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The present disclosure relates to a pharmaceutical composition comprising an antibody drug conjugate
and use thereof. Specifically, the present disclosure relates to a pharmaceutical composition comprising an
anti-Claudin antibody drug conjugate.
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The present disclosure relates to a pharmaceutical composition comprising an
antibody drug conjugate and use thereof. Specifically, the present disclosure relates to

a pharmaceutical composition comprising an anti-Claudin antibody drug conjugate.
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[0003) BB EEANBEE RIS RER » TR AR
T -

[0004) Z5ZE [ 18(Claudin-18 » CLDNI18)E&—F&ELE ANIEHE Claudinl 8 &
RAFENESE - BRREERREE AR - W BN R TR
%) - Claudin 2 (&5t O FEIUEREISS - FEAIHSMECE N RIS C A%
I o

[0005]) Claudin-18 E A Wi{EBIHEEEE » 4741 % Claudin 18.1 #I Claudin
18.2 » WREFEYI MIAE S — AR B/ (EREERET2 B o Claudin 18.1 F1
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Claudin 18.2 EIEH Qi PR ERE 2R - (HIESEIER (5 - FisfRiES)
- R EADETERIEFREE - Claudinl8.2 #ElRE B ENHMEERENETA

BRAERS - TLAERGHVERIR T R B N e ie it T S EE -

[0006] HTASEEY) R (antibody drug conjugate» ADC)RFERFATARIEE DL
B R BFE R e LB LY B A £V EERIERHE - FTaFE
TS IEE AR EEAERETUR S SR R E T EN S
M B SORR T AT EFEUR AR EFRIF BTG - BUREWS &
DI RV AELD - DUREEY ) EREYRE AR 2E 45 & R R al it e e
HWIEH AR E -

[0007] ERIEAHERE Claudinl82 BYHIEE K ADC ZEYJRYEF]HE - 4
WO02016166122 1 W02016165762 -

[0008] HY ADC EALLHUEFEEMAIREGHE - At - HANERE
Y ADC BIREEH T B AHIHRRY -

[EHNE]

[0009] AR R Claudinl8.2 GiAcEEY)(EBHYIRIZEYB0H K HH
- ZEBIRRRENY - REZRTEESS -

[0010] ZhyEEfRAt—TEREEAHRY) HA &1 Claudinl 8.2 HARSEY AR
YIR18E R - B PP Clandin 8.2 HIASEEY)EERY) T HIPT Claudin18.2 il H =

SR THEANETEE - Hf -
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) EHE A EEEY SEQIDNO ° 5 ARV E# T B &A1 HE&J@ZP‘EQF?WU
[y HCDR1 ~ HCDR2 #1 HCDR3 - 3% &3 1] E & A S B4 SEQ ID NO : 6 ARy
g ] 8l BOA R R B RE P51 LCDR1 ~ LCDR2 #1 LCDR3 ; 24
ii)5% EEfE v @ BN SEQID NO : 3 Ay E#E r & & BA tH SR 75
{J HCDR1 * HCDR2 f1 HCDR3 - 3Z#&# a] S H240 SEQ ID NO * 4 FTRHVHER#
AT RIS B A [E B l% 75! HY LCDR1 ~ LCDR2 1 LCDR3 ;
R AR L B S -
T0011) E—EEHHES M E—IBFSEERY - Lo
B Ry B R - I R S AR TR -
[0012] E—SEHITET » W LE—HFTRAVBEEHERY) » HPZh
Claudinl8.2 e E 2 EHE S EMEHE 1 8E - K+ >
1) EHE TR E S F1% SEQ ID NO : 15 » SEQ ID NO : 16 f1 SEQ ID
NO : 17 Bf5~HJ HCDR1 ~ HCDR2 1 HCDR3 » 3% 8 T 84 E@Aﬁ%‘lﬁn SEQID
NO : 18 * SEQIDNO : 19 #1 SEQIDNO : 20 F7rEY LCDR1 ~ LCDR2 #1 LCDR3 ;
B,
V)&% BT SRR A% SEQIDNO 9+ SEQIDNO : 10 f1 SEQIDNO
11 B <#9 HCDR1 ~ HCDR2 #1 HCDR3 » ¥R ] & A247 7l41 SEQIDNO :
12 ~ SEQIDNO : 13 fI SEQID NO : 14 ff>~AY LCDR1 * LCDR2 1 LCDR3 -
[0013) E—EEHETEF » M EE—IHFTRIVEEEE4ERY - Hh ekt
Claudin18.2 HiAS 2 BUFEPIRS - BRETIRNIRLTUEE -
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[0014) F—EEHTET » N L E—TERTIEEREEAH Y - HPEb
Claudinl8.2 JiRSE S EH ] SEAKHE ] EE - K B& B S8 M
] - Hop o

(DZE F] B &M AL 540 SEQIDNO: 3 FrrBEi HA E /) 90%°91%-
92% ~ 93% > 94% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99%E 100%HY[E]—14E » FIeZESHE ]
EEREILFSA SEQ ID NO - 4 FyRsEHAZE /D 90% ~ 91% ~ 92% ~ 93% -
94% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99%EX, 100%HJ[E—4: ;

(QZEHE T TEEMEERE P4 SEQ ID NO : 24 Frrs@EHAZ/D 90%
91% ~ 92% ~ 93% ~ 94% > 95% ~ 96% ~ 97% ~ 98% ~ 99%, 1 00%FY [E]—{k » FIz%
B o M BEE R AL 5120 SEQIDNO : 21 FrReEEAE/D 90% ~ 91% ~ 92% »
93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99%E%, 100%J[E—4% ;

Q)ZEH rI G AR 7520 SEQIDNO: 5 FrREEi EA 2 /) 90%~91%>
92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98% > 99%EY, 100%HY[E]—: » FIZEEHE ]
SEEMEIE TS SEQ IDNO : 6 FREi#HA TP 90% ~ 91% ~ 92% ~ 93% -
94% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99%EK, 100%HY[E—1M: ; =,

(4)ZEFE SR ERE 7540 SEQ ID NO : 31 FrReiEiE2/b 90%
1% ~ 92% ~ 93% ~ 94%  95% ~ 96%  97% - 98% ~ 99%EY, 100%HT[E—1 » FI%
S g ] S T R AL ST 7110 SEQIDNO : 28 FimeldAE A &7V 90% ~ 91% ~ 92%
93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99%EL 100%HY[E— -

[0015] E—EEHHTEF » QO LE—THFRAEEHRY - EP&i
Claudin18.2 FiRE R/ AFEDRR » ZNAREHREEICREBE ATRBIEREEE
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fEZRIE S - HIEREERE HTE A BRI BN/ EEIERE LR R
BHZE% 10 [EREEBRIEEZeEE -

[0016] FF—EEFitiZed » 41 HF—IEFTIRIVEESEAE R Y) - H P AEZE
EEREREE LT (2)8i(b)FTliayzess :

(a)eZ S S T B P L & T 1 228 ~ 851 F1 87H iy —{HEEE 25 {ERF AL [E]
1Rzes - N/RZEHTSHEPEEEES 481 - 82T Al 69M HFEY—({EEE 2 (H
FE IR EIRZeEE | 5

(D)ZRE A EE P a2 ES TR 4L 5 228 F—ERE S ER AR
1Rzes » RI/BGKEHTEE a3 EEE 38K ~ 40R -~ 481 ~ 66K * 67A ~ 69L -
71L F1 73K sy —{EEE 2 (R AR 1R 2858 -

[0017) FE—EEHEIFEF - 1 E—TEFTRATEEZEAE Y » E P AESE
EERE AR T Al ZesE :

(a-1)sZESSH T S R L5 228 ~ 85171 87H HYRFEIRIOIEZE8 > I Ef]
ST A 481 1 82T AURRALTAOITE 2888 ; B,

(b-1)ZES G T BT A& AL IR AREIoI G 284 |

Hrp o sZEHETEIERY 82T HHY 82 Ky Kabat ARAIHYEE 82A fir -

[0018) #E—LEBEHE %D » M1 EAE—IEFTEY B SR ARY » P b
Claudin18.2 HiASE S NME— Ry E# T S E FIEE T E

(vi)EZ E#E R[S E 0 SEQ ID NO * 3 iy FIsZSH#E i & 41 SEQ ID NO : 4
A s

(viil)e% B T 40 SEQIDNO : 24 ~ 25 ~ 26 =, 27 iRl iR Sl v S5 TE 411

SEQIDNO : 21 ~ 22 8¢ 23 Ffirs s
99261 555 E 0 £ 86 H(BHAHESE)
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(X)X BT EEL SEQ IDNO : 5 ﬁﬁT% SESHE TS 40 SEQ ID NO : 6
PR 3 B4

(X)X EHE R E L SEQ ID NO : 31 ~ 32 ~ 33 B 34 [iynllnz i n] S840
SEQID NO : 28 ~ 29 5, 30 Ffi/

E—EEHTET - W EE—TERTRAYREEAERY) - HdHt Claudinl8.2 $ii
B S TME—FrRRYE R ] B E N ]

(xi)aZ EE# A A SEQIDNO : 31 R AIE4 I H AT 5 1& 40 SEQID NO * 29
AT 5 BX

(xii)3% BRI E L SEQ ID NO : 26 FynAlsZiss if S & 41 SEQ ID NO -
23 PR ©

[0019) FE—ERFET » A EE—HATAHBERR B Yy - Hhii
Claudin18.2 HifsE &I ER R CBARKEREE -

[0020] F—HEHITEF  ZEFEEEEZES A 1gGl ~ 1gG2 - IgG3 I
IgG4 T EE K H HE MRS - ZREREEES AU « F1 A BREE K HEN
S - FWEHTET  ZPRASW SEQIDNO © 7 FrmHyE # A E &ALl
SEQID NO : 8 FinHVE#E A E I ;

[0021] FE—EEHITEF &bl + BEA SEQ ID NO : 35 542
LB P F Y S B 20 90% ~ 91% ~ 92%~ 93% ~ 94% ~ 95%~ 96% > 97% ~
98% ~ 99%k, 100%[E]—{H:AVEEHE - MIELEZT SEQ ID NO : 36 B 39 fRHERL
FEGIHYERSEA 2571 90% ~ 91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99%
B 100%[E]—MAOEESE ; BRELEAT SEQ ID NO : 3757 49 i le 5 H S

HAEZ/D90% ~ 91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% - 97% ~ 98% ~ 99%3zX, 100%
99261 %6 H » 3t 86 H(ZUHHRIHE)
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[E—EHESE - F182EE SEQ ID NO : 38 5 46 FrnieEER Y IR 2/
00% ~ 91% + 92% - 93% ~ 04% ~ 95% ~ 96% ~ 97% - 98%  99%EY, 100% 5]
B -
[0022) FE—EEHFEF W EEIHFTRAEEARY) - T
Claudin18.2 HifSE &4 TE—FrmHYE A
(c)FFFI40 SEQ ID NO : 35 FRAVEE#ERIFFF40 SEQ ID NO : 36 FrReyis
o
(d)FFF141 SEQIDNO : 42 ~ 43 ~ 44 ;45 FRHYESEAIFF5 140 SEQIDNO
39 ~ 40 B 41 FRHVESH |
(e)FFFI40 SEQ ID NO : 37 FRrAYEHEAIFF 40 SEQ ID NO : 38 FiRAJES
;B
(DFFFA SEQIDNO : 49 ~ 50 ~ 51 5 52 FrnHYE #5141 SEQIDNO :
46 ~ 47 T, 48 FTRHVESHE -
[0023) E—LEHAEF W EE—TEFEABEEMARY - Hoit
Claudin18.2 HifSE & ¥ ME—FrrAE I -
SEQ ID NO : 44 FiyREVEHE » A1 SEQ IDNO : 41 Frciyiss ; B¢
SEQ ID NO : 49 Fi7rAYE#E » A1 SEQ ID NO : 47 F/RHYHSHE
[0024] FE—SEMEHEF > M LE—TEFTRAVEEEERY) - HP &t
Claudin18.2 FiASZEY (B 278 AEF(Pe-L- Y-D)FTREVEEHE :

99261 7 H » 3t 86 H(EHRIFEE)
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Hep o
# 5-0-(CRR")n-CR'R%-C(0)- * -O-CR'R*(CR*R®)s- ~ -O-CR'R* ~ -NH-
(CR*R®);-CR'R?-C(0)-F11-S-(CR*RP)m-CR'R2-C(O)- ;

R RPEEEARE - BEEBIHERERT - MUET -~ K ~ fik - ¥
Bks ~ RAVEE: ~ PEE - A B 8B - HE - BRE - MIGERIERE
B - R*FI RC B EAR AT i R R R A
RUEBEE - pObess - MOGTE: - TRIeE: - I AA - e E A - Je
RS A
RPEHSET - K&K - Mg - fE - 3Bk - BirAeE - It8&x
- FEEREL - P EAIREITE

B > R'AI R AR BRI IR T —iC I B e R SR A
B 0 RO R BLEA B AR R T e R A SR
m 5 0 % 4 FEEES

n 1% 10 > n 2/ NEEEEEL

L Ry BT

Pc B¥Hi Claudin1 8.2 F1HE ;

i

g

99261 5 8 H > 3t 86 HEARIE)
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FE—E g7 1 BE—THATIAYEE SRR B Ho n B/ NEER B -
2% 8 3%E7-35%45-2-3-35-4-45-5-6-7-8-9-
[0025) & -LERITET - W0 HE—THFTAVE A RY) - P&
Claudin18.2 HiASEEY ) E Y BA M@ ={(Pc-L-Y-D)FRAVEERE -
o
Y -O-(CR*R®),-CR'R*-C(0)- ;
R*F1 RPHHEIZAE » BEBEBIDNES SR - AR T - BEHK Creliik
R' Ry5 Crs HEEEEE Cas BRITEE
RPEHERT » N CreliZEE Cos IRETEL 5
H#E o R R B EAR AR R T—iE PR Cas BRNEA:
mBEO0s1 -
[0026) FE—tLEHTET 0 HE—IEPTVEZEERY) » Pt
Claudin18.2 JUASEEYEEEY) A WEF(Pc-L-Y-D)FRHVAEHE - Hf Y #H :

NEIES S S TP N

Hrp Yy O AR5 T L AHE
[0027] E—EEEHITET » W EE—TRATAVE B R - Hrh#EaE
JT-L-By-LI-L2-L3-LA- »
L' H - nE -3 -5-N)-W-C(0)- » -CHp-C(O)-NR*-W-C(0)-5(-C(0)-W-
C(0)- » Ht W EH Crs ek ~ Crsbikh- izekmﬁ?ﬁ 1 2 8 R Iy E R
2 0 AR RS 1 2 3 {HEE N OZ0S BT - HPiX Crafik - Cralt

EIRGEE 1 £ 8 (Hf R Fi B AR B E S eEE N E
99261 ' 59K v 86 H(RIHRHESE)
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FREL ~ %5_-% » i ~ Cre s ~ & Croliedt ~ AR Cldy‘*ﬁg * CreFEE AR Cse IR
Wre Y — (B B EE A ATH 5

L2 3 B -NRYCH,CH,0)p! CH,CH,C(O)- ~ -NR¥CH,CH;0)p!CH,C(0)- - -
S(CHy)p'C(O)- Bt LE2SE - Er p' Ky 1 & 20 HYEEES

L’ RsHH 2 & 7 (Bl BRI E - i A e 5 RN g

ERES ~ SRR - AR TN - GRRRER - BREEARIR RS H IR BT

ARG EIERE. - WHEE PR E ~ & - 84 - IFE - Clelxik - & Cr.
6 Jie A ~ TRAT Crefiids ~ Cre SR EEN Cao e E T HY—EE S (E B CE PR AN,

L4325 -NRY(CR®R)- ~ -C(O)NRS- ~ -C(O)NR3(CH,) BALEH4E » Hrbt 5 1

il

T 6 HYREEL
R® - R*FI RO MHEIEAE - BEBBIMEEEIRT - Croltd ~ K Cis ki
» AR CreJe Bt Cr FEBEES 5
ROFI RTMHEIECAE » BEEBIBEE SRR T~ K& ~ Creliid 59 Crsk
* TR CreJe A Cre FEHEES ©
[0028) FE—LEEHGET » A LE—THRTIHTEEEHRY) - Erh R

Fo-L- L -L2-L3-L%- »

ik

Bt

L‘/‘% o N\(\gﬂi ' s' By 2 2 SHVELEY

L2 Ry L ;

L? R VORRSRE: 5 ik GGFG RYPURRTEEL(SEQ ID No : 55) ;

L* B-NR(CRR")t- > R ~ RO 5 R HEEAE - B& BB ASE T C.

eftEs  t Ay 1 B2
99261 %10 - 3£ 86 H(EHRHS)
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Horpaz L8 Pe 2 » LR Y fHE

[0029] HE—ELEHITZET » 41 EE—TEPTIHVEEEARY) - Hp-L-&

.;( © 0 H 0] H o]
B q\/\/\)LN/ﬁrN\)kN N\AN/\;\
0 H o H ol H o

[0030) FE—EEHIGET » M EE—TEFTRHVEEZEAHARY) - HF L-Y-(E

#H ¢

-zé ° O H o] H 0
- g\/MN N\/”\N' N\/U\N/\O %
3 H/\[g Ho H
.%z ° (0] H 0 N o]
-gv\/\)LN/WNQLN PP g
3 Hol B¢ H 1

—aq;Aﬁmuﬁg%LW%

[0031] H—EEHITET - W ELE—TEATAAYBEELY - HP#bt
Claudin18.2 FiASZEYRBHYIE B A ME—FRmv&ETs -

] o (o] H (0] b 0O H
Pe N\/\/\)J\N/\H,N\)J\N N\)J\N/\O N
W H o H o H 0

99261 %11 H > 3% 86 HEHSRHEE)
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Hrh Pe fl n Q@B (Pe-L-Y-D)F g -
[0032) FE—SbEHEITEY » W EE—THFTAAY B BE4H R - H P eabl
Claudin18.2 HTAGZEY(ETY) BA 11 N EFrRHIEHE -

Hep o
n B 2% 8 niE/NEEEE
Pc B¥i Claudin18.2 $if -

[0033) E—LLEHITET - W EE—THFTHH B EEAHEY) » HaaBeee

Bt
=x
=
D

TS 20 ~ FUUEES 80) ~ FSELE » Triton ~ +heERREN - AiE

99261 | 5 12H - 3 86 H@GHREE)
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B ~ T EBEEE N - H%ﬁ REELEHE0G - A T REE-RR AL EH S - CE AR
%~ BERRAS-RE ARG - AN - RS  REE-H S
BEHEEE-HL RS ~ SEUEL-EHIE0G - AT RIS - Ao - FHIE - R
BN E- SRR - R BRI - B AR R T - G - A TR
EENEE-EHIENS Al B -SSR - AR REIRR A N AR - AR
R AP - — R ~ AR R R — A AR A T - A
AP O RSN ~ FRASHEA RIS, - BT8R - BRI - 28R iR
HBE -

[0034] E—EEHiTZET » ZREEEEIRF LN - £ HEEHZE
o R EE R AR ILAYES 80 B LLALES 20 - FE— BT EF  ARAVE
P R EE LLIZLE 80 -

[0035) fE—EeBEMiFZEF - 40 LE—TEFTIAYSEEE4E Y - HoP R
TEMERRARE A 0.05 mg/mL £ 0.5 mg/mL 5, 0.1 mg/mL & 0.2 mg/mL o F—LEF
Wi 2Erh B EDE MBI A 0.05 mg/mL~0.1 mg/mL0.15mg/mL~0.18mg/mL>
0.19 mg/mL * 0.2 mg/mL >~ 0.21 mg/mL * 0.22 mg/mL ~ 0.3 mg/mL ~ 0.4 mg/mL - 0.5
mg/mL - FE—EHITEF » RREEEBIREF 0.2 mg/mL -

[0036] FE—LEB 73S @ W EAE—HPTateV B gaH Yy » HPazdamk
YRREENE - TE—LEHITE P - VR ERERY) (CH0) REGTEY - &
FERIRE - TR~ =0 - 20 RER - BRI - JRERMEREES - B TE S A
EjvE - REVE - JEENE - FUNE - 5O Emﬂ%ﬁ HH -~ TR
B PTRLCANE « KBRS « LLIFUREY < HEERE - BT - M=RE-EZ= - H

B~ JKERNE ~ 2P0 - FLONE - ATFTENE - LUBE - ZROENEEE - FLNEDE - £
99261 % 13 H » 3t 86 H(EHHHIREAE)
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RIS - BT ET - ZEEERNE - U E‘iﬁn@ﬁ%‘ T
WiTTZE > HRERRERE -

~ [0037] TE— LB IT I - W1 LT TR R ) E o
JE 5 20 mg/mL 2 100 mg/mL B 40 mg/mL Z 80 mg/mL - F—EbEH T ZEF » %
$EWEE S 20 mo/mL ~ 30 mg/mL ~ 40 mg/mL ~ 50 mg/mL ~ 60 mg/ml. ~ 70 mg/mL -
80 mg/mL ~ 90 mg/mL 5 100 mg/mL - FE—EEEEHETH T » EMERE R 40 mg/mL -

[0038] 7E M TS - 41 EF THPRATEEEERY) - Ko
SEY BRI K LUE S (HISUER)MRIEET 1 mg/mL 2 100 me/mL LR E S
&1 10 mg/mL % 30 mg/mL - fE—SEHETET » IR EEYE %/%FE%LAE
FEEE 5 mg/mL ~ 10 mg/mL ~ 20 mg/mL ~ 30 mg/mL ~ 40 mg/mL ~ 50 mg/mL -
60 mg/mL ~ 70 mg/mL ~ 80 mg/mL ~ 90 mg/mL B} 100 mg/mL - L8 i 5%
o PR EEY B RE RIERRERT 20 mg/mL -

[0039) FE—LLEH AT » 0 HE—TEFTRAVEE BEAHRLY) » PR B
IHTRE R SmM 2 50mM 5 10mM 2 30mM - F—HEHHET > REEH
HYEE A 5mM > 10mM ~ 15mM > 20mM ~ 25mM * 30 mM ~ 35 mM ~ 40 mM ~
45 mM B, 50 mM « FE—EEfTEY - ZEERIREE A 30 mM -

[0040] fFE—LLEHEITEF » 0 LE—IEFTMAVEE 2EAH YY) - PR B %
AHRRIRY pH By 5.0-6.5 BY 5.0-5.5 « fTE— L EW TR T - ZBEHEBYE pH &
50+51-52+53-54-55-56~57-58-59-6.0-6.1-62-636456.5-
FE—EEH RS LB pll & 5.0-5.4 - E— L Ei TR - AR
4RI pH By 5.0-5.3 ©

99261 % 14 5 - 3£ 86 H(EHEHHEE)
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[0041] FE—LbEHiTES W LE—TEFRAVEEEEAARY) - HESWT
4y
(a) DIEAEEL 10 mg/mL & 30 mg/mL HI% 1 Claudin18.2 HiBaEEy(EHH
¥ > (b) 0.1 mg/mL Z 0.2 mg/mL AV LLELES > (¢) 40 mg/mL ZE 80 mg/mL HIHE >
1 (d) 10 mM 2 30 mM HYSHRPLERARET] ; B EEAH Ry pH %Y 5.0-5.5
[0042] FE—EEHITES W HE—THATMATEE 22400 - HEEWT
sy
(2) BLEEREET 10 mg/mL 2 30 mg/mL AY#Z%47 Claudinlg.2 oL
%) > (b) 0.1 mg/mL % 0.2 mg/mL HYEELLELES 80 » (c) 40 mg/mL % 80 mg/mL HIE
M > A (d) 10 mM £ 30 mM HVAHIEIREIGR @R © B EEAE AT pH K%Y 5.0-
5.5
[0043] FE—EERMETHT - A1 LE—THATIAT SRRy - HESWT
4Ho7
() IEHREET 20 mg/mL BI3ZHT Claudinl8.2 HTESZEYIEEAY - (b) 0.2
mg/mL (95X LIZLES 80 - (c) 40 mg/mL HYRERE - I (d) 30 mM 4B FE - BA L B4R &
B > % BEEEAH R pH By 5.0-5.3 ‘
[0044) fE— LB T E P 1 LE—IERT MLV ER BELH A > %
Claudin18.2 FiRe ZEVIEBY B A T R PrRavEsE -

99261 15 H - 3 86 H(ZHHRAE)
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PC__q\/\/\)O'\ /YH\)OK
0]

e o
n k2 %E 8 n i/ NEEEEEL
Pc ¥ Claudin18.2 HiR% » HAA SEQID NO : 49 FiRAVESE > A1 SEQID
NO : 47 FrRiviRsE ; B EHRYIEE DNEQREST 20 mg/mL AV HTREEEY)
TR 5
TWEARBEEUTAS
0.2 mg/mL HYE511IFLHES 80 ~ 40 mg/mL AYEERERT 30 mM 4 L TE-BE L E0 4R &
B - ZBEEELHRYIN pH % 5.0-5.3 -
[0045] E—EEHHED » 41 MF—TEATRAVEEZEAHRYY - SR B EEAHTK
VIS RAS SR - fE—LERITEY  AREERRETIEK -
[0046] ZHEFEERA—TESHIREEYERYIR RIS - HSEIER
BURIRS 1% AT R e — TRy B B2 4R et -
[0047) ZAHEEBIRA—FEATHEZEVE] - Hhd0 HE—TEFT B EE4H AL
VIRV AREZI R -
[0048] A ERBIRU— TR SRS EEY BRIV ARz 75 » B
s EIFERFA B — IR P R B BE A B T 2 RE R B

99261 516 H » 4 86 H(SIERIHE)
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[0049) 7y BB Ht— TS IR EEY ERIN e SR > Y BEIEE RS
4 _ TR AR AR A 4 BRI -

[0050] 75 —EEEEHETIEE + U1 AE—THP AL A AR S T T~ —
REGIER IR B -

[0051) FE—ibgEpiiFaeh » BRI FATR © THA - SBER 5°C T8
B B E-45°C 5 —RESMR  SBEEB-20°C ¢ ELZERE By 20Pa s RESIRIII RS
B 25°C » EZZRE R 1Pa - (E—EENE RS - BERFATADR © T8 - B
5°C » B5ff] 10 min 5 U » JRE Fe-45°C » BERE 50 min s —REZRE » JRE R-20T »
BLZ2E By 20Pa » BFE 120 min s ZECIBIVEIRAS B 25°C » EZERE R 1Pa » L]
60 min °

[0052) FE—LLBfETEEr - RASBIBIR 2-8 CRBEZ DV 3 (BA - B/ 6 (E
B %0 12{E8 B0 18 EARED 4 HE © ELEEiTED > FH
BIF 40CTREED TR » B 14 RRED 28K «

[0053) Ay EEER Gt —TRAYBE IR - Hob a0 - —TEATIe S S|
WA= -

[0054) 7l BRI —TE S USRS - B BIEN T
S RS B — B P A A S A S

[0055) FE—EeEgEF2EE » 41 LA s R A T 4E 4y *

(a) DAEEEEET 10 mg/mL £ 30 mg/mL AYE% 1 Claudin18.2 i B ZE4) B i

¥ > (b) 0.1 mg/mL & 0.2 mg/mL AYEE 1 LIFLES » (c) 40 mg/mL = 80 mg/mL AYKE
1 (d) 10 mM % 30 mM HY4H IR EEEETR + SAEERRET pH R4 5.0-5.5 ©

[0056] FE—LEEMi 75T » M LAV S RE S N ED
99261 217 H > 3686 HEHIEE)
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(a) LEEBEEST 10 mg/mL 2 30 mg/mL #9541 Claudin18.2 SRS EEYME N
¥ > (b) 0.1 mg/mL % 0.2 mg/mL BYE 114 80 » (c) 40 mg/mL % 80 mg/mL HYJE
B - 71 (d) 10 mM Z 30 mM AYAERABSEESE T © UDEB A pH B5%9 5.0-5.5 «

[0057) FE—SEHi75Y » W ATl EAARE W T4

(a) DIEEREET 20 mg/mL &Pt Claudinl8.2 HIASEEYIEIEY) - (b) 0.2
mg/mL BYEFLLFLES 80 » (c) 40 mg/mL FYEEHE » F (d) 30 mM ZHRZES-HE TR B8 4518
Bl > SRR pH £ 5.0-5.3 -

[0058]) A#EERE—ES Ly  HERES  Z88FPERFNEE—TR
Pt A B SEAH R ~ 20 B — TP Ay B BRI B A — TRl A R -

[0059] Ay st aRIEMESREN 7 - AR EREE
REU HE—TERTIHVESEEAR i) - 30 B —THIVEREZEIR] - ﬁDJ:{H%IEE’J%E
W~ B EE—TEAT A B

[0060] E—LLEIEITET @ AEEEBRAEN B E—TRFT AV B AR
W)~ 40 _EAE—THAVREZ SR ~ 40 A —THAVE S IR B —TE AT IR S e
R AR I SRR E IV EE PRI AR

[0061]) fE—LLEEHETEF - AR B FIEEYINTL HE—TEATIAY

EEBEAH ) ~ 10 AR —TRAVEREZEUA » 40 B E— TRV E SRR B B — TRl

Hy B -

[0062] fE—ELEHETHET » sZNEREESGRERE RSB A MRS - 51
FOSERE - B ~ RSB ER ~ ST B4R - e SRR - AR &
G ~ RS A S INESE - TR ~ SR BB - BUABRRE - EMERORER AR

FitieE ~ FLARSE ~ APV ~ FRAmpEs - FFamfmyeE - FriesE - BERRE - B~ SiEEE
99261 5 18 H - 3t 86 H(EHERAE)
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Wl ~ &SR %%H%Eﬂ%% * B - BUHYIREE AR - OVELE - TEAEE
TESE - BUE - sISIRE - A% - KEE - BEeRR - AR - e -
B R AR B - SRR FHEENESSE - EEYERE -
HRENE AR TR ~ BHINGIRERE « R AR - 2 B R R M A T i 4
PERE

[0063] FE—EEH FET - ZMEEES © IEHSMER - JHEEESM
2 ~ HE MR B-AIRMENE IR - RS A B-4R e -
E4IIRER - NHREAMEOMER - & T4iT/AES MR A B-AHH TR
AL E AR ESR -

[0064] FE—EEHETET @ AEES © IE/NARAERNIREHRE -

[0065) FF—SLEHTET - 2B MREER * 1SRRI 0 - ik
BedlAAR A ~ ARELIRE S MR ~ BORE AR M B R ~ SRR 4R S
MM ~ e E AR B MR RIEE R 4R H I -

ol

[ E= R ]
[0066]
1 N EPisfE4mR /KA Claudinl 8.2 945 & FACS Rfl&S R -
2 1 AJFMEHLEEN NUGC4 i E B -
3A Z[E 3C : HiEEFER[E Claudinl8.2 FEFEEHT NUGC4 é{ﬂﬁ’@tﬁ ADCC
SUPERH - 8] 3A BPiBEIEEF 4 B NUGC4 4Hff(Claudin18.2 {E3532)H#y ADCC
RFERH] 5 1B 3B KASTE Claudinl8.2 HPEEREE NUGC4 4liflgH#Y ADCC %E

el 5 B 3C RbifE E Claudinl8.2 5323 NUGC4 4l Y ADCC Ry fERRH] -
99261 519 H - 3 86 H(EUHRED)
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4 AHEE ADC-1 B EERGE R -
5 AHEE ADC-2 IVHIEEER &SR -

[Eht5]
[0067]) fiRE
R TR B GERAEARREE  UT BRI T ST TIRMEITEE - BRaRfEARSL
TS HHEEES - AEH E’Jﬁﬁ%ﬁ%&flﬁﬁﬂﬂ EirsRE B AR B A B Rl
FHREREFASE EE RN SR

[0068] “HiASZEY)fEH ) (antibody drug conjugate - ADC)" ZHEHIAG T AT
feh Bt iR e LR b S A Va5 R A S AR
EMER/ N TR E > RAFAT iR R R e RETRGEER
RrEMAMRERNYERE SRS IEEHIEREERIE - B ESN RS
YIFEEL - DI B RE RS A S IR R R P (AR B TR AR A -

