr
90

Tyr Asn Phe Trp Gly Pro
105

Thr Lys Gly Pro Ser Val
120 125

Ser Gly Gly Thr Ala Ala
140

Glu Pro Val Thr Val Ser
155

His Thr Phe Pro Ala Val
170

Ser Val Val Thr Val Pro
185

Cys Asn Val Asn His Lys
200 205

Glu Pro Lys Ser Cys Asp
220

Pro Glu Leu Arg Arg Gly
235

Ala Ser

Thr Val

Tyr Phe
95

Gly Thr
110

Phe Pro

Leu Gly

Trp Asn

Leu Glu
175

Ser Ser

190

Pro Ser

Lys Thr

Pro Ser

Trp

Thr

Cys

Leu

Leu

Cys

Ser

160

Ser

Ser

Asn

His

Val
240

Lys Asp Thr Leu Met Ile Ser Arg Thr

250

255

Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu

260

2125-19158APF-TW
112137009 FEESE A0101

265

537 H - #1130 HFSIR)

270

1122053096-0



202402804

Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys
275 280 285

Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser
290 295 300

Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys
305 310 315 320

Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile
325 330 335

Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro GIn Val Tyr Thr Leu Pro
340 345 350

Pro Ser Arg Lys Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu
355 360 365

Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn
370 375 380

Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
385 390 395 400

Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg
405 410 415

Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Leu His Glu Ala Leu
420 425 430

His Ala His Tyr Thr Arg Lys Glu Leu Ser Leu Ser Pro
435 440 445

<210> 49
211> 213
<212> PRT
Q13> ATF5)

<220>
<223> DONO385Le-SK1014

<400> 49

Ala Phe Glu Leu Thr Gln Thr Pro Ser Phe Val Glu Ala Ala Val Gly
1 5 10 15

538 H - 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Gly Thr Val

Leu Asn Trp
35

Tyr Tyr Ala
50

Ser Gly Ser
65

Ala Asp Ala

Phe Gly Gly

Ser Val Phe
115

Ala Lys Val
130

Val GIn Trp
145

Ser Val Thr

Thr Leu Thr

Cys Glu Val
195

Asn Arg Gly
210

<210> 50

<211> 446
<212> PRT
<213>

Thr Ile
20

Tyr Gln

Ser Thr

Gly Thr

Ala Thr
85

Gly Thr
100

Ile Phe

Val Cys

Lys Val

Glu Gln

165

Leu Ser
180

Thr His

Glu Cys

NI

2125-19158APF-TW

112137009

Lys Cys Gln

Gln Lys Pro
40

Leu Ala Ser
55

Glu Phe Ser
70

Tyr Tyr Cys

Lys Val Glu

Pro Pro Ser
120

Leu Leu Asn
135

Asp Asn Ala
150

Asp Ser Lys

Lys Ala Asp

Gln Gly Leu
200

Ala Thr Gln Ser
25

Gly GIn Pro Pro

Gly Val Pro Ser
60

Leu Thr Ile Ser

75

His Tyr Gly Ile
90

Ile Lys Arg Thr
105

Asp Glu GIn Leu

Asn Phe Tyr Pro
140

Leu Gln Ser Gly
155

Asp Ser Thr Tyr
170

Tyr Glu Lys His
185

Ser Ser Pro Val

Ile

Lys

45

Arg

Gly

Ser

Val

Lys

125

Asn

Ser

Lys

Thr
205

539 H - #1130 HFSIR)

FEESE A0101

Ser Ser Tyr
30

Leu Leu Ile

Phe Lys Gly

Val Glu Cys
80

Tyr Val Ser
95

Ala Ala Pro
110

Ser Gly Thr

Glu Ala Lys

Ser Lys Glu
160

Leu Ser Ser
175

Val Tyr Ala
190

Lys Ser Phe

1122053096-0



202402804

<220>
<223> DONO385ee0054H-SG1308.AS

<400> 50

Gln
1
Ser
Tyr
Val
Val
65
Tyr
Cys
Leu
Leu
Cys
145
Ser

Ser

Ser

Val Gln

Leu Arg

Trp Ile
35

Ala Cys
50

Asn Gly

Leu Gln

Ala Arg

Val Thr

115

Ala Pro

130

Leu Val

Gly Ala

Ser Gly

Leu Gly
195

Leu Val Glu
5

Leu Ser Cys
20

Cys Trp Val

Ile Asp Thr

Arg Phe Thr
70

Met Asn Ser
85

Asp Ile Gly
100

Val Ser Ser

Ser Ser Lys

Glu Asp Tyr
150

Leu Thr Ser
165

Leu Tyr Ser
180

Thr Lys Thr

2125-19158APF-TW

112137009

Ser Gly Gly

Ala Ala Ser
25

Arg Gln Ala
40

Gly Ser Gly
55

Ile Ser Arg

Leu Arg Ala

Ile Asp Tyr
105

Ala Ser Thr
120

Ser Thr Ser

135

Phe Pro Glu Pro Val

Gly Val His

Leu Ser Ser
185

Ile Cys
200

Tyr

Gly Val
10

Val

Gly Phe Thr

Pro Gly Lys

Ile Asp
60

Ser

Asp Asn Ser

75

Glu Asp Thr
90

Asn Phe Trp

Lys Gly Pro

Gly Gly Thr
140

Thr
155

Thr
170

Phe Pro

Val Val Thr

Asn Val Asn

Gln

Phe

Gly

45

Tyr

Lys

Ala

Gly

Ser

125

Ala

Val

Ala

Val

His
205

40 H - £ 130 HFSIR)

FEESE A0101

Pro Gly Arg
15

Ser Ser Ser
30

Leu Glu Trp
Ala Ser Trp

Asn Thr Leu
80

Val Tyr Tyr
95

Pro Gly Thr
110

Val Phe Pro
Ala Leu Gly

Ser Trp Asn
160

Val Leu Glu
175

Pro Ser Ser
190

Lys Pro Ser

1122053096-0



202402804

Asn Thr Lys Val Asp Lys Arg Val Glu Pro Lys Ser Cys Asp Lys Thr
210 215 220

His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Arg Arg Gly Pro Ser
225 230 235 240

Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg
245 250 255

Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro
260 265 270

Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
275 280 285

Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val
290 295 300

Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr
305 310 315 320

Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr
325 330 335

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu
340 345 350

Pro Pro Ser Arg Lys Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys
355 360 365

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
370 375 380

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Tyr Leu Asp
385 390 395 400

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
405 410 415

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Leu His Glu Ala
420 425 430

Leu His Ala His Tyr Thr Arg Lys Glu Leu Ser Leu Ser Pro
435 440 445

41 H - 3£ 130 H(FF1R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

<210> 51

<211> 446
<212> PRT
Q13> ATF5)

<220>
<223> DONO385ee0054H-SG1398 . AS

<400> 51
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Ser
20 25 30

Tyr Trp Ile Cys Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp
35 40 45

Val Ala Cys Ile Asp Thr Gly Ser Gly Ser Ile Asp Tyr Ala Ser Trp
50 55 60

Val Asn Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu
65 70 75 80

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

Cys Ala Arg Asp Ile Gly Ile Asp Tyr Asn Phe Trp Gly Pro Gly Thr
100 105 110

Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro
115 120 125

Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly
130 135 140

Cys Leu Val Glu Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn
145 150 155 160

Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Glu
165 170 175

Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser
180 185 190

42 H - £ 130 H(FF1R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Ser Leu Gly Thr Lys Thr Tyr Ile Cys Asn Val Asn His Lys Pro Ser
195 200 205

Asn Thr Lys Val Asp Lys Arg Val Glu Pro Lys Ser Cys Asp Lys Thr
210 215 220

His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Arg Arg Gly Pro Ser
225 230 235 240

Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg
245 250 255

Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro
260 265 270

Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
275 280 285

Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val
290 295 300

Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr
305 310 315 320

Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr
325 330 335

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu
340 345 350

Pro Pro Ser Arg Lys Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys
355 360 365

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
370 375 380

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
385 390 395 400

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
405 410 415

43 H - 3£ 130 H(FF1R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



112137009

202402804

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Leu His Glu Ala

420

425

430

Leu His Ala His Tyr Thr Arg Lys Glu Leu Ser Leu Ser Pro

435

<210> 52
211> 213
<212> PRT
Q13> ATF5)

<220>
<223>

<400> 52
Asp Ile Gln Met
1

Asp Arg Val Thr
20

Leu Asn Trp Tyr
35

Tyr Tyr Ala Ser
50

Ser Gly Ser Gly
65

Glu Asp Phe Ala

Phe Gly Gln Gly
100

Ser Val Phe Ile
115

Ala Lys Val Val
130

Val Gln Trp Lys
145

2125-19158APF-TW

DONO385ee009L-SK1014

Thr Gln Ser
5

Ile Thr Cys
Gln Gln Lys
Thr Leu Ala
55
Thr Asp Phe
70

Val Tyr Tyr
85

Thr Lys Val

Phe Pro Pro

Cys Leu Leu
135

440

Pro Ser Ser Leu
10

Gln Ala Thr Gln
25

Pro Gly Gln Pro
40

Ser Gly Ile Pro

Thr Leu Thr Ile
75

Cys His Tyr Gly
90

Glu Ile Lys Arg
105

Ser Asp Glu Gln
120

Asn Asn Phe Tyr

445

Ser Ala

Ser Tle

Pro Lys
45

Ala Arg
60

Ser Ser

Ile Ser

Thr Val

Leu Lys
125

Pro Arg
140

Val Asp Asn Ala Leu GIn Ser Gly Asn

150

FEESE A0101

155

F 44 H - 2130 HIFSIR)

Ser Val Gly
15

Ser Ser Tyr
30

Leu Leu Ile

Phe Ser Gly

Leu Glu Pro
80

Tyr Val Ser
95

Ala Ala Pro
110

Ser Gly Thr

Glu Ala Lys

Ser Lys Glu
160

1122053096-0



202402804

Ser Val Thr Glu GIn Asp Ser Lys Asp Ser Thr Tyr

165 170

Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His

180 185

Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val

195

200

Asn Arg Gly Glu Cys

210

<210>
211>
<212>
<213>

<220>
<223>

<400>

53
446
PRT

NI

ssVH3. 30DON0385ee0054H1270-SG1308 . AS

53

Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val
1

5 10

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr
20

Tyr Phe Met

35

Val Ala Ser

50

05

25

Ser Trp Val Arg GIn Ala Pro Gly Lys
40

Ile Asp Thr Gly Ser Gly Ser Ile Asp
55 60

Val Glu Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser
75

70

Tyr Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr

85 90

Cys Ala Arg Asp Ile Gly Ile Asp Tyr Asn Phe Trp

Leu Val

Thr
115

100 105

Val Ser Ser Ala Ser Thr Lys Gly Pro
120

Ser Leu Ser Ser
175

Lys Val Tyr Ala
190

Thr Lys Ser Phe
205

Gln Pro Gly Arg
15

Phe Ser Glu Trp
30

Gly Leu Glu Trp
45

Tyr Ala Glu Trp

Lys Asn Thr Leu
80

Ala Val Tyr Tyr
95

Gly Pro Gly Thr
110

Ser Val Phe Pro
125

F45H - # 130 HIFSIR)

2125-19158APF-TW

112137009

FEESE A0101

1122053096-0



202402804

Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly
130 135 140

Cys Leu Val Glu Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn
145 150 155 160

Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Glu
165 170 175

Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser
180 185 190

Ser Leu Gly Thr Lys Thr Tyr Ile Cys Asn Val Asn His Lys Pro Ser
195 200 205

Asn Thr Lys Val Asp Lys Arg Val Glu Pro Lys Ser Cys Asp Lys Thr
210 215 220

His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Arg Arg Gly Pro Ser
225 230 235 240

Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg
245 250 255

Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro
260 265 270

Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
275 280 285

Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val
290 295 300

Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr
305 310 315 320

Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr
325 330 335

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu
340 345 350

Pro Pro Ser Arg Lys Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys
355 360 365

546 H - 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
370 375 380

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Tyr Leu Asp
385 390 395 400

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
405 410 415

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Leu His Glu Ala
420 425 430

Leu His Ala His Tyr Thr Arg Lys Glu Leu Ser Leu Ser Pro
435 440 445

<210> 54
<211> 446
<212> PRT
Q13> ATF5)

<220>
<223> ssVH3.30DONO385ec0054H1270-SG1398 . AS

<400> 54
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Glu Trp
20 25 30

Tyr Phe Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp
35 40 45

Val Ala Ser Ile Asp Thr Gly Ser Gly Ser Ile Asp Tyr Ala Glu Trp
50 55 60

Val Glu Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu
65 70 75 80

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

Cys Ala Arg Asp Ile Gly Ile Asp Tyr Asn Phe Trp Gly Pro Gly Thr
100 105 110

47 H > #1130 H(FF1R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly

115

Leu Ala Pro Ser Ser Lys Ser

130

135

Cys Leu Val Glu Asp Tyr Phe

145

150

Ser Gly Ala Leu Thr Ser Gly

Ser Ser Gly Leu Tyr Ser

165

180

Ser Leu Gly Thr Lys Thr Tyr

195

Asn Thr Lys Val Asp Lys Arg

210

215

His Thr Cys Pro Pro Cys Pro

225

230

Val Phe Leu Phe Pro Pro Lys

245

Thr Pro Glu Val Thr Cys Val
260

Glu Val Lys Phe Asn Trp Tyr

275

120

Thr Ser Gly Gly

Pro Glu Pro Val
155

Val His Thr Phe
170

Leu Ser Ser Val Val

185

Ile Cys Asn Val
200

Val Glu Pro Lys

Ala Pro Glu Leu
235

Pro Lys Asp Thr
250

Val Val Asp Val
265

Val Asp Gly Val
280

Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser

290

Ser Val Leu Thr Val Leu His Gln

305

295

310

315

Pro Ser
125

Thr Ala
140

Thr Val

Pro Ala

Thr Val

Asn His
205

Ser Cys
220

Arg Arg

Leu Met

Ser His

Glu Val

285

Thr Tyr
300

Val Phe Pro

Ala Leu Gly

Ser Trp Asn
160

Val Leu Glu
175

Pro Ser Ser
190

Lys Pro Ser

Asp Lys Thr

Gly Pro Ser
240

Ile Ser Arg
255

Glu Asp Pro
270

His Asn Ala

Arg Val Val

Asp Trp Leu Asn Gly Lys Glu Tyr

320

Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr

2125-19158APF-TW
112137009

325

FEESE A0101

330

F A8 H - 4130 H(FSIR)

335

1122053096-0



202402804

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu
340 345 350

Pro Pro Ser Arg Lys Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys
355 360 365

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
370 375 380

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
385 390 395 400

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
405 410 415

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Leu His Glu Ala
420 425 430

Leu His Ala His Tyr Thr Arg Lys Glu Leu Ser Leu Ser Pro
435 440 445

<210> 55
211> 213
<212> PRT
Q13> ATF5)

<220>
<223> ssVK1.LIDONO385ee009L0722-SK1014

<400> 55
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Gln Thr Thr Gln Ser Ile Ser Ser Tyr
20 25 30

Leu Asn Trp Tyr Gln Gln Lys Pro Gly Gln Pro Pro Lys Leu Leu Ile
35 40 45

Tyr Tyr Ala Ser Thr Lys Ala Glu Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60

Ser Gly Leu Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

549 H - 3£ 130 H(FF1R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Glu Asp Phe Ala Val Tyr Tyr Cys His Tyr Gly Ile Ser Lys Val Ser
85 90 95

Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr Val Ala Ala Pro
100 105 110

Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly Thr
115 120 125

Ala Lys Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys
130 135 140

Val GlIn Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Lys Glu
145 150 155 160

Ser Val Thr Glu GIn Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser
165 170 175

Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr Ala
180 185 190

Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser Phe
195 200 205

Asn Arg Gly Glu Cys
210

<210> 56
211> 213
<212> PRT
Q13> ATF5)

<220>
<223> ssVK1.LIDONO385ee009L0681-SK1014

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

Asp Arg Val Thr Ile Thr Cys Gln Thr Thr Gln Ser Ile Ser Ser Tyr
20 25 30

Leu Asn Trp Tyr Gln Gln Lys Pro Gly Gln Pro Pro Lys Leu Leu Ile
35 40 45

550 H - 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Tyr Tyr Ala Ser Thr
50

Ser Gly Leu Gly Thr
65

Glu Asp Phe Ala Val
85

Phe Gly Gln Gly Thr
100

Ser Val Phe Ile Phe
115

Ala Lys Val Val Cys
130

Val Gln Trp Lys Val
145

Ser Val Thr Glu Gln
165

Thr Leu Thr Leu Ser
180

Cys Glu Val Thr His
195

Asn Arg Gly Glu Cys
210

<210> 57
<211> 446
<212> PRT
Q13> ATF5)

<220>
<223>

<400> 57

Gln Val Gln Leu Val
1 5

2125-19158APF-TW
112137009

Lys Ala Glu Gly Ile Pro
55

Asp Phe Thr Leu Thr Ile
70 75

Tyr Tyr Cys His Tyr Gly
90

Lys Val Glu Ile Lys Arg
105

Pro Pro Ser Asp Glu Gln
120

Leu Leu Asn Asn Phe Tyr
135

Asp Asn Ala Leu Gln Ser
150 155

Asp Ser Lys Asp Ser Thr
170

Lys Ala Asp Tyr Glu Lys
185

Gln Gly Leu Ser Ser Pro
200

ssVH3. 30DON0385ee0054H1352-SG1308 . AS

Ala

60

Ser

Ile

Thr

Leu

Pro

140

Gly

Tyr

His

Val

Arg Phe Ser Gly

Ser Leu Glu Pro
80

Ser Lys Val Ser
95

Val Ala Ala Pro
110

Lys Ser Gly Thr
125

Arg Glu Ala Lys

Asn Ser Lys Glu
160

Ser Leu Ser Ser
175

Lys Val Tyr Ala
190

Thr Lys Ser Phe
205

Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
15

10

F51H - #1130 HIFSIR)

FEESE A0101

1122053096-0



202402804

Ser Leu Arg Leu Ser Cys Ala Ala
20

Tyr Phe

Val Ala

50

Val
65

Glu

Tyr Leu

Cys Ala

Leu Val

Leu Ala
130

Cys Leu
145

Ser Gly

Ser Ser

Ser Leu

Asn Thr
210

His Thr
225

Val Phe

Met
35

Ser

Ser Tle

Gly Arg

Gln Met

Arg Asp
100

Thr Val
115

Pro Ser

Val Glu

Ala Leu

Gly Leu
180

Gly Thr

195

Lys Val

Cys Pro

Leu Phe

2125-19158APF-TW

112137009

Trp Val Arg Gln

40

Asp Thr Gly Ser
55

Phe Thr Ile Ser

70

Asn Ser Leu Arg
85

Ile Gly Ile Asp

Ser Ser Ala Ser
120

Ser Thr
135

Ser Lys

Asp Tyr Phe Pro
150

Thr Ser Gly Val
165

Tyr Ser Leu Ser

Ile
200

Lys Thr Tyr

Asp Lys Arg Val
215

Pro Cys Pro Ala
230

Pro Pro Lys Pro
245

Ser Gly Phe Glu
25

Ala Pro Gly Lys

Gly Ser Ile Asp
60

Arg Asp Asn Ser
75

Ala Glu Asp Thr
90

Tyr Asn Phe Trp
105

Thr Lys Gly Pro

Ser Gly Gly Thr
140

Glu Pro Val Thr
155

His Thr Phe Pro
170

Ser Val Val Thr
185

Cys Asn Val Asn

Glu Pro Lys Ser
220

Pro Glu Leu Arg
235

Lys Asp Thr Leu
250

Phe Ser Glu
30

Gly Leu Glu
45

Tyr Ala Glu
Lys Asn Thr

Ala Val Tyr

95

Gly Pro Gly
110

Ser Val
125

Phe

Ala Ala Leu

Val Ser Trp

Ala Val Leu

175

Val Pro Ser

190

His Lys Pro
205

Cys Asp Lys

Arg Gly Pro

Met Ile Ser
255

552 H - 4130 HFSIR)

FEESE A0101

Trp

Trp

Trp

Leu

80

Tyr

Thr

Pro

Gly

Asn

160

Glu

Ser

Ser

Thr

Ser
240

1122053096-0



202402804

Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro
260 265 270

Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
275 280 285

Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val
290 295 300

Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr
305 310 315 320

Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr
325 330 335

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu
340 345 350

Pro Pro Ser Arg Lys Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys
355 360 365

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
370 375 380

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Tyr Leu Asp
385 390 395 400

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
405 410 415

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Leu His Glu Ala
420 425 430

Leu His Ala His Tyr Thr Arg Lys Glu Leu Ser Leu Ser Pro
435 440 445

<210> 58
<211> 446
<212> PRT
Q13> ATF5)

<220>
<223> ssVH3.30DONO385ec0054H1352-SG1398 . AS

553 H » 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

<400> 58

Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Glu Phe Ser Glu Trp
20 25 30

Tyr Phe Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp
35 40 45

Val Ala Ser Ile Asp Thr Gly Ser Gly Ser Ile Asp Tyr Ala Glu Trp
50 55 60

Val Glu Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu
65 70 75 80

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

Cys Ala Arg Asp Ile Gly Ile Asp Tyr Asn Phe Trp Gly Pro Gly Thr
100 105 110

Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro
115 120 125

Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly
130 135 140

Cys Leu Val Glu Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn
145 150 155 160

Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Glu
165 170 175

Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser
180 185 190

Ser Leu Gly Thr Lys Thr Tyr Ile Cys Asn Val Asn His Lys Pro Ser
195 200 205

Asn Thr Lys Val Asp Lys Arg Val Glu Pro Lys Ser Cys Asp Lys Thr
210 215 220

554 H - 3£ 130 H(FF1R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Arg Arg Gly Pro Ser
225 230 235 240

Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg
245 250 255

Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro
260 265 270

Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
275 280 285

Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val
290 295 300

Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr
305 310 315 320

Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr
325 330 335

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu
340 345 350

Pro Pro Ser Arg Lys Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys
355 360 365

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
370 375 380

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
385 390 395 400

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
405 410 415

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Leu His Glu Ala
420 425 430

Leu His Ala His Tyr Thr Arg Lys Glu Leu Ser Leu Ser Pro
435 440 445

210> 59
211> 446

555 H » 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

<212> PRT

Q213> ANTIfF5]

<220>

<223> ssVH3.30DONO385ec0054H1527-SG1308 . AS

<400> 59

Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ala Ser Trp
20 25 30

Tyr Phe Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp
35 40 45

Val Ala Ser Ile Asp Thr Gly Ser Gly Ser Ile Asp Tyr Ala Glu Trp
50 55 60

Val Glu Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu
65 70 75 80

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

Cys Ala Arg Asp Ile Gly Ile Asp Tyr Asn Phe Trp Gly Pro Gly Thr
100 105 110

Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro
115 120 125

Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly
130 135 140

Cys Leu Val Glu Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn
145 150 155 160

Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Glu
165 170 175

Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser
180 185 190

Ser Leu Gly Thr Lys Thr Tyr Ile Cys Asn Val Asn His Lys Pro Ser
195 200 205

556 H - 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



112137009

202402804

Asn Thr Lys Val Asp Lys Arg Val Glu Pro Lys Ser Cys Asp Lys Thr
220

210

His Thr Cys Pro
225

Val Phe Leu Phe

Thr Pro Glu Val
260

Glu Val Lys Phe
275

Lys Thr Lys Pro
290

Ser Val Leu Thr
305

Lys Cys Lys Val

Ile Ser Lys Ala
340

Pro Pro Ser Arg
355

Leu Val Lys Gly
370

Asn Gly Gln Pro
385

Ser Asp Gly Ser

Arg Trp Gln Gln
420

2125-19158APF-TW

215

Pro Cys Pro
230

Pro Pro Lys
245

Thr Cys Val

Asn Trp Tyr

Arg Glu Glu
295

Val Leu His
310

Ser Asn Lys
325

Lys Gly Gln

Lys Glu Met

Phe Tyr Pro
375

Glu Asn Asn
390

Phe Phe Leu
405

Gly Asn Val

FEESE A0101

Ala Pro Glu Leu Arg Arg Gly Pro Ser
235 240

Pro Lys Asp Thr Leu Met Ile Ser Arg
250 255

Val Val Asp Val Ser His Glu Asp Pro
265 270

Val Asp Gly Val Glu Val His Asn Ala
280 285

GIn Tyr Asn Ser Thr Tyr Arg Val Val
300

Gln Asp Trp Leu Asn Gly Lys Glu Tyr
315 320

Ala Leu Pro Ala Pro Ile Glu Lys Thr
330 335

Pro Arg Glu Pro Gln Val Tyr Thr Leu
345 350

Thr Lys Asn Gln Val Ser Leu Thr Cys
360 365

Ser Asp Ile Ala Val Glu Trp Glu Ser
380

Tyr Lys Thr Thr Pro Pro Tyr Leu Asp
395 400

Tyr Ser Lys Leu Thr Val Asp Lys Ser
410 415

Phe Ser Cys Ser Val Leu His Glu Ala
425 430

557 H - #1130 HFSIR)

1122053096-0



202402804

Leu His Ala His Tyr Thr Arg Lys Glu Leu Ser Leu Ser Pro

435

<210> 60

<211> 446
<212> PRT
<213>

<220>
<223>

<400> 60
Gln Val Gln
1

Ser Leu Arg

Tyr Phe Met
35

Val Ala Ser
50

Val Glu Gly
65

Tyr Leu Gln
Cys Ala Arg

Leu Val Thr
115

Leu Ala Pro
130

Cys Leu Val
145

NI

Leu Val Glu
5

Leu Ser Cys
20

Ser Trp Val

Ile Asp Thr

Arg Phe Thr
70

Met Asn Ser
85

Asp Ile Gly
100

Val Ser Ser

Ser Ser Lys

Glu Asp Tyr
150

440 445

ssVH3. 30DON0385ee0054H1527-SG1398 . AS

Ser Gly Gly Gly Val Val Gln
10

Ala Ala Ser Gly Phe Thr Phe
25

Arg Gln Ala Pro Gly Lys Gly
40 45

Gly Ser Gly Ser Ile Asp Tyr
55 60

Ile Ser Arg Asp Asn Ser Lys
75

Leu Arg Ala Glu Asp Thr Ala
90

Ile Asp Tyr Asn Phe Trp Gly
105

Ala Ser Thr Lys Gly Pro Ser
120 125

Ser Thr Ser Gly Gly Thr Ala
135 140

Phe Pro Glu Pro Val Thr Val
155

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

165

2125-19158APF-TW

112137009

170

58 H - 4130 H(FSIR)

FEESE A0101

Pro Gly Arg
15

Ala Ser Trp
30

Leu Glu Trp
Ala Glu Trp

Asn Thr Leu
80

Val Tyr Tyr
95

Pro Gly Thr
110

Val Phe Pro
Ala Leu Gly

Ser Trp Asn
160

Val Leu Glu
175

1122053096-0



202402804

Ser Ser Gly

Ser Leu Gly
195

Asn Thr Lys
210

His Thr Cys
225

Val Phe Leu

Thr Pro Glu

Glu Val Lys
275

Lys Thr Lys
290

Ser Val Leu
305

Lys Cys Lys

Ile Ser Lys

Pro Pro Ser
355

Leu Val Lys
370

Asn Gly Gln
385

Ser Asp Gly

Leu Tyr Ser Leu Ser
180

Thr Lys Thr Tyr Ile
200

Val Asp Lys Arg Val
215

Ser Val Val
185

Cys Asn Val

Glu Pro Lys

Thr Val Pro Ser Ser
190

Asn His Lys Pro Ser
205

Ser Cys Asp Lys Thr
220

Pro Pro Cys Pro Ala Pro Glu Leu Arg Arg Gly Pro Ser

230

Phe Pro Pro Lys Pro
245

Val Thr Cys Val Val
260

Phe Asn Trp Tyr Val
280

Pro Arg Glu Glu Gln
295

235

Lys Asp Thr
250

Val Asp Val
265

Asp Gly Val

Tyr Asn Ser

240

Leu Met Ile Ser Arg
255

Ser His Glu Asp Pro
270

Glu Val His Asn Ala
285

Thr Tyr Arg Val Val
300

Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr

310

315

320

Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr

325

330

335

Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu

340

Arg Lys Glu Met Thr
360

Gly Phe Tyr Pro Ser
375

Pro Glu Asn Asn Tyr
390

345

350

Lys Asn Gln Val Ser Leu Thr Cys

365

Asp Ile Ala Val Glu Trp Glu Ser

Lys Thr Thr
395

380

Pro Pro Val Leu Asp
400

Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser

405

410

415

559 H - #1130 HFSIR)

2125-19158APF-TW

112137009

FEESE A0101

1122053096-0



202402804

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Leu His Glu Ala
420 425 430

Leu His Ala His Tyr Thr Arg Lys Glu Leu Ser Leu Ser Pro
435 440 445

<210> 61

211> 213
<212> PRT
Q13> ATF5)

<220>
<223> ssVK1.LIDONO385ee009L0605-SK1014

<400> 61
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Gln Thr Thr Gln Ser Ile Ser Ser Tyr
20 25 30

Leu Asn Trp Tyr Gln Gln Lys Pro Gly Gln Pro Pro Lys Leu Leu Ile
35 40 45

Tyr Tyr Ala Ser Thr Lys Ala Glu Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80

Glu Asp Phe Ala Val Tyr Tyr Cys His Tyr Gly Ile Ser Lys Val Ser
85 90 95

Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr Val Ala Ala Pro
100 105 110

Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly Thr
115 120 125

Ala Lys Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys
130 135 140

Val GlIn Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Lys Glu
145 150 155 160

560 H - 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Ser Val Thr

Thr Leu Thr

Cys Glu Val
195

Asn Arg Gly
210

210> 62
211> 446
<212> PRT

Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser
165 170 175

Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr Ala
180 185 190

Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser Phe
200 205

Glu Cys

213> AT

<220>

<223>  ssVH3.30DON0385ee0054H1255-SG1308 . A5

<400> 62
Gln Val Gln
1

Ser Leu Arg

Tyr Phe Met
35

Val Ala Ser
50

Val Glu Glu
65

Tyr Leu Gln

Cys Ala Arg

Leu Val Thr
115

Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
5 10 15

Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Glu Trp
20 25 30

Ser Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp
40 45

Ile Asp Thr Gly Ser Gly Ser Ile Asp Tyr Ala Gly Trp
55 60

Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu
70 75 80

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

Asp Ile Gly Ile Asp Tyr Asn Phe Trp Gly Pro Gly Thr
100 105 110

Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro
120 125

61 H - £ 130 H(FSIR)

2125-19158APF-TW

112137009

FEESE A0101

1122053096-0



202402804

Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly
130 135 140

Cys Leu Val Glu Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn
145 150 155 160

Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Glu
165 170 175

Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser
180 185 190

Ser Leu Gly Thr Lys Thr Tyr Ile Cys Asn Val Asn His Lys Pro Ser
195 200 205

Asn Thr Lys Val Asp Lys Arg Val Glu Pro Lys Ser Cys Asp Lys Thr
210 215 220

His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Arg Arg Gly Pro Ser
225 230 235 240

Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg
245 250 255

Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro
260 265 270

Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
275 280 285

Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val
290 295 300

Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr
305 310 315 320

Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr
325 330 335

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu
340 345 350

562 H - 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Pro Pro Ser Arg Lys Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys
355 360 365

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
370 375 380

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Tyr Leu Asp
385 390 395 400

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
405 410 415

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Leu His Glu Ala
420 425 430

Leu His Ala His Tyr Thr Arg Lys Glu Leu Ser Leu Ser Pro
435 440 445

<210> 63

<211> 446
<212> PRT
Q13> ATF5)

<220>
<223> ssVH3.30DONO385ec0054H1255-SG1398 . AS

<400> 63
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Glu Trp
20 25 30

Tyr Phe Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp
35 40 45

Val Ala Ser Ile Asp Thr Gly Ser Gly Ser Ile Asp Tyr Ala Gly Trp
50 55 60

Val Glu Glu Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu
65 70 75 80

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

563 H » 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Cys Ala Arg Asp Ile Gly Ile Asp Tyr Asn Phe Trp Gly Pro Gly Thr
100 105 110

Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro
115 120 125

Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly
130 135 140

Cys Leu Val Glu Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn
145 150 155 160

Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Glu
165 170 175

Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser
180 185 190

Ser Leu Gly Thr Lys Thr Tyr Ile Cys Asn Val Asn His Lys Pro Ser
195 200 205

Asn Thr Lys Val Asp Lys Arg Val Glu Pro Lys Ser Cys Asp Lys Thr
210 215 220

His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Arg Arg Gly Pro Ser
225 230 235 240

Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg
245 250 255

Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro
260 265 270

Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
275 280 285

Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val
290 295 300

Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr
305 310 315 320

Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr
325 330 335

564 H - 3£ 130 H(FF1%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu
340 345 350

Pro Pro Ser Arg Lys Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys
355 360 365

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
370 375 380

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
385 390 395 400

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
405 410 415

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Leu His Glu Ala
420 425 430

Leu His Ala His Tyr Thr Arg Lys Glu Leu Ser Leu Ser Pro
435 440 445

<210> 64
<211> 446
<212> PRT
Q13> ATF5)

<220>
<223> sVH3.30DON0385ee0054H1521-SG1308.AS

<400> 64
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Glu Ser Trp
20 25 30

Tyr Phe Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp
35 40 45

Val Ala Ser Ile Asp Thr Gly Ser Gly Ser Ile Asp Tyr Ala Glu Trp
50 55 60

Val Glu Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu
65 70 75 80

565 H » 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

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

Cys Ala Arg Asp Ile Gly Ile Asp Tyr Asn Phe Trp Gly Pro Gly Thr
100 105 110

Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro
115 120 125

Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly
130 135 140

Cys Leu Val Glu Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn
145 150 155 160

Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Glu
165 170 175

Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser
180 185 190

Ser Leu Gly Thr Lys Thr Tyr Ile Cys Asn Val Asn His Lys Pro Ser
195 200 205

Asn Thr Lys Val Asp Lys Arg Val Glu Pro Lys Ser Cys Asp Lys Thr
210 215 220

His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Arg Arg Gly Pro Ser
225 230 235 240

Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg
245 250 255

Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro
260 265 270

Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
275 280 285

Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val
290 295 300

566 H - 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr
305 310 315 320

Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr
325 330 335

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu
340 345 350

Pro Pro Ser Arg Lys Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys
355 360 365

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
370 375 380

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Tyr Leu Asp
385 390 395 400

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
405 410 415

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Leu His Glu Ala
420 425 430

Leu His Ala His Tyr Thr Arg Lys Glu Leu Ser Leu Ser Pro
435 440 445

<210> 65

<211> 446
<212> PRT
Q13> ATF5)

<220>
<223> ssVH3.30DONO385ec0054H1521-SG1398 . AS

<400> 65
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Glu Ser Trp
20 25 30

Tyr Phe Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp
35 40 45

567 H - 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Val Ala Ser Ile
50

Asp Thr

Val Glu Gly Arg Phe Thr

05

Tyr Leu GIn Met

70

Asn Ser

Cys Ala Arg Asp Ile Gly

100

Leu Val Thr Val
115

Leu Ala Pro Ser
130

Ser Ser

Ser Lys

Cys Leu Val Glu Asp Tyr

145

150

Ser Gly Ala Leu Thr Ser

165

Ser Ser Gly Leu Tyr Ser
180

Ser Leu Gly Thr
195

Asn Thr Lys Val
210

Lys Thr

Asp Lys

His Thr Cys Pro Pro Cys

225

230

Val Phe Leu Phe Pro Pro

Thr Pro Glu Val

245

Thr Cys

260

Gly Ser Gly Ser Ile Asp
55 60

Ile Ser Arg Asp Asn Ser
75

Leu Arg Ala Glu Asp Thr
90

Ile Asp Tyr Asn Phe Trp
105

Ala Ser Thr Lys Gly Pro
120

Ser Thr Ser Gly Gly Thr
135 140

Phe Pro Glu Pro Val Thr
155

Gly Val His Thr Phe Pro
170

Leu Ser Ser Val Val Thr
185

Tyr Ile Cys Asn Val Asn
200

Arg Val Glu Pro Lys Ser
215 220

Pro Ala Pro Glu Leu Arg
235

Lys Pro Lys Asp Thr Leu
250

Val Val Val Asp Val Ser
265

Tyr Ala Glu

Lys Asn Thr

Ala Val Tyr
95

Gly Pro Gly
110

Ser Val Phe
125

Ala Ala Leu

Val Ser Trp

Ala Val Leu
175

Val Pro Ser
190

His Lys Pro
205

Cys Asp Lys

Arg Gly Pro

Met Ile Ser
255

His Glu Asp
270

Trp

Leu

80

Tyr

Thr

Pro

Gly

Asn

160

Glu

Ser

Ser

Thr

Ser

240

Arg

Pro

Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
280

275

2125-19158APF-TW
112137009

285

68 H - k130 H(FSIR)

FEESE A0101

1122053096-0



202402804

Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val
290 295 300

Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr
305 310 315 320

Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr
325 330 335

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu
340 345 350

Pro Pro Ser Arg Lys Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys
355 360 365

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
370 375 380

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
385 390 395 400

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
405 410 415

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Leu His Glu Ala
420 425 430

Leu His Ala His Tyr Thr Arg Lys Glu Leu Ser Leu Ser Pro
435 440 445

<210> 66
<211> 446
<212> PRT
Q13> ATF5)

<220>
<223> ssVH3.30DONO385ec0054H1353-SG1308 . AS

<400> 66
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ala Glu Trp
20 25 30

569 H - 3£ 130 H(F517%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Tyr

Val

Val

05

Tyr

Cys

Leu

Leu

Cys

145

Ser

Ser

Ser

Asn

His

225

Val

Phe Met
35

Ala Ser
50

Glu Gly

Leu Gln

Ala Arg

Val Thr
115

Ala Pro
130

Leu Val

Gly Ala

Ser Gly

Leu Gly

195

Thr Lys
210

Thr Cys

Phe Leu

Ser Trp

Ile Asp

Arg Phe

Met Asn

Asp Ile

100

Val Ser

Ser Ser

Glu Asp

Leu Thr

165

Leu Tyr

180

Thr Lys

Val Asp

Pro Pro

Val

Thr

Thr

70

Ser

Gly

Ser

Lys

Tyr

150

Ser

Ser

Thr

Lys

Cys
230

Arg Gln
40

Gly Ser
55

Ile Ser

Leu Arg

Ala Pro Gly Lys Gly Leu Glu Trp
45

Gly Ser

Ile

Arg Asp Asn

75

Ala Glu Asp

90

Ile Asp Tyr Asn Phe

Ala Ser
120

Ser Thr
135

Phe Pro

Gly Val

Leu Ser

Tyr Ile
200

Arg Val
215

Pro Ala

Phe Pro Pro Lys Pro

245

2125-19158APF-TW

112137009

105

Thr Lys Gly

Ser Gly Gly

Glu Pro Val

155

His Thr Phe

170

Ser Val Val

185

Cys Asn Val

Glu Pro Lys

Asp

60

Ser

Thr

Trp

Pro

Thr

140

Thr

Pro

Thr

Asn

Ser
220

Pro Glu Leu Arg

235

Lys Asp Thr Leu

250

Tyr Ala Glu Trp

Lys Asn

Ala Val

Gly Pro
110

Ser Val
125

Ala Ala

Val Ser

Ala Val

Val Pro
190

His Lys

205

Cys Asp

Arg Gly

Met Ile

570 H » #1130 HFSIR)

FEESE A0101

Thr

Tyr

95

Gly

Phe

Leu

Trp

Leu

175

Ser

Pro

Lys

Pro

Ser
255

Leu

80

Tyr

Thr

Pro

Gly

Asn

160

Glu

Ser

Ser

Thr

Ser
240

Arg

1122053096-0



202402804

Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro
260 265 270

Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
275 280 285

Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val
290 295 300

Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr
305 310 315 320

Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr
325 330 335

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu
340 345 350

Pro Pro Ser Arg Lys Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys
355 360 365

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
370 375 380

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Tyr Leu Asp
385 390 395 400

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
405 410 415

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Leu His Glu Ala
420 425 430

Leu His Ala His Tyr Thr Arg Lys Glu Leu Ser Leu Ser Pro
435 440 445

<210> 67
<211> 446
<212> PRT
Q13> ATF5)

<220>
<223> ssVH3.30DONO385ec0054H1353-SG1398 . AS

<400> 67

FI1H - #1130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Gln

Ser

Tyr

Val

Val

05

Tyr

Cys

Leu

Leu

Cys

145

Ser

Ser

Ser

Asn

His
225

Val Gln Leu Val
5

Leu Arg Leu Ser
20

Phe Met Ser Trp
35

Ala Ser Ile Asp
50

Glu Gly Arg Phe

Leu Gln Met Asn
85

Ala Arg Asp Ile
100

Val Thr Val Ser
115

Ala Pro Ser Ser
130

Leu Val Glu Asp

Gly Ala Leu Thr
165

Ser Gly Leu Tyr
180

Leu Gly Thr Lys
195

Thr Lys Val Asp
210

Thr Cys Pro Pro

2125-19158APF-TW

112137009

Glu

Cys

Val

Thr

Thr

70

Ser

Gly

Ser

Lys

Tyr

150

Ser

Ser

Thr

Lys

Cys
230

Ser Gly Gly Gly Val Val
10

Ala Ala Ser Gly Phe Thr
25

Arg Gln Ala Pro Gly Lys
40

Gly Ser Gly Ser Ile Asp
55 60

Ile Ser Arg Asp Asn Ser
75

Leu Arg Ala Glu Asp Thr
90

Ile Asp Tyr Asn Phe Trp
105

Ala Ser Thr Lys Gly Pro
120

Ser Thr Ser Gly Gly Thr
135 140

Phe Pro Glu Pro Val Thr
155

Gly Val His Thr Phe Pro
170

Leu Ser Ser Val Val Thr
185

Tyr Ile Cys Asn Val Asn
200

Arg Val Glu Pro Lys Ser
215 220

Pro Ala Pro Glu Leu Arg
235

Gln Pro Gly Arg
15

Phe Ala Glu Trp
30

Gly Leu Glu Trp
45

Tyr Ala Glu Trp

Lys Asn Thr Leu
80

Ala Val Tyr Tyr
95

Gly Pro Gly Thr
110

Ser Val Phe Pro
125

Ala Ala Leu Gly

Val Ser Trp Asn
160

Ala Val Leu Glu
175

Val Pro Ser Ser
190

His Lys Pro Ser
205

Cys Asp Lys Thr

Arg Gly Pro Ser
240

572 H - #1130 HIFSIR)

FEESE A0101

1122053096-0



202402804

Val Phe Leu Phe Pro Pro Lys
245

Thr Pro Glu Val Thr Cys Val
260

Glu Val Lys Phe Asn Trp Tyr
275

Lys Thr Lys Pro Arg Glu Glu
290 295

Ser Val Leu Thr Val Leu His
305 310

Lys Cys Lys Val Ser Asn Lys
325

Ile Ser Lys Ala Lys Gly Gln
340

Pro Pro Ser Arg Lys Glu Met
355

Leu Val Lys Gly Phe Tyr Pro
370 375

Asn Gly Gln Pro Glu Asn Asn
385 390

Ser Asp Gly Ser Phe Phe Leu
405

Arg Trp Gln Gln Gly Asn Val
420

Leu His Ala His Tyr Thr Arg
435

<210> 68

211> 6

<212> PRT
Q13> ATF5)

2125-19158APF-TW
112137009 FEESE A0101

Pro

Val

Val

280

Gln

Gln

Ala

Pro

Thr

360

Ser

Tyr

Phe

Lys
440

Lys Asp Thr Leu Met Ile Ser Arg
250 255

Val Asp Val Ser His Glu Asp Pro
265 270

Asp Gly Val Glu Val His Asn Ala
285

Tyr Asn Ser Thr Tyr Arg Val Val
300

Asp Trp Leu Asn Gly Lys Glu Tyr
315 320

Leu Pro Ala Pro Ile Glu Lys Thr
330 335

Arg Glu Pro Gln Val Tyr Thr Leu
345 350

Lys Asn Gln Val Ser Leu Thr Cys
365

Asp Ile Ala Val Glu Trp Glu Ser
380

Lys Thr Thr Pro Pro Val Leu Asp
395 400

Ser Lys Leu Thr Val Asp Lys Ser
410 415

Ser Cys Ser Val Leu His Glu Ala
425 430

Glu Leu Ser Leu Ser Pro
445

573 H » # 130 HIFSIR)

1122053096-0



202402804

<220>
<223> DONO344Hx H_CDR1

<400> 68

Ser Ser Tyr Trp Met Cys
1 5

<210> 69
211> 17
<212> PRT
Q13> ATF5)

<220>
<223> DONO344Hx H CDR2

<400> 69

Cys Val Tyr Gly Gly Ser Asp Thr Thr Tyr Tyr Ala Ser Trp Thr Lys
1 5 10 15

Gly

<210> 70
211> 13

<212> PRT
Q13> ATF5)

<220>
<223> DONO344Hx H_CDR3

<400> 70

Asp Pro Leu Asn Tyr Tyr Tyr Tyr Gly Glu Leu Asn Leu
1 5 10

210> 71

211> 121
<212> PRT
Q13> ATF5)

<220>
<223> DONO344Hx

<400> 71
Gln Ser Leu Glu Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly Thr
1 5 10 15

Leu Thr Leu Thr Cys Thr Ala Ser Gly Phe Ser Phe Ser Ser Ser Tyr
20 25 30

74 H - 3130 H(FF1R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Trp Met Cys Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
40 45

