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USE OF ANTIBODY DRUG CONJUGATE
[ % fig <8 35 ]

[0001] A4 ENMES TROP2 $145 B H1 i & 4
Y REMmEREY (nken@EEH s mME s 2AHRER
mEEENE-Z2VEEY -

[ 5t A 2 47 ]

[0002]) (E B A RERE A TR AT
EWHESENNERAREAFANMNSENEYE IR
-85 W) 45 & W) (Antibody-Drug Conjugate ; ADC) » [H o #E
BEs Rk EY xE2RANR  THFEYEZBENEHAK
A~ EE AN B (2 RIEE MR 1~3) fE/ ADC
Bl 40 A £ fi CD33 #i s B R & ) & (calicheamicin)&h & HY
Mylotarg(zF Mt B f2 ; gemtuzumab ozogamicin) @i 7 7] /E
HoMEEEO MR 2 EFESE - X > i CD30 fife B A
F 5 4t ’T E(auristatin E)45 & By Adcetris(zE it &5 &
brentuximab vedotin)fx 4T & # &0 1 1F & 1 /R & K itk 5 &
(Hodgkin’s lymphoma)Ef_iili/\ B K 4l BE Mk 2 8 2 08 B &E
(2 WRIEE M CE/R 4) - S Wl oy ADC Fr & H B 8 1Y)
% L DNA =5 & & 5 (tubulin)fE & 2 HY -

[o0003]) mitilERBRM ZEYFLEME » CHHA
&) 30 B2 B # B I(topoisomerase 1) % I 5t & & fF F /Y
{t& ¥ 8y = & @8 (camptothecin)f7 £ ¥ - H f1 T =
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[ 0004]

[ 0005 )] PR m Y Fi lE R ML &P (K B & FE
(exatecan) > {E 8 4 : (1S,9S)-1-FF % -9- 7 K -5-4, -2.3-
TR -9-F A -4-H B -1H,12H-K Jf [de] Uk T [3',4':6,7]
m5EF JF [1,2-b] e Bk -10,13(9H,15H)- B )R KB M Z &
@ O A (FEASCEL 1~ 2) B{EEY %R AEER L
£ H By 2 %< 56 3 & (irinotecan)fH £ - Ji fE B & R #Y & A
FAEEBEZEM2ENEL - X BEREHEEF ZHE AR
Ay SN-38 - @z fH [H 7 BR PR F A By $h B2 3 & (topotecan)
AEBWNIGEEENE [ &S, FEEINE S EE AN
ERFEBRAEHEENE  LHFEDP-HED ZFH - IR
HPH SN38ZFEEH MM REHABRANRE - X MNEZ
ANFEBE TITEESEAXAFIRERBOIER SR > ®8A
cETERA R - HBi2S5EH AR EH(28IEFFMCR
5~10) - IREBERIF M/ ADCEEAUMIFER BN FE -

[0006] DE-310 %N AEY otk 2 % EH A w T
ZBEEEY LBEREEENIE GGFG I K & B m 48
EMNEaRBEMNXER 3) - RIRKEEEHET s o 7/ &
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b ErFemMFFEE E—-FFNABEREAEALE Z

BRI E KEBES T E ML > B HIE S HEE D
fr yf5 1 - DE-310 R BEMABKEKREREY Z
VB B ARNREERE - KU BERERKEESHIR
EEREAFE R HERRBEBEYHBEHILEZE - NI
AR ABTASEERE ZFEMH > &% DE-310 A XK
THEHNRKEERLIAERREEREDRNKE THE R K
b BHERETHESESH A XRE - B DE-310 7
B < R PR 3 BR o B B it A O 8 o ERE 0 B A M R S 1E
ARMWEXEBESEBENERRSE 5 — | FA
DE-310 REMABH ABHTRERE ZEBEHEYEREH
G ERHEARKEZRE  RABAREREHIENN RS (2
b JE H Al LR 11~14) - &5 R & DE-310 JRR B> K&
ERESANM FHEERLEERE ENZ 8D E M A
=B R e