[0069) “GRMERETE 75 HEL- L BusE Sy E M pH S(LHVEE
i - 1% pH PEHE B E SE T IVEERIRGFEIEIE R - SN - AEhEk
HE - AHRILET - RS - LR - BHRE - foigiRE BRI - IEAARERE
H R H B e A e R & -

[0070] “4HAGBEERGEEA 2 E e H B IRE AV - EREEE
BB mA R i - E R e - AHIle-TEiREE - A Reie-malesl - 4HMIR-iR
FRAETH © X EEAHRL TR -BERR R SR TR - 4H Rk -FE LR R T 240 R le BT RE T,
SRk - 4R EREE R B GR RS AH e e B A FO BT K -

ﬁ

99261 5520 | - 3t 86 H(SHHREAE)
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[0071] “HMEBAEEGR B 2 Eiata i Ba b T R B - $’@T§%P§§é§’@i
I E B EErBie-tafEeen - MigRe-1aigResT - FiGR-ToBess - MtgEt-
FIGER RS - BRI IR B A MR iR T A B o -

[0072] “SEIRBEEEER 2B FAVEET - IRIREEE
FURYE BIEiEHatt-JR IR SN - SRIARR-IRFOELST - HEIHIE- AL - ifE
AL S SR BRI SR IARE - e Al - PRy - BEBRIORE- SO RE SN A (iR EE
Be e S BIAEC LMK - SO RE TR INEL BT, -

[0073] “Eﬁﬁﬁi@éﬁ’@fﬁﬂ;’%@?ﬁ@ﬁﬁ%ﬁ%&%ﬁ@éﬁ@iﬁﬂ > BRI ERAR E RN E
BIELTEERER S —5-BrEk — S8 - BRERE T I-BIR — S - Bk S s 1Ag L
F o BERYBERR B AR B L € — ST EE S

[0074]) “BEEEERGEEN 2 AR THIEER - BRRBEEETNE
DI FEHEEE -BE R o - BEBRAH R iR Bl - FEBL-HEA ST - BETETETASS - EBL-TERLEE s -
B EERVIE IR B AT 2 BA AR -BE R -

[0075] “BEEHRY Tl —ESEA il R e B e
A THEE bR SRRV BRI AT SR LA (L E2AA R &Y - SR E A Bl 4
HS/ M ERIHVEEAP A - BEARYIHNR RSNV EE - &
ELSEYRGHVGEEE  FIRTEMERR R T S A YE T -

[0076] AFEET - “BELERY" M BA WA EAFET -

[0077) ZAHyEEhATIBEEEE R AR =, » SRR » Hrhas
5 Bk e

[0078] “HREZEE]"FANKASSA IR U B SELH B Y BR AE B0 R B

K E 78 SRR B 2 (R FE SRR S BSR4 ) o
99261 F21H o 86 H(BIRED)
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[0079] WEREBRETEERENSEE  EFBRITESEREE
RIFHEEE - ZoBRENSBERE THE R EN 2R -

[0080]) ZHEEEFTILAYEESEA L IRES TR R — BB E AR « g
SEY B YTE IR B AR b IR H PSR B LR AR E VRS AR Y B E
TRV EELR R BCEM - BREEE YRR R B A LR H YR bR e
DU AR TSN - BBl — R AN B B A ORI THE (R B - HRTR %
RS E D EREEN T » SRR E IR E R HERNEE
o

[0081] FREAVEIBLRAE TR MAEBIRZIBE S LR : 14
HEQCSCRERD 3EH BREEA - FE 14 EEEFEMSE2F -
SN > R R L R N - ﬁ?f@ﬁ.ﬁ S CHYIRERGFRRE 1
@A ~3MEA - 6 [HHENIFFEEFRIR HHIZ AR - BE A HIRIET
#&HH SEC-HPLC 4G » BE N HEEY 10%  BENEHEL S%ie B AR
EEERE - GBS HEERECIRCEHEBIERE AR
A.OE - ZEBEE - HERR S TS EREE AR iEE10%E1L -
BHEBEET B 10% « BUEREBLY S%HED  BE RN EEL 10% -
BB NS SIS -

[0082] MISRTEHBREFVEUREE R » SeEFEH UV AT - RBEE
ERNASECFIEIREHST(DLS) I » Tl EE By ¢ E R BN B &
ST ~ OB/ S M - AR R S B Y S B PR TR e
- BEOERNEET RO AEHEEE S = RSB RIFEH FTIR fn

SRR — AR P
261 20 - # 86 HEFRTE)
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(0083) HORpH IR B RSy L » e
SRR A LSRN - B IR R (L L M -
AL LR « (R o L A o K B B Gl
S0 KPR GBI R CE-SDS S735 SPE) « 4 (LOE s s oy
MALDUTOF/MS £ 2 7 s ) ~ R VP R T A 72
RS - TUBSERE A BT EIES A AT )R L
AR RER A GHAE MRS -

[0084) 10155 5 B sy 46 S R AL e T B
BRI L U P TR Y » By B (e
CHEE

[0085) 77 88 At MG A RE = F-REAHS A BE - RHRES AN J. biol. chem, 243,
3558 (1968) Rt

[0086] ZHEBEAIITE SR DURBE T + S S AR - fufe
RN BHAE  SHTE - SHREBOSR RIS 2 s
PR S H BB RREA TS R PR RS &5
o BT R T R 5 T S (B S SR 1
(Ig) - SR B A A R IS IR ] » SRR ]

B TSRS S BT - SRR R E R « B 1M - IgD
16G  TeA Rl TeE » SCATEATHBS A% i 598 -y 30« a3 - 70 o0 - [5E
le FRHE AT S B A T S — R E RO B2 o4 B
CUEEHE - 410G 537 1261 ~ 162 + 1863 » 1gGé « IR AR

K HHE A #E o T Ig 408 g BRUT LA « $EE A 8 -
99261 23 H o # 86 B(RHRAD)
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[0087] 2 EHiEEEHEAEHESET N WHIV4 110 {EERn TR
Ko RABEEES R FvE) 5847 C MV I HEEE  BEEE -
R EERERETTBREGER A VIIEEEE$EE f CHAR - EEEEE
A& CHI ~ CH2 1 CH3 ={E&5HE - AR ol ehas il T S (M 5 K VL)RIHRS
TRE&GER A CL)AHRY - Ef TS BN B/ S S E (W R AR
& > #5R K CDR B, HVR)RIFFS IS RFEVE R (W RESRE 455 5 FR) -
VL il VH iR AR ImHF R BRI+ DL T IR P HES11HY 3 {E CDR 4 {E FR
4HF% : FR1-CDR1-FR2-CDR2-FR3-CDR3-FR4 o &1y 3 {# CDR &#5 LCDR1 -
LCDR2 ~ #1 LCDR3 ; E###Y 3 {# CDR Ef5 HCDR1 * HCDR2 fil HCDR3 -

[0088] ZAfzEE o it A Dife Bl A A A\ SRR s IR e Y #
B RS A R AR ARIER AR B b i v B S S AT E R
T SR IR E S Y EERE  REIME B R I SR N R T e U M A
EEE Y 1gG1 ~ IgG2 ~ 1gG3 B¢ 1gG4 ERNEEEE - ARSHNBA M
A1 YTE 228 ~ L234A /55 L235A 288 - S228P 288 « 265A(f141 D265A)F1/
B 297A(BI41 N297A) » FI/EEE: knob-into-hole 4EFEHI R B (HE S EM AR
knob-Fc f1 hole-Fc 455&) » BEIeECAE HEEHRBEAIIVMEAE - ER5E
PiRS T EERYIIRE -

[0089]) flosE DuR& SR BB TIRE R B B bR & 7 B e fRATRE
REEETURNE DB —HE S (ER E - SRR RAS RIS
H R BT H ST IR E S TR - mBIER - ST BiReS & R B 4S
B R EAVEHIESE : ()Fab R E: » —fEH VL ~ VH ~ CL 1 CH1 &I 4HR AV E
BEREL 5 (i) Flab) |1 B » —EEEFHEHEE FH —HiE =AY/ {E Fab F B

99261 E 245 » 3 86 H(EBHREE)
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E’ﬁ:{EH % - (iii) B8 VH 1 CH1 &SRR 4R R Fd R EE; (iv) R ASRYBE Y VH
1 VL 5REIRAERHY Fv R EE 5 (v) dsFv - B VH AT VL &38R iR piig e
AVPLRAS & H BE » (VY& scFv ~ dsFv ~ Fab S5 ERfVEEHiRE - SErs B HiRaTT
ZF MRS - Hhoh » BEZA Fv | BRI E &SRS VL F0 VH (53 BERE R RS -
{EFT {8 FHEAE T 7A K E ISR R E MR R ERE R B#HI AL
BREEEAR RS > Hor VLA VHECHE TR E )T TR B Fyv(scFv)Y(2 R - f
U1 » Bird 2 A (1988) Science242 : 423-426 ; 1 Huston % A (1988) Proc. Natl. Acad.
Sci USARS: 5879-5883) ) - IS A EMEEN - iRESH B
o o {if F P R i RIS R A B E A T E R TE S UEE A B 6 H
DAL Se B AR H T B AR R EY T SRR R R 28 B - W #EER EE4H DNA Fif
SGHE HHER(E B LB R e B R e IR B B R B A DRSS ER 4y -

[0090]) 7B RiRE 7= 2 B e g se & IR HE B E AL -
BREOENS IR ERERIEE RS  OEEREDENSRAERE
24 1{E ~ 21H ~ 3 (EEE S AT « SRR -

[0091] fiFEE“DIAGHEZR B TR & 45 A 45 BIR VL 3¢ VH Y —H73 -
H A TSGR aI TR S IR(CDR)IVSIER - fERH B> FRA A5 CDR
HY T SRAE R o

[0092] fffeE“EFEAERE” - “CDRE =& & BIEPiisiy r] S 6N
FTEERIFEGEN 6 @e8EY— - BF  SEEHTEEPFE={d CDR
(HCDR1 - HCDR2 ~ HCDR3) - 5-{[E/#g #8 ] 88 % - 774 = (i CDR(LCDR1~LCDR2>
LCDR3) « 7] PA{# FI-&FE A HI1T7 2= PRVE A — 2 E CDR R E IR P55 -

£, $E“Kabat™4g 5% 7 Rll(2: H Kabat ZE(1991) - “Sequences of Proteins of
99261 $25H - 86 H(BIRRHE)
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Immunological Interest”> 25 5 i - Public Health Service  National Institutes of Health
Bethesda » MD) ~ “Chothia”4R57 7 All(Z: R, Al-Lazikani 2 A > (1997) IMB 273 : 927-
948)Ff1 ImMunoGenTics(IMGT)4R 5% %% Bll(Lefranc M.P. » Immunologist » 7 » 132-
136(1999) ; Lefranc » M.P.2 » Dev. Comp. Immunol. » 27 » 55-77(2003)% - 5[40 -
BRI > 1T Kabat 3R - 3% E# T 245(VH) 1Y CDR AR R 4R
5 31-35(HCDR1)~ 50-65(HCDR2)#1 95-102(HCDR3) ; E§# 7] 8815 (VL) Ty CDR
R BT R 4R SE By 24-34(LCDR1)~50-56(LCDR2)#1 89-97(LCDR3)- 31§ Chothia
FHEH] > VH B CDR JFEB4SE B 26-32(HCDR1) » 52-56(HCDR2)F1 95-
102(HCDR3) ; I B VL s LB EL 4R 5% 5 26-32(LCDR1) ~ 50-52(LCDR2)F1
91-96(1L.CDR3) - #1404 Kabat F1 Chothia fi#y CDR E% » CDR f{ A VH
BB RS FEEL 26-35(HCDR1) ~ 50-65(HCDR2)#1 95-102(HHCDR3)FI A VL HREJRE
EighgEL 24-34(LCDR1) ~ 50-56(LCDR2)F11 89-97(LCDR3)HERY - & IMGT R
A > VH iy CDR BFEREEELRSR AT Ey 26-35(CDR1) » 51-57(CDR2)F1 93-
102(CDR3) » VL H1fJ CDR JEEFARELESE TR 27-32(CDR1) » 50-52(CDR2)
A1 89-97(CDR3) - # & IMGT M A » 1887 CDR & LAE HEFF
IMGT/DomainGap Align 7€ - & AbM #HRI] » VH f1Hy CDR BAEE 4ReT Ry 26-
32(HCDRU1) » 50-58(HCDR2)#[1 95-102(HCDR3); i H. VL tH iy FrERE R AR Ry
24-34(LCDR1) ~ 50-56(LCDR2)F] 89-97(LCDR3) « 23 85 11 Ba Ay 2 f o S5 A1l
R g o] (& o H CDR 715 Kabat §R5EAHA] -

[0093] MRl whl“El—1E 245 | eEBL Y L IS (O s s o A
PRVERE ARYFFIE—EH 3tE) - S5— 5 thEass 3 sh v El e AR

BBt R RSPERARASR BRI IE— N —E T - 2%5&%5&%@%{5 |G
99261 26 H - £k 86 H(EHARIAE)
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—T@aﬁéﬁt ' PR ] DR BN A SR VS E A S A i =R B o
RABRTSEIRVET B%E03 - 3540 BLAST ~ BLAST-2 ~ ALIGN - ALIGN-2
Megalign(DNASTAR)#REE - FTB TR EA B AshE Wi E B AN AR
BHISH  ARETERTLRIFS 2 & B AL TR R -
[0094] AHyEE TRRAEMDIRESIURE & R B vl I BT At -
4l - 4mblBEEENIES Y cDNA 751 » A]DUEJENEAE 2 GS RIEHHS - HAEN
FIEIRE O R T B E i CHO 4768 - 1F h— S RS A R -
FALEVIERELS G EEHURHERL - HHIEE Fc BIEERSF N R
B FERERGUF S SHITRSEIRERAE BRI AN £ YK FE Ser4E
BRPEA TR B D EEDUE - /00 T IR R T DU B R R -
Eban » &SRB 4AEERAY A 5 G Sepharose FF BH1T4IE » YEEIERE
MEEEHIAET - B pH SREDEMRAS S HYPIAE - FI SDS-PAGE 1&HIBTREF E. -
etk - Dilie T AR AR TR TARIERYE - TIARREYINZ e T DU ER
TERRR LR - BETRBR - BEIRVEYRILENS R » 40-70°C » SE R
e
[0095) “PRSFIEEM 2L “Pr<TEHMBEUC B R AR BRI ER - fl
SR/ BKMEARUKNE » T8RS RIRIE S E C A i B & 1 AV AR -
(ERS FSREETE M NN B RN EYEREN - FTBRITEREE B 5%
R - —E&Lﬁﬁ%" ZIRHZEL BB P EERE AR EREAR F AN S
SEME(S: R4 Watson ZE(1987)Molecular Biology of the Gene » The Benjamin/
Cummings Pub.Co. > 55 224 & » (55 4 }0) » 5291 » SSREEIRE B E IRV E

R KA REREREY VRN o RPIMEARSFRRAIT ¢
99261 27K - £ 86 H(RUHAHD)
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[0096] % a. BEASEAHYIRFAUA

FRAR5RE PRSP
Ala(A) Gly ; Ser
Arg(R) Lys ; His
Asn(N) Gln ; His ; Asp
Asp(D) Glu ; Asn
Cys(C) Ser ; Ala; Val
GIn(Q) Asn ; Glu
Glu(E) Asp ; Gln
Gly(G) Ala
His(H) Asn ; Gln

Ile(T) Leu ; Val
Leu(L) | Ile ; Val
Lys(K) Arg ; His

Met(M) Leu ; Ile ; Tyr
Phe(F) Tyr ; Met ; Leu
Pro(P) Ala
Ser(S) Thr
Thr(T) Ser
Trp(W) Tyr ; Phe
Tyr(Y) Trp ; Phe
Val(V) Ile ; Leu

99261 28 H » £k 86 H(HHARHE)
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[0097] figsB“EREiRE" » B RERIFER (BN R S s
TELIRE IS - AT BUBE Y ER Y 2 2 E A RERT - BICUER
Y R (FURE AR AV E B/ R -

[0098] #iisE #EER B T "B R "B — IS AR s L DR S & 7 B
T o5 — USSR YIAR A EERAS TR R B eis - thm] DUE B oA S P % PR B EE ) AE
i o ABBIRE T ER TR LAIL S LY - Hoh LI GRenpasias - LAremss
RET Y HERI LAY EEREE - B8 - SR - BRI E
TL B DGEHASIRE AT AR » 5541 US2005-0238649A1 HFTRCEY - BEHE
o U ER AN PR S By T ED I - Bl - W PR R AR E HETE (B
A7) ~ FEH BRI BTLIIAES SRR ~ YR RE - A B &M
{R4)4355(Chari % » Cancer Research 52: 127-131(1992) ; 25 %.F(] No.5,208,020) -

[0099] flsE e feAIFEITFERERE EREE 1 2 20 ERETFVE
HECOEREE  BEEH 1 £ 12 ERFE TR  BEESH 1 2 10ERETHN
bk REEHE 1 2 6 [EiREFHEE - FERFMEFaERE - 25 R

CERECETE -BTE F=TH# 5 B~ IESGE - L1-ZHERA -
1,2-ZFHREPNEL ~ 2,2- “HIERE  1-ZERE  2-FETE 3-BETE - S
5 1-ZF-2-HERNE ~ LI2-=RERE - LI-"HRETE -~ 12-“FHETHE
2,0-THRETE  13-THIEATHE  2-ZE T  2- BB © 3-HI I - 4
FGE ~ 2,3- TR T AR  IEBREL  2-FECE  3-HFECE - 4-HECDKE  5-H
BOE ~ 2,3-THERE « 24-TRERE - 2,2- THERE - 33-TRE A
2-ZFEINES ~ 3-Z BN~ TEREE - 23-THECHE 24 HECHK - 2,5-TH

EOE 22-THECE - 33-THEDE « 44-"HEDE -2 T E - 3-2
99261 529 E > 3t 86 H(RIRRFE) '
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EoA - 4-ZECE 2—%%-2—2%)%% v 2-FHA3-ZEGEL - TEERE: - 2-FEE
2-ZFECE - 2-FE-3-ZECE 2,2 T ZERE - FRE - 33-22HEDE -
22- 7 FCE  MHBEEAERSE - FENERF 1 £ 6 [EiREFHIER
feks o JEMRGIMN BRI EERE s 28 - FTRE - BERE - FTE - 2T

ETE B TE IBERE - LI-ZFERE - 1L2-“FERE - 22-“FHERF

P

.

S -HEPE - 2-BHET A 3R T A IECE - 1-2E2-FEREA - 1L,1,2-

[

=HRERE - LI-THRETE S L2-THETEA - 22-THETE - 13-2FET

B

 2-Z BT AL 2-FRERIRE  3-FRARIRA ~ 4-RIEURE 2 3-THRETEE I
E T DUSHCHYEGRAURY » B HEU RS » B CES AT DAE AT P (o PR s |
AU BRI R — (B (E DA T B FE I8R5 e S ~ SR ~ PR
W Es - Wetnis: - BeEiE R - O - TiEs - BRE - A - SR IR - BRI
B TTE  FEOTE ~ BBEEE MRS A - IRBhE: © FEERGOAS - (IEE

[0100] fiFEE FEbeE TR —EEZ EEEH N> O 5 S AV R THYSeE: -
Hitfe i EATER -

[0101] #FEE“SE({)feA: a s IRy B i B s AR AN A - HEARI(E
e RERR LR A [EIRSR R TSR EF [EEVER IR T EFR R 5 T T A VA -
A il 1 2 20 {ElﬁrJ? THWEESCHERAR  wEEHF 1 2 12 HERET
FEEH 1 £ 6 [ERFETHYE((FEE: - (ARG ESIERERR
FREE FHE(-CHy) ~ 1,1-58 Z&(-CH(CHs)-) ~ 1,2-f ZE(-CHCHy-) ~ 1,1-EE (-

P

CH(CH>CH;)-) ~ 1,2-{H N E(-CHCH(CH)-) ~ 1,3-{H PN E(-CH,CH,CHy-) ~ 1,4-{8 T
F:(-CH.CH,CH.CHo-)FT 1,5+ T E(-CH,CH>CHoCHoCHa-) 3 o fefoe 25 v DUE B

HYEGG ERURAY o EHEURE » BUCETT DAFEE /o o {58 AR Y e E 3, » 3%
99261 55 30 H » 3 86 H(BHHAASE)
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REEEIEIL BB B e A « JiZk  REL ~ Do ~ WeliEs - WiAkheEs - & -
Gk ~ PRI - B - BURL - B  RRERE  OTEL TR BREE  HEn
S~ A - RIS T HY—(E S (HERERTHUA -

[0102] iTsE B AL 75-O-(FiFR)MI-O-(FERURHIEREAS) » HheiaiiR
e E A EATAL - WS EHSEREIMEE RIS - HEE - 2858 WEE
T&E - BHASE R &4 - BIEE  ROEE - IKEE T DI EERARH
BFEHUCHY  EEARS - UREIRER—ES S E T ERE BTt EA T
B WA RER - e el ~ Be AR - R - Bk - ROE A A

BbeE - FERbeE: ~ 5E 5T E BIiSE - MR SE - Bidhid - H8Rk

[0103] #feE “ERleA TE s EER 0P N B B RN KB - R
FERIREE 3 2 20 HIRA T - BEEE 3 E REREF > FEEE 32 10(H
WIET > &ECE 32 7 ERET - EERRENIERFIEEN QSR E B’
TE - BE  BRE  BOE  HOME  BOTRE  BEE - BEDS
=~ MRS | SERERERE - THREAGERIVERE -

[0104] ffysE “FERE 15 aEATEER N A B IR B IR BRI HU A UL -
BE3E0FERET  HP—ERSERETLEER £ SOEHF m 2
BE 0 E 2)MFEET » EANERE-0-0- - -O-S-5-S-S-HUERE sy » HERBET R
b - MEIRARERE 3 2 RERET - Hi 1 2 4ERERT 5 FERER
a3 E 10ERE T - BRESREANIRRGIM B FIEFEE A - TREE - Ik
IR ~ TR ~ B UISINE - RIRIRES - SIRAERERIEE  FHIRAEEN

FEIREL o
99261 F31H 486 H(BUHRHE)
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[0105] #iFeE“BRMRA 1R IR T M A — R T (BRI S 2 20-77:
SERRAE - AP —(HSERETAEAE - &5 SO)(FHF m 2EE 0
ZE OWVRER T HERRIE TRl - He]DlaF—(H R  HeF —ERE
AREHIINnET RS - BERE 48 HERTE 10 § - USHREEREY
] e P SR DR TR B RHR R AL ) R BB IR A - BRIB IR LS IR R R
EREERBRATEENEIRE - FER4BM4E - 4B/5848/68 5858

55 8/6 & "“ﬁ?%ﬁﬁa&% ° BRFERANVIEIRFIM BRI ERE

N N N

. % % 8 v

%i o 0 S QD H
[0106]) figEE TRREIRE 15 5 2 20 EZ BRI AR  H P ERELRR
PHIEAERILE AR IR T - ERMIRE T - —(ESS{ER A LEE —E
(et (S —(EREE TN n ET 24 Hbh—EZERET R
ZEHE B2 SO)m(FH T m ZEE 0 £ 2)FVRT - ERREFRK - R
EEEROE 148 BERTE 10 8 - RIBARERIVEE - FHERET Y &
IR =R RS RELSRE R FERSBES B K5 B0 A

IR EERE: - TREREAVIRRFIME B EEE

Sl a8eR8 Qe
S8 8 e,

99261 % 32H » £ 86 H(RUHRHAE)

O
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[0107]) =B IBFERA TS 5 & 14 ENSZRMERAE AHEEWERH
FWIE BT T - BB D ah —[ES (4 (H9F —(ERA
AR « BTRY  EP—HSERETHEEE - 85 SOmEF
m R 0 )IFER T HERRETREX - [ERREREL 6 E 48 EiE
B TE 10 8 - IRIBHEBERIVENE » BHERET LI HEEIR - =18 - TUIREEIR
BN R - EREIER | EERMERE=IR - R AR R EfIELE -

b 3e A, b
beﬁ& 0%5, O ot

[0108] MMTBEImmLITEATIE « o Eaamn b » Hohsigs

SRR E AR R RE - FORRMIM BRI

H H H
0 N AN N N
i NI G

[0109] FERE T LIREEERCRIEIEHUARAY « EREUTHR » BUREEE
Fo—(EEE AT EE - B E A « A - U - bEE A - e - I
B - )R Ui~ B HE - 85 BicE - BRI FE 5 E
BEEE « MERbIEE - IRIThLE: - FEIRGCE: - (IS -

[0110] HigeB 5 TR BRI » ETRAN 6 £ 14 ERIREREE -

EERAERE AU E THHBREE - TERER 6 £ 10 8B - flEE

99261 5533 F » 3% 86 R(BHRANAE)
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FIZEREL » BESEEL o S IB v DIFE S TS AL - %&%ﬁéé@%ﬁ%ﬁ%ﬁ » ELrEd
g E T —ENE A5 AR » IR E A
H
o N N N § N
DD O O ST S O
N H A a | H
T I @31@;{1@3 o
[0111]) FENTLIEEURAVEFIEERAY - EHER » BURESMEB—F
S ELITERE » BB B R WA - W SRR - R - L
ME - SiE - BEHE - 82 BiiE - BB - 55 5 - Bixg -
IR S A - IRIERE ~ FEIRIER AL o
[0112]) figsB“fEAE f5EE 1 2 4HEET -~ 5 & 14 HBREFNESE
Bk HbETEHS HMUS BE5ERERSZI0E  FEESENKG
B o BIUInRIEEL ~ BEWVEL ~ MRS » DREDEEL « N-WERIHnE EL ~ mrnE L ~ OB -
IBROAAEL ~ POMRELES o %ﬁ%&%%i%ﬁwﬁ%éﬁé%% - REIRELE IR e RIS o EohEE
RIS E R —#EAY 7%%& » HIEfREMMEE IR

B0 o o w0 o 4T
10 A S%DCEN%O

[0113] FEFTHET] DIREEER RS ERURAY - BRI - B A=
R (B BT AR - FBIIHE s - 1HE - A - REE - ik

99261 34 386 H(EHHRASE)
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ET .

S R HOE R B B B R
B - MR « R - IR

[0114) fRETARER RS A 5 TR H i T R IR
BT BB RS » B IR B B T AR - R A B SR
2 OSFREHIE B TR - ZHE - BRI A <
R B SRS P 13 (EEARERTEU - R
HWrE Ry 9 AR -

[0115) HRETB R ettt FA s —Ea 2 R - i
(R, - B FRTER - SR RS -

[0116] B Kb falekt LRSS (R - S

L“WT
o

\%g‘

%

VoE- 3

iR - |
[0117] HRERASE R FER—ERSERE TR > it
B4 EFTES -

[0118] fiyeE A 15-OH EH -

[0119] flsB R 7ER, ~ & ~ IRt -

[0120] #MyE“RaEE"#5-NH, -

[0121] osE“RE"#5-NO; -

[0122] “EEE7 LB RURZBE P SEFEERIR AT DUE R D088
4 ZESHEEZ S ECRRRENARENSE - O10 > “EEEE 1-3 @
RREHTEE ERENE/ PR ERE T EE 7 DMER RHEE -

[0123] “EVREVIEEETI—ENSEERET  BRERES 5SH > HiE

R 1 & 3 HSUR F R IE T s i E R B VER AR - RS » B E R
99261 35 H 3t 86 HEHHRHS)
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EEMTREANEERME - FTBRITES A B AR E R B S
IRV DL T HEE R B B am) FTRE B AT RERVERAR. - B30 - BRI | AR
B EGEAB BA N AR SR TSI IR R B e -

[0124] fiisE“EEEE 2S5 ADC o T EH I EIRESES R B L
EHVATRESE R R > LT DR AEY BT ENLE - E2YREN
%ﬁlﬁ]ﬁ%%(%ﬁ%ﬁ%@iﬁé%ﬁ%éﬁ Bx(Pe)##Ef# 0-12 [ > #efE 1-10 {8 » FEE 2-
8 fE > %fE 3.5-4.5 (HAAEEMEEYID) - EAEBENER TR+ - HEERRE
no PIERI n [ EAR 1235455260789 5 10 PEY—{EE S EKS
FHTSIYIE - ATAERTAL UV/AE] BOBastEk - 'E3E - ELISA BRI HPLC
R AR S R Bl ADC 7> FRUZEY) 98 -

[0125] AFEN—EEHETTZ\F - AL EEEEEY RS R BT B
AR H LRSS & R B N Infiess - R A e B R/ B8R A b - —fot
PR £ I8 - RE B AG (R RV B 70 T 8ol NP Bl _ERVEROR(E

[0126] FTLARICATIRRRAFIM T AR EEY IV E R - A ¢

(1) PR B JiRy = H L
(2) Pl S FERF RERDEE
(3) EEFEA EIHY SR -

[0127]) HARAVEEEEH YIRS R BIEE -
[0128] firsR"EAs” AN A B BEAVEE SR - RIBRECI B EEE AN B

BT RAITERE I3 ~ SRR R PR IR N G S X B T 2R RS &
SRV RS REIUIEE ) RS RES IR DERYIIE R FAR K FEREIMER » IRmEMAIA

[ A0 E RyBAERS  TRELE R B R RS 450 » DU T B4
99261 | 536 5 » 3 86 HEIAAH)
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%BZ%E%JEE’J CERS  WEVETIIBR - #E0R - B RS RS -
ig%x’%ﬁﬁﬁﬁ@%kﬂé%ﬁ%m E77 0 ER SCHIRE RIFRVSEY: T MERE
Eﬂﬁﬁé%ﬁ‘zﬁﬁ

[0129] “WEH” ~ “4& T "RI“REERANEW - A - BEssls - 4 -
S~ S EEYIRERR - BIEINREEEY) B - eI S EEEY -
A~ 2 - 4N & BRESEYIRENEE - IR - AT RETH
DIEBIAEE - ZEREEN 2 - 28 - ITRRER 7% - AiRaVRE aE A
EAAMA AV - DURESRIE AR RERE - H ez e BL 4 - “Ham” ~ 45
T REEEERHEA - 28 « SR EEER SRR MRS
FRELDIANLIE - “mEERARA - BB zsl By - BE/aREHE -
PETER S i - IRFCAIR2 e -

[0130] “aEEfetTEZENMHEGNERER  FlEEAEENE—
B EEYRIERY) % BE BE —ESERRER © T CA e R EEE
IR EARREN - B ERIGRBE VAR T ARG R —E S TERR
EAES TIaER DRSS RERAR LB EER B R R RE KT
HEIEE - ARG T B RRE RN SRR E (B a RN E")T]
R SEARREL  FIEEIRFIAGE  FlefigE  UREMEEEEETE
BRCUEINEE S - BB A RE R EHAREALEE HNTTEZRERNEE
MG ESIR A EART EE PRASORI U772 AR HERIRIEIN S & EARES - (R E A E
BT (B EFRE T A B R A (E B B RER D7 I RE R (B2
TRIBAEIRE MBVET4RE 248577540 Student t 255 ~ RFHES » ki Mann

99261 537 H 86 H(RHRAE)
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F1 Whitney 1 U #:E%  Kruskal-Wallis $E§(H #5#) + Jonckheere-Terpstra #E3H1
Wilcoxon iRl e - BATAETE2EEEE B WEE T EE R B IERRER -

[0131] “ARE "H& R UHESTEN B2 RRNERSFENE - A
EREEHE R AHEREZENE - AN e BB B e ENENET
WIRLUTREMEAL : flA - fEEINRE - BENEEBREEER L8N 5E
AR DR EEHBREN - BRETT AR EEEIERAREE NS
REIEBGEEETE -

[0132]) “E# 245 5ETES, ADC By 5HIBE 20 B 4 » EERBE
BN H RIS A IR E T S PTE, ADC WSl S 2 A B 2B
WM EPREE B FERTRER T - FrigERE NEEERNREREE B
BB CMRTE -