Ala Cys
50

Lys Gly Arg Phe Thr Ile
65

Gln Val

35

Val Tyr Gly Gly

70

Thr Ser Leu Thr
85

Arg Asp Pro Leu Asn Tyr

100

Pro Gly Thr Leu Val Thr

<210>
211>
<212>
<213>

<220>
<223>

<400>

115

72

11

PRT
NI

DONO344Lx L_CDRI
72

Gln Ala Thr Glu Asn Ile
1

<210>
211>
<212>
<213>

<220>
<223>

<400>

5

73

7

PRT
NI

DONO344Lx L_CDR2
73

Ser Asp Thr Thr Tyr Tyr Ala Ser Trp Thr
55 60

Ser Lys Gly Ser Ser Thr Thr Val Ala Leu
75 80

Ala Ala Asp Thr Ala Thr Tyr Phe Cys Ala
90 95

Tyr Tyr Tyr Gly Glu Leu Asn Leu Trp Gly
105 110

Val Ser Ser
120

Tyr Ser Gly Leu Ala
10

Tyr Val Ser Thr Leu Ala Ser

1

<210>
211>
<212>
<213>

5

74

10

PRT
NI

2125-19158APF-TW

112137009

F75H > # 130 HIFSIR)

FEESE A0101

1122053096-0



202402804

<220>
<223> DONO344Lx L _CDR3

<400> 74

GIn Thr Tyr His Asp Ile Ser Asn Val Thr
1 5 10

<210> 75
<211> 108
<212> PRT
Q13> ATF5)

<220>
<223> DONO344Lx

<400> 75

Ala Val Val Leu Thr Gln Thr Ala Ser Pro Val Ser Ala Ala Val Gly
1 5 10 15

Gly Thr Val Thr Ile Arg Cys Gln Ala Thr Glu Asn Ile Tyr Ser Gly
20 25 30

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Pro Pro Lys Val Leu Ile
35 40 45

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

Ser Gly Ser Gly Thr Glu Tyr Thr Leu Thr Ile Ser Gly Val Gln Cys
65 70 75 80

Asp Asp Ala Ala Thr Tyr Tyr Cys Gln Thr Tyr His Asp Ile Ser Asn
85 90 95

Val Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105

<210> 76
211> 6

<212> PRT
Q13> ATF5)

<220>
<223> DONO385He H_CDR1

<400> 76

576 H - 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Ser Ser Tyr Trp Ile Cys
1 5

210> 77
211> 17
<212> PRT
Q13> ATF5)

<220>
<223> DONO385He H_CDR2

<400> 77
Cys Ile Asp Thr Gly Ser Gly Ser Ile Asp Tyr Ala Ser Trp Val Asn
1 5 10 15

Gly

<210> 78
211> 8

<212> PRT
Q13> ATF5)

<220>
<223> DONO385He H_CDR3

<400> 78
Asp Ile Gly Ile Asp Tyr Asn Phe
1 5

<210> 79
Q211> 117
<212> PRT
Q13> ATF5)

<220>
<223> DONO385He

<400> 79
Gln Glu Gln Leu Glu Glu Ser Gly Gly Asp Leu Val Lys Pro Gly Ala
1 5 10 15

Ser Leu Thr Leu Thr Cys Thr Ala Ser Gly Phe Ser Phe Tyr Ser Ser
20 25 30

Tyr Trp Ile Cys Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp
35 40 45

77 H - #1130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Ile Ala Cys Ile Asp Thr Gly Ser Gly Ser Ile Asp Tyr Ala Ser Trp
50 55 60

Val Asn Gly Arg Phe Thr Ile Ser Lys Thr Ser Ser Thr Thr Val Thr
65 70 75 80

Leu GIn Met Thr Ser Leu Thr Val Ala Asp Thr Ala Thr Tyr Phe Cys
85 90 95

Ala Arg Asp Ile Gly Ile Asp Tyr Asn Phe Trp Gly Pro Gly Thr Leu
100 105 110

Val Thr Val Ser Ser
115

<210> &0
211> 11

<212> PRT
Q13> ATF5)

<220>
<223> DONO385Le L_CDRI1

<400> &0

Gln Ala Thr Gln Ser Ile Ser Ser Tyr Leu Asn
1 5 10

<210> &1

Q211> 7

<212> PRT
Q13> ATF5)

<220>
<223> DONO385Le L_CDR2

<400> 81
Tyr Ala Ser Thr Leu Ala Ser
1 5

<210> &2
211> 8

<212> PRT
Q13> ATF5)

<220>
<223> DONO385Le L_CDR3

<400> &2

578 H - 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101

1122053096-0



202402804

His Tyr Gly Ile Ser Tyr Val Ser
1 5

<210> &3

211> 106
<212> PRT
Q13> ATF5)

<220>
<223> DONO385Le

<400> &3

Ala Phe Glu Leu Thr Gln Thr Pro Ser Phe Val Glu Ala Ala Val Gly
1 5 10 15

Gly Thr Val Thr Ile Lys Cys Gln Ala Thr Gln Ser Ile Ser Ser Tyr
20 25 30

Leu Asn Trp Tyr Gln Gln Lys Pro Gly Gln Pro Pro Lys Leu Leu Ile
35 40 45

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

Ser Gly Ser Gly Thr Glu Phe Ser Leu Thr Ile Ser Gly Val Glu Cys
65 70 75 80

Ala Asp Ala Ala Thr Tyr Tyr Cys His Tyr Gly Ile Ser Tyr Val Ser
85 90 95

Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105

<210> &4
211> 123
<212> PRT
Q13> ATF5)

<220>
<223> DONO34425H

<400> &4
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Ser
20 25 30

79 H - 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Tyr Trp Met Cys Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp
35 40 45

Met Gly Cys Val Tyr Gly Gly Ser Asp Thr Thr Tyr Tyr Ala Ser Trp
50 55 60

Thr Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu
65 70 75 80

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

Cys Ala Arg Asp Pro Leu Asn Tyr Tyr Tyr Tyr Gly Glu Leu Asn Leu
100 105 110

Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> &5
<211> 108
<212> PRT
Q13> ATF5)

<220>
<223> DON034409L

<400> 85
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Gln Ala Thr Glu Asn Ile Tyr Ser Gly
20 25 30

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45

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

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80

Glu Asp Phe Ala Val Tyr Tyr Cys Gln Thr Tyr His Asp Ile Ser Asn
85 90 95

580 H - 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Val Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

<210> &6
211> 106
<212> PRT
Q13> ATF5)

<220>
<223> DONO385ee009L

<400> 86

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Gln Ala Thr Gln Ser Ile Ser Ser Tyr
20 25 30

Leu Asn Trp Tyr Gln Gln Lys Pro Gly Gln Pro Pro Lys Leu Leu Ile
35 40 45

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

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80

Glu Asp Phe Ala Val Tyr Tyr Cys His Tyr Gly Ile Ser Tyr Val Ser
85 90 95

Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

<210> &7
211> 118
<212> PRT
Q13> ATF5)

<220>
<223> DONO0385ee0054H

<400> &7

Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15

581 H » 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Ser Leu Arg Leu Ser Cys
20
Tyr Trp Ile Cys Trp Val
35

Val Ala Cys Ile Asp Thr
50

Val Asn Gly Arg Phe Thr
65 70

Tyr Leu GIn Met Asn Ser
85

Cys Ala Arg Asp Ile Gly
100

Leu Val Thr Val Ser Ser
115

<210> &8
211> 123
<212> PRT
Q13> ATF5)

<220>
<223> DONO344H0976

<400> &8

Gln Val Gln Leu Val Glu
1

5

Ser Leu Arg Leu Ser Cys
20

Tyr Trp Met Val Trp Val
35

Met Gly Ala Val Tyr Gly
50

Thr Glu Gly Arg Phe Thr
65 70

2125-19158APF-TW
112137009

Ala Ala Ser Gly Phe Thr Phe
25

Arg Gln Ala Pro Gly Lys Gly
40 45

Gly Ser Gly Ser Ile Asp Tyr
55 60

Ile Ser Arg Asp Asn Ser Lys
75

Leu Arg Ala Glu Asp Thr Ala
90

Ile Asp Tyr Asn Phe Trp Gly
105

Ser Gly Gly Gly Val Val Gln
10

Ala Ala Ser Gly Phe Thr Phe
25

Arg Gln Ala Pro Gly Gln Gly
40 45

Gly Ser Asp Thr Thr Tyr Tyr
55 60

Ile Ser Arg Asp Thr Ser Lys
75

% 82 H - £ 130 H(FSIR)

FEESE A0101

Ser Ser Ser
30

Leu Glu Trp
Ala Ser Trp

Asn Thr Leu
80

Val Tyr Tyr
95

Pro Gly Thr
110

Pro Gly Gly
15

Ser Ser Ala

30

Leu Glu Trp

Ala Lys Trp

Asn Thr Leu
80

1122053096-0



202402804

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

Cys Ala Arg Glu Pro Leu Asn Tyr Tyr Tyr Tyr Gly Glu Leu Asn Leu
100 105 110

Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> &9
211> 123
<212> PRT
Q13> ATF5)

<220>
<223> DONO344H1013

<400> &9

Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Ala
20 25 30

Tyr Trp Met Val Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp
35 40 45

Met Gly Ala Val Tyr Gly Gly Ser Asp Thr Thr Tyr Tyr Ala Lys Trp
50 55 60

Thr Glu Gly Arg Phe Thr Ile Ser Arg Asp Thr Ser Lys Asn Thr Leu
65 70 75 80

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

Cys Ala Arg Glu Pro Leu Asn Tyr Tyr Tyr Tyr Gly Glu Leu Asn Val
100 105 110

Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 90
<211> 108
<212> PRT
Q13> ATF5)

583 H » 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

<220>

<223> DON0344L0591

<400> 90

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Gln Ala Thr Glu Glu Ile Tyr Ser Gly
20 25 30

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45

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

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80

Glu Asp Phe Ala Val Tyr Tyr Cys Gln Thr Tyr Glu Asp Val Ser Ala
85 90 95

Val Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

<210> 91

<211> 108
<212> PRT
Q13> ATF5)

<220>
<223> DON0344L0620

<400> 91
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Gln Ala Thr Glu Asn Ile Tyr Ser Gly
20 25 30

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45

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

584 H - 3£ 130 H(FF1R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

05

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
70

75 80

Glu Asp Phe Ala Val Tyr Tyr Cys Gln Thr Tyr Glu Asp Val Ser Ala
85 90

95

Val Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys

<210>
211>
<212>
<213>

<220>
<223>

<400>
Gln Val
1

100

92
118
PRT

NI

DONO385H1270
92

105

Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
15

5

Ser Leu Arg Leu Ser Cys
20

Tyr Phe Met

Val Ala Ser

50

35

Ser Trp Val

Ile Asp Thr

Val Glu Gly Arg Phe Thr

05

70

Tyr Leu GIn Met Asn Ser

85

10

Ala Ala Ser Gly Phe Thr Phe Ser Glu Trp
25 30

Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp
40 45

Gly Ser Gly Ser Ile Asp Tyr Ala Glu Trp
55 60

Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu
75 80

Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr
90 95

Cys Ala Arg Asp Ile Gly Ile Asp Tyr Asn Phe Trp Gly Pro Gly Thr
110

Leu Val

<210>
211>

100

Thr Val Ser
115

93
118

2125-19158APF-TW

112137009

Ser

105

%85 H - £ 130 H(FSIR)

FEESE A0101

1122053096-0



202402804

<212> PRT
Q13> ATF5)

<220>
<223> DONO385H1352

<400> 93

Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Glu Phe Ser Glu Trp
20 25 30

Tyr Phe Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp
35 40 45

Val Ala Ser Ile Asp Thr Gly Ser Gly Ser Ile Asp Tyr Ala Glu Trp
50 55 60

Val Glu Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu
65 70 75 80

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

Cys Ala Arg Asp Ile Gly Ile Asp Tyr Asn Phe Trp Gly Pro Gly Thr
100 105 110

Leu Val Thr Val Ser Ser
115

<210> 94
211> 118
<212> PRT
Q13> ATF5)

<220>
<223> DONO385H1527

<400> 94
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ala Ser Trp
20 25 30

586 H - 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



112137009

202402804

Tyr Phe Met Ser Trp Val
35

Val Ala Ser Ile Asp Thr
50

Val Glu Gly Arg Phe Thr
65 70

Tyr Leu GIn Met Asn Ser
85

Cys Ala Arg Asp Ile Gly
100

Leu Val Thr Val Ser Ser
115

<210> 95
211> 118
<212> PRT
Q13> ATF5)

<220>
<223> DONO385H1255

<400> 95
Gln Val Gln Leu Val Glu
1 5

Ser Leu Arg Leu Ser Cys
20
Tyr Phe Met Ser Trp Val
35

Val Ala Ser Ile Asp Thr
50

Val Glu Glu Arg Phe Thr
65 70

Tyr Leu GIn Met Asn Ser
85

2125-19158APF-TW

Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp
45

40

Gly Ser Gly
55

Ile Ser Arg

Leu Arg Ala

Ile Asp Tyr
105

Ser Gly Gly

Ala Ala Ser
25

Arg Gln Ala
40

Gly Ser Gly
55

Ile Ser Arg

Asp Asn Ser Lys Asn Thr Leu
75

Ser Ile Asp Tyr Ala Glu Trp

60

Asp Asn Ser Lys Asn Thr Leu

75 80

Glu Asp Thr Ala Val Tyr Tyr

95

Asn Phe Trp Gly Pro Gly Thr

110

Gly Val Val Gln Pro Gly Arg

15

Gly Phe Thr Phe Ser Glu Trp

30

Pro Gly Lys Gly Leu Glu Trp

45

Ser Ile Asp Tyr Ala Gly Trp

60

80

Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr

95

% 87 H - £ 130 H(FSIR)

FEESE A0101

1122053096-0



202402804

Cys Ala Arg Asp Ile Gly Ile Asp Tyr Asn Phe Trp Gly Pro Gly Thr
110

100

Leu Val Thr Val Ser Ser

<210>
211>
<212>
<213>

<220>
<223>

<400>
Gln Val
1

115

96
118
PRT

NI
DONO385H1521
96

Gln Leu Val
5

Ser Leu Arg Leu Ser

20

Tyr Phe Met Ser Trp

35

Val Ala Ser Ile Asp

50

Val Glu Gly Arg Phe

05

105

Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
10 15

Cys

Val

Thr

Thr
70

Tyr Leu GIn Met Asn Ser

85

Cys Ala Arg Asp Ile

Leu Val

<210>
211>
<212>
<213>

<220>
<223>

100

Thr Val Ser
115

97

118

PRT
NI

DONO385H1353

2125-19158APF-TW

112137009

Ala Ala Ser Gly Phe Thr Phe Glu Ser Trp

25

30

Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp
45

40

55

Ile Ser Arg Asp Asn Ser Lys Asn Thr
75

Leu Arg Ala Glu Asp Thr Ala Val Tyr

90

95

Gly Ser Gly Ser Ile Asp Tyr Ala Glu Trp
60

Leu
80

Tyr

Gly Ile Asp Tyr Asn Phe Trp Gly Pro Gly Thr
110

Ser

105

% 88 H - k130 H(FSIR)

FEESE A0101

1122053096-0



202402804

<400> 97

Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ala Glu Trp
20 25 30

Tyr Phe Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp
35 40 45

Val Ala Ser Ile Asp Thr Gly Ser Gly Ser Ile Asp Tyr Ala Glu Trp
50 55 60

Val Glu Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu
65 70 75 80

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

Cys Ala Arg Asp Ile Gly Ile Asp Tyr Asn Phe Trp Gly Pro Gly Thr
100 105 110

Leu Val Thr Val Ser Ser
115

<210> 98
211> 106
<212> PRT
Q13> ATF5)