[0007] fE & DE-310 Z G #E L&Y » & -NH-(CH2z)4-
C(=0)-FT "y & & 7 A -GGFG-HE R Y Pl {k & & &
Z [ o kK -GGFG-NH-(CH,)4-C(=0)-1F & [&] [ ¥ &5 & 19 18
cRBTEN(FENCR 4 BHE®EEGE ZIE RN
R A58 = R A -

(00081 A% TROP2(TACSTD2 : F&E & #H Bf £5 &Ml 5t &

HE H 2 (tumor-associated calcium signal transducer
2),GA733-1,EGP-1,M1S1: DL T & & hTROP2){& 1 323
f P AP W AMBERY | XE\EEAM Y 1 A EEEG

PD1227503/hy
111132669 FERLE A0202 1113312514-0



1812438

q o HLLAT > A% E & # K (trophoblasts) Bl &2 4 A 4t
AR ERIIERFROCAREBEEQD E 2 F 1T (FF & A
XRC ISR 0 BB AESE R MR K2
BREHENERIE(162-25.3 > 162-46 2)B S 1Y 1 R 7o
FHEE  HF A ANBEZEBERAKREZHO Y+ 2 —F& -
#ear % K TROP2(FEEH FI LR 16) - 21 - MHE 77+ H
iR EHEE  THEEODKEEHBEK R ENESGN
NEBERDLE GAT33 FTEEBIR GAT33-1(JF &
FSCRE 17) ~ 5 h JF /) 4 B Al 2 4 BE e 0% 1 JE 1§ Y D B
Hik AR RS7-3GI11 Fr¥rs Wy b &3 B (EGP-1; JE
HOFM LR 18) {H Y 1995 & TROP2 A W #f ZEJE - T &
ERERD FGEREFCRE 19) - hTROP2 2 DNA FF 4
EEEEBERFIINCHELSOHNSRERE - 10 » 7 2%
NM 002353 ~ NP_002344(NCBI)S =~ & $% % -

hTROP2 R4 Bl E H 4 50% 2 [6 JFE ) AL Trop-
1(EpCAM,EGP-2, TACSTD1)— i # it TACSTD £ [F % &
(FF AR 21) - hTROP2 EHE B E & N K 26 A
B A PR Ay AR PP A~ 248 Fg AL BL 5 A P RS Rk AV A
Mg 46 & B - 23 B BB OB OE BT B OB H BB E &
(transmembrane domain) ~ 26 FF & B 72 A B 1 B 0V 40 A
NEE - WA/ EE EA 46 N &S 20 8 o al iz
CREXE P FTEGARHE®TEME ST EBEY M 10
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245 hTROP2 A HE FWE B EHRKEEE » 7

FHRELABE  EBREBFHAMEEZSHARECD # 2 N

4
PD1227503/hy

111132669 FEHESE A0202 1113312514-0



1812438

(FEHE M B 20) > XNFEHA Ca?"(KEMEBENEAQDE X
Bg C 1 4H B N &% B Bk 303 38 A % ok B (& (JF & F] S BR
18) M NESEA PIP, a5 BB rAEBERE
A oAy EROE o B RE (R R LR 22) -

EHEHEREBN 2 ES%ELE2MEMN > hTROP2
B EE LA EEREBERE  HREFHBZER
—HHS o FE R R RN E PEEHSMELE
oy N 2 R AR AE (GF & F R 23~27) « X hTrop2 Z R H RN
KGR (JF HEF LR 23) ~ 5 B (JFE B R SCRLC 24) - BE g k2
(FF S A SO R 25) ~ OO e (FF S A SCRR 26) ~ i &K BB & (FF
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HEHERRBEMABEANE: > J"E %k & hTROP2
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[0009]) AEBE " BA M EZERIE A EMENE®R » 25
CEIZTEZEMI hTROP2 Hi i > HEPIEBEXN R D # @
i HFR ITRE LN EEBERE NARERERHE
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LR gE Bl ~ ADCi 2B LB B E M & (F F R 9~12)
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EREFRNEtESF XM E2HEME  ERESEE
MimEFEEBENGERRGR HRE - B > KEFEHZ
mEH BB EARERLZEMEHEBEBRZESESA
1B %08 B R AT L E R %