[E A

[0133)] DANEEEGIE—FREMASE  BELERSNEGER AR

BEEHENIRE - AHEEROITREHEEBRENER L > BEERERE

- WSHL RAAERE LR (BRI ERFM) - (5TFEEFR) 5
TH IR RO B s B R e s I R < REEH AR ARIRRTED RiTEEEN
HE AR o
[0134] — ~ HiBEEYHEDEY)
Hi Claudin18.2 HLgsaysip

B 1-1 : fEEEFZE Claudinl8.2 Fy4AHERE
H Lipofectamine 3000 BEZL:X7] » & pCDH-hClaudinl 8.2 18K S isHimE

NIEE pVSV-G B¢ pCMV-dR8.91 18R4T B4R R B B4R 293T
99261  B38E S HEHRE)
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R EEREISEER B RE S TES L (£ 5%@?29%%@
e N\ 5 EIFRAE PR 4MAEAR NUGC4 » 45 puromycin EFEERNZE =14 - FE(T FACS
ER AR 2 -

[0135] fR4EHERS THC FE52KE Sy Claudinl8.2 RERLSE - BfERE (HC 5¥

5385 3 SENBERE Claudin]8.2 T T AT E HO4HF B B TR A0 » SEIERY THC 37
53 Fy 2 53 HFETRE Claudinl 8.2 FREK AT E ARy th SR AR -

[0136]) fRIZEFEH FACS MM 1& % F F 41y NUGC4 4 ffd 5= i Y
Claudin18.2 ##£ » Hk#H Claudinlg.2 FEEFHHY NUGC4/hClaudin18.2 EERRAH
Rtk - [FIRG#EH FACS RORIEFAER! NUGC4 4HFERMRY Claudin18.2 R - HhiE
4 Claudin18.2 F5382 8 rh &) NUGC4 &lik4RRaME » B4 £ NUGC4 & Claudin18.2
(R R -

[0137]) HskEEHAVBEAIRRIEREAIE R - REEEDEREER -

[0138] Claudin18.2 75! Genbank: NP_001002026(SEQIDNO : 1) :

MAVTACQGLGFVVSLIGIAGIIAATCMDQWSTQDLYNNPVTAVFNYQGLWRS
CVRESSGFTECRGYFTLLGLPAMLQAVRALMIVGIVLGAIGLLVSIFALKCIRIG
SMEDSAKANMTLTSGIMFIVSGLCATIAGVSVFANMLVTNFWMSTANMYTGM
GGMVQTVQTRYTFGAALFVGWVAGGLTLIGGVMMCIACRGLAPEETNYKA

VSYHASGHSVAYKPGGFKASTGF GSNTKNKKIYDGGARTEDEVQSYPSKHD
YV o

[0139] Claudinl8.2 DNA FF(SEQIDNO : 2):

AGAATTGCGC TGTCCACTTG TCGTGTGGCT CTGTGTCGAC ACTGTGCGCC ACCATGGCCG

TGACTGCCTG TCAGGGCTTG GGGTTCGTGG TTTCACTGAT TGGGATTGCG GGCATCATTG

99261 5539 H - 3t 86 H(RURRTIE)
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CTGCCACCTG CATGGACCAG TGGAGCACCC AAGACTTGTA CAACAACCCC GTAACAGCTG
TTTTCAACTA CCAGGGGCTG TGGCGCTCCT GTGTCCGAGA GAGCTCTGGC TTCACCGAGT
GCCGGGGCTA CTTCACCCTG CTGGGGCTGC CAGCCATGCT GCAGGCAGTG CGAGCCCTGA
TGATCGTAGG CATCGTCCTG GGTGCCATTG GCCTCCTGGT ATCCATCTTT GCCCTGAAAT
GCATCCGCATTGGCAGCATG GAGGACTCTG CCAAAGCCAA CATGACACTG ACCTCCGGGA
TCATGTTCAT TGTCTCAGGT CTTTGTGCAA TIGCTGGAGT GICTGIGTTT GCCAACATGC
TGGTGACTAA CTTCTGGATG TCCACAGCTA ACATGTACAC CGGCATGGGT GGGATGGTGC
AGACTGTTCA GACCAGGTAC ACATTTGGTG CGGCTCTGTT CGTGGGCTGG GTCGCTGGAG
GCCTCACACT AATTGGGGGT GTGATGATGT GCATCGCCTG CCGGGGCCTG GCACCAGAAG
AAACCAACTA CAAAGCCGTT TCTTATCATG CCTCAGGCCA CAGTGTTGCC TACAAGCCTG
GAGGCTTCAAGGCCAGCACT GGCTTTGGGT CCAACACCAA AAACAAGAAG ATATACGATG
GAGGTGCCCG CACAGAGGAC GAGGTACAAT CTTATCCTTC CAAGCACGAC TATGTGTAAT
GCTCTAAGACCTCTCAGCACGGGCGGAAGAAACTCCCGGA GAGCTCACCC AAAAAACAAG
GAGATCCCAT CTAGATTTCT TCTTGCTTTT GACTCACAGC TGGAAGTTAG AAAAGCCTCG
ATTTCAICTT TGGAGAGGCC AAATGGTCTT AGCCTCAGTC TCTGTCTCTA AATATTCCAC
CATAAAACAG CTGAGTTATT TATGAATTAG AGGCTATAGC TCACATTTTC AATCCTCTAT
TTCTTTTTTT AAATATAACT TTCTACTCTG ATGAGAGAAT GTGGTTTTAA TCTCTCTCTC
ACATTTTGAT GATTTAGACA GACTCCCCCT CTTCCTCCTA GTCAATAAAC CCATTGATGA
TCTATTTCCC AGCTTATCCC CAAGAAAACT TTTGAAAGGA AAGAGTAGAC CCAAAGATGT
TATTTTCTGC TGTTTGAATT TTGTCTCCCC ACCCCCAACT TGGCTAGTAATAAACACTTA
CTGAAGAAGA AGCAATAAGA GAAAGATATT TGTAATCTCT CCAGCCCATG ATCTCGGTTT
TCTTACACTG TGATCTTAAA AGTTACCAAA CCAAAGTCAT TTTCAGTTTG AGGCAACCAA
ACCTTTCTAC TGCTGTTGAC ATCTTCTTAT TACAGCAACA CCATTCTAGG AGTTTCCTGA

GCTCTCCACT GGAGTCCTCT TTCTGTCGCG GGTCAGAAAT TGTCCCTAGA TGAATGAGAA
99261 540 E - 3 86 H(BHRHD)
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AATTATTTTT TTTAATTTAA GTCCTAAATA TAGTTAAAAT AAATAATGTT TTAGTAAAAT
GATACACTAT CTCTGTGAAA TAGCCTCACC CCTACATGTG GATAGAAGGAAATGAAAAAA
TAATTGCTTT GACATTGTCT ATATGGTACT TTGTAAAGTC ATGCTTAAGT ACAAATTCCA
TGAAAAGCTC ACTGATCCTAATTCTTTCCC TTTGAGGTCT CTATGGCTCT GATTGTACAT
GATAGTAAGT GTAAGCCATG TAAAAAGTAA ATAATGTCTG GGCACAGTGG CTCACGCCTG
TAATCCTAGCACTTTGGGAG GCTGAGGAGG AAGGATCACT TGAGCCCAGAAGTTCGAGAC
TAGCCTGGGCAACATGGAGAAGCCCTGTCT CTACAAAATA CAGAGAGAAA AAATCAGCCA
GTCATGGTGG CCTACACCTG TAGTCCCAGC ATTCCGGGAG GCTGAGGTGG GAGGATCACT
TGAGCCCAGGGAGGTTGGGG CTGCAGTGAG CCATGATCAC ACCACTGCAC TCCAGCCAGG
TGACATAGCGAGATCCTGTC TAAAAAAATA AAAAATAAAT AATGGAACAC AGCAAGTCCT
AGGAAGTAGGTTAAAACTAATTCTITAAAAAAAAAAAAAA GTTGAGCCTG AATTAAATGT
AATGTTTCCAAGTGACAGGT ATCCACATTT GCATGGTTACAAGCCACTGC CAGTTAGCAG
TAGCACTTTC CTGGCACTGT GGTCGGTTTT GTTTTGTTTT GCTTTGTTTA GAGACGGGGT
CTCACTTTCC AGGCTGGCCT CAAACTCCTG CACTCAAGCAATTCTTCTAC CCTGGCCTCC
CAAGTAGCTG GAATTACAGG TGTGCGCCAT CACAACTAGC TGGTGGTCAG TITTGTTACT
CTGAGAGCTG TTCACTTICTC TGAATTCACC TAGAGTGGTT GGACCATCAG ATGTTTGGGC
AAAACTGAAA GCTCTTTGCAACCACACACC TTCCCTGAGC TTACATCACT GCCCTTTTGA
GCAGAAAGTC TAAATTCCTT CCAAGACAGT AGAATTCCAT CCCAGTACCA AAGCCAGATA
GGCCCCCTAGGAAACTGAGG TAAGAGCAGT CTCTAAAAAC TACCCACAGC AGCATTGGTG
CAGGGGAACT TGGCCATTAG GTTATTATTT GAGAGGAAAG TCCTCACATC AATAGTACAT
ATGAAAGTGACCTCCAAGGG GATTGGTGAA TACTCATAAG GATCTTCAGG CTGAACAGAC
TATGTCTGGG GAAAGAACGG ATTATGCCCC ATTAAATAAC AAGTTGTGTT CAAGAGTCAG
AGCAGTGAGCTCAGAGGCCC TTCTCACTGA GACAGCAACA TTTAAACCAA ACCAGAGGAA

GTATTTGTGG AACTCACTGC CTCAGTTTGG GTAAAGGATG AGCAGACAAG TCAACTAAAG
99261 F 41 F -t 86 H(RUERHEE)
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AAAAAAGAAAAGCAAGGAGGAGGGTTGAGC AATCTAGAGC ATGGAGTTTG TTAAGTGCTC
TCTGGATTTG AGTTGAAGAG CATCCATTTG AGTTGAAGGC CACAGGGCAC AATGAGCTCT
CCCTTCTACC ACCAGAAAGT CCCTGGTCAG GTCTCAGGTA GTGCGGTGTG GCTCAGCTGG
GTTTTTAATT AGCGCATTCT CTATCCAACA TTTAATTGTT TGAAAGCCTC CATATAGTTA
GATTGTGCTT TGTAATTTTG TTGTTGTTGC TCTATCTTAT TGTATATGCA TTGAGTATTA

ACCTGAATGT TTTGTTACTT AAATATTAAA AACACTGTTATCCTACAGTT -

[0140) EHEH] 1-2 : BiA claudinl8.2 BEkkbiBEEL
L S |
FEER I/ NEFEEHA Claudinl 8.2 BHEHTHS -
(0141 FrERF SIL E/NEL - Wil » 6-8 BA(IL SRl A SRR B 11T
#FR/\ ] Charles River Laboratory Animal Technology Co., Ltd. » Beijing ; Bj#4E

EEFTHIESE - SCXK(57)2012-0001) - S35 ¢ SPF & - /N\BE R - WER =R
SRR 148 - 12/12 /N t/BE B FEET - IR 20-25°C 5 JRE 40-60% - i CHIE
BRI N DA T T E 0 - PR A huClaudinl8.2-HEK293 4HF(E
Claudin18.2 B RiHY HEK-293 fEEE4HRERE) -

[0142) )52 © EAREELHRERT » F TiterMax® Gold Adjuvant(Sigma
Cat No. T2684)0.1ml/E/E5/NEFBIEAI(IP) 5 F/NFRTE/NBIRIEAI (P X5
0.1ml EFHE /KRR 1x10%ml BEAVLIMDRE - AIFEVHEE % THE - B
BEE 0~ 142842~ 56 K  JAEE 21 » 35 > 49 » 63 KEUMM » FJ ELISA Ji3kRERE
/NEBUIIE VLA o 1555 4-5 Rt - B h = BEE
N 2N/ NEE TR IR S - [ TIRRERL SR 3 RIsRoe > RN
(IP);:4F 1107 4R

99261 | 428 - 5 86 HEIAHE)
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[0143) 2 BRATEEREL
tRA PEG 4 ErVELG 2 BRISIRR ANNEEL & RERE4HRE Sp2/0 4HMEI(ATCC®
CRL-8287™)iE{TRL S5 EMi STRE4HRN - REATEAHAELL 0.5-1x10%ml B9 & A58
SRS 20%FBS ~ 1xHAT ~ 1xOPI ) IMDM Bl S 6% » 100ul/FLEE
4 96 FLAED » 37°C » 596CO,HEE 34 Kee ik HAT o4 5525 100071+
SR 3-4 R BT ER-EBR EIE 1A 200pl/FLAY HT 52 £ BB B (& 20%FBS
1xHT F0 1xOPI #Y IMDM EZEEL) » 37°C » 59%CO, 5% 3 K18 #E{T ELISA £ Ml -
[0144] 3 Fh&REAHAEETEE
RIBRL & BEAEAE REE - FH4SE ELISA J7/ARAEE LF - BIEH
huClaudin18.2-HEK293 445 &AL J754 » [EIiGEL HEK293 4HifE G5 45 S HV4HAE -
RS HE{ TR T © &8iA 3| =R En 5 B E S B ATpn Atk -
[0145] SXEoEEAAIRETHIBGE S TR - R L EREHESE
R &gaiy - RftMUSESR R E— P RETE  HabEfdLite  fE
Rl {ERT -
[0146] EhEHl1-3 : BIRHIRAARE
PRE MR NE M S AV E AR R SV 4HAEME mAb1901 > mAb1902 ; EFEH H
HIEBRBRDUERFA » FEfT A RL - EdERERDEMEE -
[0147]) eRLERE-PEEFIINVEENT - WENEEREERLS RN -
A Trizol(Invitrogen 15596-018)F2HN RNA(# (s Al & st IS 2 Bl 1 T K sk
(PrimeScript™ Reverse Transcriptase > Takara » cat # 2680A) Y [z 5541556 cDNA
$%FH mouse Ig-Primer Set(Novagen » TB326 Rev.B 0503)34T PCR 354 » 3R/

SIHIFF - 4 %6 DNA [FY IS eI foRER 51 SEQID NO © 3-6 A7 :
99261 5 43 F - 4t 86 H(ZHHERIAE)
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mAb1901 EFEEFEAEEE(SEQ ID NO : 3)

EVQLMESGGGLVKPGGSLKLSCAASGFTFSDYGIHWVRQAPEMGLEWIAYIS

RGSSTIYYADTVKGRFTMSRDNAKNTLFLOMTSLRSEDTAMYYCARGGYDT
RNAMDYWGQGTSVTVSS

[0148] mADb1901 EJFESHETTEAE(SEQID NO : 4)

DIVMTQSPSSLSVSAGEKVTMSCKSSQSLLNSGNQKNYLAWY QQKPGQPPKL

LIYGASTRASGVPDRFTGSGSGTDFTLTISSVQAEDLAIYHCOQNDLY YPLTFGA
GTKLELK ;

[0149] mAb1902 B HE A SE(SEQID NO : 5)

EVQLQESGAELVKPGASVKLSCKASGYIFTSYWMHWVKQRPGQGLEWIGMI

HPNSGSTNYNEKFKGKATLTLDKSSSTAYMQLSSLPSEDSAVYYCARLKTGNS
FDYWGQGTTLTVSS ;

[0150] mAb1902 EEESEAI#EE(SEQ ID NO : 6)

DIVLTQSPSSLTVTAGEKVTMSCKSSQSLLNSGNQKNYLTWYQQKPGQPPKL

LIYWASTRESGVPDRFTGSGSGTDFTLTISSVQAEDLAIYYCQNAYTYPFTFGS
GTKLEIK ;

[0151] EatpRiRE AT SR A o] A8 Tl A 1eG1 FiReE
R E A AR « B IR B Y AR S DLAE ch1901 A ch1902 -
[0152] EHUERAVREEESITFE
A 1gGl HiAgHyESEREE : (SEQIDNO : 7)

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTF

PAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKT

99261 %44 F - 3 86 H(BEHREASE)
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HTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKEN
WYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSN
KALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAV

EWESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMHE
ALHNHYTQKSLSLSPGK

[0153) MJR « ERGEEEE : (SEQIDNO : 8)

RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNS

QESVTEQDSKDSTYSLS STLTLSKADYEKHKVYACEVTHQGLS SPVTKSFNRG
EC-

[0154]) UARSESRETS SR ATREY T2 » HEIFERITARET VR - &
B EAANEESHEIE R ERTTER R e SR BRI AL
RHEIRIEEENERDIRTS] » E(T COR A - AETTEEIE I IEES
THEITNRL  &RAT -
[0155] 1 EJREIASHY CDR &
7% 1 §1 VH/VL CDR g EBEYE A H Kabat §R5R 24 HEE TR -
[o156] EURHIASHY CDR [FFI4IFR 1 ik -

99261 FA5H - I 86 E(HHIRIAD)
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* 1. BJRPUASHY CDR 73]

PlES mAb1901
HCDR1 DYGIH(SEQID NO : 9)
HCDR2 YISRGSSTIYYADTVKG(SEQ ID NO : 10)
HCDR3 GGYDTRNAMDY(SEQ ID NO : 11)
LCDR1 KSSQSLLNSGNQKNYLA(SEQ ID NO : 12)
LCDR2 GASTRAS(SEQ ID NO : 13)
LCDR3 QNDLYYPLT(SEQ ID NO : 14)

biks mAb1902
HCDR1 SYWMH(SEQ ID NO : 15)
HCDR2 MIHPNSGSTNYNEKFKGR(SEQ ID NO : 16)
HCDR3 LKTGNSFDY(SEQ ID NO : 17)
LCDR1 | KSSQSLLNSGNQKNYLT(SEQ ID NO : 18)
LCDR2 WASTRES(SEQ ID NO : 19)
LCDR3 QNAYTYPFT(SEQ ID NO : 20)

[0157) 2~ 4 AFER FRIEFFS
TEFTEEAYEIRTAS VH/VLCDR HAIGEREIECRE | - 165 - ISR EF
%S TAS Germline BUEEELHE - JEEREIRMSMATERIENE - Hh AJFE LI
SHAEZRIEAR A A « ERFEELR - 2.1 mAb1901 Ay A SR LU IE e Ze sy s
[0158] EEEEEHATHEEZ ¥ mAbL1901 BEIRHTASEIT NRMERE
R EIRDIAE mAb1901 Y CDR EMAE EEEHEAY A JR(LIEMR b » B AR bATEE

99261 46 H - 3L 86 H(RHERHAD)
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& - FEL oG I EAL - PR - FIR - SLAR(LUR VS FRE
(TS » ORISR AR AT ¢
[0159] % 2. mAb1901 AJF{LHife Rl

mAb1901 JFEHRREEHE I EE | mAb1901 NRbHiEE# TE8E

VL1 e VHI i

VL2 N228 VH2 N82T

VL3 N22S ~ V85I~ Y87H | VH3 V48] ~ N82T
VH4 169M ~ N82T

* AR R T A B R (1 B 457 5 Kabat 53R RIAV4ARSE » SRR TTSAEAY N82T 1 »
82 &y Kabat #:HHIHYZE 82A fi -

99261 ‘ 47 H - 3 86 H(EHEREEE)
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[0160] =& 3. mAb1901 AR b AGHE E ] S8 1 2 g ] S (& 5

A BEAR

52l
(SEQIDNO : )

DIVMTQSPDSLAVSLGERATINCKSSQSLINSGNQKNYLAW
VL1

YQQKPGQPPKLLIYGASTRASGVPDRFSGSGSGTDFTLTISS
(SEQID NO : 21)

LQAEDVAVYYCONDLYYPLTFGQGTKLEIK

DIVMTQSPDSLAVSLGERATISCKSSQSLLNSGNQKNYLAW
VL2

(SEQID NO : 22)

YQQKPGQPPKLLIYGASTRASGVPDRFSGSGSGTDFTLTISS
LQAEDVAVYYCQNDLYYPLTFGQGTKLEIK

DIVMTQSPDSLAVSLGERATISCKSSQSLLNSGNQKNYLAW
VL3

(SEQ ID NO : 23)

YQQKPGQPPKLLIYGASTRASGVPDRFSGSGSGTDFTLTISS
LQAEDVAIYHCONDLYYPLTFGQGTKLEIK

EVQLVESGGGLVQPGGSLRLSCAASGFTFSDYGIHWVRQAP
VHI
.\ GKGLEWVAYISRGSSTIYYADTVKGRFTISRDNAKNSLYLQ
(SEQID NO : 24)
MNSLRAEDTAVYYCARGGYDTRNAMDYWGQGTTVTVSS

EVQLVESGGGLVQPGGSLRLSCAASGFTFSDYGIHWVRQAP
VH2
GKGLEWVAYISRGSSTIYYADTVKGRFTISRDNAKNSLYLQ
(SEQ TD NO : 25)
MTSLRAEDTAVYYCARGGYDTRNAMDYWGQGTTVTVSS

EVQLVESGGGLVQPGGSLRLSCAASGFTFSDYGIHWVRQAP
VH3

(SEQ ID NO : 26)

GKGLEWIAYISRGSSTIYYADTVKGRFTISRDNAKNSLYLQ
MTSLRAEDTAVYYCARGGYDTRNAMDYWGQGTTVTVSS

EVQLVESGGGLVQPGGSLRLSCAASGFTFSDYGIHWVRQAP
VH4
GKGLEWVAYISRGSSTIYYADTVKGRFTMSRDNAKNSLYLQ
(SEQ ID NO : 27)

MTSLRAEDTAVYYCARGGYDTRNAMDYWGQGTTVTVSS

99261 48 E > £t 86 EH(RIIRAE)
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[o161] _l':i%EP%FEE%é‘EUEEEﬁ SEQIDNO: 7 BRI A 1gGl R E
EER RS RURRAVER - KHETEES SEQIDNO : 8 FiRiyA « BRH#E E
R AR RIS HVER S - 77 HA B 7 25 = - 25 o ] S8 I MR ] S8 (G 7, )

B EL A B8 I R I AR R R & 4Y R i 2 R P -
[0162] 2.2 mAb1902 Y NJFALUETEE & %s
BIEEENATEEES » B mAb1902 BURHIRSEIT AR EE0E B EIRH
#8 mAb1902 §J CDR EMIEE|ZEEN N IRLEHE L » B NR(EF 8 E - Fi
IeG REEER @ RSERIE < FIf - 5 AJRCHREAY V&S FR EE(TENE
gest » Rl fi@(i‘”"’”??‘t)j’zﬁEAﬁD‘F
[0163] = 4. mAb1902 R biiRe kA EIRZEERET

mAb1902 A JR{EHT
mAb1902 AJFAEHiAGE i A&

TR
VL1l | vl |
VL12 | M4L VH12 |I69L ~ R71L ~ T73K

VL13 | M4L ~ N225 | VH13 | M48I ~ R66K ~ V67A ~ I169L ~ R71L ~ T73K

VH14 |R38K ~ A40R -~ M48I ~ R66K ~ V67A ~ T69L ~

R7IL  T73K
*Rig TR AR E GRS/ Kabat R RIHIGRSE -

99261 549 H - 3t 86 H(RHRAS)
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[0164) 5. mAb1902 AJJR(LHTAREEHE n] SR e N B ol v B 1 [ 5

T

(SEQIDNO : ) 7l

VL11 DIVMTQSPDSLAVSLGERATINCKSSQSLLNSGNQKNYLTW

(SEQIDNO : 28) | YQQKPGQPPKLLIYWASTRESGVPDRFSGSGSGTDFTLTISS
LQAEDVAVYYCQNAYTYPFTFGQGTKLEIK

VL12 DIVLTQSPDSLAVSLGERATINCKSSQSLLNSGNQKNYLTWY

(SEQIDNO : 29) | QQKPGQPPKLLIYWASTRESGVPDRFSGSGSGTDFTLIISSL
QAEDVAVYYCQNAYTYPFTFGQGTKLEIK

VL13 DIVLTQSPDSLAVSLGERATISCKSSQSLLNSGNQKNYLTWY

(SEQIDNO : 30) | QQKPGQPPKLLIYWASTRESGVPDRFSGSGSGTDFTLTISSL
QAEDVAVYYCQNAYTYPFTFGQGTKLEIK

VHII EVQLVQSGAEVKKPGASVKVSCKASGYTFTSYWMHWVRQ

(SEQIDNO : 31) | APGQRLEWMGMIHPNSGSTNYNEKFKGRVTITRDTSASTAY
MELSSLRSEDTAVYYCARLKTGNSFDYWGQGTTVTVSS

VHI12 EVQLVQSGAEVKKPGASVKVSCKASGYTFTSYWMHWVRQ

(SEQIDNO : 32) | APGQRLEWMGMIHPNSGSTNYNEKFKGRVTLTLDKSASTA
YMELSSLRSEDTAVYYCARLKTGNSFDYWGQGTTVTVSS

VH13 EVQLVQSGAEVKKPGASVKVSCKASGYTFTSYWMHWVRQ

(SEQIDNO : 33) | APGQRLEWIGMIHPNSGSTNYNEKFKGKATLTLDKSASTAY
MELSSLRSEDTAVYYCARLKTGNSFDYWGQGTTVTVSS

VH14 EVQLVQSGAEVKKPGASVKVSCKASGYTFTSYWMHWVKQ

(SEQIDNO : 34) | RPGQRLEWIGMIHPNSGSTNYNEKFKGKATLTLDKSASTAY

MELSSLRSEDTAVYYCARLKTGNSFDYWGQGTTVTVSS

99261

$ 50K - 5 86 H(EIRHAD)
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[0165] bR HFESHT#EN SEQIDNO : 7RI A IgGl Eiﬁrﬁﬁ
EEBF S RUIEAIVER > R 2EEE SEQIDNO : 8 Frmiy A « EXHEE &
& HEFP R RIS AV -

[0166) #&HiES ch1901

ch1901 EE§% : (SEQ ID NO : 35)

EVQLMESGGGLVKPGGSLKLSCAASGFTFSDYGIHWVRQAPEMGLEWIAYIS
RGSSTIYYADTVKGRFTMSRDNAKNTLFLOQMTSLRSEDTAMYYCARGGYDT
RNAMDY WGQGTSVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPE
PVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHK
PSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEV
TCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVL
HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKN

QVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDK
SRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK ;

[0167] ch1901 &R : (SEQID NO : 36)

DIVMTQSPSSLSVSAGEKVTMSCKSSQSLLNSGNQKNYLAWY QQKPGQPPKIL
LIYGASTRASGVPDRFTGSGSGTDFTLTISSVQAEDLAIYHCQNDLYYPLTFGA
GTKLELKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDN

ALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSP
VTKSFNRGEC ;

[0168]) #x&EHLEE ch1902

ch1902 E# : (SEQ ID NO : 37)

99261 % S1HE 4 86 H(BHHREE)
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EVQLQESGAELVKPGASVKLSCKASGYIFTSYWMHWVKQRPGQGLEWIGMI
HPNSGSTNYNEKFKGKATLTLDKSSSTAYMQLSSLPSEDSAVYYCARLKTGNS
FDYWGQGTTLTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTV
SWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNT
KVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCY
VVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQD
WLNGKEYKCKVSNKALPAPIEKTISK AKGQPREPQVYTLPPSRDELTKNQVSL,

TCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQ
QGNVFSCSVMHEALHNHYTQKSLSLSPGK

[0169] ch1902 &#Ef# : (SEQ ID NO : 38)

DIVLTQSPSSLTVTAGEKVTMSCKSSQSLLNSGNQKNYLTWYQQKPGQPPKL
LIYWASTRESGVPDRFTGSGSGTDFTLTISSVQAEDLATY YCONAYTYPFTFGS
GTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNA

LOQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVT
KSFNRGEC - '

[0170) =% 6.mAb1901 AJF{EHide

99261

B B H1 H2 H3 H4
L1 h1901-1 | h1901-2 | h1901-3 | h1901-4
1.2 h1901-5 | h1901-6 | h1901-7 | h1901-8
L3 h1901-9 | h1901-10 | h1901-11 | h1901-12

[0171] SRHUBEEREFFYI TR

58 52 1 » 3t 86 H(BRITRIE)
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% 7. mAb1901 A F i B A S5

@A (SEQ ID
3l
NO ©)
L1 DIVMTQSPDSLAVSLGERATINCKSSQSLLNSGNQKNYLAWYQQK

(SEQIDNO : 39) PGQPPKLLIYGASTRASGVPDRFSGSGSGTDFTLTISSLQAEDVAVY
YCONDLY YPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVV
CLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSS
TLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

L2 DIVMTQSPDSLAVSLGERATISCKSSQSLLNSGNQKNYLAWYQQK

(SEQIDNO : 40) | PGQPPKLLIYGASTRASGVPDRFSGSGSGTDFTLTISSLQAEDVAVY
YCQNDLY YPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVV
CLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSS

TLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

L3 DIVMTQSPDSLAVSLGERATISCKSSQSLLNSGNQKNYLAWYQQK
(SEQIDNO : 41) | PGQPPKLLIYGASTRASGVPDRFSGSGSGTDFTLTISSLQAEDVAIY

HCQNDLYYPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVV
CLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSS

TLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

HI EVQLVESGGGLVQPGGSLRLSCAASGFTFSDYGIHWVRQAPGKGL
(SEQIDNO : 42) | EWVAYISRGSSTIYYADTVKGRFTISRDNAKNSLYLQMNSLRAEDT
AVYYCARGGYDTRNAMDYWGQGTTVTVSSASTKGPSVFPLAPSS
KSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSG
LYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK VDKKVEPKSCDKTH
TCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWL
NGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL

YSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

99261 5553 E - 3 86 (B IHRES)
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H2
(SEQIDNO : 43)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSDYGIHWVRQAPGKGL
EWVAYISRGSSTIY YADTVKGRFTISRDNAKNSLYLOQMTSLRAEDT

AVYYCARGGYDTRNAMDYWGQGTTVTVSSASTKGPSVFPLAPSS

KSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSG
LYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTH
TCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVICVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWL

NGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTK

NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL
YSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

H3
(SEQ ID NO : 44)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSDYGIHWVRQAPGKGL
EWIAYISRGSSTIYYADTVKGRFTISRDNAKNSLYLQMTSLRAEDT
AVYYCARGGYDTRNAMDYWGQGTTVTVSSASTKGPSVFPLAPSS
KSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSG
LYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTH
TCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWL
NGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL
YSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

99261

5554 H - 4 86 HEWHRHAD)
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H4

(SEQIDNO : 45)

EVQLVESGGGLVQPGGSLRLSCAASGFTFSDYGIHWVRQAPGKGL
EWVAYISRGSSTIY YADTVKGRFTMSRDNAKNSLYLQMTSLRAED
TAVYYCARGGYDTRNAMDYWGQGTTVTVSSASTKGPSVFPLAPS
SKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKT
HTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHED
PEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELT
KNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFF
LYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

99261

[0172) % 8. mAb1902 AJF{EHife

IS B H11 H12 H13 H14
L11 h1902-1 h1902-2 h1902-3 h1902-4
L12 h1902-5 h1902-6 h1902-7 h1902-8
L13 h1902-9 h1902-10 | h1902-11 | h1902-12

[0173] &RHAEKEEFYIN NN

5555 1 > 4% 86 A(RYHHE)
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2 9. mAb1901 AR EHiACE M BT Y]

A 8818 A E(SEQ ID
NO :)

F51

L11
(SEQ ID NO : 46)

DIVMTQSPDSLAVSLGERATINCKSSQSLLNSGNQKNYLTWYQQ
KPGQPPKLLIYWASTRESGVPDRFSGSGSGTDFTLTISSLQAEDVA
VYYCONAYTYPFTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY
SLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

L12
(SEQID NO : 47)

DIVLTQSPDSLAVSLGERATINCKSSQSLLNSGNQKNYLTWYQQK
PGQPPKLLIYWASTRESGVPDRFSGSGSGTDFTLTISSLQAEDVAV
YYCQONAYTYPFTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTAS
VVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYS
LSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

L13
(SEQ ID NO : 48)

DIVLTQSPDSLAVSLGERATISCKSSQSLLNSGNQKNYLTWYQQK
PGQPPKLLIYWASTRESGVPDRFSGSGSGTDFTLTISSLQAEDVAV
YYCQONAYTYPFTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTAS
VVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYS
LSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