<220>
<223> DONO385L0722

<400> 98
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Gln Thr Thr Gln Ser Ile Ser Ser Tyr
20 25 30

Leu Asn Trp Tyr Gln Gln Lys Pro Gly Gln Pro Pro Lys Leu Leu Ile
35 40 45

Tyr Tyr Ala Ser Thr Lys Ala Glu Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60

589 H - 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



112137009

202402804

Ser Gly Leu Gly
65

Glu Asp Phe Ala

Phe Gly Gln Gly
100

<210> 99
211> 106
<212> PRT
Q13> ATF5)

<220>

Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
70 75 80

Val Tyr Tyr Cys His Tyr Gly Ile Ser Lys Val Ser
85 90 95

Thr Lys Val Glu Ile Lys
105

<223> DON0385L0681

<400> 99
Asp Ile Gln Met
1

Asp Arg Val Thr
20

Leu Asn Trp Tyr
35

Tyr Tyr Ala Ser
50

Ser Gly Leu Gly
65

Glu Asp Phe Ala

Phe Gly Gln Gly
100

<210> 100
211> 106
<212> PRT
Q13> ATF5)

<220>

2125-19158APF-TW

Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
5 10 15

Ile Thr Cys Gln Thr Thr Gln Ser Ile Ser Ser Tyr
25 30

Gln Gln Lys Pro Gly Gln Pro Pro Lys Leu Leu Ile
40 45

Thr Lys Ala Glu Gly Ile Pro Ala Arg Phe Ser Gly
55 60

Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
70 75 80

Val Tyr Tyr Cys His Tyr Gly Ile Ser Lys Val Ser
85 90 95

Thr Lys Val Glu Ile Lys
105

90 H - £ 130 H(FSIR)

FEESE A0101

1122053096-0



202402804

<223> DON0O385L0605

<400> 100
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Gln Thr Thr Gln Ser Ile Ser Ser Tyr
20 25 30

Leu Asn Trp Tyr Gln Gln Lys Pro Gly Gln Pro Pro Lys Leu Leu Ile
35 40 45

Tyr Tyr Ala Ser Thr Lys Ala Glu Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80

Glu Asp Phe Ala Val Tyr Tyr Cys His Tyr Gly Ile Ser Lys Val Ser
85 90 95

Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

<210> 101
<211> 328
<212> PRT
Q13> ATF5)

<220>
<223> SG181.S3n

<400> 101
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 5 10 15

Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
50 55 60

91 H » 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Leu Ser
65

Tyr Ile
Arg Val
Pro Ala
Lys Pro

130

Val Val
145

Tyr Val
Glu Gln
His Gln
Lys Ala

210
Gln Pro
225
Met Thr
Pro Ser

Asn Tyr

Leu Tyr
290

Ser Val Val Thr Val Pro Ser Ser
70

Cys Asn Val Asn His Lys Pro Ser
85 90

Glu Pro Lys Ser Cys Asp Lys Thr
100 105

Pro Glu Leu Arg Arg Gly Pro Ser
115 120

Lys Asp Thr Leu Met Ile Ser Arg
135

Val Asp Val Ser His Glu Asp Pro
150

Asp Gly Val Glu Val His Asn Ala
165 170

Tyr Asn Ser Thr Tyr Arg Val Val
180 185

Asp Trp Leu Asn Gly Lys Glu Tyr
195 200

Leu Pro Ala Pro Ile Glu Lys Thr
215

Arg Glu Pro Gln Val Tyr Thr Leu
230

Lys Asn Gln Val Ser Leu Thr Cys
245 250

Ser

75

Asn

His

Val

Thr

Glu

155

Lys

Ser

Lys

Ile

Pro

235

Leu

Leu Gly Thr

Thr

Thr

Phe

Pro

140

Val

Thr

Val

Cys

Ser

220

Pro

Val

Asp Ile Ala Val Glu Trp Glu Ser Asn Gly

260 265

Lys Thr Thr Pro Pro Tyr Leu Asp Ser Asp

275 280

Lys

Cys

Leu

125

Glu

Lys

Lys

Leu

Lys

205

Lys

Ser

Lys

Gln

Gly
285

Val

Pro

110

Phe

Val

Phe

Pro

Thr

190

Val

Ala

Arg

Gly

Pro

270

Ser

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln

295

300

F 92 H - #£ 130 HFSIR)

2125-19158APF-TW

112137009

FEESE A0101

Gln Thr
80

Asp Lys
95

Pro Cys
Pro Pro
Thr Cys

Asn Trp
160

Arg Glu
175

Val Leu
Ser Asn
Lys Gly
Glu Glu

240

Phe Tyr
255
Glu Asn

Phe Phe

Gly Asn

1122053096-0



202402804

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr

305

310

315

Gln Glu Ser Leu Ser Leu Ser Pro

325

<210> 102
<211> 328
<212> PRT
Q13> ATF5)

<220>
<223> SG181.S3p

<400> 102

Ala

1

Ser

Phe

Gly

Leu

05

Tyr

Arg

Pro

Lys

Val
145

Ser Thr Lys Gly Pro Ser
5

Thr Ser Gly Gly Thr Ala
20

Pro Glu Pro Val Thr Val
35

Val His Thr Phe Pro Ala
50 55

Ser Ser Val Val Thr Val
70

Ile Cys Asn Val Asn His
85

Val Glu Pro Lys Ser Cys
100

Ala Pro Glu Leu Arg Arg
115

Pro Lys Asp Thr Leu Met
130 135

Val Phe Pro Leu
10

Ala Leu Gly Cys
25

Ser Trp Asn Ser
40

Val Leu Gln Ser

Pro Ser Ser Ser
75

Lys Pro Ser Asn
90

Asp Lys Thr His
105

Gly Pro Ser Val
120

Ile Ser Arg Thr

320

Ala Pro Ser Ser Lys
15

Leu Val Lys Asp Tyr
30

Gly Ala Leu Thr Ser
45

Ser Gly Leu Tyr Ser
60

Leu Gly Thr Gln Thr
80

Thr Lys Val Asp Lys
95

Thr Cys Pro Pro Cys
110

Phe Leu Phe Pro Pro
125

Pro Glu Val Thr Cys
140

Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp

150

2125-19158APF-TW

112137009

FEESE A0101

155

160

593 H - £ 130 HFSIR)

1122053096-0



202402804

Tyr Val Asp Gly Val Glu
165

Glu Gln Tyr Asn Ser Thr
180

His Gln Asp Trp Leu Asn
195

Lys Ala Leu Pro Ala Pro
210

Gln Pro Arg Glu Pro Gln
225 230

Met Thr Lys Asn Gln Val
245

Pro Ser Asp Ile Ala Val
260

Asn Tyr Lys Thr Thr Pro
275

Leu Tyr Ser Lys Leu Thr
290

Val Phe Ser Cys Ser Val
305 310

Gln Lys Ser Leu Ser Leu
325

<210> 103
211> 107
<212> PRT
Q13> ATF5)

<220>
<223> SK1

<400> 103

Val

Tyr

Gly

Ile

215

Val

Ser

Glu

Pro

Val

295

Met

Ser

His Asn Ala Lys Thr Lys Pro
170

Arg Val Val Ser Val Leu Thr
185 190

Lys Glu Tyr Lys Cys Lys Val
200 205

Glu Lys Thr Ile Ser Lys Ala
220

Tyr Thr Leu Pro Pro Ser Arg
235

Leu Thr Cys Leu Val Lys Gly
250

Trp Glu Ser Asn Gly Gln Pro
265 270

Tyr Leu Asp Ser Asp Gly Ser
280 285

Asp Lys Ser Arg Trp Gln Gln
300

His Glu Ala Leu His Asn His
315

Pro

Arg Glu
175

Val Leu

Ser Asn

Lys Gly

Lys Glu

240

Phe Tyr

255

Glu Asn

Phe Phe

Gly Asn

Tyr Thr
320

Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5

2125-19158APF-TW

112137009 FEESE A0101

10

594 H - # 130 HFSIR)

15

1122053096-0



112137009

202402804

Gln Leu Lys Ser Gly Thr Ala
20

Tyr Pro Arg Glu Ala Lys Val
35

Ser Gly Asn Ser Gln Glu Ser
50 55

Thr Tyr Ser Leu Ser Ser Thr
65 70

Lys His Lys Val Tyr Ala Cys
85

Pro Val Thr Lys Ser Phe Asn
100

<210> 104
<211> 328
<212> PRT
Q13> ATF5)

<220>
<223> SG1308.AS

<400> 104
Ala Ser Thr Lys Gly Pro Ser
1 5

Ser Thr Ser Gly Gly Thr Ala
20

Phe Pro Glu Pro Val Thr Val
35

Gly Val His Thr Phe Pro Ala
50 55

Leu Ser Ser Val Val Thr Val
65 70

Tyr Ile Cys Asn Val Asn His
85

2125-19158APF-TW
FEESE A0101

Ser Val Val Cys Leu Leu
25

Gln Trp Lys Val Asp Asn
40 45

Val Thr Glu Gln Asp Ser
60

Leu Thr Leu Ser Lys Ala
75

Glu Val Thr His Gln Gly
90

Arg Gly Glu Cys
105

Val Phe Pro Leu Ala Pro
10

Ala Leu Gly Cys Leu Val
25

Ser Trp Asn Ser Gly Ala
40 45

Val Leu Glu Ser Ser Gly
60

Pro Ser Ser Ser Leu Gly
75

Lys Pro Ser Asn Thr Lys
90

F 95 H - £ 130 HFSIR)

Asn Asn Phe
30

Ala Leu Gln
Lys Asp Ser

Asp Tyr Glu
80

Leu Ser Ser
95

Ser Ser Lys
15

Glu Asp Tyr
30

Leu Thr Ser
Leu Tyr Ser
Thr Lys Thr

80

Val Asp Lys
95

1122053096-0



202402804

Arg Val

Pro Ala

Pro
130

Lys

Val
145

Val

Tyr Val

Glu Gln

His

Gln

Ala
210

Lys

Gln Pro
225

Met Thr

Pro Ser

Asn Tyr

Leu Tyr

290

Val Phe
305

Glu Pro Lys Ser
100

Pro Glu Leu Arg
115

Lys Asp Thr Leu

Val Asp Val Ser
150

Asp Gly Val Glu
165

Tyr Asn Ser Thr
180

Asp Trp Leu Asn
195

Leu Pro Ala Pro

Arg Glu Pro Gln
230

Lys Asn Gln Val
245

Asp Ile Ala Val
260

Lys Thr Thr Pro
275

Ser Lys Leu Thr

Ser Cys Ser Val
310

2125-19158APF-TW

112137009

Cys

Arg

Met

135

His

Val

Tyr

Gly

Ile

215

Val

Ser

Glu

Pro

Val
295

Asp Lys Thr His
105

Gly Pro Ser Val
120

Ile Ser Arg Thr

Glu Asp Pro Glu
155

His Asn Ala Lys
170

Arg Val Val
185

Ser

Lys Glu Tyr Lys
200

Glu Lys Thr Ile

Tyr Thr Leu Pro
235

Leu Thr Cys Leu

250

Trp Glu Ser Asn
265

Tyr Leu Asp Ser
280

Thr

Phe

Pro

140

Val

Thr

Val

Cys

Ser

220

Pro

Val

Gly

Asp

Cys Pro
110

Leu Phe
125

Glu Val

Lys Phe

Lys Pro

Leu Thr
190

Lys Val

205

Lys Ala

Ser Arg

Lys Gly

Gln Pro
270

Gly Ser
285

Asp Lys Ser Arg Trp Gln Gln

300

Pro Cys

Pro Pro

Thr Cys

Asn Trp
160

Arg Glu
175

Val Leu

Ser Asn

Lys Gly

Lys Glu

240

Phe Tyr

255

Glu Asn

Phe Phe

Gly Asn

Leu His Glu Ala Leu His Ala His Tyr Thr

FEESE A0101

315

96 H - 3 130 H(FSIR)

320

1122053096-0



202402804

Arg Lys Glu Leu Ser Leu Ser Pro

<210>
211>
<212>
<213>

<220>
<223>

<400>

1

105
328
PRT

325

NI

SG1310.A5

105

Ala Ser Thr Lys Gly Pro Ser
5

Ser Thr Ser Gly Gly Thr Ala

Phe Pro Glu Pro Val

35

20

Thr Val

Gly Val His Thr Phe Pro Ala

50

Leu Ser Ser Val Val

05

Tyr

Arg Val Glu Pro Lys

Ile Cys Asn Val

55

Thr Val
70

Asn His
85

Ser Cys
100

Pro Ala Pro Glu Leu Arg Arg

115

Lys Pro Lys Asp Thr Leu Met

130

Val
145

Tyr Val Asp Gly Val

Val Val Asp Val

135

Ser His
150

Glu Val
165

2125-19158APF-TW

112137009

FEESE A0101

Val
10

Ala Leu Gly Cys
25

Ser Trp Asn Ser
40

Val Leu Lys Ser

Pro Ser Ser Ser
75

Lys Pro Ser Asn
90

Asp Lys Thr His
105

Gly Pro Ser Val
120

Ile Ser Arg Thr

Glu Asp Pro Glu
155

His Asn Ala Lys
170

Leu

Gly

Ser

60

Leu

Thr

Thr

Phe

Pro

140

Val

Thr

Phe Pro Leu Ala Pro Ser Ser Lys

15

Val Lys Asp Tyr
30

Ala Leu Thr Ser
45

Gly Leu Tyr Ser

Gly Thr Gln Thr
80

Lys Val Asp Lys
95

Cys Pro Pro Cys
110

Leu Phe Pro Pro
125

Glu Val Thr Cys

Lys Phe Asn Trp
160

Lys Pro Arg Glu
175

597 H - #1130 HFSIR)

1122053096-0



112137009

202402804

Glu Gln Tyr Asn Ser Thr
180

His Gln Asp Trp Leu Asn
195

Lys Ala Leu Pro Ala Pro
210

Gln Pro Arg Glu Pro Gln
225 230

Met Thr Lys Asn Gln Val
245

Pro Ser Asp Ile Ala Val
260

Asn Tyr Lys Thr Thr Pro
275

Leu Tyr Ser Lys Leu Thr
290

Val Phe Ser Cys Ser Val
305 310

Tyr Arg Val Val Ser Val Leu Thr Val Leu
185 190

Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
200 205

Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
215 220

Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu
235 240

Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
250 255

Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
265 270

Pro Tyr Leu Asp Ser Asp Gly Ser Phe Phe
280 285

Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
295 300

Leu His Glu Ala Leu His Ala His Tyr Thr
315 320

Arg Glu Glu Leu Ser Leu Ser Pro

325

<210> 106
211> 107
<212> PRT
Q13> ATF5)

<220>
<223> SK1004

<400> 106
Arg Thr Val Ala Ala Pro
1 5

Gln Leu Lys Ser Gly Thr
20

2125-19158APF-TW

Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
10 15

Ala Glu Val Val Cys Leu Leu Asn Asn Phe
25 30

F 98 H - 4130 H(FSIR)

FEESE A0101

1122053096-0



202402804

Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln
35 40 45

Ser Gly Asn Ser Glu Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
50 55 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75 80