[H LL#E R SR E 2 F K&

[0013] A %083 M0 B EWKR T R R gy
i TROP2iBEH AL EBARE AENBIE > ARG A
AHHEEREARENSEE  THERBARSE &8 F MK
AR EBAE T AR ERREFHE > B R E
BHtaoYiReERENMT IR EZEYESEE o 2%k HEM
AEE e nBE-EYE Y TSN MHMEE R
WA EE > XERBERME(CEGD R M E AR EE
WS mAEZLLeY ZNERBSRREREAERS 21T
> N EARZHEE R ENEE - 5ERBE
bteskTENRITIRZLEEVMLIEREETRHER K
b - FTREOESFNEREBEESYH EE AR
T EB&MN M FmW A ZmRKsZ 2% -

At - A#HEMAER EEGB I ERY - R E
FholmittERYMESN TROP2HEBHREERE I

BoEME A SERSESMEEE RGN EE X
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[o014] Bl » A& 3% B {4 BH 1°
[I—HEiE-#ZYWECY  HEE/KELEHT A

Frrey i lERE e B i TROP2 $id » M FE T
=

-L'-L2-LP-NH-(CH;)n'-L2-(CH,)n%-C(=0)- Ff ~ By 4%
B EBEY  HAMEFELENH TROP2 #Hi i X & #H &
(hinge region)Hy ¥ &7 §# &0 7 /P ok 69 b Bt 58 1o &5 & -

[0015)] H & - #ii TROP2 fii & (& i® L' & Kl &5 &
mEEELLaYHESE 1 Ao BEZ2EERETIEREE D
fir » B -(CH2)n?-C(=0)-8& 77 Z Fix & &

Ad o n! TR 0OE 6 BEHE

n*Fw{IR 0E 5 ZEE -

L' %R -(3% 3 BE o2 B -3-% -N)-(CH2)n?-C(=0)-

Hig o nFmpm 258 8 28E -

L?% 5k -NH-(CH,CH;,-0)n*-CH,CH,-C(=0)-5 ¥ # -

Hef - n*RR 12 6 2E8EH:

LP R 2 2 78 2 B & B P B pe /Y Bk Ik B &

L* % R -0-8¢ B §# -
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-(3% B9 B o2 B -3-E -N)-f& T =BT R BY &

/
N—
\

0

HE3IMHAEG TROP2HBE S > £ 1L 28K T L
N EREYERN 2 HERBE -

[o0016] & > KFEWHGENUTZE -

Rl & B-EME Y > HP L ZHERKE
GEBEEFNEDRE  HhER WKk R L
Bl - G BREE RXEBRZIEERDMERKE
B o

fBJIt

Bl [l 2] E i e-EYysE ey » 5 L° 4%
#EH DL 2 BE4H AV BE IR B &

-GGF- ~

-DGGF-

-(D-)D-GGF-

-EGGF- -

-GGFG- -

-SGGF- -

-KGGF- -

-DGGFG- -

-GGFGG- -

-DDGGFG-

-KDGGFG- * &
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-GGFGGGF- ;

Hif T (D-)D,y mE R D- KX B -

[l 1] R 2B -EWEEY - L4 L° &
M 4 [ Bz A B B 18 B B BE K = & -

ST [IEZEM]FE-HEHZMB-WEEY > K
o LP {5 PU B K 7R B 2 -GGFG- -

[0017] [6]MW[IIE[S]IFE —HELEH LB -V &
e Hd nlfh 22 5 2R LPHEHER -

(71 [N ZEZ[S]FE—-HEKZMB-YEEY > K
k2% 5 2EE > L4 -NH-(CH,CH,-O)n*-CH,CH,-
C(=0)-> n*f4a 28 4-

[BIAW[IZEZ[T]FE—HEHKZMB-YWEEY > K
B -NH-(CHz)n'-L*-(CH,)n*-C(=0)-h B/ 4 £ 7 AT Z
o R Y E o AR

OlA[MZ[7]FE-EHEHZMB-YEEY > K
B -NH-(CHz)n'-L*-(CH,)n?-C(=0)-th BH 5 5 6 AT 2
o R Y E o AR

[10J@ [1]=2 9] EF—HEL S iR -EZWE =W
H 1 -NH-(CH,)n'-L?*(CH,)n?*-C(=0)-14

I

I

-NH-CH,CH,-C(=0)- ~
-NH-CH,CH,CH,-C(=0)- ~
-NH-CH,CH,CH,CH,-C(=0)- -
-NH-CH,CH,CH,CH,CH,-C(=0)- -
-NH-CH;-0-CH,-C(=0)- + =
-NH-CH,;CH,-0-CH;,-C(=0)- ©
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T