99261

5 56 H » t 86 H(RHIHHE)
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H11
(SEQ ID NO : 49)

| EVQLVQSGAEVKKPGASVKVSCKASGYTFTSYWMHWVRQAPG

QRLEWMGMIHPNSGSTNYNEKFKGRVTITRDTSASTAYMELSSL
RSEDTAVYYCARLKTGNSFDYWGQGTTVTVSSASTKGPSVFPLA
PSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKS
CDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVD
VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLP
PSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPV
LDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKS
LSLSPGK

H12
(SEQ ID NO : 50)

EVQLVQSGAEVKKPGASVKVSCKASGYTFTSYWMHWVRQAPG
QRLEWMGMIHPNSGSTNYNEKFKGRVTLTLDKSASTAYMELSSL
RSEDTAVYYCARLKTGNSFDYWGQGTTVTVSSASTKGPSVFPLA
PSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKS
CDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVD
VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLP
PSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPV
LDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKS
LSLSPGK

99261

F5TH > 86 AEYIES)
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H13
(SEQID NO : 51)

EVQLVQSGAEVKKPGASVKVSCKASGYTFTSYWMHWVRQAPG
QRLEWIGMIHPNSGSTNYNEKFKGKATLTLDKSASTAYMELSSLR
SEDTAVYYCARLKTGNSFDYWGQGTTVTVSSASTKGPSVFPLAP
SSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ
SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVD
VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLITV
LHQDWLNGKEYKCKVSNKALPAPIEK TISKAKGQPREPQVYTLP
PSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPV
LDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKS
LSLSPGK

H14
(SEQIDNO : 52)

EVQLVQSGAEVKKPGASVKVSCKASGYTFTSYWMHWVKQRPG
QRLEWIGMIHPNSGSTNYNEKFKGKATLTLDKSASTAYMELSSLR
SEDTAVYYCARLKTGNSFDYWGQGTTVTVSSASTKGPSVFPLAP
SSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ
SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVD
VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLP
PSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPV
LDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKS
LSLSPGK

[0174) ZHrEERGMSEHIEE & IMAB-362(3KH W02016166122) o

[0175) EHE(SEQIDNO : 53)

QVQLQQPGAE LVRPGASVKL SCKASGYTFT SYWINWVKQR PGQGLEWIGN

IYPSDSYTNY  NQKFKDKATL TVDKSSSTAY MQLSSPTSED SAVYYCTRSW

99261

558 H » 3t 86 H(HHHHSD)
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RGNSFDYWGQ GTTLTVSSAS  TKGPSVFPLA  PSSKSTSGGT AALGCLVKDY
FPEPVTVSWN  SGALTSGVHT FPAVLQSSGL YSLSSVVTVP  SSSLGTQTYI
CNVNHKPSNT KVDKRVEPKS CDKTHTCPPC PAPELLGGPS VFLFPPKPKD
TLMISRTPEV TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT KPREEQYNST
YRVVSVLTVL HQDWLNGKEY KCKVSNKALP APIEKTISKA KGQPREPQVY
TLPPSREEMT  KNQVSLTCLV  KGFYPSDIAV  EWESNGQPEN NYKTTPPVLD

SDGSFFLYSK LTVDKSRWQQ GNVFSCSVMH EALHNHYTQK SLSLSPGK ;
[0176) ER§#(SEQID NO : 54)

DIVMTQSPSS  LTVTAGEKVT MSCKSSQSLL NSGNQKNYLT WYQQKPGQPP
KLLIYWASTR ESGVPDRFTG SGSGTDFTLT  ISSVQAEDLA VYYCQNDYSY
PFTFGSGTKL  EIKRTVAAPS  VFIFPPSDEQLKSGTASVVC LLNNFYPREA

KVQWKVDNAL QSGNSQESVT EQDSKDSTYS  LSSTLTLSKADYEKHKVYAC

EVTHQGLSSP  VTKSFNRGEC
[0177) FIEREREE - BEHFENITEDHEE - FE - b Eatht

o
[0178] $i Claudin18.2 ADC BRI

)

ABEE T Claudinl8.2 ADC (BEFHIHVEEYIER 70 v] DARAE BB EAVEEY) - ¢
B E HEEY A BIan PCT ABASR w02020063676A1(%ﬂEE%E§l%%étli)\ﬂi
) o AIFBIVEE) 9-A & N-((2R,108)-10-4EE:-2- B E:-1-(((18,98)-9- 7. L-5-
4.9 Fe-4-F F£-10,13-= fH] £6-2,3,9,10,13,15-% &-1H,12H-2 J[de]itt 1 3

[3"4"697][[%“]7%[1%#[1 32_b]@l]ﬂ('1'%)E%)_196599125 1 5'£{EU/§‘1—3—%%'598’1 l 914_[7—-q

99261 59 H » 3t 86 H(RIHRTD)



202220702

FFETIN-16-55)-6-(2,5- Zll&-2,5- — = - 1H-MEi-1-5) O fghy - HEFW TavsE
17

[0179] ADC JFREEHt RS
1. UV-HPLC J53%
B RS R LL B 5 BB F S EER U R Sl ot
% o IRAEIZE 1% B A A R RS M B H M S E Rt e -
HIZE 280nm I 370nm FRIKIGEE
[0180] 4EETE  IRFIRIM ARSI Thermo nanodrop2000
BONSYSIEEEHIE ADC FURELE - HEBREAENE T ADC ERETERE
{8 S Y SR B R AT S B TR IR - B -
(1) A280nm = Emab-280bCrmabt€Drug-280bCprug
epnug2s0 * ZEYITE 280nm TSI EE (4% 5100 5
Comg © BEVIHTIETS ;
Smabaso © ELGUFURUE 280nm I (58K 214600 ;
Conay * BEHUECRALEE 5
b HERER lom -
B ] AR EIRE SAT 370nm T HYLEIRSYL(E H1E

99261 560 H - 4% 86 H(SEHRHEE)
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(2) A370nm = Emab-370bCrnabT€Drug-3700Chrug
Eprug370 ¢ ZEYIAE 370nm SEIFEELHEAE 19000 5
Conyg * BEVIHTRELS
Emab370 * EAHUFURAE 370nm JHYE(HE05 0
Cua * EHUFRAVRE
b EEER lom -
[0181] HI(D)AI)MTE T2 4E & ARG AS FIEEY) 11 Ra (B A Rz & T A8
HAHERDREEE T L ETE R EYEE -
2% E=Cprug/Cmab ©
[0182] 2.RP-HPLC J7i
BREURSAIAF ] ADC B2atCiRIE £ 1 mg/ml) » JOA 4ul DDT(sigma)Z R » 37°C
KB 1N SRR EINEE T - A SRR GRS Agilent 1200 1T
SH > B FE5EFT Agilent PLRP-S 1000A 8um 4.6%250 mm » 54538 : 80°C ; DAD
MoAlEs R 280nm ; Ji2E ¢ 1 mL/min 5 BAZES * 40 L ; TR MEEERNT
ASHVEEEI LLY - & HEREEIA B - AR E R mAEEEE TR 5TEH

DAR{Z -

[0183) #efira :
1)0.25M DTT 555
BB~ - B DTT 5.78 mg > LA 150pl 48 b/KFE 53 A8 1% - Bofs 0.25MDTT
B 20CHREF ©

[0184] 2)jit&tH A(0.1% TFA 7KIEIR)

99261 561 H - 3t 86 H(BRIREE)
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B © EREHEEY 1000 ml SE{EAK » AL 1 mL TFA(sigma) » 405774
fiF > 2-8CIRF 14K -
[0185] 3)FEHd B(O.1% TFA ZBEER)
BBl pl - EEER 1000 ml ZFE » JIA 1 mL TFA » FE50EERER > 2-8
CRE 14 -
[0186] B -
B R TR LS - ) R AT E - AL SRS
IS - $HEL DAR (& -
[0187] AT :
% 10. ADC FS L E HE TS

G2 HFEYIR
LC 0
LC+1 2
HC 0
HC+1 | 2
HC+2 4
HC+3 6

LC I ETEAEA=LC I EAELC+1 R

HC IEEEEYE=HC IEEmB+ACH EEfE+ HCH2 IEEfE+ HCH3 IR »
LC DAR=T(E{ZZEY) B IR H /7 Lh) LC IR ERRARAT |

HC DAR=X(EFHEYE & E R 5 o Eb)y HC EERRAEA ;

DAR=LC DAR+ HC DAR -

99261 %62 H - 3t 86 H(HHRIAE)
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[0188) Eifif]1-4 : ADC-1/ ADC-2
£ 37 CIRET » [H&HiE h1902-5 B PBS 45/ (pH=6.5 ~ 0.05M i PBS 4&
&% 5 10.0 mg/mL > 320.0 mL » 21.62 pmo)IIA = (2-# ZE) B (TCEPY/K B
(10mM » 11.03 mL » 110.3 pmol) » BEFN/KIAIRESS » 1 37C TIRENFE 3 /NI -
{F1EKFE -

[0189]) FIEMRAKBRERZE 25°C » F#HEEY) 9-A(350mg » 303mol )i
fERY 13.2ml ZREFI 6.6m] DMSO FEIIABIRIER T - BEFI/KAIRESS » 1225
CTIRESIE 3 /N > {FILJE -

[0190] FERFEHEEREMAL > FrENGTF - fEABERA SL#Y 50mM
pH=6.5 PBS &R 1EK (4% ZIE 2% DMSO)FI 5L #Y 10mM pH=5.3 BEIRELEE R
FE1R &G bAVER P IIATERES 60mg/mL » H3E-20 & 0.2mg/mL » BFEE]
ADC-1(10mM - pH=5.3 FYBEFIFE 4R BT 5 10me/mL » 2.626g) * UL © 81.81% - 18
BUJ 20mg/ AR AR -

[0191] UV-HPLC §1EFH451H : n=6.8 -

[0192] {HF LI EMH%?E’E‘%’ h1901-11 A& h1902-5 - RULEEY 9-
A SUERE] ADC-2 » n=7.1 - |

[0193) EHEfH 1-5: ADC-3

1E 3TCHEAET - HEHiEE h1901-11 #Y PBS 4 & /KSR (pH=6.5 #Y 0.05 M £
PBS 45{E/K%5 5 10.0mg/mL » 1 mL > 67.5 nmol)JI AFCE 47 TCEP /K75 (10
mM > 10.1 pL » 101nmol) » EFNKIEIRESS » 12 37C M IRERIE 3 /N > {Z1ER

FE - B RER KRR ZE 25T -
99261 563 H » it 86 H(RHMAE)
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'(0194] L&) 9-A(0.58mg 540nmol)‘;§ﬁiﬁﬁé 34 pl DMSO Ht - JIAZE]
PR ER T - BINKATRESS 1Y 25 C T IRESRIE 3 /INF - RIERFE - R
K FH Sephadex G25 SEBEM ARG/ LOTHRME « pH £ 6.5 HY 0.05M HY PBS 4%
E7KEK > & 0.001M i EDTA) » 53] ADC-3 fy PBS 457&7%(0.72 mg/mL > 11.2
mL) - A 4CHEfF - RP-HPLC 51 E49H * n=2.51 -

[0195) EHEH]1-6 1 ADC-4

£ 37TCHRET » [EaPiEE h1901-11 #Y PBS & /KER (pH=6.5 1Y 0.05 M Y
PBS &f#7K7AK ¢ 10.0mg/mL » 1 mL > 67.5 nmol) I ABCE4FHY TCEP /KiEH(10
mM > 16.9 uL » 169nmol) » FER7KATRESS » It 37C TIRENRIE 3 /N » 21K
FE - R FEMR /KBRS RE 25C -

[0196] L&) 9-A(0.73mg » 680nmol)iFEERL 43 pl DMSO o » IAZ]
it ER T BIAGAIRSS » N 25C THRBNIE 3 /N - (2 1FFE - 16
JERFH Sephadex G25 SpEELATEEA{ECHEEMH * pH & 6.5 HY 0.05M HY PBS 4%
E7K UK - & 0.001M f EDTA) » 5% ADC-4 Y PBS £2/&77%(0.62 mg/mL > 12.5
mL) > A 4CfEfF - RP-HPLC 5HEFI5(H * n=4.06 -

[0197) BIHEH]1-7 © ADC-5

1 37°CHET » [3ES h1901-11 Y PBS &EE/KA (pH=6.5 £ 0.05 M £y
PBS L2f#/K20% + 10.0mg/mL » 1 mL » 67.5 nmol)JIARCEFHY TCEP 7KZ%(10
mM > 35.8 uL » 358nmol) » BER/KIATRERS » 1 37C TIRERIE 3 /N » (1R
JE - ¥ K ERF/KBRSEZE 25T -

[0198) H#E&4 9-A(1.09mg > 1015nmol)IAfER 64 Wl DMSO & > HIAZ]

MR ER S » BRNKAIRERS - 1Y 25 C TRENRIE 3 /Ng » (ZIERE - 5
99261 B 64 H - 5k 86 HEMHRHAD)
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VETR R Sephadex G25 SEEEFEAEI4HLOTHRME * pH & 6.5 19 0.05M Y PBS &%
E/KAR > & 0.001M By EDTA) > 155 ADC-5 £ PBS 45##77%(0.54 mg/mL > 12.5
mL) » A 4°C&EfE - RP-HPLC 5T EA5(H - n=6.8 -

[0199) ‘EfHEfl 1-8 : ADC-6

T 37 CIET I HIEE h1902-5 fi) PBS &4 /K250% (pH=6.5 K3 0.05 M i PBS
LEE7K S 5 10.0 mg/mL > 1.08 mL » 72.9 nmol)jI AFRE 47 TCEP /K5 (10
mM > 10.9 uL > 109nmol) » BEF7KIAIRERS @ 1° 37C TIRERIE 3 /N - {F1ER
FE - BB FZKRRER 2 25°C -

[0200] L&Y 9-A(0.63mg > 5S87nmol)IAAESL 40 wl DMSO H1 » IAE
PR ER T - BERVKRTRERS - 1Y 25 C TIRERIE 3 /N RIERIE - R
FEWR A Sephadex G25 SEBEMIRESALOREEM : pH £ 6.5 19 0.05M 19 PBS &8
&K » 2 0.001M By EDTA) > 58] ADC-6 fy PBS 4Z/&77%(0.7 mg/mL » 13.0
mL) » A 4°Cf5£7F - RP-HPLC & {E : n=2.69

[0201) EHEHT 1-9 1 ADC-7

T 37TCHRETT  [HHiRS h1902-5 By PBS 4B &/K 57 (pH=6.5 #Y 0.05 M 1y PBS
SEE7KAM 5 10.0 mg/mL > 1.08 mL » 72.9 nmol)JIABCE4#Y TCEP /K& H(10
mM > 18.3 uL » 183nmol) » E/KIAHRESRS » ¥ 37C MREKIE 3 /NG > EIER
FE - BN IER /KBRS 25T -

[0202] (L5 9-A(0.79mg > 736nmol)FAERY 50 ul DMSO o » JIAE]
FitRFERT  BRACAIREE R 25CTIRBRIE 3 /NG » EILKIE - B
FEK A Sephadex G25 ERfBEIEAREEL(LCHHRME * pH £ 6.5 HY 0.05M HY PBS 4%

99261 5565 5 - 1 86 H(RUIHRHAE)
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/KR » & 0.001M /Y EDTA) - 15:5] ADC-7 Eﬁ PBS 427&7%(0.6 mg/mL - 14.0
mL) > A 4°C{E7F - RP-HPLC & EIE : n=4.25 -
[0203) EHEH 1-10 : ADC-8
FE 37T°CIEMET > (38R h1902-5 i PBS 4& &1 7K 2R (pH=6.5 1y 0.05 M fy PBS
4EET7KSR 5 10.0 mg/mL > 1.08 mL » 72.9 nmol)JI ABC B 47 TCEP 7K7%58%i(10
mM » 38.7 pL » 387nmol) - BEF/KIEHRERS * 1Y 37C MIRERIE 3 /NF » {F1EKR
FE - 1 IER FAKARESEZ 25C -

[0204] #HEEY 9-A(1.18mg » 1099nmol)iE#E;S 70 Wl DMSO 1 » JILAZ]
IR ER T - BERNKRTRESS - 1Y 2SCTIRERIE 3 /N » (FILRIE - K
FEEF Sephadex G25 SEE BN LOTHRME  pH £ 6.5 #Y 0.05M HJ PBS 4%
E/KEHK - & 0.00IM Y EDTA) » 58] ADC-8 1y PBS 45#7/%(0.56 mg/mL » 14.2
mL) » A 4CEEFE - RP-HPLC st &E5(HE : n=7.01 -

[0205) EHEfH]1-11 : ADC9

£ 12°CHRET » Eabife h1902-5 AYSHREL-FERE - Tris/EDTA 4R {E & (pH 7.2
(5 10mM & fEls-BERe-Tris 1 2.5 mM EDTA $9457E0%  20.62/L 6.49L.>0.91mmol )
I ABCEGFHY TCEP 4HAFER G @R (10mM 4 RBR G TR 5 1.717mM » 1.16L
1.99mmol) » BEFMEIR/KASAH » 1Y 12°C TEFERIE 2 /NF - (2 1R TE » B34
TR 1A

[0206) LAY 9-A(4.72g » 4.39mmol )EFER 0.38 LDMSO i - &1L
&) 9-A 1) DMSO A - [a] it REEE 1A 70 0.38 L DMSO » FinA L
#i{EEH0 9-A By DMSO A - BENTEEKBHET » 7 12°C THEPENLFE 1 /NiF »

S 1 FE -
99261 5566 F » 3k 86 H(EHHAHE)
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[0207 ] }HJ: TS FERRAL Capto S Impact Bf%%ﬁ%}ﬁﬁﬁiﬁﬁ{ b 53HIF 9
{EETEASTENI SR 10%(v/v)DMSO Y 0.05M FEEL4E &R (pH=5.0)F1 6 {EE
TE 0.05M BEELGEER(pH=5.0)250k - B 0.05M EEEZ - 0.30M &(LIRERIE R
(PH=5.5) 1T T - ERRNER P R NEEAE - 72 22°C T KiEEET
TORCETT 7 EERFEEEREEERURA 30KD WEEGREA)EEIEY
ADC-9 - RP-HPLC 598 © n=4.1 ¢

[0208] &pEntE

AP - 4HH Cell K ELISA E&HER

EUERERY ELISA BB AR M Claudinl 8.2 HiABHV4E &R - gk
# Claudin18.2 #y NUGC4 s &R 96 FLAAAEMR(Comming » 3599)F » fFERE
0% FEIFIIA 4%% % FEEE E A 1 /N - F§ PBST &&7&(pH 7.4 PBS &
0.05% Tween-20)E4K 3 ZX1% » LA H PBS Ml 5% RE I EHRR AR &
BV 200pl/7L > 3TCHERFEMRE 2.5 /NIFEG 4°CIRCEBTIR(16-18 /NI HETTHIBA -
BIFAGERE - FEERBIER - WA PBST EENRN 3 K& » MILA S0ul/FLAR S
MR (pH7.4 PBS & 1% FRAEFL)FEERYR EIREREGEE - O 37 CIREE T
B 2 /NI - WEEERIEH] PBST iR 5 X  TOA 100/ AL RGP REBERAY
HRP 251 A —$i(Jackson Immuno Research » 109-035-003) » 37°CHFE 1 /)s
i o A3 PBST 2R 6 ZX1% » LA S0ul/F, TMB BEEEYI(KPL » 52-00-03) » FAZR
B¥E 10-15min » JILA SOul/F, IMH;S0, 4% 1EKZFE + B MD Versa Max TM B

1F 450nm FEEEENR UC{E » 51 Claudinl8.2 HifE%f Claudini8.2 fY454 EC50 18 -

99261 ' % 67TH » £ 86 H(BIEREE)
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99261

[0209] =% 11. GUAGHVEES7ENME

LN IMAB362 | ch1901 ch1902

Emax 1.175 1399 1.272

EC50 (nM) | 0.108 0.098 0.074

[0210)] = 12. mAb1901 AJE(LHifcst &M
Piks Emax EC50(nM)

IMAB362 1.115 0.086
h1901-2 1.039 0.076
h1901-3 1.1055 0.22
h1901-4 0.986 0.201
h1901-6 0.937 0.091
h1901-7 0.921 0.166
h1901-8 1.047 0.091
h1901-11 1.44 0.076
h1901-12 1.22 0.116

68 F - 3t 86 A(HURHE)
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[0211]) 3£ 13.mAb1902 A B Einpast&sEMt:

L Emax EC50(nM)
IMAB362 0.88 0.187
h1902-1 0.87 0.113
h1902-2 0.88 0.107
h1902-3 0.84 0.175
h1902-4 0.82 0.087
h1902-5 0.9 0.098
h1902-6 0.78 0.141
h1902-7 0.75 - 0.121
h1902-8 0.89 0.132
h1902-9 0.75 0.137
h1902-10 0.89 0.133

[0212] HIEH 2 : HiRdKEESER
AT EEE 2 Claudinl 8.2 Y NUGC4 4HfE H FACS $E &/ (2% a4 7% (Gibco>
10099141)pH7.4 PBS(Sigma>P4417-100TAB)) &R 1x10%ml FY4HFRESR - 100pl/
FLAA 96 FLIEIEM(Corning » 3795) - BELZRER EFEBAINA S0pl/FLA FACS 4
ENRARFEN R ENRE RN Claudinl8.2 H1EE » HUR 4°CUKEETRELINE 1 /NI -
LA FACS 4R{EnK 300g B LaJeilk 3 K& » IIAL/ERER] Alexa Fluor 488 FL4FHY
LA IgG(HAHL)(invitrogen * A-11013)» it 4°C JKFE AL EIEET 40 4788 - DL FACS

4R 18R 300g Bl Lo JER 3 A% » 1£ BD FACS Cantoll Ji AR L ARNIZS oSy

99261 3269 H £ 86 HEHHES)
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e o 5TE Cléudin18.2 UAEETRIEER 2 Claudinl8.2 1Y NUGC4 il IR
& BC50 {8 » &R AR 1 -
[0213) HRAHI3 - BBANEER

TETEIEEE T DyLight 488 NHS Ester(thermofisher » 46403)FJ45:H] Claudin18.2
PLES > DL S pg/ml ZOEEAIA 1x10%ml $8##353 Claudinl8.2 f NUGC4 4ifE e »
FCRA7K_EREEIRE 1/1NRE - DATEAHY FACS GRENR(pH7.4 PBS - 2%HA4 I35 )k
DRI 3 R > £ B RIMA TR EERTEE » A 37°C 5% CO, 4ifssERs
SYHIAE 0~ 0.5~ 1~ 2~ 4 /NESTREU ARG - IREF K EBDERT - R
1% - 300g (ORHEORRR B » IIAHREE R (PHL.7 0.05M HAEE » 0.1M &
{ESR)& - =R 7 7088 - DL FACS &K 300g BELEHR 1 K » 12 BD FACS
Cantoll Jfi RAMFER_EAe & I LT » 51E Claudinl8.2 HfSH fRER
# Claudin18.2 §J NUGC4 $HFEHIANERCE - ERER(RE 2) 0 MR LHBEE
RAFRVATRE A B

© [0214] FURH 4 : ER RIS RAD

By E RULE HEK293/hClaudinl8.2 4HAEHA U JKE 96 LK+ » &1L 1x10°F
2x10° {E4TRE - IOAFEIEIRIE Spg/ml > 2B EERRRE(12 {EIREEL)AY Claudin18.2 $1
B8 4CIRE 1/NEF > [RIESIRE IMAB362 » FIRERBERMPIESAVIE - BT - 3
OEBRDUE - FIIILA 100pl/FL FITC HLA 1gG Fe Hif#(200x) » 4CHENEFE 3057
7 > Fi PBS+2%FBS JF M 1% 2t 7E 1T =\ 4R As 1 - BXE) BD FACS Cantoll »
AR 58 B & fT B BD FACSDiva ¥ - B —(EH VB - 18
HEK293/hClaudin18.2 fa - $fB8EE K, - ¥5E5 FSC K SSC BEZE *L'E’J;%zﬁjﬂ%

1% ° ##8 Quantum™ FITC-5 MESF Kit 587 » 43 Bl 22 (5 A 5 B RAE# gh4s
99261 70K - 5 86 H(BIHAHEE)
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1 F860 FITC EEEEZE *E’Jﬁﬂﬁjﬂ%@ FERFEVEE A UJE 96 FUIRHH
B > BCERBUE o Flowjo ST EREIZGE] Geo Mean BfE - R

Quantum™ FITC-5 MESF Kit 57 BHE#t& MESF-Geo Mean 2245 » fR$#E FITC

i

LA IgG Fe HLAEHVIRE B CE T E HIEE HEK293/hClaudinl8.2 4HAE4E &Y
Claudin18.2 HiRSHVEHRE KO RED RS E - FIH Scatchard {ERIEST ELHTARAY
Bmax FIfERERE B KD « &R A% 14

[0215] = 14. ANJRALHAS AR KRR

bifE IMAB362 | h1901-11 | h1902-5

KD (nM) 10.2 6.8 1.64

[0216] HUEAHIS : HilHY ADCC BUERHE
JH BT NUGC4 4HAE(E {E5R 2 Claudin18.2) » 1000rpm H06% - EHHT%
TR - AGHIAEEL 3x10° HHif/ml BV EEFTROAERI 10% FBSCHTTERIE(E
IgG f&4FI% @ Gibeo » 1921005PNRVFERFAL RPMI 1640 H(Gibeo » 11835-030)
£ 96 FLAR(Corning » 3903) » FEFLINA 250l 4HAF(7500 {E/FL) - BrEipefmRE -
AMEEFHATIE AT - FoBdk 3<AVHIRSFRER - AT P A 25ul/FLATHRE -
£ 37°C ~ 5% CO R FGHIEE 0.5 /N -

[0217]) USEEREAMME(FcrR3A-V158-NFAT-RE-Jurkat ) > 1000rpm B
L8 BT ST B I EHIRE LA 310 4HRR/ml Ay RS B BT R R 10%FBS (it
PHRER(E 1gG BAARIMH)RVERIAL RPMI 1640 b » FEEERR EGFLIIA 2501 41
HE(7.5x10* E4HAE/FL)  1E 37°C ~ 5% CO, BFEFEFIEE 6 /[N -

99261 271 H - It 86 H(RIHRAEE)
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[0218) RIEEARHIEEFLHIOA 75ul/FLAY Bright-Glo(Promega> E2610 )’
FARGAZ % (PerkinElmer » VITOR3)H{E£ 283 (luminescence) °
[0219]) &EHRER(RR 15 FE 3A-E 3C) » FEE(E 3A)-H(E 3B)-=i(E
3C) A EIFEFE Claudinl8.2 F23ERY NUGC4 41fE - » H1fe h1901-11 I h1902-5 3558
NHTR5EET ADCC &M
% 15. PiAsfE Claudinl8.2 K [EFREZEREHY NUGC4 diif 1y ADCC U

B fir IC50(ng/ml)
Claudin18.2 FZ#EMHE h1901-11 h1902-5 IMAB362
k=2 22.42 35.46 183.4
rhERE 15.35 30.00 210.4
ST 26.17 32.16 132.6

[0220] FzAHI 6 : ADC -l EM-EER

AEESFE B FF] CellTiter-Glo Luminescence Cell Viability Assay f&fl ADC 43
FIERRINE A E AR B IER - £—X - W& NUGC4-claudin18.2 (K%
¥ » NUGC4-clandin18.2 1353 » NUGC4-claudin182 EsR e » AR R
2.5x10%ml » 7 96 FLEEEHERRTIA 90u/FL » 495 2500 {EAHAERETL - 37
C » 5% COSFBRBRILE - K - 7£ UK 96 FURTHFEES » iBIRRE K
5uM » AFRERERE 9 {EIRERL - (MR EIIA 10pl/well FEREGFAVE R -
C > 5% CO B3 6 K » 55/\UK » BUHI4HREREER » H1A 50ul/well Cell Titer-Glo
Reagent » ZJRWE 2 £ 3 4388 > £ PHERAstar FS microplate reader _F2EHY
luminescence #({H ° FH GraphPad Prism $RASHEITEIE /74T - HFE 16 -

99261 F72H 0 3t 86 HETHIRAE)
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[0221) 3 16. ADC BENIFERLIE =

NUGC4-claudin18.2 | NUGC4-claudin18.2 | NUGC4-claudinl18.2
ARe Bz =dilig) R EM oEseilial

EC50(nM) | Emax | EC50 (nM) | Emax | EC50(nM) | Emax
ADC-1 126.8 66.7 23.6 82.1 1.3 91.5
ADC-2 109.0 69.8 16.8 82.3 1.9 91.1
ADC-3 >500 49.0 94 78.7
ADC-4 299 61.03 12 84.97
ADC-5 142 69.91 3.5 95.89
ADC-6 |  >500 | 45.22 | 11 78.00
ADC-7 284 61.09 3.9 88.51
ADC-8 154 66.74 1.3 97.15

[0222] BB 7 : ADC 4 TGV
Balbfe MUE A B A B BT NUGCA(Claudini8 2 5523 i

(5%105% 50% matrigel FEIE/E) - 55 0 H5M4E - 8 B/ > F¢ 8 4 - TIIRIMN
%9 84.41mm3 -

[0223] ADC BESES - 26665 3 % - AEEHEE LS 10g0.1ml - 4351
REOH 4H » 11 H43EE -

[0224) 4Y4IER ADC BEREEs - SHAA2E 4 5 - TN 5 488 - ISy
L4 10/0.1ml -

[0225] AR 2 ARMERIRE - S 4R00S -

99261 E13H 3 86 HEHRESE)
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[0226) {§F Excel 2003 gﬁgﬁkﬁg D SEHE DA avg 1 SD{ELL STDEV
=& ; SEM{E L STDEV/SQRT 15 ; 4HfH= 5 P L TTEST 514 -

FERERRTENV)ETEARS - V=1/2xLaxLg’

MHERERRTV)=VT/VO

HIBE2(%)=(CRTV-TRTV)/CRT V(%)

[0227] EoF VO~ VT HIAERGR(ERGEEERRE 0 D KERE

GERISHVIERERSTE - CRTV ~ TRTV 73 5l K B ERaE RESHY 2= 1 4R (Vehicle) X B
BRI - R RR T NIE 4 5 -

[0228] #=17. ADCHIFEERRER

AR | LRI
£34H f&(mm?) (mm’)

DO | SEM | D32 SEM D0 SEM

BB | YRR

D32

Ze q¥HE4H | 83.33 | 0.82 | 2067.0 | 102.24 | 24.83 | 1.27 -

ADC-2 10mpk | 83.93 | 1.65 | 263.13 | 44.17 | 3.11 | 0.51 | 87.47%**

ADC-23mpk | 8435 | 1.83 | 328.95 | 45.04 | 3.86 | 0.48 | 84.45%**

ADC-1 10mpk | 83.60 | 1.61 | 123.80 | 2099 | 1.48 | 0.25 | 94.04%**

ADC-13mpk | 86.84 | 1.91 | 356.41 | 55.18 4.06 0.58 83.65%**
vs ZE $#FHELH © **p<0.01 o

[0229] = - UM
BRI R B T AR SRS ET AT ¢
SEC 73 FHERR &R

99261 E74H £ 86 H(BIHRIAS)
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TRIE BB FLIR AT A/ NE R /0 TR o T B0 45 B RU~T RE AU MR SRR (4 i 2

LT BRI AT T A

[0230] SEC%(SECERE=EH 7 th)=ABBE/ALE*100%(ABEEE A g dh o
FikEEERIETETE > ASLRFTAIEERE ) -

[0231] SECHIE 55 « /1260 ; EfE © waters » XBrige BEH200A
SEC(300x7.8mm 3.5um) °

[0232] CE E£@EFEBEX -

KB R B PR RSN ERITI— RSN > WE—EWEE TR

B TR A/ NI TR T
[0233] 3 CESHRE T 47 Eh=A T 16/ AU 100%(A T 16 Ryl . e -1
+EE FIEMIETETE - ARBFTRISERE A -
[0234] CEJIEFRIEES * BeckmanfU§fplus800
- [0235] ZERRRE :