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
85 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 107
211> 107
<212> PRT
Q13> ATF5)

<220>
<223> SK1014

<400> 107
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
1 5 10 15

GIn Leu Lys Ser Gly Thr Ala Lys Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln
35 40 45

Ser Gly Asn Ser Lys Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
50 55 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75 80

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
85 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

599 H - 3£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

<210>
211>
<212>
<213>

<220>
<223>

<400>

108

11

PRT
NI

DONO34409L0012 L_CDR1
108

Gln Ala Thr Glu Asn Ile Tyr Ser Gly Leu Ala

1

<210>
211>
<212>
<213>

<220>
<223>

<400>

5 10

109

7

PRT
NI

DONO34409L0012 L_CDR2
109

Tyr Val Ser Thr Leu Ala Ser

1

<210>
211>
<212>
<213>

<220>
<223>

<400>

GIn Thr Tyr His Asp Ile Ser Glu Val Thr
1 5

<210>
211>
<212>
<213>

<220>
<223>

<400>

5

110

10

PRT

NI
DONO34409L0012 L_CDR3

110

10

111
108
PRT

NI

DONO34409L0012
111

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1

10 15

Asp Arg Val Thr Ile Thr Cys Gln Ala Thr Glu Asn Ile Tyr Ser Gly
2

25 30

%5 100 H - 3£ 130 H(F5IR)

2125-19158APF-TW

112137009

FEESE A0101

1122053096-0



202402804

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45

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

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80

Glu Asp Phe Ala Val Tyr Tyr Cys Gln Thr Tyr His Asp Ile Ser Glu
85 90 95

Val Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

<210> 112
211> 6

<212> PRT
Q13> ATF5)

<220>
<223> DONO34425H H_CDR1

<400> 112

Ser Ser Tyr Trp Met Cys
1 5

<210> 113
211> 17
<212> PRT
Q13> ATF5)

<220>
<223> DONO34425H H_CDR2

<400> 113

Cys Val Tyr Gly Gly Ser Asp Thr Thr Tyr Tyr Ala Ser Trp Thr Lys
1 5 10 15

Gly

<210> 114
211> 13

<212> PRT
Q13> ATF5)

5101 H » #£ 130 H(F517R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

<220>
<223> DONO34425H H (CDR3

<400> 114

Asp Pro Leu Asn Tyr Tyr Tyr Tyr Gly Glu Leu Asn Leu
1 5 10

<210> 115
211> 6

<212> PRT
Q13> ATF5)

<220>
<223> DONO385ee0054H H_CDR1

<400> 115
Ser Ser Tyr Trp Ile Cys
1 5

<210> 116
211> 17
<212> PRT
Q13> ATF5)

<220>
<223> DONO385ee0054H H_CDR2

<400> 116
Cys Ile Asp Thr Gly Ser Gly Ser Ile Asp Tyr Ala Ser Trp Val Asn
1 5 10 15

Gly

<210> 117
211> 8

<212> PRT
Q13> ATF5)

<220>
<223> DONO385ee0054H H CDR3

<400> 117
Asp Ile Gly Ile Asp Tyr Asn Phe
1 5

210> 118
211> 11

5102 H > #£ 130 H(F51R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

<212> PRT
Q13> ATF5)

<220>
<223> DONO385ee009L L CDR1

<400> 118

Gln Ala Thr Gln Ser Ile Ser Ser Tyr Leu Asn
1 5 10

<210> 119
Q211> 7

<212> PRT
Q13> ATF5)

<220>
<223> DONO385ee009L L _CDR2

<400> 119

Tyr Ala Ser Thr Leu Ala Ser
1 5

<210> 120
211> 8

<212> PRT
Q13> ATF5)

<220>
<223> DONO385ee009L L _CDR3

<400> 120
His Tyr Gly Ile Ser Tyr Val Ser
1 5

<210> 121
Q211> 5

<212> PRT
Q13> ATF5)

<220>
<223> ICI17HdK H CDR1

<400> 121

Ser Tyr Trp Met His
1 5

<210> 122
211> 17
<212> PRT
Q13> ATF5)

5103 H » #£ 130 H(F51R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

<220>
<223> ICI17HdK H CDR2

<400> 122
Met Ile Asp Pro Ser Tyr Ser Glu Thr Arg Leu Asn Gln Lys Phe Lys
1 5 10 15

Asp

<210> 123
Q211> 7

<212> PRT
Q13> ATF5)

<220>
<223> ICI17HdK H CDR3

<400> 123
Tyr Gly Asn Tyr Phe Asp Tyr
1 5

<210> 124
211> 116
<212> PRT
Q13> ATF5)

<220>
<223> IC17HdK

<400> 124
Gln Val Gln Leu Gln Gln Ser Gly Pro Gln Leu Val Arg Pro Gly Ala
1 5 10 15

Ser Val Lys Ile Ser Cys Lys Ala Ser Gly Tyr Ser Phe Thr Ser Tyr
20 25 30

Trp Met His Trp Val Asn Gln Arg Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45

Gly Met Ile Asp Pro Ser Tyr Ser Glu Thr Arg Leu Asn Gln Lys Phe
50 55 60

Lys Asp Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser Thr Ala Tyr
65 70 75 80

5104 H - £ 130 H(F51R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Met Gln Leu Ser Ser Pro Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
95

85

Ala Leu Tyr Gly Asn Tyr Phe Asp Tyr Trp Gly Gln Gly Thr Thr Leu

100

Thr Val Ser Ser
115

<210> 125
211> 11

<212> PRT
Q13> ATF5)

<220>
<223> ICI17L L _CDR1

<400> 125

1

<210> 126
Q211> 7

<212> PRT
Q13> ATF5)

<220>
<223> ICI17L L _CDR2

<400> 126

Gly Ala Thr Ser Leu Glu Thr
1

5

<210> 127
211> 9

<212> PRT
Q13> ATF5)

<220>
<223> ICI17L L _CDR3

<400> 127

90

105

Lys Ala Ser Glu Asp Ile Tyr Asn Arg Leu Ala
5

10

Gln Gln Tyr Trp Ser Thr Pro Tyr Thr
1 5

<210> 128
211> 107
<212> PRT
Q13> ATF5)

2125-19158APF-TW
112137009 FEESE A0101

55105 H - 3£ 130 H(F5IR)

110

1122053096-0



202402804

<220>

<223> ICI7L

<400> 128

Asp Ile Gln Met Thr Gln Ser Ser Ser Ser Phe Ser Val Ser Leu Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Glu Asp Ile Tyr Asn Arg
20 25 30

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Asn Ala Pro Arg Leu Leu Ile
35 40 45

Ser Gly Ala Thr Ser Leu Glu Thr Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Lys Asp Tyr Thr Leu Ser Ile Thr Ser Leu Gln Thr
65 70 75 80

Glu Asp Val Ala Thr Tyr Tyr Cys Gln Gln Tyr Trp Ser Thr Pro Tyr
85 90 95

Thr Phe Gly Gly Gly Thr Lys Leu Glu Val Lys
100 105

<210> 129
211> 6

<212> PRT
Q13> ATF5)

<220>
<223> DONO0344H0976 H CDR1

<400> 129
Ser Ala Tyr Trp Met Val
1 5

<210> 130
211> 17
<212> PRT
Q13> ATF5)

<220>
<223> DONO344H0976 H CDR2

<400> 130

5106 H » £ 130 H(F517R)
2125-19158 APF-TW

112137009 FEESE A0101

1122053096-0



202402804

Ala Val Tyr Gly Gly Ser Asp Thr Thr Tyr Tyr Ala Lys Trp Thr Glu
1 5 10 15

Gly

<210> 131
211> 13

<212> PRT
Q13> ATF5)

<220>
<223> DONO344H0976 H CDR3

<400> 131
Glu Pro Leu Asn Tyr Tyr Tyr Tyr Gly Glu Leu Asn Leu
1 5 10

<210> 132
211> 11

<212> PRT
Q13> ATF5)

<220>
<223> DON0344L0591 L CDR1

<400> 132

Gln Ala Thr Glu Glu Ile Tyr Ser Gly Leu Ala
1 5 10

<210> 133
Q211> 7

<212> PRT
Q13> ATF5)

<220>
<223> DON0344L0591 L _CDR2

<400> 133

Tyr Val Ser Thr Leu Tyr Glu
1 5

<210> 134
<211> 10
<212> PRT
Q13> ATF5)

<220>
<223> DONO0344L0591 L _CDR3

5107 H » #£ 130 H(F51R)
2125-19158 APF-TW

112137009 FEESE A0101

1122053096-0



202402804

<400>

GIn Thr Tyr Glu Asp Val Ser Ala Val Thr
1 5

<210>
211>
<212>
<213>

<220>
<223>

<400>

134

10

135

6

PRT
NI

DONO385H1270 H_CDRI
135

Glu Trp Tyr Phe Met Ser
1 5

<210>
211>
<212>
<213>

<220>
<223>

<400>

Ser Ile Asp Thr Gly Ser Gly Ser Ile Asp Tyr Ala Glu Trp
1 5 10

Gly

<210>
211>
<212>
<213>

<220>
<223>

<400>

136

17

PRT
NI

DONO385H1270 H_CDR2
136

137

8

PRT
NI

DONO385H1270 H_CDR3
137

Asp Ile Gly Ile Asp Tyr Asn Phe
1 5

<210>
211>
<212>
<213>

<220>

138

PRT
AT

%5 108 F - 3£ 130 H(F5IR)

2125-19158APF-TW

112137009

FEESE A0101

1122053096-0



202402804

<223> DON0385L0722 L (DRI
<400> 138

Gln Thr Thr Gln Ser Ile Ser Ser Tyr Leu Asn
1 5 10

<210> 139
Q211> 7

<212> PRT
Q13> ATF5)

<220>
<223> DONO385L0722 L _CDR2

<400> 139

Tyr Ala Ser Thr Lys Ala Glu
1 5

<210> 140
211> 8

<212> PRT
Q13> ATF5)

<220>
<223> DONO385L0722 L _CDR3

<400> 140
His Tyr Gly Ile Ser Lys Val Ser
1 5

<210> 141
211> 11

<212> PRT
Q13> ATF5)

<220>
<223> DONO385L0681 L CDR1

<400> 141

Gln Thr Thr Gln Ser Ile Ser Ser Tyr Leu Asn
1 5 10

<210> 142
Q211> 7

<212> PRT
Q13> ATF5)

<220>
<223> DONO385L0681 L _CDR2

5109 H - #£ 130 H(F517R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

<400> 142

Tyr Ala Ser Thr Lys Ala Glu
1 5

<210> 143
211> 8

<212> PRT
Q13> ATF5)

<220>
<223> DONO385L0681 L CDR3

<400> 143

His Tyr Gly Ile Ser Lys Val Ser
1 5

<210> 144
211> 6

<212> PRT
Q13> ATF5)

<220>
<223> DONO385H1352 H CDR1

<400> 144
Glu Trp Tyr Phe Met Ser
1 5

<210> 145
211> 17
<212> PRT
Q13> ATF5)

<220>
<223> DONO385H1352 H CDR2

<400> 145

Ser Ile Asp Thr Gly Ser Gly Ser Ile Asp Tyr Ala Glu Trp Val Glu
1 5 10 15

Gly

<210> 146
211> 8

<212> PRT
Q13> ATF5)

<220>

5110 H » #£ 130 H(F517R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

<223>
<400>

1

<210>
211>
<212>
<213>

<220>
<223>

<400>

DONO385H1352 H_CDR3
146

147

6

PRT
NI

DONO385H1527 H_CDRI
147

Ser Trp Tyr Phe Met Ser
1 5

<210>
211>
<212>
<213>

<220>
<223>

<400>

Ser Ile Asp Thr Gly Ser Gly Ser Ile Asp Tyr Ala Glu Trp
1 5 10

Gly

<210>
211>
<212>
<213>

<220>
<223>

<400>

148

17

PRT
NI

DONO385H1527 H_CDR2
148

149

8

PRT
NI

DONO385H1527 H_CDR3
149

Asp Ile Gly Ile Asp Tyr Asn Phe
5

Asp Ile Gly Ile Asp Tyr Asn Phe
1 5

<210>
211>
<212>
<213>

150

11

PRT
NI

2125-19158APF-TW

112137009

FEESE A0101

11 H - 3£ 130 H(F3IR)

1122053096-0



202402804

<220>
<223> DONO385L0605 L _CDR1

<400> 150

Gln Thr Thr Gln Ser Ile Ser Ser Tyr Leu Asn
1 5 10

<210> 151
Q211> 7

<212> PRT
Q13> ATF5)

<220>
<223> DONO385L0605 L _CDR2

<400> 151

Tyr Ala Ser Thr Lys Ala Glu
1 5

<210> 152
211> 8

<212> PRT
Q13> ATF5)

<220>
<223> DONO385L0605 L _CDR3

<400> 152

His Tyr Gly Ile Ser Lys Val Ser
1 5

<210> 153
211> 6

<212> PRT
Q13> ATF5)

<220>
<223> DONO385H1255 H CDR1

<400> 153
Glu Trp Tyr Phe Met Ser
1 5

<210> 154
211> 17
<212> PRT
Q13> ATF5)

<220>

112 H » #£ 130 H(F51R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

<223>
<400>

Ser Ile Asp Thr Gly Ser Gly Ser Ile A
1 5 1

Glu

<210>
211>
<212>
<213>

<220>
<223>

<400>

1

<210>
211>
<212>
<213>

<220>
<223>

<400>

DONO385H1255 H_CDR2
154

155
8
PRT

NI

DONO385H1255 H_CDR3
155

Asp Ile Gly Ile Asp Tyr Asn Phe
5

156
6
PRT

NI

DONO385H1521 H_CDRI
156

Ser Trp Tyr Phe Met Ser
1 5

<210>
211>
<212>
<213>

<220>
<223>

<400>

Ser Ile Asp Thr Gly Ser Gly Ser Ile Asp Tyr Ala Glu Trp
1 5 10

Gly

157

17

PRT
NI

DONO385H1521 H_CDR2
157

113 H - 3£ 130 H(F5IR)

2125-19158APF-TW

112137009

FEESE A0101

sp Tyr Ala Gly Trp Val Glu

1122053096-0



202402804

<210>
211>
<212>
<213>

<220>
<223>

<400>
1

<210>
211>
<212>
<213>

<220>
<223>

<400>

158
8
PRT

NI
DONO385H1521 H_CDR3
158

159
6
PRT

NI

DONO385H1353 H_CDR1
159

Glu Trp Tyr Phe Met Ser
1 5

<210>
211>
<212>
<213>

<220>
<223>

<400>

Ser Ile Asp Thr Gly Ser Gly Ser Ile Asp Tyr Ala Glu Trp
1 5 10

Gly

<210>
211>
<212>
<213>

<220>
<223>

<400>

160

17

PRT
NI

DONO385H1353 H_CDR2
160

161
8
PRT

NI

DONO385H1353 H_CDR3
161

Asp Ile Gly Ile Asp Tyr Asn Phe
5

Asp Ile Gly Ile Asp Tyr Asn Phe
1 5

2125-19158APF-TW

112137009

FEESE A0101

114 H - 3£ 130 H(F5IR)

1122053096-0



202402804

210> 162
211> 328
<212> PRT

213> AT

<220>

<223> SG1399.A5

<400> 162

1

Ala Ser Thr Lys Gly Pro Ser
5

Ser Thr Ser Gly Gly Thr Ala

20

Phe Pro Glu Pro Val Thr Val

35

Gly Val His Thr Phe Pro Ala

50

55

Leu Ser Ser Val Val Thr Val

05

70

Tyr Ile Cys Asn Val Asn His

85

Arg Val Glu Pro Lys Ser Cys
100

Pro Ala Pro Glu Leu Arg Arg

115

Lys Pro Lys Asp Thr Leu Met

130

135

Val Val Val Asp Val Ser His

145

150

Tyr Val Asp Gly Val Glu Val

165

Glu Gln Tyr Asn Ser Thr Tyr
180

2125-19158APF-TW
112137009

FEESE A0101

Val Phe Pro Leu Ala Pro
10

Ala Leu Gly Cys Leu Val
25

Ser Trp Asn Ser Gly Ala
40 45

Val Leu Lys Ser Ser Gly
60

Pro Ser Ser Ser Leu Gly
75

Lys Pro Ser Asn Thr Lys
90

Asp Lys Thr His Thr Cys
105

Gly Pro Ser Val Phe Leu
120 125

Ile Ser Arg Thr Pro Glu
140

Glu Asp Pro Glu Val Lys
155

His Asn Ala Lys Thr Lys
170

Arg Val Val Ser Val Leu
185

115 H - 3£ 130 H(F3IR)

Ser Ser Lys
15

Lys Asp Tyr
30

Leu Thr Ser
Leu Tyr Ser

Thr Gln Thr
80

Val Asp Lys
95

Pro Pro Cys
110

Phe Pro Pro
Val Thr Cys

Phe Asn Trp
160

Pro Arg Glu
175

Thr Val Leu
190

1122053096-0



202402804

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
210 215 220

GIn Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu
225 230 235 240

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Leu His Glu Ala Leu His Ala His Tyr Thr
305 310 315 320