N‘

(1112 O]IFFEF—HELEH 2B -EZWEEY
H b -NH-(CH,)n'-L?*-(CH,)n2-C(=0)-14

-NH-CH,CH,CH,-C(=0)-

“NH-CH,-0-CH,-C(=0)- + =

-NH-CH,CH,-0-CH,-C(=0)-

[0018] [12]@[1]Z2[9]F £ —THEL & 2 Hi f8 -2 ) &5
& Hoh ol -L1-L2-LP-NH-(CH2)nI-La-(CHz)nz-C(=O)-

EYGEENEY-BEEYERBT oG EE THEHAEAN ]

T2 By - E YR
~(BE ¥ BE £S5 BE -3- 2 -N)-CH,CH,-C(=0)-GGFG-NH-
CH,CH,-C(=0)-(NH-DX) -

~(BE ¥ BE £S5 BE -3- 2 -N)-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-(NH-DX) -

/\

-(3E 4 R o B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-C(=0)-(NH-DX) -

-(3E 4 R o B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,-C(=0)-(NH-DX) -

-(3E 4 R o B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,CH,CH,-C(=0)-(NH-DX) -

-(3E 4 R o B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,-0-CH,-C(=0)-(NH-DX) -

-(3E 4 R o B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-

GGFG-NH-CH,CH,-0-CH,-C(=0)-(NH-DX) -

(BE B9 Ff 28 B -3-% -N)-CH,CH,-C(=0)-NH-CH,CH,-
0-CH,CH,-0-CH,CH,-C(=0)-GGFG-NH-CH,CH,-C(=0)-
(NH-DX) -
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(BE B9 Ff 28 B -3-% -N)-CH,CH,-C(=0)-NH-CH,CH,-
0-CH,CH,-0-CH,CH,-C(=0)-GGFG-NH-CH,CH,CH,-
C(=0)-(NH-DX) »

(BE B9 Ff 28 B -3-% -N)-CH,CH,-C(=0)-NH-CH,CH,-
0-CH,CH,-0-CH,CH,-0-CH,CH,-0-CH,CH,-C(=0)-
GGFG-NH-CH,CH,-C(=0)-(NH-DX) -

(BE B9 Ff 28 B -3-% -N)-CH,CH,-C(=0)-NH-CH,CH,-
0-CH,CH,-0-CH,CH,-0-CH,CH,-0-CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,-C(=0)-(NH-DX) -

[0019]) H & » -(IRIOBE == BF -3-& -N)-{& T &K AT 7~
HY & FE

LUHSE 3t TROP2 i &EE > WH 1L ZER
TEREHEHEHERYESEBANNERES T -
-(NH-DX) % %o~ T 20 ¢
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FrmivE 1 fu 2 A2 A EF RS S E i iy A
-GGFG-% /8 -Gly-Gly-Phe-Gly- 2 U jf ik % %
[0020] [13]:@[1]ZE[9]F (E —THEL & L HifE -5 Y &
&%) s H o {f -L'-L2-LP-NH-(CH,)n'-L?-(CH,)n2-C(=0)-
ABEYIEENEY-BHYEBIE »HEBE NI EHD 1
ey - Y&
(3% I Bf 95 B -3- % -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,-0-CH,-C(=0)-(NH-DX) -

(3% I Bf 95 B -3- % -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-0-CH,-C(=0)-(NH-DX) -