TKBNEREBERE - DUKES TR E e R BB R B R IELLIRA R BSR
RASEEERORTTH: - AEAREKE  #FLESELRSER - BERRE
7ZLoser » ZIHEOMSIS -
 [0236] EEMEEAE :

R R DR SEY (BT FATEEYIE280 nm AL » AT ARBESEE
HETRIE -

A280=Cd*£280d+Cmab*e280mab ;

A370=Cd*e370d ;

99261 BI5H - k86 H(BRHEE)
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Cdﬁ?ﬁ%%lﬁ’]/}a}# Cmab{ERELHRE 8280dﬁ%7|<¢%7‘ 280 nm YK
FEAHREL > €280mabf{FRE H 280 nm FEVEYAEL » €370dRFKREEYFE370 nm
FNRIEARES © €280mab=1.49 mg-1*cm-1*ml > £280d =5000(280 nmZE¥ ELE K4

#)/1074.13(BEY)5 F8)= 4.65 mg-1*cm-1*mL » £370d =19000(370 nmZEHELH,

SHYGREN/1074.13(88Y) 57 F2)= 17.69 mg-1*cm-1*mL » DL H % AR B E EH

JEAHRE -
[0237] EFERENERERS RINTREEERT > #I5% : Nano Drop oneC
AR Fylmm o

[0238] EHEH] 2-1 - WKIEER LM pH EHIVETE
HER 20 mgmL(EHREH ADCY MU T AEEERR » DIk
0.1mg/mL 2 11 1Fifs 80(PS80)HYELA -
1)10 mM IS -HEREA$(CA) » pH 5.5
2)10 mM B IAEA-FE R4 $A(SA) » pH 5.0
3)10 mM 3B -SR-S - pH 5.5
4)10 mM &H R ER EEER B (His-HC) > pH 5.5
5)10 mM 4E fElR EERAES - pH 6.0
6)10 mM 4 A EEFLEE - pH 6.5
7)10 mM 4HFEEE-BEELEE(His-AA) » pH 5.0
8)10 mM 4HfZEL-BELHE - pH 5.5
9)10 mM BEELEE(PB) » pH 6.5 -
[0239] KrigrEsimEIE - B4E - N2 82 > R BT ERE @0

C) ~ #=REEQ25°C » 300 rpm)iff5T » HEZZHMNE - SEC ~ BJH CE - 55 E &R 18 -
99261 576 H - 3t 86 H(BRREE) |
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(02401 955 11 4t + A 2) ~3) 7) - )RR EAMEVET : 40CHE 15
Kk 0 1)~ 2)~3)~ 7) - )SREELINEET - BSSMERARES - 2) - 3) - TkE
L HTEEIE -

[0241] 40°CHCE 15 Ktk » $R SECHOMIEES, » GREET  4) - 5) - 6)
7)  8)BRAL FLI BB MR IR A 4% ¢ B S A IR B 7%-10% -

[0242] 40CHIE 15 it » SRR CEMIBES: - G5REET 0 4) - 5) -
7) « )RR U TR 1%-2% 25 + R EATRES: -

[0243) 454 BL FEEE  UREERET 10 mMHis-AA » pH 5.0 U1/ NELE,

2L AR B I H AR B » RIIEERE 10mM His-AA » pH 5.0 R S4BT -

99261 17 H - 3% 86 H(EHHRHSB)
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[0244) = 18. pH RIBERABE A4S R

. SEC% ] 2R
4wyt | KEIENKPpH | RERE FNER } ABERS AT &
B CE %
DO 7= 94.4 N/A 98.5 N/A
10mM CA > pH
1 =¥z D11 BHH - B RSER 92.0 24 08.6 0.1
5.5
40C D15 =HR 83.5 -10.9 94.5 -4.0
DO = 95.1 N/A 98.4 N/A
10mM SA > pH
2 ¥z D11 ZEHA 93.7 .14 98.8 0.5
5.0
40°C D15 V& HH 87.7 7.4 94.0 -43
DO =HH 94 4 N/A 98.1 N/A
10mM SA - pH
3 A R D11 7 EH 92.3 2.1 98.4 0.3
5.5
40°C D15 78 87.2 7.2 94.9 3.1
DO wELt 94.6 N/A 98.2 N/A
10mM His-
4 P=#E D11 WAt SHEEu 93.9 0.7 97.7 0.5
HCl: pHS5.5
40°C D15 BH > RN 90.7 3.9 96.9 -12
DO EHE 94.1 N/A 98.0 N/A
10mM His-
5 & D11 G/ NFER 92.8 -13 97.1 -0.8
HCI > pH 6.0
40°C D15 A= N 90.1 4.1 96.3 -1.6
DO EFE 93.5 N/A 98.2 N/A
10mM His- e+ 4l/NFRRL
6 r# D11 91.5 2.0 96.3 -19
HCI - pH 6.5 +++
40°C D15 FERDIIE 88.8 4.7 94.7 3.5
DO =EH 95.5 N/A 98.4 N/A
10mM His- ‘
7 #x# D11 EHH 95.2 0.4 99.0 0.6
AA - pH5.0
40°C D15 BHH 91.6 4.0 96.4 2.0
DO BoLELYE 94.8 N/A 98.4 N/A
10mM His- i
8 =# D11 &HE - 8 REER 93.8 -1.0 98.3 -0.1
AA > pHS5.5
40°C D15 =EH 90.9 -3.9 96.6 -1.8
9 DO 7Bl 91.9 N/A 97.4 N/A
99261 E 18 H - it 86 H(EENRHE)
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10mM PB > pH | #R¥ D1l V&R 87.2 -4.7 98.0 | 0.6
6.5 40°C D15 /D2 4/ INFEL 83.6 -8.3 93.7 3.7

5 D RRE » BIAID3FITIR - DU ; DORREERBIAR - T -

[0245] EHERY 2-2 : RETEMEBIEE KRBTSR
HES A EZSRARE S (LEEE - HA7F 10mM His-AA > pH 5.0 FY4R1E

R ~ 80 mg/mL FEMEFIEE HIRE & 20 mg/mL #y ADC-9 HYBUA - i iR SR IEE -
FESS » INEE - BLE - iR T SRR E MR ST (400 RIR BRI SE - H T RmLH
ST Ry RRE 5 KIEER(FTSC » 35°C-2 B 8 CHRERME=R(25C D3) » E£H/NE] -
SEC ~ =R CE » ARBREEETRE 19 -

[0246] #EHFEFR 20 EEESRETIRA 0.2 mg/ml PS80 HYSIEI{E X R (T
MBI bR AR Ry BB -

[0247] 4R&EDEER - REAVEERTESEROREE f 0.2mg/ml PS80 -

= 19. TIEUBAE R R A S

i) IR Buffer ADCEHEE
PS80 0.2 mg/mL
10mM His-AA >
PS80 0.4 mg/mL
gl pH 5.0+480mg/mL | 20 mg/mL
PS20 0.2 mg/mL
JEEE
PS20 0.4 mg/mL

5% 1 PS20FTERILIALER0 -

99261 79 H » 4 86 H(RHEERHEE)
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[0248] =% 20. FI LG EERERETEGR

L EAER 3Gs HNER SEC% | ZJH CE%
DO & HA 95.5 98.6
PS80
FT5C+25°C D3 = HH 95.8 97.9
0.2 mg/mL
40°C M1 7o HH 89.2 93.4
DO 7= HH 95.5 98.3
PS80
FT5C+25°C D3 | /DE5EAREENL 95.8 98.6
0.4 mg/mL
40°C M1 &I/ NFEL 86.4 89.9
DO VXS 5 95.7 98.1
PS20
FT5C+25°C D3 | /D=5 95.9 98.2
0.2 mg/mL
40°C M1 &1/ NFEDRL 88.4 91.7
DO = HH 95.7 98.6
PS20
FT5C+25C D3 7 HH 95.5 97.0
0.4 mg/mL
40°C M1 RIS 89.6 92.9

et L RPM o~ H > MIFRUEH - DU - T -

[0249] EHEBI2-3 : BEfENEA R

USRI ETARENE - YN - HEEISELE - HUBS7E 10mM His-AA(pH
5.0)4Z AT ~ 0.2 mg/mL PS80 /1 20 mg/mL(ZEHRE)HY ADC-9 - HHiEMHE
W LS T2 BlE o KR mETEURRE M ZE@0C) ~ -35°C/4TC R EE
WAEERINE 3 RETFE - FEIME - SEC ~ BJE CE -

[0250] &SRR 21 - FE-F EREEEERURRME (T - SRR ST

AN E T B AR B H R EEAUAR T - SEC RrldS T~ » SR e e s s ey
99261 25 80 F - 1t 86 H(BHMHAD)
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R B EHERER £ 40 Cﬁ&zﬁ—{lﬁ %> %Fﬁﬁfﬁﬁ’]ﬁuuéﬁé’l\%&ﬁfﬁﬁ’\ﬁﬁﬁ/i/,«ﬂ%jz
HEEEREIE M - SEC FIE R CE Rtz IR th BURSR ARV B I B R AR
SEENERIAR D -

[0251] %21 MERERRAREE AR

REEE f&&AF SNER SEC% | #JE CE%
D0 & 95.5 98.6
80 mg/mL FEfE | FTSC+25°C D3 V& B 95.8 97.9
40°C M1 V& B 89.2 93.4
D0 sk a| 95.5 97.7
80 mg/mL JE5%EME | FTSC+25°C D3 NG 95.2 98.0
40°C M1 4/ NFERL 88.0 91.8
DO & 95.0 98.6
50 mg/mL HERE | FT5C+25°C D3 | /DEFHERER | 89.5 98.6
40°C M1 /N 88.4 92.9

[0252) EfEornlaBERE %N - HEREVEE H3E47F 10mM His-
AA(pH 5.0)BEK 0.2 mg/mL PS80 1 20 mg/mL(%E (432 F5)E ADC-9 - J{SHE
BUPEIE ~ ESe ~ SPINZE - REZ C INEE - HlE 0 BERRRE IR @0TC)EE
SN ~ SEC ~ 25 CE - HHEZTE 2 R 2 AYRE TE2H 1 -

99261 %81 H - 3 86 H(RHHRIAE)
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[0253] 3% 22. FEZTESE 1

Fie TEZH | se@mE(C) | s @R (min) | FREFFREH) E%E‘E(Pé)
FHER 5 10 1 N/A
FEAR 45 50 2.5 N/A
— K EoLE 20 120 45 20

" REZ R 25 60 8 1

[0254] 40°CHE—{EF1& > SEC ligflssR(RFE 23) B~ AREERVES
RS AR R BEN A H EEAER  BIF CE IR HIER(R
= 2)ER SRR LSRR E - FERERN A B EEN
ST

[0255] =% 23. MEFEIEARAZRETELGER

TR B &L SEC% BE CE %
PREZHI 96.2 98.8
80 mg/mL FEHE

40C M1 95.9 98.63
SREZH] 96.1 98.76

80 mg/mL gEEkE
40°C M1 95.1 98.89
SREZHT] 96.0 98.79

50 mg/mL HEERE
40°C M1 89.9 97.37

[0256] FHEfl2-4 : FEZEREINEELEER

99261 55 82 F - 4 86 H(BIIRHIE)
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#7048 10mM His-AA > pH 5..0 ~80 mg/mL FEfE 0.2 mg/mL PS80 F1 20 mg/mL(E.
FRE)ADC-9 FLlFiR @ WRERR R, T ESH 1 HeZ(HR 22) » B
FREZERROnINEL  REZR I AR EFEO RS - EherEREgEE/ -

[0257] AEERGnHVREREAE—F T ZE 60 mg/mL » $% 10mM His-AA >
pHS.0 ~ 60 mg/mL FEEE ~ 0.2 mg/mL PS80 F1 20mg/mL(Z& H EE)ADC-9 FrHIH
W BEIEERIRIEIRER 22 WREZ T 228 | KEzZ - Rzt - MR R
45 - MSEEZISEHEE -

[0258) KitREREZ 40 mg/ml - {HELIG RIS E BRI - (R RAGEENF
H2ERRENERE BT RS2 B - SR aEREE 30mM -
%784 30 mM His-AA » pH 5.0 ~ 40 mg/mL FEiE ~ 0.2 mg/mL PS80 F1 20 mg/mL(Z&
HIRE)ADC-9 FolFRk - E R A ET IR TSR | e - HEBRE
SR BERE PR - SR BGg e -

[0259] =TEBUEIYEEER Rk 24 -

99261 583 HF » it 86 H(BHHERAS)
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2 24. REz& Rl N

S BREZ& NG
10mM His-AA pH5.0 ~
80mg/mL JFEHE ~ 0.2mg/mL PS80 A1 MISIREPE - BB

20mg/mL(ZEHRE)ADC-9
10mM His-AA pH5.0 ~
60mg/mL JEEHE ~ 0.2mg/mL PS80 Al TERE TR - REEEIEH s
20mg/mL(ZFEHEE)ADC-9
30mM His-AA pH5.0 ~
40mg/mL FEHE + 0.2mg/mL PS80 A1 Ko BRI T - AN G EE
20mg/mL(Z HZE)ADC-9

0260 EHEHI 2-5 : FEZLERmRBEN:
IR 25 EVESRIICEURR - BIRERRHIRRL TESE 1 Fi(RE
22) > R EEZRAR )Y 40°C M1 R TIERE SRR EMEL -
[0261) FEEMEERBIRER 25 3 SRERIRVREZE T 40°C ML R T
IR CE TIE&Y 3.7% - HExSR = b2 AEg e L - REHEE

Y 3 SRR o 2 SRELHIAREZAIRARHY pH &y 5.04 » REZIR KBS IREN pH Ky 5.27 -

99261 5 84 H » 2 86 H(BHEHMRED)
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[0262] % 25. SRRREMEGER

SEC%E | BIE CE | #A{E&I
LRk B B
fis % 25
10mM His-AA pH5.0 ~ 80mg/ HHEZAT 96.2 98.8 N/A
1 | mLJEHE ~ 0.2mg/mL PS80 KT | REZEHEE 96.0 98.3 Pkl
20mg/mL(ZE 9 EREF)ADC-9 40°C Ml 95.9 98.6 N/A
30mM His-AA pH5.0 » 40mg/ JREZA] 98.2 98.8 N/A
2 | mLJEERE 02mg/mL PS80 | ZREZIBHDE N/A N/A B
20mg/mL(ZE 4 EE)ADC-9 40°C M1 98.0 98.3 N/A
10mM SA pHS.0 ~ 80mg/ml BREZA 95.3 98.73 N/A
3 | &> 0.4mg/mL PS80 /1 20mg/ | FREZGIEE 95.3 98.29 B
mL(ZE FEE)ADC-9 40°C M1 95.1 95.06 N/A

BE Y+
e

[0263] EHEGI 2-6 : FRECBBARBIRE M

T IER 26 HAVEURISFEIR] - 4R -

' 28 BLEREIT-35CHATHE

RBER AL Z0RE 3 RITSE » IikiE 11 RIS RRE M FE(40°C) » 2
HIFERRIT TR NEL > SEC FIZE )R CE 8k -

CE FEIBERESY 1 SREH -

99261 -

B H

» 3% 86 H(BHERTE)

Fl e

[0264] TREMERBR AR 26 HFREERENRSEERETRE

1% » 2 SRBIREI MBI AL ETH B b B 1 5REL BER ERalrt T ER
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2 26. BIHIRREEAE R

4R | B RG SN | SEC% | BECE%
DO Y& HH 95.5 98.6
10mM His-AA pH5.0 ~ 80mg/
FT5C+25°C D3 | BHH 95.8 97.9
1 mL EEHE ~ 0.2mg/mL PS80 F1
. iz D11 B | 951 98.5
20mg/mL(%ZE HEE)ADC-9
40°C M1 7= HH 89.2 93.4
DO 7=HH 97.4 98.7
30mM His-AA pHS5.0 ~ 40mg/
FT5C+25°C D3 | JBHY | 973 98.6
) mL EEPE ~ 0.2mg/mL PS80 FI
. fzx# D11 BY | 979 98.7
20mg/mL(ZE HEE)ADC-9
40°C M1 Nk 924 96.2

[Frafsiid] 4

99261

55 86 H - 3t 86 H(BIRASE)
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[FFi]

110> YIERIEHG B ZER (A FR A =) (JIANGSU HENGRUI MEDICINE CO., LTD.)
LR R ER2E AT IR /A7) (SHANGHAT HENFRUT PHARMACEUTICAL CO., LTD.)

<120>  —REE PSRRI B A B KR &
<130> 721106CGTW

<160> 202011061863. 1
<151> 2020-09-30

<150> 202111069020. 0
<151> 2021-09-13

<160> 55
<170> SIPOSequencelisting 1.0

<210> 1

<211> 261

<212> PRT

<213> % A (Homo sapiens)

<220>
221> Bk
<223> Claudinl8.2 EH

<400> 1
Met Ala Val Thr Ala Cys Gln Gly Leu Gly Phe Val Val Ser Leu Ile
1 5 10 15
Gly Ile Ala Gly Ile Ile Ala Ala Thr Cys Met Asp Gln Trp Ser Thr
20 25 30
Glo Asp Leu Tyr Asn Asn Pro Val Thr Ala Val Phe Asn Tyr Giln Gly -
35 40 45
Leu Trp Arg Ser Cys Val Arg Glu Ser Ser Gly Phe Thr Glu Cys Arg
50 55 60
Gly Tyr Phe Thr Leu Leu Gly Leu Pro Ala Met Leu Gln Ala Val Arg
65 70 75 80
Ala Leu Met Ile Val Gly Ile Val Leu Gly Ala Ile Gly Leu Leu Val
85 90 95
Ser Ile Phe Ala Leu Lys Cys Ile Arg Ile Gly Ser Met Glu Asp Ser
: 100 105 110
Ala Lys Ala Asn Met Thr Leu Thr Ser Gly Ile Met Phe Ile Val Ser
1156 120 125
Gly Leu Cys Ala Ile Ala Gly Val Ser Val Phe Ala Asn Met Leu Val
130 135 140
Thr Asn Phe Trp Met Ser Thr Ala Asn Met Tyr Thr Gly Met Gly Gly
145 150 155 160
Met Val Gln Thr Val Gln Thr Arg Tyr Thr Phe Gly Ala Ala Leu Phe
165 170 . 175
Val Gly Trp Val Ala Gly Gly Leu Thr Leu Ile Gly Gly Val Met Met
180 185 190

99261 E1H - &£36 H(FFIR)
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s Cys Ile Ala Cys Arg Gly Leu Ala Pro Glu Glu Thr Asn Tyr Lys Ala
195 200 205 '
Val Ser Tyr His Ala Ser Gly His Ser Val Ala Tyr Lys Pro Gly Gly
210 215 220
Phe Lys Ala Ser Thr Gly Phe Gly Ser Asn Thr Lys Asn Lys Lys Ile
225 230 235 240
Tyr Asp Gly Gly Ala Arg Thr Glu Asp Glu Val Gln Ser Tyr Pro Ser
245 250 255
Lys His Asp Tyr Val
260

<210> 2

<211> 3350

<212> DNA.

<213> % A (Homo sapiens)

<2205
221> ZEMFH
<223> C(Claudinl8.2

<400, 2

agaattgcge tgtccacttg tcgtgtgget ctgtgtegac actgtgegee accatggeeg 60
tgactgeetg tcagggettg gegttcgtgg tttcactgat tgggattgeg ggeatcattg 120
ctgccacctg catggaccag tggagcaccc aagacttgta caacaaccce gtaacagetg 180
ttttcaacta ccaggggctg tggegeteet gtgtecgaga gagetctgge ttcaccgagt 240
geeggggeta cttcaccetg ctggggetge cagecatget gecaggeagtg cgagecctga 300
tgatcgtagg catcgtcctg ggtgccattg gectectggt atccatettt geecetgaaat 360
gcatccgecat tggcagcatg gaggactctg ccaaagccaa catgacactg acctceggga 420
tcatgttcat tgtctcaggt ctttgtgecaa ttgctggagt gtetgtgttt geccaacatge 480
tggtgactaa cttctggatg tccacagecta acatgtacac cggcatgggt gggatggtge 540
agactgttca gaccaggtac acatttggtg cggetctgtt cgtgggctgg gtegetggag 600
gcetcacact aattgggggt gtgatgatgt gecatcgectg ccggggectg geaccagaag 660
aaaccaacta caaagccgtt tcttatcatg cctcaggcca cagtgttgee tacaagectg 720
gaggcttcaa ggccageact ggetttgggt ccaacaccaa aaacaagaag atatacgatg 780
gaggtgeecg cacagaggac gaggtacaat cttatccttc caagcacgac tatgtgtaat — 840
gctetaagac ctctcageac gggeggaaga aactceccgga gagetcacce aaaaaacaag 900
gagatcccat ctagatttct tcttgetttt gactcacage tggaagttag aaaagcctecg 960
atttcatctt tggagaggee aaatggtett agectcagte tctgteteta aatattecac 1020
cataaaacag ctgagttatt tatgaattag aggctatage tcacattttc aatcctctat 1080
ttcttttttt aaatataact ttctactctg atgagagaat gtggttttaa tctetetete 1140
acattttgat gatttagaca gactccccct cttectecta gtcaataaac ccattgatga 1200
tctatttcce agettatcee caagaaaact tttgaaagga aagagtagac ccaaagatgt 1260
tattttctge tgtttgaatt ttgtctcecce acccccaact tggectagtaa taaacactta 1320
ctgaagaaga agcaataaga gaaagatatt tgtaatctct ccagcccatg atctcggttt 1380
tcttacactg tgatcttaaa agttaccaaa ccaaagtcat tttcagtttg aggcaaccaa 1440
acctttctac tgctgttgac atcttcttat tacagcaaca ccattctagg agtttcctga 1500
gctetecact ggagtcctet ttctgtegeg ggtcagaaat tgtccctaga tgaatgagaa 1560
aattattttt tttaatttaa gtcctaaata tagttaaaat aaataatgtt ttagtaaaat 1620
gatacactat ctctgtgaaa tagcctcacc cctacatgtg gatagaagga aatgaaaaaa 1680
taattgcttt gacattgtct atatggtact ttgtaaagtc atgcttaagt acaaattcca 1740
tgaaaagctc actgatccta attetttcce tttgaggtct ctatggctet gattgtacat 1800
gatagtaagt gtaagccatg taaaaagtaa ataatgtctg ggcacagtgg ctcacgectg 1860
taatcctage actttggegag getgaggagg aaggatcact tgageccaga agttcgagac 1920
tagcctggge aacatggaga agecctgtet ctacaaaata cagagagaaa aaatcageca 1980
gtcatggtgg cctacacctg tagtcccage attccgggag getgaggtgg gaggatcact 2040
tgagcccagg gaggttgggg ctgcagtgag ccatgatcac accactgecac tccagecagg 2100

99261 E2H  #£36HFFIR)
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tgacatagcg
aggaagtagg
aatgtttcca
tagcactttc
ctcactttce
caagtagctg
ctgagagctg
aaaactgaaa
gcagaaagtc
ggcececectag
caggggaact
atgaaagtga
tatgtctggg
agcagtgagc
gtatttgtgg
aaaaaagaaa
tctggatttg
ccettetace
gtttttaatt
gattgtgett
acctgaatgt

<210> 3

<211> 120
<212> PRT
<213>

220>
<221>
<223>

i

<400> 3
’ Glu Val Gln
1
Ser Leu Lys
Gly Ile His
35

Tyr Ile
50

Gly Arg

Ala

Lys
65
Leu Gln Met

Ala Arg Gly

Thr Ser
115

Gly

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

4
113
PRT

<220>
221>

99261

agatcctgte
ttaaaactaa
agtgacaggt
ctggcactgt
aggetggcect
gaattacagg
ttcacttctce
getetttgea
taaattcctt
gaaactgagg
tggccattag
cctccaaggg
gaaagaacgg
tcagaggcce
aactcactgce
agcaaggagg
agttgaagag
accagaaagt
agcgecattct
tgtaattttg
tttgttactt

i

Leu Met Glu Ser Gly Gly

5

Leu Ser Cys Ala Ala Ser

20

Trp Val Arg Gln Ala Pro
Ser Arg Gly Ser Ser Thr
Phe Thr Met Ser Arg Asp

70
Thr Ser Leu Arg Ser Glu

85

Gly Tyr Asp Thr Arg Asn
105

100

taaaaaaata
ttctttaaaa
atccacattt
ggteggtttt
caaactcctg
tgtgegeceat
tgaattcacc
accacacacce
ccaagacagt
taagagcagt
gttattattt
gattggtgaa
attatgccce
ttctcactga
ctcagtttgg
agggttgage
catccatttg
ccctggtecag
ctatccaaca
ttgttgttge
aaatattaaa

/MR (Mus musculus)

mAb1901 FRIBPLAE E S 45

aaaaataaat
aaaaaaaaaa
gcatggttac
gttttgtttt
cactcaagca
cacaactagc
tagagtggtt
ttceetgage
agaattccat
ctctaaaaac
gagaggaaag
tactcataag
attaaataac
gacagcaaca
gtaaaggatg
aatctagagc
agttgaaggce
gtctcaggta
tttaattgtt
tctatettat
aacactgtta

Gly Leu
10
Gly Phe

25

40

55

Val Thr Val Ser Ser

RER

120

/MR Mus musculus)

Ile Tyr

Asn Ala
75

Asp Thr

90

Ala Met

aatggaacac
gttgagcetg
aagccactge
getttgttta
attcttctac
tggtggteag
ggaccatcag
ttacatcact
cccagtacca
tacccacage
tcetecacate
gatcttcagg
aagttgtgtt
tttaaaccaa
agcagacaag
atggagtttg
cacagggceac
gtgeggtete
tgaaagccte
tgtatatgca
tectacagtt

Val Lys Pro

Thr Phe Ser
30

Glu Met Gly Leu Glu

45
Tyr Ala Asp
60
Lys Asn Thr

Ala Met Tyr

Asp Tyr Trp
110

F3H - 36 H(TFIR)

agcaagtcct
aattaaatgt
cagttagcag
gagacggggt
cetggeetee
ttttgttact
atgtttggge
geecttttga
aagccagata
agcattggtg
aatagtacat
ctgaacagac
caagagtcag
accagaggaa
tcaactaaag
ttaagtgctc
aatgagctct
gctcagetgg
catatagtta
ttgagtatta

Gly Gly
15
Asp Tyr

Trp Ile
Thr Val

Leu Phe
80

Tyr Cys

95

Gly Gln

2160
2220
2280
2340
2400
2460
2520
2580
2640
2700
2760
2820
2880
2940
3000
3060
3120
3180
3240
3300
3350



202220702

<223> mAb1901 FRIRSIAMISAETT 2

<400> 4

Asp Ile Val Met Thr Gln Ser Pro Ser

1 5
Glu Lys Val Thr Met
20
Gly Asn Gln Lys Asn
35
Pro Pro Lys Leu Leu
50
Pro Asp
65
Tle Ser

Arg Phe Thr

Ser Val Gln
85
Tyr Tyr Pro
100

Asp Leu

Lys

<210> 5

<211> 118
<212> PRT
<213>

<220>
<221>
<223>

o e

<400> b5 .

Glu VYal Gln Leu Gln

1 5

Ser Val Lys Leu Ser
20

Trp Met His Trp Val

- 35
Gly Met Ile His Pro
50

Lys Gly Lys Ala Thr

65

Met Gln Leu Ser Ser

85

Ala Arg Leu Lys Thr
100

Thr Leu Thr Val Ser

115

<210> 6

<211> 113
<212> PRT
<213>

<220>
<221>
<223>

o

99261

Ser Cys

Tyr Leu

Ile
55

Gly Ser

70

Ala Glu

Leu Thr

/INBR (Mus musculus)

Glu Ser

Cys Lys

Lys Gln
Ser
55
Leu Thr
70

Leu Pro

Asn

Gly Asn

Ser

/IR (Mus musculus)

Lys Ser

25
Ala Trp
40

Tyr Gly Ala Ser

Gly Ser
Asp Leu

Phe Gly
105

mAb1902 FRIFPTEE E SE Ty s (=

Gly Ala

Ala Ser
25

Arg Pro

40

Gly Ser

Leu Asp
Ser Glu

Ser Phe
105

mAb1902 5 Y5 I AL R 4 n] A

Ala Gly
15
Asn

Ser Leu Ser Val Ser
10
Ser Gln Ser Leu Leu
30
Gln Gln Lys Pro
45
Thr Arg Ala Ser
60

Thr Asp Phe Thr
75

Ile Tyr His Cys

Ser

Tyr Gly Gln

Gly Val

Gly Thr
80

Asn

Leu

Ala
90
Ala Gly Thr Lys Leu

110

Gln
95

Glu Leu

Glu Leu Val Lys Pro Gly

10 15

Gly Tyr Ile Phe Thr Ser
30

Gly Gln Gly Leu Glu Trp

45
Thr Asn Tyr Asn Glu
60
Lys Ser Ser Ser Thr
75

Asp Ser Ala Val Tyr

90

Asp Tyr Trp Gly Gln
110

Ala
Tyr
Ile

Lys Phe

Ala Tyr
80

Tyr Cys

95

Gly Thr

FAH  HIHFIIR)



202220702

<400> 6

. Asp Ile Val
1
Glu Lys Val

Gly Asn Gln
35
Pro Pro Lys
50
Pro Asp Arg
65
Ile Ser Ser

Ala Tyr Thr
Lys
Q210> 7

<211> 330
<212> PRT

Leu
Thr
20

Lys
Leu
Phe
Val

Tyr
100

Thr
Met
Asn
Leu
Thr
Gln

85
Pro

Gln Ser
Ser Cys
Tyr Leu
Ile Tyr
55
Gly Ser

70
Ala Glu

Phe Thr

<213> %5 A (Homo sapiens)

<220>

<221> 4EMEL
<223> A\ 1gGl MM EEIE R

400> 7
Ala Ser Thr
1

Ser Thr Ser

Phe Pro Glu
35
Gly Val His
50
Leu Ser Ser
65
Tyr Ile Cys

Lys Val Glu

Pro Ala Pro
115
Lys Pro Lys
130
Val Val Val
145
Tyr Val Asp

Glu Gln Tyr
His GIn Asp
195

99261

Lys Gly Pro Ser

Gly
20

Pro
Thr
Val
Asn
Pro
100
Glu
Asp
Asp
Gly
Asn

180
Trp

5
Gly

Val
Phe
Val
Val
85

Lys

Leu

Thr

Val

Val
165
Ser

Leu

Thr Ala
Thr Val

Pro Ala
55

Thr Val

70

Asn His

Ser Cys
Leu Gly
Leu Met
135
Ser His
150
Glu Val
Thr Tyr

Asn Gly

Pro
Lys

Thr
40
Trp

Gly
Asp

Phe

Val
Ala
Ser
40

Val
Pro
Lys
Asp
Gly
120
Ile
Glu
His
Arg

Lys
200

Ser

Ser
25
Trp

Ala
Ser
Leu

Gly
105

Phe
Leu
25

Trp
Leu
Ser
Pro
Lys
105
Pro
Ser
Asp
Asn
Val

185
Glu

Ser Leu Thr Val Thr Ala Gly

10
Ser Gln Ser Leu

Tyr Gln Gln Lys
45

Ser Thr Arg Glu

60
Gly Thr Asp Phe
75

Ala Ile Tyr Tyr

90

Ser Gly Thr Lys

Pro Leu Ala Pro
10
Gly Cys Leu Val

Asn Ser Gly Ala
45
Gln Ser Ser Gly
60
Ser Ser Leu Gly
75

Ser Asn Thr Lys
90

Thr His Thr Cys

Ser Val Phe Leu
125

Arg Thr Pro Glu

140
Pro Glu Val Lys
155

Ala Lys Thr Lys

170

Val Ser Val Leu

Tyr Lys Cys Lys
205

BSH #36E(FIIR)