Arg Glu Glu Leu Ser Leu Ser Pro
325

<210> 163
<211> 328
<212> PRT
Q13> ATF5)

<220>
<223> SG1398.AS

<400> 163
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 5 10 15

Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Glu Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

%116 H » #£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Gly

Leu

05

Tyr

Arg

Pro

Lys

Val

145

Tyr

Glu

His

Lys

Gln

225

Met

Pro

Val His Thr Phe Pro Ala
50 55

Ser Ser Val Val Thr Val
70

Ile Cys Asn Val Asn His
85

Val Glu Pro Lys Ser Cys
100

Ala Pro Glu Leu Arg Arg
115

Pro Lys Asp Thr Leu Met
130 135

Val Val Asp Val Ser His
150

Val Asp Gly Val Glu Val
165

Gln Tyr Asn Ser Thr Tyr
180

Gln Asp Trp Leu Asn Gly
195

Ala Leu Pro Ala Pro Ile
210 215

Pro Arg Glu Pro Gln Val
230

Thr Lys Asn Gln Val Ser
245

Ser Asp Ile Ala Val Glu
260

2125-19158APF-TW

112137009

FEESE A0101

Val

Pro

Lys

Asp

Gly

120

Ile

Glu

His

Arg

Lys

200

Glu

Tyr

Leu

Trp

Leu Glu

Ser Ser

Pro Ser
90

Lys Thr
105

Pro Ser

Ser Arg

Asp Pro

Asn Ala

170

Val Val

185

Glu Tyr

Lys Thr

Thr Leu

Thr Cys
250

Ser

Ser

75

Asn

His

Val

Thr

Glu

155

Ser

Lys

Ile

Pro

235

Leu

Ser

60

Leu

Thr

Thr

Phe

Pro

140

Val

Thr

Val

Cys

Ser

220

Pro

Val

Gly Leu Tyr Ser

Gly Thr Lys Thr
80

Lys Val Asp Lys
95

Cys Pro Pro Cys
110

Leu Phe Pro Pro
125

Glu Val Thr Cys

Lys Phe Asn Trp
160

Lys Pro Arg Glu
175

Leu Thr Val Leu
190

Lys Val Ser Asn
205

Lys Ala Lys Gly

Ser Arg Lys Glu
240

Lys Gly Phe Tyr
255

Glu Ser Asn Gly Gln Pro Glu Asn

265

270

5117 H - 3£ 130 H(F5IR)

1122053096-0



202402804

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Leu His Glu Ala Leu His Ala His Tyr Thr
305 310 315 320

Arg Lys Glu Leu Ser Leu Ser Pro
325

<210> 164
211> 6

<212> PRT
Q13> ATF5)

<220>
<223> DONO344H1013 H CDR1

<400> 164
Ser Ala Tyr Trp Met Val
1 5

<210> 165
211> 17
<212> PRT
Q13> ATF5)

<220>
<223> DONO344H1013 H CDR2

<400> 165

Ala Val Tyr Gly Gly Ser Asp Thr Thr Tyr Tyr Ala Lys Trp Thr Glu
1 5 10 15

Gly

<210> 166
211> 13

<212> PRT
Q13> ATF5)

<220>
<223> DONO344H1013 H CDR3

<400> 166

118 H » #£ 130 H(F51R)
2125-19158 APF-TW

112137009 FEESE A0101

1122053096-0



202402804

Glu Pro Leu Asn Tyr Tyr Tyr Tyr Gly Glu Leu Asn Val
1 5 10

<210>
211>
<212>
<213>

<220>
<223>

<400>

167

11

PRT
NI

DONO344L0620 L_CDRI
167

Gln Ala Thr Glu Asn Ile Tyr Ser Gly Leu Ala
1

<210>
211>
<212>
<213>

<220>
<223>

<400>

5 10

168

7

PRT
NI

DONO344L0620 L_CDR2
168

Tyr Val Ser Thr Leu Ala Tyr

1

<210>
211>
<212>
<213>

<220>
<223>

<400>

GIn Thr Tyr Glu Asp Val Ser Ala Val Thr
1 5

<210>
211>
<212>
<213>

<220>
<223>

<400>

Met Gly Trp Ser Cys Ile Ile Leu Phe Leu Val Ala Thr Ala Thr Gly
1 5

5

169

10

PRT

NI
DONO344L0620 L_CDR3

169

10

170

19

PRT

NI
CAMPATH- 1H 12751

170

10

119 H - 3£ 130 H(F5IR)

2125-19158APF-TW

112137009

FEESE A0101

15

1122053096-0



202402804

Val His Ser

<210> 171
211> 4

<212> PRT
Q13> ATF5)

<220>
223> (GGG #HiE T

<400> 171
Gly Gly Gly Gly
1

<210> 172
211> 33

<212> PRT
Q13> ATF5)

<220> =
<223> 33 BREFESEK

<400> 172
Leu Gln Leu Gln Pro Phe Pro Gln Pro Glu Leu Pro Tyr Pro Gln Pro
1 5 10 15

Glu Leu Pro Tyr Pro Gln Pro Glu Leu Pro Tyr Pro Gln Pro Gln Pro
20 25 30

Phe

<210> 173
Q211> 5

<212> PRT
Q13> ATF5)

<220>
<223> GGGGG #H4E 1

<400> 173
Gly Gly Gly Gly Gly
1 5

210> 174
ll> 8

5120 H > £ 130 H(F517R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

<212>
<213>

<220>
<223>

<400>

PRT
AT

3C E L BT E T
174

Leu Glu Val Leu Phe Gln Gly Pro

1

<210>
211>
<212>
<213>

<220>
<223>

<400>

5

175

11

PRT
NI

7 2 FIEEE AWK
175

Ile Ile Gln Pro Glu Gln Pro Ala Gln Leu Pro

1

<210>
211>
<212>
<213>

<220>
<223>

<400>

5 10

176

17

PRT
NI

BC RERRFEHHEAR
176

Glu Pro Glu Gln Pro Ile Pro Glu GIn Pro Gln Pro Tyr Pro Gln Gln
1

Pro

<210>
211>
<212>
<213>

<220>
<223>

<400>

1

5 10 15

177

29

PRT
NI

CLIP HEAK
177

Lys Leu Pro Lys Pro Pro Lys Pro Val Ser Lys Met Arg Met Ala Thr
5

10 15

121 H - 3£ 130 H(F5IR)

2125-19158APF-TW

112137009

FEESE A0101

1122053096-0



202402804

Pro Leu Leu Met Gln Ala Leu Pro Met Gly Ala Leu Pro
20 25

<210> 178
211> 15
<212> PRT
Q13> ATF5)

<220>
<223> B HUAT R H™EHER

<400> 178

Pro Asp Arg Val His Phe Ala Ser Pro Leu His Val Ala Trp Arg
1 5 10 15

<210> 179
211> 9

<212> PRT
Q13> ATF5)

<220>
<223> VPP ERER

<400> 179

Met Met Ala Trp Arg Met Met Arg Tyr
1 5

<210> 180
211> 16
<212> PRT
Q13> ATF5)

<220>
<223>  HRIREECERIEAR

<400> 180

Tyr Ile Asp Val Trp Leu Gly Gly Leu Ala Glu Asn Phe Leu Pro Tyr
1 5 10 15

<210> 181
211> 14
<212> PRT
Q13> ATF5)

<220>
23> AR ERERR

<400> 181

Lys Pro Leu Leu Ile Ile Ala Glu Asp Val Glu Gly Glu Tyr
1 5 10

5122 H » #£ 130 H(F51R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

<210> 182
211> 11

<212> PRT
Q13> ATF5)

<220>
23> ol BEAEEMELK

<400> 182

Gln Pro Phe Pro Gln Pro Glu Leu Pro Tyr Pro
5 10

<210> 183
211> 11

<212> PRT
Q13> ATF5)

<220>
23> a2 BEEAE ALK

<400> 183

Phe Pro Gln Pro Glu Leu Pro Tyr Pro Gln Pro
1 5 10

<210> 184
211> 11

<212> PRT
Q13> ATF5)

<220>
23> v 1 BEAE ALK

<400> 184

Gln Pro Gln Gln Ser Phe Pro Glu Gln Gln Gln
1 5 10

<210> 185
211> 12
<212> PRT
Q13> ATF5)

<220>
23> v 2 REEAEENERK

<400> 185

Gly Ile Ile GIn Pro Glu GIn Pro Ala GIn Leu Pro
5 10

5123 | » #£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

<210> 186
211> 11

<212> PRT
Q13> ATF5)

<220> =
Q23> ol FEFEHIEK

<400> 186

Gln Pro Phe Pro Gln Pro Glu GIn Pro Phe Pro
1 5 10

<210> 187
211> 11

<212> PRT
Q13> ATF5)

<220> =
Q23> @2 FEFEAK

<400> 187

Phe Pro Gln Pro Glu Gln Pro Phe Pro Trp Gln
1 5 10

<210> 188
211> 16
<212> PRT
Q13> ATF5)

<220> =
<223> BC REREEHESIEK

<400> 188

Pro Gln Gln Pro Ile Pro Glu Gln Pro Gln Pro Tyr Pro Gln Gln Pro
1 5 10 15

<210> 189
211> 11

<212> PRT
Q13> ATF5)

<220> =
223> a3 FERFEEMEAK

<400> 189
Pro Phe Arg Pro Glu Gln Pro Tyr Pro Gln Pro
1 5 10

<210> 190
211> 11

5124 H > #2130 H(FF1R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

<212> PRT
Q13> ATF5)

<220> .
Q223> alb ZHEFEELIEK

<400> 190

Leu Pro Tyr Pro Gln Pro Glu Leu Pro Tyr Pro
1 5 10

<210> 191
211> 11

<212> PRT
Q13> ATF5)

<220> =
223> v da REDAEENEK

<400> 191

Phe Ser Gln Pro Glu GIn Glu Phe Pro Gln Pro
1 5 10

<210> 192
211> 11

<212> PRT
Q13> ATF5)

<220> =
223> v 4b REDAEENEK

<400> 192

Phe Pro Gln Pro Glu GIn Glu Phe Pro Gln Pro
1 5 10

<210> 193
211> 11

<212> PRT
Q13> ATF5)

<220>
<223> FEBIREH 1 KRR

<400> 193

Gln Pro Tyr Pro Glu Gln Glu Glu Pro Phe Val
1 5 10

<210> 194
211> 11

<212> PRT
Q13> ATF5)

5125 H » #£ 130 H(F51%R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

<220>
<223> FEBIREH 2 HEAK

<400> 194

Gln Pro Tyr Pro Glu Gln Glu Gln Pro Phe Val
1 5 10

<210> 195
211> 11

<212> PRT
Q13> ATF5)

<220>
223> FEIREH 3 HEIK

<400> 195

Gln Pro Tyr Pro Glu Gln Glu Gln Pro Ile Leu
1 5 10

<210> 196
211> 14
<212> PRT
Q13> ATF5)

<220> .
223> REFEIFEH | REAK

<400> 196

Pro Gln Gln Pro Phe Pro Gln Pro Glu Gln Pro Phe Arg Gln
1 5 10

<210> 197
211> 14
<212> PRT
Q13> ATF5)

<220> .
223> REFEIFEH 2 BEAK

<400> 197

Gln Glu Phe Pro Gln Pro Glu GIn Pro Phe Pro Gln Gln Pro
1 5 10

<210> 198
211> 14
<212> PRT
Q13> ATF5)

<220>

5126 H » #£ 130 H(F51R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

<223> HEERREREH 1K
<400> 198

Pro Glu Gln Pro Phe Pro Gln Pro Glu Gln Pro Phe Pro Gln
1 5 10

<210> 199
211> 14
<212> PRT
Q13> ATF5)

<220> .
<223> RARPEFEH 2K

<400> 199

Gln Pro Phe Pro Gln Pro Glu Gln Pro Phe Pro Gln Ser Gln
5 10

<210> 200
211> 15
<212> PRT
Q13> ATF5)

<220>
23> 14 B 1 REEAE AR

<400> 200
Pro Gln Gln Gln Thr Leu Gln Pro Glu GIn Pro Ala Gln Leu Pro
1 5 10 15

<210> 201
211> 33

<212> PRT
Q13> ATF5)

<220>
223> 33 BRREAEANEK

<400> 201
Leu Gln Leu Gln Pro Phe Pro Gln Pro Glu Leu Pro Tyr Pro Gln Pro
1 5 10 15

Glu Leu Pro Tyr Pro Gln Pro Glu Leu Pro Tyr Pro Gln Pro Gln Pro
20 25 30

Phe

5127 H » #£ 130 H(F51R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

<210> 202
211> 26
<212> PRT
Q13> ATF5)

<220>
223> 26 BRREAEANEK

<400> 202

Phe Leu Gln Pro Glu Gln Pro Phe Pro Glu Gln Pro Glu Gln Pro Tyr
1 5 10 15

Pro Glu Gln Pro Glu Gln Pro Phe Pro GIn
20 25

<210> 203
211> 22
<212> PRT
Q13> ATF5)

<220>
<223> P2A

<400> 203

Gly Ser Gly Ala Thr Asn Phe Ser Leu Leu Lys Gln Ala Gly Asp Val
5 10 15

Glu Glu Asn Pro Gly Pro
20

<210> 204
211> 15
<212> PRT
Q13> ATF5)

<220>
Q23> wl/2 BERE LR

<400> 204

Glu Gln Pro Phe Pro Gln Pro Glu GIn Pro Phe Pro Trp Gln Pro
1 5 10 15

<210> 205
211> 16
<212> PRT
Q13> ATF5)