Leu
30
Pro

Ser
Thr
Cys

Leu
110

Ser
Lys
30

Leu
Leu
Thr
Val
Pro
110
Phe
Val
Phe
Pro
Thr

190
Val

15
Asn

Gly
Gly
Leu

Gln
95
Glu

Ser
15

Asp
Thr
Tyr
Gln
Asp
95

Pro
Pfo
Thr
Asn
Arg
175
Val

Ser

Ser
Gln
Val

Thr
80
Asn

Ile

Lys
Tyr
Ser
Ser
Thr
80

Lys
Cys
Pro
Cys
Trp
160
Glu

Leu

Asn



202220702

Ve

Lys Ala Leu Pro Ala Pro>Ile

210
Gln Pro
225
Leu Thr

Pro Ser
Asn Tyr

Leu Tyr
290

Val Phe

305

Gln Lys

<210>
211>
<212>
<213>

<220>
<221>
<223>

<400>
Arg Thr

215
Arg Glu Pro Gln Val
230
Lys Asn Gln Val Ser
245
Asp Ile Ala Val Glu
260
Lys Thr Thr Pro Pro
275
Ser Lys Leu Thr Val
295
Ser Cys Ser Val Met
310
Ser Leu Ser Leu Ser
325

8

107

PRT

%3 A (Homo sapiens)

RERBI,
NIRLRY x SE 1 E R

8
Val Ala Ala Pro Ser
5

Gln Leu Lys Ser Gly Thr Ala

20

Tyr Pro Arg Glu Ala Lys Val

35

Ser Gly Asn Ser Gln Glu Ser

50

b5

Thr Tyr Ser Leu Ser Ser Thr

Lys His

Pro Val

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

<220>

<2215
<223>

<400>

70
Lys Val Tyr Ala Cys
85
Thr Lys Ser Phe Asn
100

9
5
PRT

ANTLFEH (Artificial Sequence)

AR R
mAb1901 HCDR1

9

Asp Tyr Gly Ile His

1

99261

5

Glu
Tyr
Leu
Trp
Val
280
Asp
His

Pro

Val
Ser
Gln
40

Val
Leu

Glu

Arg

Lys
Thr
Thr
Glu
265
Leu
Lys
Glu

Gly

Phe
Val
25

Trp
Thr
Thr
Val

Gly
105

Thr Ile Ser
220
Leu Pro Pro
235
Cys Leu Val
250
Ser Asn Gly

Asp Ser Asp

Ser Arg Trp
300
Ala Leu His
315
Lys
330

Ile Phe Pro
10
Val Cys Leu

Lys Val Asp

Glu Gln Asp
60
Leu Ser Lys
75
Thr His Gln
90
Glu Cys

Lys Ala Lys
Ser Arg Asp

Lys Gly Phe
255
Gln Pro Glu
270
Gly Ser Phe
285
GIn Gln Gly

Asn His Tyr

Pro Ser Asp
15
Leu Asn Asn
30
Asn Ala Leu
45
Ser Lys Asp

Ala Asp Tyr

Gly Leu Ser
95

BOH HIEFIR)

Gly
Glu
240
Tyr
Asn
Phe

Asn

Thr
320

Glu
Phe
Gln
Ser
Glu

80
Ser



202220702

<210> 10

211> 17

<212> PRT

213> AL (Artificial Sequence)

<220>
221> #Ei,
<223> mAb1901 HCDR2

<400> 10

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

Gly

210> 11

Q211> 11

<212> PRT

213> A% (Artificial Sequence)

<220>
221> #EIEE,
<223> mAb1901 HCDR3

400> 11 - - e
Gly Gly Tyr Asp Thr Arg Asn Ala Met Asp Tyr
1 5 10

<210> 12

Q211> 17

<212> PRT

213> A TJF%|(Artificial Sequence)

<220>
221> 4
<223> mAb1901 LCDRL

<400> 12

Lys Ser Ser Gln Ser Leu Leu Asn Ser Gly Asn Gln Lys Asn Tyr Leu
1 5 10 15

Ala

<210> 13

Q211> 7

<212> PRT

213> ATfF%|(Artificial Sequence)

<2207

221> #EREIR
<223> mAb1901 LCDR2

<400> 13
99261 FT1H  H£36H(FYR



202220702

Gly Ala Ser Thr Arg Ala Ser
1 5

Je

<210> 14

211> 9

<212> PRT

213> AT % (Artificial Sequence)

<220>
221> #ENEIE,
<223> mAb1901 LCDR3

<400> 14
Gln Asn Asp Leu Tyr Tyr Pro Leu Thr
1 5

<210> 15

211> 5

<212> PRT

213> AILFE¥) (Artificial Sequence)

<220>
221> #5HEIE
<223> mAb1902 HCDRI

<400> 15
Ser Tyr Trp Met His
1 5

<210> 16

<211> 18

<212> PRT

213> ATF%)(Artificial Sequence)

<220
221> #ENEIR
<223> mAb1902 HCDR2

<400> 16

Met Ile His Pro Asn Ser Gly Ser Thr Asn Tyr Asn Glu Lys Phe Lys
1 5 10 15

Gly Arg

210> 17

211> 9

<212> PRT

<213> ATJF%(Artificial Sequence)

<220>

221> #EFER
<223> mAb1902 HCDR3

99261 FE8H » £ 36 B(FVIR)



202220702

<400> 17
Leu Lys Thr Gly Asn Ser Phe Asp Tyr
1 5

210> 18

211> 17

<212> PRT

213> ATLF%|(Artificial Sequence)

<220>
221> #5KEIR
<223> mAb1902 LCDR1

<400> 18

Lys Ser Ser Gln Ser Leu Leu Asn Ser Gly Asn Gln Lys Asn Tyr Leu
1 5 10 15

Thr

<210> 19

211> 7

<212> PRT

<213> AZIFF3FI(Artificial Sequence)

<220>
221> &k,
<223> mAb1902 LCDR2

- <400> 19
Trp Ala Ser Thr Arg Glu Ser
1 5

<210> 20

211> 9

<212> PRT

213> ATIRF%](Artificial Sequence)

<2205
221> #5HEE
<223> mAb1902 LCDR3

<400> 20
Gln Asn Ala Tyr Thr Tyr Pro Phe Thr
1 5

210> 21
211> 113
<212> PRT
213> ATFH (Artificial Sequence)

<220>

221> HEMELR
<223> VL1

99261 FEIH » H£36 H(FFIR)



202220702

1<400> 21
Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ala Val
1 5 10
Glu Arg Ala Thr Ile Asn Cys Lys Ser Ser Gln Ser Leu
20 25
Gly Asn Gln Lys Asn Tyr Leu Ala Trp Tyr Gln Gln Lys
35 40 45
Pro Pro Lys Leu Leu Ile Tyr Gly Ala Ser Thr Arg Ala
50 55 60
Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe
65 70 75
Ile Ser Ser Leu Gln Ala Glu Asp Val Ala Val Tyr Tyr
85 90
Asp Leu Tyr Tyr Pro Leu Thr Phe Gly Gln Gly Thr Lys
100 105
Lys
210> 22
211> 113
<212> PRT
213> ATIF7%I(Artificial Sequence)
<220>
221> HhEKEE
223> VL2
<400> 22
Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ala Val
1 5 10
Glu Arg Ala Thr Ile Ser Cys Lys Ser Ser Gln Ser Leu
20 25
Gly Asn Gln Lys Asn Tyr Leu Ala Trp Tyr Gln Gln Lys
35 40 45
Pro Pro Lys Leu Leu Ile Tyr Gly Ala Ser Thr Arg Ala
50 55 60
Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe
65 70 75
Ile Ser Ser Leu Gln Ala Glu Asp Val Ala Val Tyr Tyr
85 90
Asp Leu Tyr Tyr Pro Leu Thr Phe Gly Gln Gly Thr Lys
100 105
Lys
<210> 23
<211> 113
<212> PRT
213> A% (Artificial Sequence)
220>
221> #EHEE,
<223> VL3
99261 F10E » 36 H(FFIH)

Ser
Leu
30

Pro
Ser
Thr

Cys

Leu
110

Ser
Leu
30

Pro
Ser
Thr

Cys

Leu
110

Leu Gly
15
Asn Ser

Gly GIn
Gly Val
Thr

80
Asn

Leu

GIn
95

Glu Ile

Leu
15
Asn

Gly

Ser
Gly Gln
Gly Val

Leu Thr
80

Gln Asn

95

Glu Ile



202220702

<4005
"Asp Ile

1
Glu Arg

Gly Asn

Pro Pro
50

Pro Asp

65

Ile Ser

Asp Leu

Lys

<210>
<2117
<212>
213>

<220>
221>
<223>

<400>
Glu Val
1

Ser Leu

Gly Ile

Ala Tyr

50
Lys Gly
65

23
Val Met Thr Gln Ser Pro Asp Ser Leu Ala Val Ser
5 10
Ala Thr Ile Ser Cys Lys Ser Ser Gln Ser Leu Leu
20 25 30
Gln Lys Asn Tyr Leu Ala Trp Tyr Gln Gln Lys Pro
35 40 45
Lys Leu Leu Ile Tyr Gly Ala Ser Thr Arg Ala Ser
55 60
Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
70 75
Ser Leu Gln Ala Glu Asp Val Ala Ile Tyr His Cys
. 8 90
Tyr Tyr Pro Leu Thr Phe Gly Gln Gly Thr Lys Leu
100 105 110

24

120

PRT

ANIF%](Artificial Sequence)

AR
VH1

24

Gln Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro

5 10
Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser
20 25 30

His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu
35 40 45

Ile Ser Arg Gly Ser Ser Thr Ile Tyr Tyr Ala Asp

55 60
Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser
70 75

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr

85 90

Ala Arg Gly Gly Tyr Asp Thr Arg Asn Ala Met Asp Tyr Trp

Gly Thr

<2107
<211>
212>
<213>

<220>
221>
<2235

<400>
99261

100 105 110
Thr Val Thr.Val Ser Ser
115 120

25

120

PRT

ANTFF% (Artificial Sequence)

AL
VH2

25
F1E #36 A(FIIR)

Leu Gly
15
Asn Ser

Gly Gln
Gly Val

Leu Thr
80

Gln Asn

95

Glu Ile

Gly Gly
15
Asp Tyr

Trp Val
Thr Val

Leu Tyr
80

Tyr Cys

95

Gly Gln



202220702

5

Glu.Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro

10

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser

20 25

30

Gly Ile His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu

35 40

45

Ala Tyr Ile Ser Arg Gly Ser Ser Thr Ile Tyr Tyr Ala Asp

50

55

60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser

65

70

75

Leu Gln Met Thr Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr

85

90

Ala Arg Gly Gly Tyr Asp Thr Arg Asn Ala Met Asp Tyr Trp

100 105

Gly Thr Thr Val Thr Val Ser Ser

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

<220>

221>
223>

<400>

115 120

26

120

PRT

AL (Artificial Sequence)

VH3

26

Glu Val Gln Leu Val Glu Ser Gly Gly

1

5

Ser Leu Arg Leu Ser Cys Ala Ala Ser

20 25

Gly Ile His Trp Val Arg Gln Ala Pro

'35 40

Ala Tyr Ile Ser Arg Gly Ser Ser Thr

50

55

Lys Gly Arg Phe Thr Ile Ser Arg Asp

65

70

Leu Gln Met Thr Ser Leu Arg Ala Glu

<210>
<2115

85
Ala Arg Gly Gly Tyr Asp Thr Arg Asn
100 105
Gly Thr Thr Val Thr Val Ser Ser
115 120
27
120
PRT

<212>
<213>

<220>

<2215
<223>

<400>

ANTILJ5%] (Artificial Sequence)

AEREIK
VH4

27

110

Gly Leu Val Gln Pro

10

Gly Phe Thr Phe Ser
30

Gly Lys Gly Leu Glu

45
Ile Tyr Tyr Ala Asp
60
Asn Ala Lys Asn Ser
75

Asp Thr Ala Val Tyr

90

Ala Met Asp Tyr Trp
110

Gly
15

Asp
Trp
Thr

Leu

Tyr
95
Gly

Gly
15

Asp
Trp
Thr

Leu

Tyr
95
Gly

Gly
Tyr
Val
Val
Tyr
80

Cys

Gln

Gly
Tyr
Ile
Val
Tyr
80

Cys

Gln

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

99261

F1R2RE #36R(FIR)



202220702

10

Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser

30

His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu

45

Ile Ser Arg Gly Ser Ser Thr Ile Tyr Tyr Ala Asp

60

75

Met Thr Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr

90
110

Ser Leu Ala Val Ser
10

Ser Gln Ser Leu Leu

30
Tyr Gln Gln Lys Pro
45
Ser Thr Arg Glu Ser
60
Gly Thr Asp Phe Thr
75

1 5
Ser Leu
20 25
Gly Ile
35 40
Ala Tyr
50 b5
Lys Gly Arg Phe Thr Met Ser Arg Asp Asn Ala Lys Asn Ser
65 70
Leu Gln
85
Ala Arg Gly Gly Tyr Asp Thr Arg Asn Ala Met Asp Tyr Trp
100 105
Gly Thr Thr Val Thr Val Ser Ser
115 120
<210> 28
211> 113
<212> PRT
213> ATFE¥](Artificial Sequence)
<220>
221> &EHEIER
223> VL11
<400> 28
Asp Ile Val Met Thr Gln Ser Pro Asp
1 5
Glu Arg Ala Thr Ile Asn Cys Lys Ser
20 25
Gly Asn Gln Lys Asn Tyr Leu Thr Trp
35 40
Pro Pro Lys Leu Leu Ile Tyr Trp Ala
50 55
Pro Asp Arg Phe Ser Gly Ser Gly Ser
65 70
Ile Ser Ser Leu Gln Ala Glu Asp Val

85
Ala Tyr Thr Tyr Pro
100
Lys

29
113
PRT

<210>
211>
<212>
<213>

<2207
<221>
<223>

AL AR
VL12

<400> 29

Phe Thr Phe Gly
105

AT %) (Artificial Sequence)

Ala Val Tyr Tyr Cys

90

Gln Gly Thr Lys Leu
110

15
Asp Tyr~

Trp Val
Thr Val

Leu Tyr
80

Tyr Cys

95

Gly Gln

Leu Gly
15
Asn Ser

Gly Gln
Gly Val

Leu Thr
80

GIn Asn

95

Glu Ile

Asp Ile Val Leu Thr Gln Ser Pro Asp Ser Leu Ala Val Ser Leu Gly

1 5

99261

10

F R £36HFIR

15



202220702

Glu Arg Ala Thr Ile Asn Cys Lys Ser Ser Gln Ser Leu Leu Asn Ser

20 25 30

Gly Asn Gln Lys Asn Tyr Leu Thr Trp Tyr Gln Gln Lys Pro Gly Gln

35 40 45
Pro Pro Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 60

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr

65 70 75 80

Ile Ser Ser Leu Gln Ala Glu Asp Val Ala Val Tyr Tyr Cys Gln Asn

85 90 95

Ala Tyr Thr Tyr Pro Phe Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile
100 105 110

Lys

<210> 30

<211> 113

<212> PRT

<213> A% (Artificial Sequence)

<220>

221> #EWEE,

<223> VL13

<400> 30

Asp Ile Val Leu Thr Gln Ser Pro Asp Ser Leu Ala Val Ser Leu Gly

1 5 10 15

Glu Arg Ala Thr Ile Ser Cys Lys Ser Ser Gln Ser Leu Leu Asn Ser
20 25 30

Gly Asn Gln Lys Asn Tyr Leu Thr Trp Tyr Gln Gln Lys Pro Gly Gln

35 40 45
Pro Pro Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 60

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr

65 70 , 75 80

Ile Ser Ser Leu Gln Ala Glu Asp Val Ala Val Tyr Tyr Cys Gln Asn

85 90 95

Ala Tyr Thr Tyr Pro Phe Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile
100 105 110

Lys

<210> 31

211> 118

<212> PRT

Q13> ATLJFE%)(Artificial Sequence)

<220>

Q221> FiE

<223> VHI1

<400> 31

Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
99261 £ 14K E36 H(FFIR)



202220702

: 20
Trp Met His Trp Val
35
Gly Met Ile His Pro

50
Lys Gly Arg Val Thr
65
Met Glu Leu Ser Ser

85
Ala Arg Leu Lys Thr
100
Thr Val Thr Val Ser
115
<210> 32
<211> 118
<212> PRT
213>
<220>
221> #hEREE
<223> VH12
<400> 32
Glu Val Gln Leu Val
1 5
Ser Val Lys Val Ser
20
Trp Met His Trp Val
35
Gly Met Ile His Pro
50
Lys Gly Arg Val Thr
65 :
Met Glu Leu Ser Ser
85
Ala Arg Leu Lys
100
Thr Val Thr Val Ser
115
<210> 33
<211> 118
<212> PRT
<213>
<220>
221> &EFER
<223> VH13
<400> 33

25
Arg Gln Ala Pro
40
Asn Ser Gly Ser
55

Ile Thr Arg Asp
70

Leu Arg Ser Glu

Gly Asn Ser Phe
105
Ser

ATRE% (Artificial Sequence)

Gln Ser Gly Ala
Lys Ala Ser
25
Gln Ala Pro
40

Ser Gly Ser
55

Thr Leu Asp

Cys
Arg
Asn
Leu

70

Leu Arg Ser Glu

105
Ser

ATFEH (Artificial Sequence)

Gly GIn Arg Leu
45
Thr Asn Tyr Asn
60
Thr Ser Ala Ser
75

Asp Thr Ala Val
90

Asp Tyr Trp Gly

Glu Val Lys Lys
10
Gly Tyr Thr Phe

Gly Gln Arg Leu
45
Thr Asn Tyr Asn
60
Lys Ser Ala Ser
75

Asp Thr Ala Val
90

Thr Gly Asn Ser Phe Asp Tyr Trp Gly

30
Glu Trp Met

Glu Lys Phe

Thr Ala Tyr
80
Tyr Tyr Cys
95
Gln Gly Thr
110

Pro Gly Ala
15

Thr Ser Tyr

30

Glu Trp Met

Glu Lys Phe

Thr Ala Tyr
80
Tyr Tyr Cys
95
Gln Gly Thr
110

Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5

10

15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr

20

99261

25

BISH {36 R(IFIR)

30



202220702

Trp Met His Trp Val Arg Gln Ala Pro Gly Gln Arg Leu Glu Trp Ile

. 35 40 45
Gly Met Ile His Pro Asn Ser Gly Ser Thr Asn Tyr Asn Glu Lys Phe
50 55 60
Lys Gly Lys Ala Thr Leu Thr Leu Asp Lys Ser Ala Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Leu Lys Thr Gly Asn Ser Phe Asp Tyr Trp Gly Gln Gly Thr
100 105 110
Thr Val Thr Val Ser Ser
115
<210> 34
<211> 118
<212> PRT
213> ATF%(Artificial Sequence)
<2207
221> 4#EHER
<223> VH14
<400> 34
Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 30
Trp Met His Trp Val Lys Gln Arg Pro Gly Gln Arg Leu Glu Trp Ile
35 40 45
Gly Met 1le His Pro Asn Ser Gly Ser Thr Asn Tyr Asn Glu Lys Phe
50 55 60
Lys Gly Lys Ala Thr Leu Thr Leu Asp Lys Ser Ala Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Leu Lys Thr Gly Asn Ser Phe Asp Tyr Trp Gly Gln Gly Thr
100 105 110
Thr Val Thr Val Ser Ser
115
<210> 35
<211> 450
<212> PRT
213> AT%)(Artificial Sequence)
<220>
221> 4

<9223> chl901 E4#

<400> 35

Glu Val Gln Leu Met Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly

1 5 10 15

Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asp Tyr
20 25 30

Gly Ile His Trp Val Arg Gln Ala Pro Glu Met Gly Leu Glu Trp Ile

99261 F 16 H - 3£ 36 H(FVIR)
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Ala
Lys
65

Leu
Ala
Gly
Phe
Leu
145
Trp
Leu
Ser
Pro
Lys
225
Pro
Ser
Asp
Asn
Val
305
Glu
Lys
Thr
Thr
Glu
385
Leu
Lys
Glu

Gly

Tyr
50

Gly
Gln
Arg
Thr
Pro
130
Gly
Asn
Gln
Ser
Ser
210
Thr
Ser
Arg
Pro
Ala
290
Val
Tyr
Thr
Leu
Cys
370

Ser

Asp

35
Ile

Arg
Met
Gly
Ser
115
Leu
Cys
Ser
Ser
Ser
195
Asn
His
Val
Thr
Glu
275
Lys
Ser
Lys
Ile
Pro
355
Leu

Asn

Ser

Ser
Phe
Thr
Gly
100
Val
Ala
Leu
Gly
Ser
180
Leu
Thr
Thr
Phe
Pro
260
Val
Thr
Val
Cys
Ser
340
Pro
Val
Gly

Asp

Ser Arg Trp

420

Ala Leu His

Lys

450

435

<210> 36
<211> 220
<212> PRT

99261

Arg
Thr
Ser
85

Tyr
Thr
Pro
Val
Ala
165
Gly
Gly
Lys
Cys
Leu
245
Glu
Lys
Lys
Leu
Lys
325
Lys
Ser
Lys
Gln
Gly
405
GlIn

Asn

Gly
Met
70

Leu
Asp
Val
Ser
Lys
150
Leu
Leu
Thr
Val
Pro
230
Phe
Val
Phe
Pro
Thr
310
Val
Ala
Arg
Gly
Pro
390
Ser

Gln

His

Ser
Ser
Arg
Thr
Ser
Ser
135
Asp
Thr
Tyr
Gln
Asp
215
Pro
Pro
Thr
Asn
Arg
295
Val
Ser
Lys
Asp
Phe
375
Glu
Phe
Gly

Tyr

40
Ser

Arg
Ser
Arg
Ser
120
Lys
Tyr
Ser
Ser
Thr
200
Lys
Cys
Pro
Cys
Trp
280
Glu
Leu
Asn
Gly
Glu
360
Tyr
Asn
Phe

Asn

Thr
440

Thr
Asp
Glu
Asn
105
Ala
Ser
Phe
Gly
Leu
185
Tyr
Lys
Pro
Lys
Val
265
Tyr
Glu
His
Lys
Gln
345
Leu
Pro
Asn
Leu
Val

425
Gln

45

Ile Tyr Tyr Ala Asp

60

Asn Ala Lys Asn Thr

75

Asp Thr Ala Met Tyr

90
Ala Met

Ser Thr
Thr Ser
Pro Glu

155
Val His

170
Ser Ser

Ile Cys

Asp
Lys
Gly
140
Pro
Thr
Val

Asn

Val Glu Pro

Ala Pro
235

Pro Lys

250

Val Val

Val Asp
Gln Tyr

Gln Asp
315

Ala Leu

330

Pro Arg

Thr Lys
Ser Asp

Tyr Lys
395

Tyr Ser

410

Phe Ser

Lys Ser

220
Glu

Asp
Asp
Gly
Asn
300
Trp
Pro
Glu
Asn
Ile
380
Thr
Lys
Cys

Leu

Tyr Trp
110

Gly Pro

125

Gly Thr

Val Thr
Phe Pro

Val Thr
190

Val Asn

205

Lys Ser

Leu Leu
Thr Leu

Val Ser
270

Val Glu

285

Ser Thr

Leu Asn
Ala Pro

Pro Gln
350

Gln Val

365

Ala Val

Thr Pro
Leu Thr
Ser Val

430

Ser Leu
445

F1TH » £36 H(FIIR)

Thr
Leu
Tyr
95

Gly
Ser
Ala
Val
Ala
175
Val
His
Cys
Gly
Met
255
His
Val
Tyr
Gly
Ile
335
Val
Ser
Glu
Pro
Val
415
Met

Ser

Val
Phe
80

Cys
Gln
Val
Ala
Ser
160
Val
Pro
Lys
Asp
Gly
240
Ile
Glu
His
Arg
Lys
320
Glu
Tyr
Leu
Trp
Val
400
Asp
His

Pro



202220702

<213>

<220>
<221>

ol
<223> ch1901 &4k

<400> 36

Asp Ile Val Met Thr
1 5
Glu Lys Val Thr Met
20

Lys Asn

Gln
Ser

Gln
35
Lys

Gly Asn Tyr

Pro Leu Leu Ile

50
Asp

Pro

Phe Thr Gly
70

Ala

Pro Arg
65
Ile Val Gln

85
Tyr Pro
100

Val Ala Ala

Ser Ser

Asp Leu Tyr Leu
Thr
115

Leu

Lys Arg

Glu Gln
130

Tyr

Lys Ser Gly
Ala
150
Gln

Phe
145
Gln

Pro Arg Glu

Gly Asn Ser
165

Ser Leu

180

Lys Val

Ser

Ser Thr Tyr Ser

Glu His
195
Val

Lys Tyr

Pro Ser

210

Ser Thr Lys

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

37
448
PRT

<220>
<221>
<223>

Fi
ch1902 E gl

<400> 37

Glu Val Gln Leu Gln Glu
éer Val Lys Leu ger Cys
Trp Met His %gp Val Lys
Gly Met %?e His Pro Asn
Lys ggy Lys Ala Thr Leu

99261

ATLF% (Artificial Sequence)

Ser Pro Ser

Cys Lys Ser
25
Leu Ala Trp
40
Tyr Gly Ala
55
Ser Gly Ser
Glu Asp Leu
Thr Phe Gly
105
Ser Val
120
Thr Ala Ser
135

Lys Val Gln

Pro

Glu Ser Val

Thr Leu
185

Cys Glu

200

Phe Asn Arg

215

Ser

Ala

ANTIFF (Artificial Sequence)

Ser Gly Ala Glu Leu Val Lys Pro Gly
Lys Ala Ser Gly Tyr Ile Phe Thr Ser

25

GIn Arg Pro Gly Gln Gly Leu Glu Trp

40

Ser Gly Ser Thr Asn Tyr Asn Glu Lys

55

Thr Leu Asp Lys Ser Ser Ser Thr Ala
18 H » # 36 H(FFIR)

Ser Leu Ser
10
Ser Gln Ser

Tyr Gln Gln

Ser Thr Arg

60
Thr Asp
75

Ile Tyr

Gly

Ala
90
Ala Gly Thr

Phe Ile Phe

Val Val Cys
140
Trp Lys Val
155
Thr Glu Gln
170
Thr Leu Ser

Val Thr His

Gly Glu Cys
220

10

60

Val
Leu

Lys
45
Ala

Phe
His
Lys
Pro
125
Leu
Asp
Asp

Lys

Gln
205

45

Ser Ala Gly
15

Leu Asn Ser

30

Pro Gly Gln

Ser Gly Val

Thr Leu Thr
80
Cys Gln Asn
95
Leu Glu Leu
110
Pro Ser Asp
Leu Asn Asn
Asn Ala Leu
160
Ser Lys Asp
175
Ala Asp
190
Gly Leu

Tyr

Ser

Ala
15

Tyr
30

Ile

Phe

Tyr
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65

Ala
Thr
Leu
Cys
145
Ser
Ser
Ser

Asn
His
225
Val
Thr
Glu

Lys

Ser
305
Lys

Ile
Pro
Leu
Asn
385
Ser
Arg

Leu

Gln
Arg
Leu
Ala
130
Leu
Gly
Ser

Leu

Thr
210
Thr

Phe

-Pro

Val

Thr
290
Val

Cys
Ser
Pro

Val
370
Gly

Asp
Trp

His

<210>
<211>
212>
<213>

<220>
<2217
<223>

09261

Leu
Leu
Thr
115
Pro
Val
Ala
Gly
Gly
195
Lys
Cys
Leu

Glu

Lys
275
Lys
Leu
Lys
Lys

Ser
355
Lys

Gln
Gly
Gln

Asn
435

38
220
PRT

ANTF%|(Artificial Sequence)

FoL

Ser
Lys
100
Val
Ser
Lys
Leu
Leu
180
Thr

Val
Pro
Phe

Val
260
Phe

Pro
Thr
Val

Ala
340
Arg

Gly
Pro
Ser
Gln

420
His

Ser
85

Thr
Ser
Ser
Asp
Thr
165
Tyr
Gln
Asp

Pro

Pro
245
Thr

Asn
Arg
Val
Ser
325
Lys
Asp

Phe

Glu
Phe
405
Gly

Tyr

ch1902 &84

70
Leu

Gly
Ser
Lys
Tyr
150
Ser
Ser
Thr
Lys
Cys

230
Pro

Cys
Trp
Glu
Leu
310
Asn
Gly
Glu

Tyr

Asn
390
Phe

Asn

Thr

Pro
Asn
Ala
Ser
135
Phe
Gly
Leu
Tyr
Lys

215
Pro

Lys
Val
Tyr
Glu

295
His

Lys
Gln
Leu

Pro
375
Asn

Leu
Val

Gln

Ser
Ser
Ser
120
Thr
Pro
Val
Ser
Ile

200
Val

Ala
Pro
Val
Val
280
Gln
Gln
Ala
Pro
Thr
360
Ser
Tyr
Tyr
Phe

Lys
440

F19H

Glu
Phe
105
Thr
Ser
Glu
His
Ser
185
Cys
Glu
Pro

Lys

Val
265
Asp
Tyr
Asp
Leu
Arg
345
Lys

Asp

‘Lys

Ser

Ser
425
Ser

Asp
Asp
Lys
Gly
Pro
Thr
170
Val
Asn
Pro

Glu

Asp
250
Asp

Gly
Asn
Trp
Pro
330
Glu
Asn
Ile
Thr

Lys
410
Cys

Leu

75
Ser Ala Val

Tyr Trp Gly

Gly Pro Ser
125
Gly Thr Ala
140
Val Thr Val
155
Phe Pro Ala

Val Thr Val

Val Asn His
205
Lys Ser Cys
220
Leu Leu Gly
235 :
Thr Leu Met

Val Ser His

Val Glu Val
285
Ser Thr Tyr
300
Leu Asn Gly
315
Ala Pro Ile

Pro Gln Val

Gln Val Ser
365
Ala Val Glu
380
Thr Pro Pro
395
Leu Thr Val

Ser Val Met

Ser Leu Ser
445

» 336 H(FFIR)

Tyr
Gln
110
Val
Ala
Ser
Val
Pro
190
Lys
Asp
Gly
Ile

Glu
270
His

Arg
Lys
Glu
Tyr

350
Leu

Trp
Val
Asp
His

430
Pro

Tyr
95

Gly
Phe
Leu
Trp
Leu
175
Ser
Pro
Lys

Pro

Ser
255
Asp

Asn
Val
Glu
Lys
335
Thr
Thr
Glu
Leu

Lys
415
Glu

Gly

80
Cys

Thxr
Pro
Gly
Asn
160
Gln
Ser
Ser

Thr

Ser
240
Arg
Pro
Ala
Val
Tyr
320
Thr
Leu
Cys
Ser
Asp

400
Ser

Ala

Lys
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©<400> 38

Asp
1
Glu
Gly
Pro
Pro
65
Ile
Ala
Lys
Glu
Phe
145
Gln
Ser

Glu

Ser

Ile
Lys
Asn

Pro
50
Asp

Ser
Tyr
Arg
Gln
130
Tyr
Ser
Thr
Lys

Pro
210

<210>
211>
<212>
<213>

<2207
<2215
<223>

Val
Val

Gln
35
Lys

Arg
Ser
Thr

Thr
115
Leu

Pro
Gly
Tyr
His

195
Val

39
220
PRT

ATJFF| (Artificial Sequence)

FiL
L1

<400> 39
Asp Ile Val Met

1
Glu

Gly
Pro
Pro

65
Ile

Leu
Thr
Lys
Leu
Phe

Val

Tyr
100
Val

Lys
Arg
Asn
Ser
180
Lys

Thr

Arg Ala Thr

20

Asn Gln Lys

35

Pro Lys Leu

50

Asp Arg Phe

Ser Ser Leu

Asp Leu Tyr Tyr

100

Thr
Met
Asn
Leu
Thr

Gln
85
Pro

Ala
Ser
Glu
Ser

165
Leu

Val

Lys

Thr
5
Ile

Asn
Leu

Ser

Gln
85
Pro

Lys Arg Thr Val Ala
99261

Gln
Ser
Tyr
Ile

Gly
70
Ala

Phe
Ala
Gly
Ala

150
Gln

Ser
Tyr

Ser

Ser Pro
Cys Lys

Leu Thr
40

Tyr Trp

55

Ser Gly

Glu Asp
Thr Phe

Pro Ser
120

Thr Ala

135

Lys Val

Glu Ser
Ser Thr
Ala Cys

200

Phe Asn
215

Ser
Ser
25

Trp
Ala
Ser

Leu

Gly
105
Val

Ser
Gln
Val
Leu
185
Glu

Arg

Gln Ser Pro Asp

Asn Cys Lys Ser

25

Tyr Leu Ala Trp

40

Ile Tyr Gly Ala

b5

Gly Ser Gly Ser

70

Ala Glu Asp Val

Leu Thr Phe Gly

105

Ser Leu Thr Val
Ser Gln Ser Leu

Tyr Gln GIn Lys
45
Ser Thr Arg Glu
60
Gly Thr Asp Phe
75

Ala Ile Tyr Tyr
90

Ser Gly Thr Lys

Phe Ile Phe Pro
125

Val Val Cys Leu

140
Trp Lys Val Asp
155

Thr Glu Gln Asp

170

Thr Leu Ser Lys

Val Thr His Gln
205
Gly Glu Cys
220

Ser Leu Ala Val
10
Ser Gln Ser Leu

Tyr Gln GIn Lys
45
Ser Thr Arg Ala
60
Gly Thr Asp Phe
75

Ala Val Tyr Tyr
90

Gln Gly Thr Lys

Thr Ala
15

Leu Asn

30

Pro Gly

Ser Gly
Thr Leu

Cys Gln
95

Leu Glu

110

Pro Ser

Leu Asn
Asn Ala

Ser Lys
175

Ala Asp

190

Gly Leu

Ser Leu
15

Leu Asn

30

Pro Gly

Ser Gly

Thr Leu

Cys Gln
95

Leu Glu
110

Ala Pro Ser Val Phe Ile Phe Pro Pro Ser

F20E - #£36AFIIR)

Gly
Ser

Gln
Val
Thr
80

Asn
Ile
Asp
Asn
Leu
160
Asp
Tyr

Ser

Gly
Ser
Gln
Val
Thr
80

Asn

Ile

Asp
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115
Gln Leu
130
Tyr Pro

Glu

Phe
145
Gln Ser Gly

Ser Thr Tyr

Glu His
195
Val

Lys

Pro
210

Ser

<210>
<2115
<212>
<213>

40
220
PRT

<2207
<2215
<223>

5#
L2

<400> 40

Lys

Ser

Gly

120
Thr Ala Ser
135

Arg Glu Ala Lys Val Gln

Asn

Ser
180
Lys

Thr

150

Ser Gln Glu Ser Val

165

Leu Ser Ser Thr Leu

Val

Lys

Asp Tle Val Met Thr

1
Glu Arg Ala

Gly Asn Gln
35
Pro Lys

50
Asp

Pro
Pro Arg
65

Ile

Ser

Asp Leu

Lys Arg

Glu Gln
130
Phe Tyr
145

Gln

Pro

Ser Gly

Ser Thr Tyr

Glu His
195
Val

Lys

Pro
210

Ser

<210> 41
<211> 220
212> PRT

99261

Thr
20

Lys
Leu
Phe
Leu
Tyr
100
Val
Lys
Arg
Asn
Ser

180
Lys

Thr

5
Ile

Asn
Leu
Ser
~Gln

85
Pro

Ala Ala Pro

Ser
Glu

Ser
165
Leu

Val

Lys

185

Tyr Ala Cys Glu

200

Ser Phe Asn Arg

Gln
Ser
Tyr
Ile
Gly
70

Ala

Leu

Gly
Ala

150
Gln

Ser
Tyr

Ser

215

ATJF% (Artificial Sequence)

Ser Pro Asp

Lys Ser
25

Ala Trp

40

Gly Ala

Cys
Leu

Tyr
55

Ser Gly Ser
Glu Asp Val

Thr Phe Gly

105

Ser Val
120

Thr Ala Ser

135

Lys

Val Gln

Glu Ser Val
Thr Leu
185
Glu

Ser
Ala Cys
200
Phe Asn Arg
215

217 #£36 H(FFR)

Val Val Cys

140
Lys Val
155

Glu Gln

Trp

Thr
170

Thr Leu Ser

Val Thr His

Gly Glu Cys

220

Ser Leu Ala
10
Ser GIn Ser

Tyr Gln Gln

Ser Thr Arg
60

Thr Asp

75

Ala Val Tyr

90

Gln

Gly

Gly Thr

Phe Ile Phe

Val Val Cys
140

Trp Lys Val

155

Thr Glu Gln

170

Thr Leu Ser

Val Thr His

Gly Glu Cys

220

125

Leu Leu Asn Asn

Asp
Asp
Lys

Gln
205

Val
Leu

Lys
45

Ala Ser Gly

Phe
Tyr
Lys
Pro
125
Leu
Asp
Asp
Lys

Gln
205

Asn Ala Leu

160

Ser Lys Asp

175

Ala Asp
190

Gly Leu

Tyr

Ser

Ser Leu
15

Leu Asn

30

Pro Gly

Gly
Ser
Gln
Val
Thr Leu Thr
80

Gln Asn
95

Leu Glu

110
Pro

Cy

v

Ile

Ser Asp

Leu Asn Asn
Asn Ala Leu
160
Lys Asp
175
Ala Asp
190

Gly Leu

Ser
Tyr

Ser



202220702

<213> AT %) (Artificial Sequence)

<220>
221> 4
<9223> L3

<400> 41 ,
Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ala
1 5 10
Glu Arg Ala Thr Ile Ser Cys Lys Ser Ser Gln Ser
20 25
Gly Asn Gln Lys Asn Tyr Leu Ala Trp Tyr Gln Gln
35 40
Pro Pro Lys Leu Leu Ile Tyr Gly Ala Ser Thr Arg
50 55 60
Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp
65 70 75
Ile Ser Ser Leu Gln Ala Glu Asp Val Ala Ile Tyr
85 90
Asp Leu Tyr Tyr Pro Leu Thr Phe Gly Gln Gly Thr
100 105
Lys Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe
115 120
Glu Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys
130 135 140
Phe Tyr Pro Arg Glu Ala Lys Val GIn Trp Lys Val
145 150 155
Gln Ser Gly Asn Ser GIn Glu Ser Val Thr Glu Gln
165 170
Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser
180 185
Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His
195 200
Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
210 215 220

<210> 42

<211> 450

<212> PRT

213> ATF¥HI(Artificial Sequence)

<2207
221> &
<223> H1

<400> 42

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val

1 5 10

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr

20 25
Gly Ile His Trp Val Arg Gln Ala Pro Gly Lys Gly
35 40

Ala Tyr Ile Ser Arg Gly Ser Ser Thr Ile Tyr Tyr
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys

Val Ser Leu Gly
15
Leu Leu Asn Ser
30
Lys Pro Gly Gln
45
Ala Ser Gly Val

Phe Thr Leu Thr
80
His Cys Gln Asn
95
Lys Leu Glu Ile
110

Pro Pro Ser Asp
125

Leu Leu Asn Asn

Asp Asn Ala Leu
160

Asp Ser Lys Asp

175
Lys Ala Asp Tyr
190
Gln Gly Leu Ser
205

Gln Pro Gly Gly
15
Phe Ser Asp Tyr
30
Leu Glu Trp Val
45
Ala Asp Thr Val

Asn Ser Leu Tyr

99261 E2H  £36 HFFIHR)



202220702

65
Leu

Ala
Gly

Phe

Leu
145
Trp

Leu
Ser
Pro

Lys
225
Pro

Ser
Asp
Asn

Val
305
Glu

Lys
Thr
Thr
Glu
385
Leu
Lys
Glu

Gly

Gln
Arg

Thr

Pro
130
Gly

Asn
Gln
Ser

Ser
210
Thr

Ser
Arg
Pro

Ala
290
Val

Tyr
Thr

Leu
Cys
370
Ser
Asp
Ser

Ala

Lys
450

<210>
211>
<212>
<213>

<2205
<2215

99261

Met
Gly
Thr

115
Leu

Cys
Ser
Ser
Ser
195
Asn
His
Val
Thr
Glu
275
Lys
Ser
Lys

Ile

Pro
355
Leu
Asn

Ser

Arg

Asn Ser
85

Gly Tyr

100

Val Thr

Ala Pro
Leu Val

Gly Ala

165
Ser Gly
180
Leu Gly

Thr Lys

Thr Cys

Phe Leu
245
Pro Glu
260
Val Lys
Thr Lys

Val Leu

Cys Lys
325
Ser Lys
340

Pro Ser

Val Lys

Gly Gln

Asp Gly

405
Trp Gln
420

70

75

Leu Arg Ala Glu Asp Thr Ala Val

Asp
Val
Ser
Lys
150
Leu
Leu
Thr
Val

Pro
230
Phe

Val
Phe
Pro
Thr
310
Val
Ala
Arg
Gly
Pro

390
Ser

Gln

Leu His Asn His

435

43
450
PRT

ATLF%| (Artificial Sequence)

fi

Thr Arg Asn

105
Ser Ala
120

Lys

Ser
Ser Ser
135
Asp

Tyr Phe

Thr Ser Gly
‘Leu
185

Tyr

Tyr Ser

Gln Thr
200
Asp Lys
215

Pro

Lys

Cys Pro

Pro Pro Lys

Thr Val
265

Tyr

Cys

Trp
280
Glu

Asn
Arg Glu
295
Val

Leu His

Ser Asn Lys
Gln
345

Leu

Lys Gly
Glu
360
Tyr

Asp

Phe
375
Glu

Pro
Asn Asn

Phe Phe Leu
Asn Val

425
Thr Gln

440

Gly

Tyr

F23H

90
Ala Met Asp

Ser Thr Lys

Thr Ser Gly
140
Pro Glu Pro
155
Val His Thr
170
Ser Ser Val

Ile Cys Asn

Val Glu Pro
220
Ala Pro Glu
235
Pro Lys Asp
250
Val Val Asp

Val Asp Gly

Gln Tyr Asn

300

Gln Asp Trp
315

Ala Leu Pro

330

Pro Arg Glu

Thr Lys Asn

Asp Ile
380

Lys Thr

395

Ser Lys

Ser
Tyr

Tyr
410
Phe Ser Cys

Lys Ser Leu

Tyr
Gly
125
Gly
Val
Phe
Val

Val
205
Lys

Leu
Thr
Val

Val
285
Ser

Leu
Ala
Pro

Gln
365
Ala
Thr
Leu

Ser

Ser
445

» $k 36 H(FFIK)

Tyr
Trp
110
Pro
Thr
Thr

Pro

Thr
190
Asn

Ser
Leu
Leu

Ser
270
Glu

Thr
Asn
Pro

GIn
350
Val

Val
Pro
Thr
Val

430
Leu

80
Tyr Cys
95
Gly Gln

Ser Val
Ala Ala

Val Ser

160
Ala Val
175
Val Pro

His Lys

Cys Asp
Gly Gly

240
Met Ile
255
His Glu

Val His

Tyr Arg
Gly Lys

320
Ile Glu
335
Val Tyr

Ser Leu

Glu Trp

Val
400
Asp

Pro

Val
415
Met His

Ser Pro
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<223> H2

<400> 43

Glu Val
1
Ser Leu

Gly Ile

Ala Tyr
50
Lys Gly
65
Leu Gln
Ala Arg

Gly Thr

Phe Pro
130
Leu Gly
145
Trp Asn

Leu -Gln

Ser Ser
Ser
210
Thr

Pro

Lys
225
Pro Ser

Ser Arg

Asp Pro
Ala
290
Val

Asn

Val
305
Glu Tyr

Lys Thr

Thr Leu

Thr Cys
370
Glu Ser
385

Leu Asp

Lys Ser
99261

Gln
Arg
His

35
Ile

Arg
Met
Gly
Thr
115
Leu
Cys
Ser
Ser
Ser
195
Asn
His
Val
Thr
Glu
275
Lys
Ser
Lys
Ile

Pro
355
Leu
Asn

Ser

Arg

Leu
Leu
Trp
Ser
Phe

Thr

Gly
100
Val

Ala
Leu
Gly
Ser
180
Leu
Thr
Thr
Phe
Pro
260
Val
Thr
Val
Cys

Ser
340
Pro
Val
Gly
Asp

Trp

Val
Ser
Val
Arg

Thr

Ser
85

Tyr
Thr
Pro
Val
Ala
165
Gly

Gly

Lys

Cys

Leu
245
Glu

Lys
Lys
Leu

Lys
325
Lys

Ser
Lys
Gln
Gly

405
Gln

Glu
Cys
Arg
Gly

Ile
70
Leu

Asp
Val
Ser
Lys
150
Leu
Leu
Thr
Val
Pro
230
Phe
Val
Phe
Pro
Thr
310
Val
Ala
Arg
Gly
Pro

390
Ser

Gln

Ser Gly Gly

Ala Ala Ser
25
Gln Ala Pro
40
Ser Ser Thr
55

Ser Arg Asp

Arg Ala Glu

Thr Arg Asn

105
Ser Ala
120

Lys

Ser
Ser Ser
135
Asp

Tyr Phe

Thr Ser Gly

Leu
185
Tyr

Tyr Ser

Thr
200
Lys

Gln
Asp Lys
215
Pro

Cys Pro

Pro Pro Lys

Val
265
Tyr

Thr Cys
Trp
280
Glu

Asn

Arg Glu
295
Val Leu His

Ser Asn Lys
Gln
345

Leu

Lys Gly

Glu
360
Tyr

Asp

Phe
375
Glu Asn

Pro
Asn
Phe Phe Leu

Gly Asn Val

Gly Leu Val
10
Gly Phe Thr

Gly Lys Gly

Ile Tyr Tyr
60
Asn Ala Lys
75
Asp Thr Ala
90
Ala Met Asp

Ser Thr Lys

Thr Ser Gly
140
Pro Glu Pro
155
Val His Thr
170
Ser Ser Val

Ile Cys Asn

Val Glu Pro
220
Ala Pro Glu

235
Pro Lys
250

Val Val

Asp
Asp

Val Asp Gly

Gln Tyr Asn
300

Gln Asp Trp

315

Ala Leu Pro

330

Pro Arg Glu

Thr Lys Asn

Ser Asp Ile
380
Tyr Lys Thr
395
Tyr Ser Lys
410
Phe Ser Cys

Gln Pro Gly
15
Phe Ser Asp
30
Leu Glu
45

Ala Asp

Trp
Thr

Asn Ser Leu

Val Tyr
95
Gly

Tyr

Tyr Trp
110

Gly Pro

125

Gly Thr

Ser

Ala

Val Thr Val

Phe Ala
176
Val

Pro
Val Thr
190
Val Asn
205

Lys

His

Ser Cys

Leu Leu Gly

Thr Met
255
His

Leu
Val Ser
270
Val Glu
285

Ser

Val

Thr Tyr

Leu Asn Gly

Ala Pro Ile

335

Pro Gln Val
350

Gln Val

365

Ala Val

Ser
Glu

Thr Pro Pro

Leu Thr Val
415
Ser Val Met

F24H > #HI6HEFIIR)

Gly
Tyr
Val

Val

Tyr
80

Cys
Gln
Val
Ala

Ser
160
Val

Pro
Lys
Asp
Gly

240
Ile

Glu
His
Arg

Lys
320
Glu

Tyr
Leu
Trp
Val
400
Asp

His
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»t

420

425

430

Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro

435
Gly Lys
450

<210>
211>
212>
213>

44
450
PRT

<220>
221>
<223>

Fi
H3

<400> 44

Glu Val Gln

1

Ser Leu Arg

Gly Ile His
35

Ala Tyr Ile
50

Lys Gly Arg

65

Leu Gln Met

Ala Arg Gly

Gly Thr Thr

115

Phe Pro Leu
130

Leu Gly Cys

145

Trp

Asn Ser

Leu Gln Ser
Ser
195

Asn

Ser Ser
Ser
210
Thr

Pro
Lys His
225
Pro

Ser Val

Ser Arg Thr
Pro Glu

275
Ala Lys
290

Val Ser

Asp
Asn

Val
305

99261

Leu

Leu
20
Trp

Ser
Phe
Thr

Gly
100
Val

Ala
Leu
Gly

Ser
180
Leu
Thr
Thr
Phe
Pro
260
Val
Thr

Val

Val
Ser
Val
Arg
Thr

Ser
85
Tyr

Thr
Pro
Val

Ala
165
Gly

Gly
Lys
Cys
Leu
245
Glu
Lys
Lys

Leu

Glu
Cys
Arg
Gly

Ile
70
Leu

Asp
Val
Ser

Lys
150
Leu

Leu
Thr
Val
Pro
230
Phe
Val
Phe

Pro

Thr
310

440

ANTLF%] (Artificial Sequence)

Ser Gly Gly

Ala Ala Ser
25
Gln Ala Pro
40
Ser Ser Thr
55
Ser

Arg Asp

Arg Ala Glu

Thr Asn
105
Ala

Arg

Ser
120
Lys

Ser
Ser Ser
135
Asp

Tyr Phe

Thr Ser Gly
Leu
185

Tyr

Tyr Ser

Gln Thr
200
Asp Lys Lys
215
Pro

Cys Pro

Pro Pro Lys

Thr Val
265

Tyr

Cys
Asn Trp
280
Arg Glu Glu
295

Val Leu His

445

Gly Leu Val Gln Pro Gly Gly

10

15

Gly Phe Thr Phe Ser Asp Tyr

Gly Lys Gly

Ile Tyr Tyr
60
Asn Ala Lys
75
Asp Thr Ala
90
Ala Met Asp

Ser Thr Lys

Thr Ser Gly

140

Pro Glu Pro

155

Val His
170

Ser Ser

Thr

Val

Ile Cys Asn

Val Glu Pro

220

Ala Pro Glu

235

Pro Lys
250

Val Val

Asp
Asp

Val Asp Gly

Gln Tyr Asn

300

Gln Asp Trp
315

30
Leu Glu Trp
45
Ala Asp Thr

Asn Ser Leu

Val Tyr
95
Gly

Tyr
Tyr Trp
110
Gly Pro
125

Gly

Ser

Thr Ala

Val Thr Val

Phe Ala
175
Val

Pro

Val Thr
190
Val Asn
205

Lys

His

Ser Cys

Leu Leu Gly

Thr Met
255
His

Leu
Val Ser
270
Val Glu
285

Ser

Val
Thr Tyr

Leu Asn Gly

$F25H  #36 H(FIIR)

Ile
Val

Tyr
80

Cys
Gln
Val
Ala

Ser
160
Val

Pro
Lys
Asp
Gly
240
Ile
Glu
His
Arg

Lys
320



202220702

e

Glu
Lys
Thr
Thr
Glu
385
Leu
Lys

Glu

Gly

Tyr
Thr
Leu
Cys
370
Ser

Asp

Ser

Lys
Ile
Pro
355
Leu
Asn

Ser

Arg

Cys Lys
325

Ser Lys

340

Pro Ser

Val Lys
Gly Gln
Asp Gly

405

Trp Gln
420

Val Ser Asn Lys Ala Leu Pro Ala Pro Ile

330

335

Ala Lys Gly Gln Pro Arg Glu Pro Gln Val

345

350

Arg Asp Glu Leu Thr Lys Asn GIn Val Ser

Gly
Pro
350

Ser

Gln

360
Phe Tyr Pro
375
Glu Asn Asn

Phe Phe Leu

Gly Asn Val
425

Ser Asp Ile
380
Tyr Lys Thr
395
Tyr Ser Lys
410
Phe Ser Cys

Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu

Lys
450

<210>
<2115
<212>
<213>

<220>
<221>
<223>

435

45
450
PRT

440

AT (Artificial Sequence)

i
H4

<400> 45

Glu
1
Ser

1
uly
Ala

Lys
65
Leu

Ala
Gly
Phe
Leu
145
Trp

Leu

Ser

Pro Ser Asn Thr Lys Val Asp

Val

Arg
Thr
Pro
130
Gly
Asn

Gln

Ser

99261

Gln
Arg
His
35

Ile
Arg
Met
Gly
Thr
115
Leu
Cys
Ser

Ser

Ser
195

Leu Val
5

Leu Ser

20

Trp Val

Ser Arg
Phe Thr

Thr Ser
85

Gly Tyr

100

Val Thr

Ala Pro
Leu Val

Gly Ala
165

Ser Gly

180

Leu Gly

Glu
Cys
Arg
Gly
Met
70

Leu
Asp
Val
Ser
Lys

150
Leu

Leu

Thr

Ser Gly Gly

Ala Ala Ser
25
Gln Ala Pro
40
Ser Ser Thr
55
Ser Arg Asp

Arg Ala Glu

Thr Arg Asn
105
Ser Ser Ala
120
Ser Lys Ser
135
Asp Tyr Phe

Thr Ser Gly

Tyr Ser Leu

185

Gln Thr Tyr
200

Gly Leu Val
10
Gly Phe Thr

;Gly Lys Gly

Ile Tyr Tyr
60
Asn Ala Lys
75
Asp Thr Ala
90
Ala Met Asp

Ser Thr Lys

Thr Ser Gly
140
Pro Glu Pro
155
Val His Thr
170
Ser Ser Val

Ile Cys Asn

365
Ala Val Glu

Thr Pro Pro

Leu Thr Val
415
Ser Val Met
430
Ser Leu Ser
445

Gln Pro Gly
15
Phe Ser Asp
30
Leu Glu Trp
45
Ala Asp Thr

Asn Ser Leu

Val Tyr Tyr
95
Tyr Trp Gly
110
Gly Pro Ser
125
Gly Thr Ala

Val Thr Val

Phe Pro Ala
175
Val Thr Val
190
Val Asn His
205

Lys Lys Val Glu Pro Lys Ser Cys

B26H - #36H(FIIR)

Glu
Tyr
Leu
Trp
Val
400
Asp
His

Pro

Gly
Tyr
Yal
Val
Tyr
80

Cys
Gln
Val
Ala
Ser

160
Val

Pro
Lys

Asp
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Lys
225
Pro
Ser
Asp
Asn
Val
305
Glu
Lys
Thr
Thr
Glu
385
Leu
Lys

Glu

Gly

<210>
<21L>
<212>
<2135

210

Thr His Thr Cys

Val Phe Leu

245
Glu

Ser

Thr Pro
260

Val

Arg

Glu
275
Lys

Pro Lys
Ala
290
Val

Thr Lys

Ser Val Leu
Lys
325

Lys

Tyr Lys Cys

Thr Ile Ser

340
Pro Pro Ser
355

Leu Val

Leu

Cys Lys

370

Ser Asn Gly Gln

Ser Asp Gly
405

Ser Arg Trp Gln
420

Ala Leu His Asn

435
Lys
450

Asp

46
220
PRT

<220>

<221>
<223>

FiL
L11

<400> 46

Asp
1
Glu

Gly

Pro Pro Lys Leu Leu Ile Tyr

Pro
65

Ile Ser Ser Leu Gln Ala Glu

Thr
5
Arg Ala Thr Ile
20
Asn Gln Lys
35

Ile Val Met

Asn

50

Asp Arg Phe Ser

85

Ala Tyr Thr Tyr Pro

100

99261

215
Pro Pro
230
Phe Pro

Cys Pro
Pro Lys

Val Thr Val
265

Tyr

Cys
Phe Asn Trp
280
Pro Arg Glu Glu

295
Thr Val
310

Val Ser

Leu His

Asn Lys
GIn
345
Glu Leu
360
Tyr

Ala Lys Gly

Arg Asp

Gly Phe
375

Pro Glu Asn

390

Ser Phe

Pro

Asn

Phe Leu
Val
425
Gln

Gln Gly Asn

Thr
440

His Tyr

AIF% (Artificial Sequence)

Gln Ser

Lys Ser
25

Thr Trp

40

Trp Ala

Asn Cys
Tyr Leu
55

Gly Ser
70

Phe Thr
105

220
Ala Pro Glu
235
Pro Lys Asp
250
Val Val Asp

Val Asp Gly

Gln Tyr Asn
300

Gln Asp Trp

315

Ala Leu Pro

330

Pro Arg Glu

Thr Lys Asn

Ile

380

Thr

Ser Asp

Tyr Lys
395

Tyr Ser

410

Phe Ser

Lys
Cys

Lys Ser Leu

10
Ser Gln Ser

Tyr Gln Gln

Ser Thr Arg
60

75

Leu Leu Gly Gly

Thr Leu

Val Ser
270

Val Glu

285

Ser Thr

Leu Asn

Ala Pro

Pro Gln
350
Gln Val
365
Ala Val

Thr Pro
Leu Thr
Ser Val

430

Ser Leu
445

Pro Asp Ser Leu Ala Val Ser

Leu Leu
30

Lys Pro

45

Glu Ser

Gly Ser Gly Thr Asp Phe Thr

Asp Val Ala Val Tyr Tyr Cys
90

110

%278 £36HFTIR)

Met
255
His

Val
Tyr
Gly

Ile
335
Val

Ser
Glu
Pro

Val
415
Met

Ser

Leu
15

Asn
Gly
Gly

Leu

Gln
95

Phe Gly Gln Gly Thr Lys Leu Glu

240
Ile

Glu
His
Arg
Lys

320
Glu

Tyr
Leu
Trp

Val
400
Asp

His

Pro

Gly
Ser
Gln
Val
Thr
80

Asn

Ile
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Arg Thr
115
Leu

Lys
Glu Gln
130
Phe Tyr
145

Gln

Pro

Ser Gly

Ser Thr Tyr

180
Glu His Lys
195
Val

Lys

Pro Thr

210

Ser

<210>
<2115
<212>
<213>

47
220
PRT

<220>
221>
<223>

4
L12

<400> 47
Asp Ile Val Leu
1
Glu Arg Ala Thr
20
Gln Lys
35
Lys

Gly Asn

Pro Leu
50

Asp

Pro
Pro Arg Phe
65
Ile

Ser Ser Leu

Ala Thr Tyr

100
Val

Tyr

Arg Thr

115
Gln Leu Lys
130
Tyr

Lys
Glu
Phe

145
Gln

Pro Arg
Ser Gly Asn
Thr Tyr Ser

180
Lys

Ser
Glu His
195
Pro Val
210

Lys

Ser Thr

<210> 48
<211> 220

99261

165

Val

Lys

Thr

Ile

‘Asn

Leu
Ser

Gln
85
Pro

Ala
Ser

Glu
Ser
165
Leu

Val

Lys

Val Ala Ala Pro Ser Val

135

Arg Glu Ala Lys

150

Asn Ser Gln Glu

Ser Leu Ser Ser Thr Leu

Tyr Ala

Ser Phe
215

Gln Ser

Asn Cys

Tyr Leu

Ile Tyr
55
Gly Ser
70
Ala Glu

Phe Thr

Ala Pro

Gly Thr
135

Ala Lys

150

Gln Glu

Ser Ser

Tyr Ala

Phe
120

Lys Ser Gly Thr Ala Ser Val

Val GIln Trp
Ser Val Thr
170
Thr
185
Cys Glu
200
Asn Arg

Val

Gly

ATLF5] (Artificial Sequence)

Ser
10
Ser

Pro Asp

Ser
25
Thr Trp
40

Trp Ala

Lys
Tyr
Ser
Gly Ser Gly
Ala

90
Gln

Asp Val
Phe Gly
105
Ser Val
120

Ala Ser

Phe
Val

Val Gln Trp
Thr
170

Thr

Ser Val

Thr Leu
185
Cys Glu Val

200

Ile Phe Pro Pro Ser Asp

Val
Lys
155
Glu
Leu

Thr

Glu

Leu
Gln
Gln
Thr
Thr
75

Val
Gly
Ile
Val

Lys
155
Glu

Leu

Thr

Ser Phe Asn Arg Gly Glu

215

F2BHE

Cys
140
Val
Gln
Ser
His

Cys
220

Ala
Ser
Gln

Arg
60
Asp

Tyr
Thr
Phe

Cys
140
Val
Gln
Ser
His

Cys
220

125
Leu Leu Asn Asn

Asp Asn Ala Leu

160

Asp Ser Lys Asp

175

Lys Ala Asp
190

Gln Gly Leu

205

Tyr

VSer

Val Ser Leu
15
Leu Leu Asn
30
Lys Pro Gly
45
Glu Ser Gly

Gly
Ser
GIn
Val
Phe Thr Leu Thr
80
Gln Asn
95
Lys Leu Glu Ile
110
Pro Pro

125
Leu Leu

Tyr Cys

Ser Asp
Asn Asn

Asp Asn Ala Leu
160

Asp Ser Lys Asp

175
Lys Ala Asp Tyr
190
Gln Gly Leu Ser
205

» 3£ 36 H(FFIR)
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<212> PRT
<213> ATLF%)(Artificial Sequence)

<220>
221> 4
223> L13

<400> 48
Asp Ile Val Leu Thr GIn Ser Pro Asp Ser Leu Ala
1 5 10
Glu Arg Ala Thr Ile Ser Cys Lys Ser Ser Gln Ser
20 25
Gly Asn Gln Lys Asn Tyr Leu Thr Trp Tyr Gln Gln
35 40
Pro Pro Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg
50 55 60
Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp
65 70 75
Ile Ser Ser Leu Gln Ala Glu Asp Val Ala Val Tyr
85 90
Ala Tyr Thr Tyr Pro Phe Thr Phe Gly Gln Gly Thr
100 105
Lys Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe
115 120
Glu Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys
130 135 140
Phe Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val
145 150 155
Gln Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln
‘ 165 170
Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser
180 185
Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His
195 200
Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
210 215 220

<210> 49

<211> 448

<212> PRT

213> ATF%I(Artificial Sequence)

<220>
221> &
<223> H11

400> 49

Glu Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys
1 5 10

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr

20 25
Trp Met His Trp Val Arg Gln Ala Pro Gly Gln Arg
35 40
Gly Met Ile His Pro Asn Ser Gly Ser Thr Asn Tyr
50 55 60

Val Ser Leu Gly
15
Leu Leu Asn Ser
30
Lys Pro Gly Gln
45
Glu Ser Gly Val

Phe Thr Leu Thr
80
Tyr Cys Gln Asn
95
Lys Leu Glu Ile
110

Pro Pro Ser Asp
125

Leu Leu Asn Asn

Asp Asn Ala Leu
160

Asp Ser Lys Asp

175
Lys Ala Asp Tyr
190
Gln Gly Leu Ser
205

Lys Pro Gly Ala
15
Phe Thr Ser Tyr
30
Leu Glu Trp Met
45
Asn Glu Lys Phe

99261 E29H - #36 H(FFIR)
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Lys
"~ 6b
Met
Ala
Thr

Leu

Cys
145
Ser

Ser
Ser
Asn

His
225
Val

Thr
Glu
Lys
Ser
305
~ Lys
Ile
Pro
Leu
Asn
385
Ser

Arg

Leu

Gly
Glu
Arg
Val

Ala
130
Leu

Gly
Ser
Leu

Thr
210
Thr

Phe
Pro
Val

Thr
290
Val
Cys
Ser
Pro
Val
370
Gly
Asp
Trp

His

<210>
<2115
<212>
<213>

<220>
221>
<223>

99261

Arg Val Thr

Leu Ser Ser
85
Leu Lys Thr
100
Thr Val Ser
115
Pro Ser Ser

Val Lys Asp

Ala Leu Thr
165
Gly Leu Tyr
180
Gly Thr Gln
195
Lys Val Asp

Cys Pro Pro

Leu Phe Pro
245
Glu Val Thr
260
Lys Phe Asn
275
Lys Pro Arg

Leu Thr Val

Lys Val Ser
325
Lys Ala Lys
340
Ser Arg Asp
355
Lys Gly Phe

Gln Pro Glu

Gly Ser Phe
405
Gln Gln Gly
420
Asn His Tyr
435

50
448
PRT

ATF%|(Artificial Sequence)

i
H12

Ile
70
Leu

Gly
Ser
Lys
Tyr

150
Ser

Ser
Thr
Lys
Cys

230
Pro

Cys
Trp
Glu

Leu
310
Asn
Gly
Glu
Tyr
Asn
390
Phe

Asn

Thr

Thr
Arg
Asn
Ala

Ser
135
Phe

Gly
Leu
Tyr
Lys

215
Pro

Lys
Val
Tyr
Glu
295
His
Lys
Gln
Leu
Pro
375
Asn
Leu

Val

Gln

Arg Asp Thr

Ser
Ser

Ser
120
Thr

Pro
Val
Ser

Ile
200
Val

Ala
Pro
Val

Val
280
Gln

Gln
Ala
Pro
Thr
360
Ser
Tyr
Tyr
Phe

Lys
440

30K 36 A(FFIR)