<220> =
<223> BC REREEHESIEK

5128 H » #£ 130 H(FF1R)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

<400>

205

Glu Pro Glu Gln Pro Ile Pro Glu Gln Pro Gln Pro Tyr Pro Gln Gln

<210>
211>
<212>
<213>

<220>
<223>

<400>

5 10 15

206

15

PRT
NI

7 1 REEEEEMAR
206

Pro Gln Gln Pro Gln Gln Ser Phe Pro Glu Gln Glu Gln Pro Ala

1

<210>
211>
<212>
<213>

<220>
<223>

<400>

5 10 15

207

15

PRT
NI

7 2 REEEEEMK
207

Gly Gln Gly Ile Ile Gln Pro Glu Gln Pro Ala Gln Leu Ile Arg

<210>
211>
<212>
<213>

<220>
<223>

<400>

5 10 15

208

23

PRT
NI

7 3 REEEEEMAK
208

Glu Gln Pro Phe Pro Glu Gln Pro Glu GIn Pro Tyr Pro Glu Gln Pro

5 10 15

Glu Gln Pro Phe Pro GIn Pro

<210>
211>
<212>
<213>

<220>

20
209

PRT
AT

5129 H - 3£ 130 H(F5IR)

2125-19158APF-TW

112137009

FEESE A0101 1122053096-0



202402804

<223>
<400>

7 4a REZFEBHEK
209

Phe Ser Gln Pro Glu GIn Glu Phe Pro Gln Pro Gln

1

<210>
211>
<212>
<213>

<220>
<223>

<400>

Trp Pro Gln Gln Gln Pro Phe Pro Gln Pro Glu Gln Pro Phe Cys Glu

1

5

210

20

PRT

NI

7 4d REZFEBHEK

210

5

Gln Pro Gln Arg

20

2125-19158APF-TW

112137009

FEESE A0101

10

10

55 130 H - 3£ 130 H(F5IR)

1122053096-0



202402804

GRS VA D
[Ak0E1] S ERIERRES S T B
() —E— RS o HH BB E (eluen) kLl — 1 S A
HLA-DQ2.S VA4S &EN: U
(i) — % “HUREEGE S o BB E RERL DL S R R A
HLA-DQ2.S FLE 45 & H: ;
P A 5 T4 £ 2 T S S FEHLA-DQL.S RIS B RERL A9 &
Wy -
Hop R — R S I S ST S I ) — (B R 1]
PR RS S B G ST SR 2 /b — (B ERERL DU
H o 2 4 IR & & 4 T % — HLA-DQ2.5 % {4 PBMC B 41 fig Al — %2 51
HLA-DQ2. S Ba/F34A i — & Sl B B 3 4s &N -
P RAE S5 TR AR DU
Horp 5 B RS & 9 TP B — HURS S 85 R E
G U ) — S T — P (2R % (R i -
[ARIE2) 403sRoE 1 2 SR RIHRS S5 T Hep s a5 T3
FHHLA-DQ2. 26— Ba/F34II B E |45 &35 -
ERIER] RIS SRR S S T Hop S BRI B 5
FLBEF celiac disease) BT — G (EHARERL -
[ARIE4] 403 RIE 1 F3 I SRR RS S 5 T by
FERK (408 £ LA R4 pRATRELH | 33 BEAE ERERL - ol BEEAE A BEL - o2
MR CRERK v VR E R - 2B C L - o FREAE AR -
2 FIEEE ERERL - BOKEEOEEEML - SEREEEM - o bEEFE
EIHERK ~ y4a S (I HERL - yAbZSREAEE AN  FEAREREE (1 IHERL - BEESER

51 H > 425 HEEAHFEENEE)

Pl

(T

2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

EH2MERL ~ FEIRE O3 - REREAEO ML - REEEAEH2BERK -
FRRBEO AL - BREAEOME - DLR26 ERFEAED I -

[3oRIES] WEFKEIFARE—TH 2 S EEDURE G HEE—F
MBI LA — & &V S FEVHLA-DQ2.SE'E g A& & EM: - ez~
RANERL BB DL N AT R 2 B4R /D —(ERERK © CLIPHERK ~ BAIRF RIFE1
HERK ~ PP ERERR ~ Ao R ERERL ~ DU HARRR 8 S ERERERL

[3EokIH6] WMEFEKHEIFSHE—H S HEETIFES G+ HE
HLA-DP - HLA-DR + HLA-DQ5.1 + HLA-DQ6.3 ~ HLA-DQ7.3 ~ HLA-DQ7.5 ~ [
JHLA-DQ8E'HE F)dH4EEEN: -

[FoKIH7] WEFEKHEIF6H{E—IH 2 ZF R UPURG &7+ HIEEG)
HLA-DQ2.5/Z&8 FEIHE & FIHLA-DQ2. 5/ & FERK TR $14:CD4+ T 4.~ fEey
ZEAER 5 R/EGi) HLA-DQR.2/AAEHERKE &I FIHLA-DQ2 2/ G REK IR M
CD4+ THHAME - FEIRYAC /A -

[FEKTE8) W KT ZRERUMIRE ST - HP BB GES
LT T4 AAVERAE © ol BRERAE AL - ol REEAE ML - R FSEH
HERK ~ ol ZREEAECHEL ~ o2Z8FBAE O HEIL ~ yIZRESE LKL ~ 2225
EEHERL - v3ZREEEE A REL ~ v4aZR B8 ORERR ~ v4dREZ S E T HERL ~ DUK
BCRAEMZAE AR -

[FE°KTH9]) FEKIEIF8F E—IH Y Zfr MR & o K
T EAISUEE Z JItEEL - ZPURSE & 7S HHLA-DQ2.SFIZ BB HEIKTE A%
HEVIBE ARG EEN: -

[FEKIHI0] WEEKIHEIFOPE—IH Y R RUEPURGE ST » HpE
NIFALASEE 2 giAEEE - ZPURGE & o FHBE MK E ARSI R EN: -

[FEKIEI] WEEKE1FN0F E—IH 2 2 BUEDURA & 7+ HP e

F2H > 425 HEHHFEENEE)

\
B
-

%

2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

TURGE G T HRYZ EEAZEGE T > BEH ML T @F(FRHIRE BRI
AHPTEHpER Y —4H ~ Wil ~ =40 ~ SRPT A ARV AR A R AR R R R HY
R R IRAL

() — B ALE & (CHD) R IEEULRS L ISR 1 TS By — R AR A fe—H¢
#E AL 7E [ (CL) (I K abat §sit L 1R 55 13 LT Y — R B IR A

(b) CH1HRISEUSRSRALFY S5 1 7S AL iy — R A ER 7R » K CLAp IS Kabat4Riik
irFY 2B 16007 HY — R AR RE T2 A -

() CHIFHKHBEULRSR ALY 5 1 TS By — R AR R A - K CLA KIS Kabat4R 5k
I FRER 13 AT SR 160 ARG FLRE TR AL -

(d) CH1FH{RIGEULRSEALFYSE 147 A8 1 TS HYRE AR IR AL - R CLEPRER
Kabatdm 5 (17256 13 1 A1 160{ i HI R B EE T2 A

[F5°kIH12] WER KN ZEREETIREE T 2  HiPpk—
BE 8 ] S o R — S ] SR o 7 R — ST RO W {16 I B 20 (T e B B T A o (R P o
B FHYR AR A -

[F5°KIA13] WEFKIH12Z B EMPIURGE G T KPR AFETE Y
a2 S AL RR R EL (A B B T EUT ()1 (b) BB E B T < (H Pl pIchE4H Y —AH =R
AH IR BRI

(a) % B2 1] 528 [ T f N K abat st (L 1R SR 3O ML AT — RE ZRRR R A » e a4 s v]
S P (< Kabat RS (i fY S5 38 (I A — P AR A

(b) 5% B ] 28 & T {{< B Kabat §R ST (i Y S84S5 (I A — R BT AL » R a4 it v]
S P {(< B Kabat RS (i Y S5 44 I B — P B BR A

(E5°KIH14] AIEEKENFB3HHE—TH Z SR EMGURGE S0+ Hfi
HERFE AR Ry a2 SR AR IR AR EE H DL T O ZE— T B S a R AR R
o

B3 H - 325 HEHTHFEEAGE)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

(X) BARE L (E) ~ RFTZHBE(D)
(Y) #ERE I (K) ~ fEEBER) ~ sHiEfz(H) -
[EEKIHIS] WFEKENFN4RE—TH 2 S RETRGS &7 - HiE—
D AfE—Fedbiii > Bl —RIRNMIgG1 FedSiisiftit - sxFeiE s A EFey
RS ERVAE SR -
[E5oKIHI6] WEEKIAIS Z ZAFEMPURGE G 7T - H sk Fesdidisi s
F235f HFERE B (Arg) FIZ5 236 (i VB REIL (Arg) -
Bz e AR B R IKIGEUSRSET T4RST ©
s oKIA17] A0ERSKIANSE 6 2 2P MRS & 7+ - HrP e Fesdiink
& MREFIIE B4 S HY— 55 —Fel@Is R B yT Al — 55 Fel@ s KB AT AL ©
soKIEI8] MG KIANT 2 R EMEFRGG &0+ » Hri e Fesd it
LUT (e)El(e2) -

(el) 8% —Fel@s KB T ELFESE 349 B 1Btz BE (Cys) ~ SH366Ar YRRz
(Ser) ~ F368fr YN IERE(Ala)FIZE407 (i HYARRE L (Val) » H %55 Fel@is K BT
BFEEE3540r HY 1 HiEhE B (Cys) FI35 366 (i Y Exfig Bz (Trp) »

(e2) iZ F—FclEI R BT EFEH 43U AV L (Glu) ~ Hi% 55 Fel@ 2B
TLELFE SR 356{ HYRERFL(Lys) -

Bz e AR B R IKIGEUSRSET T4RST ©

[FEKIHI9] WFHEKIAISENSPE—TH Y S RMPIFRE G 7+ » HpH
—RIAAFAIgG] FesHifisifHEL - s% Feddtisi A\ HFcRn i — 2 3 Y 5 58
FeRn&E &5RA077 -

[E5oKIH20] 4055 SKIA18 2 2R RMHAiRAE & 0T Hpese — R/EEE
FelIski B T B SR 428 HY B il (Leu) ~ 52434 RN HEBZ (Ala) ~ 55438 HYHE

Rl (Arg) ~ FISE440{ HIEERE#Z(Glu) -
4 H 425 TS EAER)

\

2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

Hoir 32 e BB i B A KIRBUSR SRE T4R % -

[FERIE21] WA REIFR20 P E—TH s 2R RIEHRES T H#
RS THZBEMASEE RS aENT

[3ERE22] WA REIFN0F E—TH 2R RIETIRES T H#
T RMPUREE & T BB U O xiD 8 —{F 205 2% (il BB A

(i) 2% B9 AR [ 1 25 1 7 S i (EU SR S0 ARG I SRERE R -

(i) 7% S L 1 o 28 147 (i (BUSRSTORVELRZ L -

(i) 3% HE B AL TE [ 755 13 1{ir (Kabat BESR) B VA R B B RE R

(iv) B2 B TALAE 168 T 25 1601z (Kabat FESE A AR I SRR -

(v) 7% SRR 2 168 T 55 23 S i (EUSRSDHI B AR -

(vi) 5% B2 R IR A 1 TP 2R 236 L (BUSR B AR RE L -

(vii) % SR 1 P S8 356 (L (EUSRFDAVIRRE L -

(viii) 5% S 1L 7 e AP 55 428 (L (EURSTOAY H RE A -

(ix) 5% B IR A & TP ER 4340 (BUSRHOAY N RE L -

(x)i% S R 2B 438 L (EULR SO AV IBRE I -

(xi) 5% B2 R A 8 TP ER 439 (BU SR B0 AV AR RE L -

(xii) 5% S IR 2 1 7 SR 440 (L (EUSR DRV ERRE L -

FAORIH23] —EESRRMPURE ST HEF - HUREEE N

—E RS

HZF—hRES BT @DE(@)IVE—IH

(al) =R EE - HEAMEFIIEHGE : 1298 E - EECDR) |
FIE 519 © 1304CDR 2 ~ FEFIEGI5E © 131AYCDR 3 > DK —5 s u S -
HAFEFFFIFHASE : 13269CDR 1~ FRFIEHI5E : 1335JCDR 2 ~ FRFIEHIE ¢ 134
HJCDR 3 ;

Ny

Ny

=
><T‘r1>

B 5 H - 325 HEGEHTHEEAGE)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

(a2) —SF—HiAs & - HAREFYIBENIGE - 16489 A EE(CDR) 1~ 7
FIEEHISE © 16589CDR 2 ~ FE5IEEFI5E © 166/JCDR 3 » LI —5 “Hifa a[ & &
HAREFYIHHGE © 167/YCDR 1 ~ FHIERAI5%  168HYCDR 2 - FFHIEHISE : 169
fYCDR 3 5 DAK

(a3) —HF AP - B DE@)ENZFE iR TEEaa £/
70% ~ 75% ~ 80% ~ 85% ~ 90% ~ B95 %M FH|[E—1: » DL —F R LT -
HBl(al ) B FTEITZ FE _hiis B & EH/ 2 /V70% - 75% ~ 80% ~ 85% ~ 90% -
95 %A E—1E -

[E5KIH24]) WEERIA23 Y HRERMMIRGES 7T

A2 HURG&ST BRELL T GDEIbS)FIE—IE

(b1) —E=HRS T E - HAEFEFVIEISE - 1358 G @A EECDR) 1~ 7
%1z 508% © 1366YCDR 2 ~ FE5IEHI5E © 1376JCDR 3 > LUK —5F VUi RS AT (& -
HAREFYBHGE © 138FJCDR 1 ~ FFHIERI5E © 139AYCDR 2 ~ FHIEA15E © 140
JCDR 3 ;

(b2) —E=HRS & - HEFEFVIRISE - 1358 G @A EECDR) 1~ 7
%1z 508% © 1366YCDR 2 ~ FE5IEHI5E © 1376JCDR 3 > LUK —5F VUi RS AT (& -
HARMEFIIEHGE - 141/JCDR 1 - FHERAI5E © 14269CDR 2 - FFHIEHISE © 143
JCDR 3 ;

(b3) —E=HRS TR E - HEFEFVIREGISE - 14895 /A EECDR) 1~ 7
i AI9% © 145/YCDR 2 ~ FE5%515% © 146/YCDR 3 » LUK —55 DU B o] 861 -
HARMEFFIERIGE © 141/JCDR 1 - FHERAI5% © 14269CDR 2 - FFHIEHISE © 143
JCDR 3 ;

(b4) —E=HRSTEE - HEFEFYIEISE - 147095 @A EECDR) 1~ 7
I AIS% © 148/YCDR 2 ~ FEF%A15% © 1494YCDR 3 » LUK —55 DU Bl o] 61 -

6 H - 325 H(GEHTHFEHEAFEE)
2125-19158 APF-TW

112137009 FEESE A0101 1122053096-0



202402804

HAREFYHHGE © 150/JCDR 1 ~ FFHIERI5E © ISIAYCDR 2 ~ FHIERAI5E © 152
JCDR 3 ;

(b5) —E=HRSTEE - HEFEFVIRISE - 153095 /A EECDR) 1~ 7
Bl AISE © 154/CDR 2 ~ FEFIEEBI5E ¢ 155AYCDR 3 > DUk —S5 Ui RS ol &1 -
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