Glu
Phe

105
Thr

Ser
Glu
His

Ser
185
Cys

Glu
Pro
Lys

Val
265
Asp

Tyr
Asp
Leu
Arg
345
Lys
Asp
Lys
Ser
Ser

425
Ser

Asp
90

Asp
Lys
Gly

Pro

Thr
170
Val

Asn
Pro
Glu

Asp
250
Asp

Gly
Asn
Trp
Pro
330
Glu
Asn
Ile
Thr
Lys
410
Cys

Leu

Ser Ala'Ser Thr Ala Tyr

75
Thr Ala

Tyr Trp
Gly Pro

Gly Thr
140
Val Thr
155
Phe Pro

Val Thr
Val Asn

Lys Ser
220
Leu Leu
235
Thr Leu

Val Ser
Val Glu

Ser Thr
300
Leu Asn
315
Ala Pro

Pro Gln
Gln Val
Ala Val
380
Thr Pro
395
Leu Thr
Ser Val

Ser Leu

Val
Gly
Ser

125
Ala

Val
Ala
Val
His
205
Cys
Gly
Met
His

Val
285
Tyr

Gly
Ile
Val
Ser
365
Glu
Pro
Val
Met

Ser
445

Tyr

Gln
110
Val

Ala
Ser
Val

Pro
190
Lys

Asp
Gly
Ile

Glu
270
His

Arg
Lys
Glu
Tyr
350
Leu
Trp
Val
Asp
His

430
Pro

Tyr
95

Gly
Phe
Leu

Trp

Leu
175
Ser

Pro
Lys
Pro

Ser
255
Asp

Asn
Val
Glu
Lys
335
Thr
Thr
Glu
Leu
Lys
415
Glu

Gly

80
Cys

Thr
Pro
Gly

Asn
160
Gln

Ser
Ser
Thr

Ser
240
Arg

Pro
Ala
Val
Tyr
320
Thr
Leu
Cys
Ser
Asp
400
Ser

Ala

Lys
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<400> 50

Glu
1
Ser
Trp
Gly
Lys
65
Met
Ala
Thr
Leu
Cys

145
Ser

Ser
Ser
Asn
His
225
Val
Thr
Glu
Lys
Ser
305
Lys
Tle
Pro

Leu

Asn
3856
Ser

Arg

Val
Val
Met
Met
50

Gly
Glu
Arg
Val
Ala
130
Leu
Gly
Ser

Leu

Thr
210
Thr
Phe
Pro

Val

Thr
290
Val

Cys
Ser
Pro
Val
370
Gly

Asp

Trp

99261

Gln
Lys
His
35

Ile
Arg
Leu
Leu
Thr
115
Pro

Val

Ala

Gly

Glu
Lys
275
Lys
Leu
Lys

Lys

Ser
355
Lys

Gln
Gly
Gln

Leu
Val
20

Trp
His
Val
Ser
Lys
100
Val
Ser
Lys

Leu

Leu
180
Thr
Val
Pro
Phe
Val

260
Phe

Pro
Thr
Val
Ala
340
Arg
Gly
Pro

Ser

Val
Ser
Val
Pro
Thr
Ser
85

Thr
Ser
Ser

Asp

Thr
165
Tyr

Gln

Asp

Pro

Pro
245

“Thr

Asn
Arg
Val
Ser
325
Lys
Asp
Phe
Glu

Phe
405

Gln
Cys
Arg
Asn
Leu
70

Leu
Gly
Ser
Lys
Tyr

150
Ser

Ser
Thr
Lys
Cys
230
Pro
Cys
Trp
Glu
Leu
210
Asn
Gly
Glu
Tyr

Asn
390
Phe

Gln Gly Asn

420

Ser
Lys
Gln
Ser
55

Thr
Arg
Asn
Ala
Ser
135
Phe
Gly
Leu
Tyr
Lys
215
Pro
Lys
Val

Tyr

Glu
295
His

Lys
GIn
Leu
Pro
375
Asn

Leu

Val

Gly Ala Glu

Ala
Ala
40

Gly
Leu
Ser
Ser
Ser
120
Thr
Pro
Val

Ser

Ile
200
Val

Ala
Pro
Val
Val
280
Gln
Gln
Ala
Pro
Thr
360
Ser
Tyr
Tyr

Phe

B3R

Ser
25

Pro
Ser
Asp
Glu
Phe
105
Thr
Ser
Glu
His
Ser
185
Cys
Glu
Pro
Lys
Val
265
Asp
Tyr
Asp
Leu
Arg
345
Lys
Asp
Lys
Ser

Ser
425

10
Gly

Gly
Thr
Lys
Asp
90

Asp
Lys
Gly

Pro

Thr
170
Val
Asn
Pro
Glu
Asp
250
Asp
Gly
Asn
Trp
Pro
330
Glu
Asn
Ile
Thr

Lys
410

Val Lys
Tyr Thr
Gln Arg

Asn Tyr
60

Ser Ala

75

Thr Ala

Tyr Trp
Gly Pro

Gly Thr
140

Val Thr

155

Phe Pro

Val Thr
Val Asn

Lys Ser
220

Leu Leu

235

Thr Leu

Val Ser
Val Glu

Ser Thr
300
Leu Asn
315
Ala Pro

Pro Gln
Gln Val

Ala Val
380

Thr Pro

395

Leu Thr

Lys
Phe
Leu
45

Asn
Ser
Val
Gly
Ser
125
Ala
Val
Ala
Val

His
205
Cys
Gly
Met
His

Val
285
Tyr

Gly
Ile
Val
Ser
365
Glu

Pro

Val

Cys Ser Val Met

' $£ 36 A(FFIR)

Pro Gly Ala

Thr
30

Glu
Glu
Thr
Tyr
Gln
110
Val
Ala
Ser

Val

Pro
190
Lys

Asp
Gly
Ile
Glu
270
His
Arg
Lys
Glu
Tyr
350
Leu
Trp
Val
Asp

His
430

15
Ser

Trp
Lys
Ala
Tyr
95

Gly
Phe
Leu

Trp

Leu
175
Ser
Pro
Lys
Pro
Ser
255
Asp
Asn
Val
Glu
Lys
335
Thr
Thr
Glu

Leu

Lys
415
Glu

Tyr
Met
Phe
Tyr
80

Cys
Thr
Pro
Gly
Asn

160
Gln

Ser
Ser
Thr
Ser
240
Arg
Pro
Ala
Val
Tyr
320
Thr
Leu
Cys
Ser

Asp
400
Ser

Ala
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<210>
211>

<212>

<213>

<220>
<221

<223>

51

448
PRT
ANTILF%(Artificial Sequence)

L
H13

<400> 51

Glu
1

Val

Ser Val

Trp
Gly

Lys
65
Met

Ala
Thr
Leu

Cys
145
Ser

Ser
Ser
‘ Asn

His
225
Val
Thr
Glu
Lys
Ser
305
Lys

Ile

Met

Met
50
Gly

Glu
Arg
Val

Ala
130
Leu

Gly
Ser
Leu

Thr
210
Thr

Phe
Pro
Val
Thr
290
Val
Cys

Ser

99261

Gln
Lys
His

35
Ile

Lys
Leu

Leu

Thr
115
Pro

Val
Ala
Gly

Gly
195
Lys

Cys
Leu
Glu
Lys
275
Lys
Leu
Lys

Lys

Leu

Val
20
Trp

His
Ala
Ser
Lys
100
Val
Ser
Lys
Leu
Leu
180
Thr
Val

Pro

Phe
Val
260
Phe
Pro

Thr
Val

Val
5

Ser
Val
Pro

Thr

Ser
85
Thr

Ser

Ser

Asp

Thr
165
Tyr

Gln
Asp
Pro

Pro
245
Thr
Asn
Arg
Val

Ser
325

Gln
Cys
Arg
Asn

Leu
70
Leu

Gly
Ser
Lys
Tyr

150
Ser

Ser
Thr
Lys
Cys
230
Pro
Cys
Trp
Glu
Leu

310
Asn

Ser
Lys
Gln

Ser
55
Thr

Arg
Asn
Ala
Ser
135
Phe
Gly
Leu
Tyr
Lys
215
Pro
Lys
Val
Tyr

Glu
295
His

Lys

Ala Lys Gly Gln

440

Gly Ala

Ala Ser
25

Ala Pro

40

Gly Ser

Leu Asp
Ser Glu

Ser Phe
105

Ser Thr

120

Thr Ser

Pro Glu
Val His

Ser Ser
185

Ile Cys

200

Val Glu

Ala Pro

Pro Lys
Val Val
265
Val Asp
280
GIn Tyr
GIn Asp
Ala Leu

Pro Arg

32K » #£36 H(FFIR)

Glu Val Lys
10
Gly Tyr Thr

Gly Gln Arg

Thr Asn Tyr
60
Lys Ser Ala
75
Asp Thr Ala
90
Asp Tyr Trp

Lys Gly Pro

Gly Gly Thr
140
Pro Val Thr
155
Thr Phe Pro
170
Val Val Thr

Asn Val Asn

Pro Lys Ser
220
Glu Leu Leu
235
Asp Thr Leu
250
Asp Val Ser

Gly Val Glu

Asn Ser Thr
300
Trp Leu Asn
- 315
Pro Ala Pro
330

445

Lys
Phe

Leu
45
Asn

Ser
Val
Gly

Ser
125
Ala

Val
Ala
Val
His
205
Cys
Gly
Met
His
Val
285
Tyr
Gly

Ile

Pro

Thr
30
Glu

Glu
Thr
Tyr
Gln
110
Val
Ala
Ser

Val

Pro
190
Lys

Asp
Gly
Ile
Glu
270
His
Arg
Lys

Glu

Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
435 '

Gly Ala
15
Ser Tyr

Trp Ile
Lys Phe

Ala Tyr
80

Tyr Cys

95

Gly Thr

Phe Pro
Leu Gly

Trp Asn
160

Leu Gln

175

Ser Ser

Pro Ser
Lys Thr

Pro Ser
240

Ser Arg

255

Asp Pro

Asn Ala
Val Val

Glu Tyr

320
Lys Thr
335

Glu Pro Gln Val Tyr Thr Leu
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340

345

Pro Pro Ser Arg Asp Glu Leu Thr Lys

Leu

356

360

Val Lys Gly Phe Tyr Pro Ser

370

Asn Gly GIn Pro Glu Asn

385

Ser Asp Gly

Arg

Trp Gln

Leu His Asn

435

<210> 52
<211> 448
<212> PRT

<213>

<220>
221> 4#
223> H14

<400> 52

Glu
1
Ser
Trp
Gly
Lys
65
Met
Ala
Thr
Leu
Cys
145
Ser
Ser
Ser
Asn
His
225
Val

Val Gln
Val Lys

Met His
35

Met Ile

50

Gly Lys

Glu Leu
Arg Leu

Val Thr
115

Ala Pro

130

Leu Val

Gly Ala

Ser Gly

Leu Gly
195

Thr Lys

210

Thr Cys

Phe Leu

99261

Ser Phe
405

GIn Gly

420

His Tyr

Leu Val
5

Val Ser

20

Trp Val

His Pro
Ala Thr

Ser Ser
85

Lys Thr

100

Val Ser

Ser Ser
Lys Asp

Leu Thr
165

Leu Tyr

180

Thr Gln

Val Asp
Pro Pro

Phe Pro
245

390
Phe

Asn

Thr

375
Asn Tyr

Asp

Lys

350

Asn Gln Val Ser
365
Ile Ala Val Glu
380
Thr Thr Pro Pro
395

Leu Tyr Ser Lys Leu Thr Val

Val Phe

Gln Lys
440

Ser
425
Ser

AT )FF) (Artificial Sequence)

410
Cys Ser Val Met

Leu Ser Leu Ser
445

Gln Ser Gly Ala Glu Val Lys Lys

Cys
Lys
Asn
Leu
70

Leu
Gly
Ser
Lys
Tyr
150
Ser
Ser
Thr
Lys
Cys

230
Pro

Lys Ala

Gln Arg
40

Ser Gly

55

Thr Leu

Arg Ser
Asn Ser

Ala Ser
120

Ser Thr

135

Phe Pro

Gly Val

Leu Ser

Tyr Ile
200

Lys Val

215

Pro Ala

Lys Pro

533K - 336 H(TFIHR)

Ser
25

Pro
Ser
Asp
Glu
Phe
105
Thr
Ser
Glu
His
Ser
185
Cys
Glu

Pro

Lys

10
Gly Tyr Thr Phe

Gly Gln Arg Leu
45

Thr Asn Tyr Asn

60
Lys Ser Ala Ser
75

Asp Thr Ala Val

90

Asp Tyr Trp Gly

Lys Gly Pro Ser
125

Gly Gly Thr Ala

140
Pro Val Thr Val
155

Thr Phe Pro Ala

170

Val Val Thr Val

Asn Val Asn His
205

Pro Lys Ser Cys

220
Glu Leu Leu Gly
235
Asp Thr Leu Met
250

Leu
Trp
Val
Asp
His

430
Pro

Pro
Thr
30

Glu
Glu
Thr
Tyr
Gln
110
Val
Ala
Ser
Val
Pro
190
Lys
Asp
Gly

Ile

Thr
Glu
Leu

Lys
415
Glu

Gly

Gly
15

Ser
Trp
Lys
Ala
Tyr
95

Gly
Phe
Leu
Trp
Leu
175
Ser
Pro
Lys

Pro

Ser
255

Cys
Ser

Asp
400
Ser

Ala

Lys

Ala
Tyr
Ile
Phe
Tyr
80

Cys
Thr
Pro
Gly
Asn
160
Gln
Ser
Ser
Thr
Ser

240
Arg



202220702

- Thr Prb
Glu Val

Lys Thr
290

Ser Val

305

Lys Cys

Ile Ser
Pro Pro

Leu Val
370

Asn Gly

385

Ser Asp

Arg Trp

Leu His

<210>
211>
<212>
<213>

<2205
<2215
<223>

<400>
Gln Val
1

Ser Val

Trp Ile

Gly Asn
50

Lys Asp

65

Met Gln

Glu Val Thr Cys Val Val Val Asp Val Ser
260 265
Lys Phe Asn Trp Tyr.Val Asp Gly Val Glu
275 280
Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr
295 300
Leu Thr Val Leu His Gln Asp Trp Leu Asn
310 315
Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
325 330
Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
340 345
Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
355 360
Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
375 380
Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
390 395
Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
405 410
Gln Gln Gly Asn Val Phe Ser Cys Ser Val
420 425
Asn His Tyr Thr GIn Lys Ser Leu Ser Leu
435 440

53

448

PRT

ANLF%| (Artificial Sequence)

g
IMAB-362 E i

53
Gln Leu Gln Gln Pro Gly Ala Glu Leu Val
5 10
Lys Leu Ser Cys Lys Ala Ser Gly Tyr Thr
20 25
Asn Trp Val Lys Gln Arg Pro Gly Gln Gly
35 40
Ile Tyr Pro Ser Asp Ser Tyr Thr Asn Tyr
55 60
Lys Ala Thr Leu Thr Val Asp Lys Ser Ser
70 75
Leu Ser Ser Pro Thr Ser Glu Asp Ser Ala
85 90

Thr Arg Ser Trp Arg Gly Asn Ser Phe Asp Tyr Trp

100 105

Thr Leu Thr Val Ser Ser Ala Ser Thr Lys Gly Pro

115 120

His

Val
285
Tyr

Gly
Ile
Val

Ser
365
Glu

Pro

Val
Met

Ser
445

Arg
Phe
Leu
45

Asn
Ser
Val
Gly

Ser
125

Glul

270
His

Arg
Lys
Glu

Tyr
350
Leu

Trp
Val
Asp
His

430
Pro

Pro

Thr
30
Glu

Gln
Thr
Tyr
Gln

110
Val

Asp Pro
Asn Ala
Val Val

Glu Tyr
320

Lys Thr

335

Thr Leu

Thr Cys
Glu Ser

Leu Asp
400

Lys Ser

415

Glu Ala

Gly Lys

Gly Ala
15
Ser Tyr

Trp Ile

Lys Phe

Ala Tyr
80

Tyr Cys

95

Gly Thr

Phe Pro

Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly

130

135 140

Cys Leu Val Lys 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 Gln

99261

F34H - #I6HFIIR)
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Ser Ser

Ser Leu

Thr
210
Thr

Asn

His
225
Val Phe

Thr Pro

Glu Val
Thr
290
Val

Lys

Ser
305
Lys Cys

Ile Ser

Pro.Pro
Val
370
Gly

Leu

Asn
385
Ser Asp

Arg Trp

Leu His

<210>
<2117
<212>
<213>

<220>
<221>
<223>

<400>
Asp Ile
1

Glu Lys

Gly Asn
Pro Pro

50
Pro Asp
65

99261

165

Gly Leu Tyr Ser
180

Gly Thr

195

Lys

Gln Thr

Val Asp Lys

Pro Cys
230

Pro

Cys Pro

Phe Pro
245
Thr

Leu
Glu Val
260
Phe

Cys

Lys Asn Trp

275
Lys Glu

Pro Arg

Thr Val Leu

310
Asn

Leu

Val Ser
325

Lys

Lys

Ala
340
Arg

Lys Gly

Ser Glu Glu

355

Lys Gly Phe Tyr

Gln Glu Asn
390

Phe

Pro

Gly Phe

405

Gln GIln Gly Asn
420

Asn His Tyr Thr

435

Ser

54
220
PRT

ANTF%| (Artificial Sequence)

i
IMAB-362 X4

54

Val Met Thr Gln

5
Val Thr Met Ser
20

Gln Lys Asn Tyr
35

Lys Leu Leu Ile

Arg Phe Thr Gly
70

Ser Ser
185

Ile Cys

200

Val Glu

Leu
Tyr

Arg
215

Pro Ala Pro

Lys Pro Lys

Val Val Val
265

Val Asp

280

Gln Tyr

Tyr

Glu
295
His Gln Asp

Lys Ala Leu

Gln Pro Arg
345

Thr Lys

360

Ser Asp

Met

Pro
375
Asn Tyr Lys

Leu Tyr Ser

Val Phe Ser

425

Gln Lys Ser
440

Ser Pro Ser

Lys Ser
25

Thr Trp

40

Trp Ala

Cys
Leu

Tyr
55

Ser Gly Ser

$F3I5H

170

Val Val Thr Val Pro

Asn
Pro
Glu
Asp

250
Asp

Gly
Asn
Trp
Pro
330
Glu
Asn
Ile
Thr
Lys
410

Cys

Leu

Ser
10

Ser
Tyr

Ser

Gly

Val Asn His
205
Ser Cys
220
Leu Leu
235

Thr Leu Met

Lys

Gly

Val Ser His

Val Glu Val
285
Thr Tyr

300
Leu Asn
315

Ala Pro

Ser
Gly
Ile

Pro Gln Val

Gln Val Ser
365
Ala Val Glu

380
Thr Pro
395

Leu Thr Val

Pro

Ser Val Met

Ser
445

Ser Leu

Leu Thr Val
Gln Ser Leu

GIn Gln Lys
45
Thr Arg Glu
60
Thr Asp Phe
75

» 3£ 36 H(FFIR)

175

Ser Ser
190
Lys

Pro Ser

Asp Lys Thr

Gly Ser
240

Arg

Pro

Ile Ser
255
Glu Asp
270

His

Pro

Asn Ala

Arg Val Val

Glu Tyr
320
Thr

Lys

Glu Lys

335

Tyr Thr Leu

350

Leu Thr Cys

Trp Glu Ser

Val Leu Asp

400
Lys Ser
415

Glu Ala

Asp

His
430
Pro Gly Lys

Thr Ala Gly
15

Leu Asn Ser

30

Pro Gly Gln

Ser Gly Val

Thr Leu Thr
80
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Ile Ser Ser Val Gln Ala Glu Asp Leu Ala Val Tyr Tyr Cys Gln Asn
- 85 ‘ 90 95
Asp Tyr Ser Tyr Pro Phe Thr Phe Gly Ser Gly Thr Lys Leu Glu Ile
100 105 110
Lys Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp
115 120 125
Glu Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn
130 135 140
Phe Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu
145 150 155 160
Gln Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp
165 170 175
Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr
180 185 190
Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser
195 200 205
Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
210 215 220

<210> 55

Q2l1> 4

<212> PRT

213> AILF%|(Artificial Sequence)

<220>
<223> PUfk#EEE

<400> 55
Gly Gly Phe Gly
1 4

99261 £ 36H  #H36 H(FFIR)
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" - [HEAHEEREE )
SEORIE1) —FEBEEEL Y & Claudinl 8.2 Hi RS BEY B4 T SE ET

H bzt Claudinl8.2 HIASEEY) BRI EYEL Claudinl 8.2 PSS EHMH T E#E
Ao A S8 > Hor o

1)ax B A @Y SEQ ID NO : 5 fRHyE i v & B A MR AR5
fY HCDR1 ~ HCDR2 {1 HCDR3 - X[ [E A 2814 SEQ ID NO : 6 FiRiy
B g o 8 A R IR SRR 511 LCDR1 ~ LCDR2 f1 LCDR3 ;

ii)a% Bl ] SR SEQTDNO : 3 fiyRAVER # v] 8 1& B A M B E R 751
#Y HCDR1 ~ HCDR2 #1 HCDR3 » 3R o] S5 811 SEQ ID NO : 4 FroRAYESHE
A8 B A M E AR 75189 LCDR1 ~ LCDR2 A1 LCDR3 ;

% &R BRI AR L B R TR - S Rt R B - IR BR R 4R 1T

FEOKIE2) WIFEKIHE 1 iV ZEAH g Y) - HhE i Claudinl8 2 HifS &

B ] Sl Rk oy s [ >

iii)s% B ] 88 A0 S43 340 SEQ ID NO : 15 ~ SEQ ID NO : 16 1 SEQ ID
NO : 17 Fi7RIJ HCDR1 ~ HCDR2 #1 HCDR3 » 3% A S &2 540 SEQID
NO: 18~ SEQIDNO : 19 1 SEQIDNO : 20 ffi7<#y LCDR1 * LCDR2 f1 LCDR3 ;
ﬁ |

iv)e% E T AL 240 A4 SEQIDNO : 9~ SEQIDNO: 10 1 SEQIDNO :
11 F/~#Y HCDR1 ~ HCDR2 H1 HCDR3 - B ] 8% /A& 4> Bil40 SEQIDNO :
12 ~ SEQIDNO : 13 f1 SEQID NO : 14 f7/~HYJ LCDR1 ~ LCDR2 #1 LCDR3 ;

HEM > %P1 Claudinl8.2 i E & B ] SEE AT s n] 86 » Hodr »

99261 F£1E  #£7HEGHPFHEREE)
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-

v)%ﬁéﬁﬁﬁ%@ﬁn SEQ ID NO : 31 ﬁﬁ%%ﬂ%‘%éﬁ‘éﬁé@%@ﬁu SEQIDNO : 29
AT 5 B

vi)aZ BB B S 40 SEQID NO : 26 Arnflez iSH#E v 4 E 41 SEQ IDNO : 23
EIANE

R » 2 P1 Claudinl8.2 FilgE A -

vii)SEQ ID NO : 49 B RAVEESE » FI SEQ ID NO : 47 B REVeks ; =X

viii)SEQ ID NO : 44 Fi7rHYEEHE » A1 SEQ ID NO : 41 ArsyEsi -

[E5°KIE3)Y AME5°KIA 15 2 Frilliy B 8240 iy - E R # i Claudinl8.2 Hifg

BRI BT A8 (Pe-L-Y-D)FT7RAVEE -

(Pc-L-Y-D)

ep

Y 3 5-O-(CR*R?)y-CR'R2-C(0)- + -O-CR'R2-(CR*R);:- ~ -O-CR'R?- ~ -NH-

\

(CR*RY),,-CR!R2-C(0)-F1-S-(CR*RP),,-CR'R2-C(O)- ;
R*FIRPHHEIEAE - BEEBEIMEAERET - RET ~ K&~ A
Bk ~ MAUEES ~ FEEAs - BB - BeE - R - B E - B E  IRTERIRERE
BGE - RYFI R B AR RV R+ — P BB e A SR AL
RUVEEEER - pOfik: ~ MOOUEE: ~ BRbrE: - IR E - e AL - IR

F2R > H 7 HEYIRFEEE)
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i

RPBEEGRT N ~ BbiA » TRAUbeE - BRbeA « BRGeE b - ie i

 HERREL ~ TR A

B - RUVRT R* B BRI R 7 RO R R e A SR A
BCE - RYFI R B M BBV R F— O R A s e AL
m /5 0 2 4 BEEE

njy1 é 10 » n 2/ NETEEE L

L R PR EE T

Pc &%t Claudinl 8.2 HTEE

BEEH - 5% 41 Claudinl 8.2 HAGEEY) AR B AW T FTRHVEEHRE -

_ H Q
Pc N\/\/\)\N/\"/N\)LN
H H

Hefo
nB 2% 8 n B/ NEE g, ;
Pc By#i Claudin18.2 $igE -

[ER3KIE4) AEF°KIA | £ 3 E—IHEFATARVES BEARY) - H ez B i)

BEESREEWE

99261

BUEEHD - B REVEME RS
RN ZREVEMR R LS ES 80 B LLIALES 20

B fEHr > RIS R LI5S 80 -
$IH 357 HEHFAERRR)
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- [55KE5] 403 ?IE 4 FrilteVeE SEAH YY) - HPRaRE T riﬁﬁJ/EfE*‘/% 0.05

mg/mL % 0.5 mg/mL > 8{E % 0.1 mg/mL & 0.2 mg/mL » F{EE 0.2 mg/mL -

[EESKIE6Y L05EKIH 1 & 5 £ —TRPTHVERSE4HY) - i kmiEa
=l

B > RN  H RS ;

SEEEH » BAOME R TN -

[FERIHT] A0EEKIH 6 FralinyEEEaEEY) » HP iR 20 mg/mL &
100 mg/mL » X {E B 40 mg/mL & 80 mg/mL > £ 40 mg/mL o

[FK7E8] ME5KIE 1 2 7E—THFTeVEE ZEMH R H %t Claudin1 8.2
TURREEYHER YRR B UESREST 1 mg/mL E 100 mg/mL » BERMUELR
EET 10 mg/mL 2 30 mg/mL - EERDIELRELT 20 mg/mL -

[FERIE9] A0E5KIE 1 & 8 (£ TERTIMAVE SR - P S Emnye
FEE 5 mM % 50 mM > B 10 mM % 30 mM > A 30 mM o

[E5KME1I0] A0E5KIE | 2 9 TR aV B e R YY) » H R B EEH R
HY pH Ky 5.0-6.5 » B{ERy 5.0-5.5 » HER 5.0-53 -

[EERME1L] A03EKTE 1 2 10 F—IEFT VB SR Y HE AT

(8) BT REST 10 mg/mlL Z 30 mg/mL A7 Claudinlg.2 ?ﬂﬁgm%ﬁ%
Bt% > (0) 0.1 mg/mL 2 0.2 mg/mL FYZEILALES > (c) 40 mg/mL % 80 mg/mL HYHE >
1 (d) 10 mM £ 30 mM HYHREBR EEARER| s B EE4HRYIAY pH £y 5.0-5.5

BEEHY - BRI E S T T

99261 £ 4H » H7THEGHEABFEE)
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) (2) AEERET 20 mg/mL HYRZET Claudinl8.2 HIHSEEYIEEY)  (b) 0.2

mg/mL HFYEELLALES 80 » (c) 40 mg/mL HYFERE » FI (d) 30 mM 4H Rzl - FE ER BE4R (&
B - X BSEEAH YN pH Ky 5.0-5.3

(EEK7H12] —TER S - HAEE

LIZEHRELT 20 mg/mL #y$1 Claudinl8.2 HiASZEY B ~

0.2 mg/mL HYZX [ IFLHS 80

40 mg/mL FYJEERE ~ FI

30 mM 4H frlie-FE B B 4R 1T A

AL BRI pH 5 5.0 £ 5.3

%P1 Claudinl 8.2 HiAS S8R B A4 N 2T RIVEHE |

Pc——q\/\/\)oj\ /Enﬂ

s

n K2 F 8 n B/ NEEEE

Pc F¥i Claudinl8.2 Hifis » HAESH SEQIDNO : 49 Ar-rAYE§# » #1401 SEQ
IDNO : 47 FrrRHVESHE |

[E5RIE13] —TESTRREEERYIN RS  HE BN eI 5%
AR ECAIREKTE 1 2 12 (£ —THEFTIHY B2 -

99261 £S5 H - £ 7HSHEAEBHERE)
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[55°KTH14] —ERES DR BRI REZBGR 5% P aER
ORI 1 2 12 T —TEAT Y RS SR BV T /2 IR RSBV B, -
(3R] — RS RGN R - 2 SRR i AR IA 1
£ 12 FME—IFAPFTIAY B SEAH i8S REZ e -

[55°KIEI6] —EEHURREYEBINESAR SN E B RE
& A AIER R IE 13 Bk 15 At ey ez ORI A S 18
BfEH - ZAEBERE S T

(2) LIEHREST 10 mg/mL 2 30 mg/mL Bt Claudin18.2 HTAREEY B
Y75 > (b) 0.1 mg/mL 2 0.2 mg/mL FYEELLELES » (c) 40 mg/mL % 80 mg/mL HYHE »
1 (d) 10 mM 2 30 mM AVAHRZEREAR TR s @A TRHY pH %9 5.0-5.5 5

FEH - ABEEARE SN TS

(a) IEHBEET 20 mg/mL #Z$1 Claudinl8.2 HIASEEVMERIY) - (b) 0.2
mg/mL HYZXLUELE 80 » (c) 40 mg/mL HYFEHE » 71 (d) 30 mM AR RA-FR L B4R
T > S EEAHRAY pH £ 5.0-5.3 ¢

[55KH17] —E8h » BEESS R8T EENHERE 1 8 12—
THRT AR SR Y ~ AR 3KTA 13 B 15 Frillfy R EZEURISCAI 3B 5K E 16 ki
BB -

[5°KH18] — AR EURENTTE B T2 ERARENEHK
H 1 &8 12{F—IHATIHY ZE R SE4H i) ~ BRA0E5KTH 13 B4 15 Frili Ay aREZ 84 -
SRANSH RIS 16 Bk aw - s kg 17 Frleds ;

H o e EURERERED RS - ST - B - g

BEH - SR B E AR ~ AR ~ TR S ETE ~ AN S e
99261 E£6H FHTHEH EHSEELFIEEE])
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T~ THHERE - ST « REE - FIRERE - BIEHIRRI R - i - FLIRE - BF
- FRAHRERE - FHRER - BRERE - B - BIEE - IR - &i5E - @IEERE -
BORE  EUAIRE AINEE - OREE - TERERRE - TESE - BUYE - s -
SNE - KEE - BORE - 0w - HERE - 5 ERE - B - 2%
HWEEEE  BRAENARSE  ERERE - BB ANER - BHRGRE
THK A - E5EEERR R E AT R A

RN N EE ¢ TREINEE - FHIREMER - EEMA B4R
REMES ~ IEIMEMERS ~ R A B-AIIMESRE - EARERER ~ /N
EARRE MM - B & T-4HA/AH SETHERY A B-AIH M A AR 4R MM E
T SRR - R NIRRT NRERTE B IRER SRR
If9ps ~ = PMEREAHAREE B W ~ SHREAIIE B s - BOREAREME B I ~ SRR
E4RrEMER MR ~ B HRE AR 5 R A B 1 -

99261 ETH  H7HEHREENRE)
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99261 BOH K AEGHER)
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