(3 19 B 25 B -3- % -N)-CH,CH,-C(=0)-NH-CH,CH,-
0-CH,CH,-0-CH,CH,-C(=0)-GGFG-NH-CH,CH,CH,-
C(=0)-(NH-DX) -

[ 0021 ] H & - -(3 39 B oo BZ -3- % -N)- - -(NH-
X)~ K-GGFG-{,&# F it

[o022)] [H4]—FEME-EZVEEY  HESEREMET
AT T ILERE®REEY

BT TROP2 fii#g > /i b8 T = ¢
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-L'-L2-LP-NH-(CH;)n'-L?-(CH;)n2-C(=0)- ff = BY 4
B EMEY - o TROP2 I A8 2 8% ## & 7 1F 1Y % i
&6 oy BT P Bk 09 OR M £ i 45 & o

He i TROP2 iGN L' 2 K& & > VLER
MEEWHEE-(CH)n?-C(=0)-B F 2 EE & -

Ad o n! TR 0OE 6 BEHE

n*Fw{IR 0E 5 ZEE -

L' %R -(3% 3 BE o2 B -3-% -N)-(CH2)n*-C(=0)-

Hoh s n?FEIR2E 8 ZEY

L?% 5k -NH-(CH,CH;,-0)n*-CH,CH,-C(=0)-5 ¥ # -

Hef - n*RR 12 6 2E8EH:

LP £ ;R -GGFG-Z U §E Bk 58 &

L* %R -0O-3 B §# >

-(BR I BE nE BE -3-E -N)-R N PR BV &

EE3f{wblf TROP 2 ELEE » £ 1 28 FEF =
e HNWERYEBN IO HEES -

[0023] [I5]am[M4];c B 2 L -E W& &Y - HF
n' % 3> n*1{% 0>n*1{ 2> L? {4 -NH-(CH,CH,-O)n*-
CH,CH,-C(=0)- n*fs 2 L* R B §# > 5

n' A 1>n*k 1> >0’k 5 L2B58E# L E-0->

o
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1812438

n' B 20tk 10k 5> LB EHE > LB-0--

[l6]an [14]E0[1S]EC & B -FEYWE Y > HF o’
By 285 H L*> & B g -

[17120 [14]E0[1S]Ee & B -EWE S > HF o’
B 28 5> H L?&-NH-(CH,CH,-0)n*-CH,CH,-C(=0)- >
nt{& 2 8% 4 -

[18]W [14] &2 [17]H £ —HE&H 2B -EYWE S

¥ » H i -NH-(CH;)n'-L?*-(CH;,)n2-C(=0)- {4 -NH-
CH,CH,;CH,-C(=0)- ~ -NH-CH,-0-CH,-C(=0)- - = -NH-

CH,CH,-0-CH,-C(=0)-
[0024] [19]40[14]2[18]F & —HAL K Z P - Y
& %) > Mo ff -L'-L2-LP-NH-(CH,)n'-L*-(CH,)n?-
C(=O)-HlEYECHEY-EHEVERT 2 HEBR T
PEAHAEY 1 18 2 Y -EHEYERE
(3% 9 BE 98 B -3- 2 -N)-CH,CH,-C(=0)-GGFG-NH-
CH,CH,-C(=0)-(NH-DX) -
(3£ I BE 98 B -3- 2 -N)-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-(NH-DX) -
(B FfE 5 B -3-% -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-C(=0)-(NH-DX) -
(B FfE 5 B -3-% -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,-C(=0)-(NH-DX) -
(B FfE 5 B -3-% -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,CH,CH,-C(=0)-(NH-DX) -
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1812438

-(3E 4 R o B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,-0-CH,-C(=0)-(NH-DX) -

(38 4 R B B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-0-CH,-C(=0)-(NH-DX) -

(BE B9 Ff 28 B -3-% -N)-CH,CH,-C(=0)-NH-CH,CH,-
0-CH,CH,-0-CH,CH,-C(=0)-GGFG-NH-CH,CH,-C(=0)-
(NH-DX) -

(BE B9 Ff 28 B -3-% -N)-CH,CH,-C(=0)-NH-CH,CH,-
0-CH,CH,-0-CH,CH,-C(=0)-GGFG-NH-CH,CH,CH,-
C(=0)-(NH-DX) »

(BE B9 Ff 28 B -3-% -N)-CH,CH,-C(=0)-NH-CH,CH,-
0-CH,CH,-0-CH,CH,-0-CH,CH,-0-CH,CH,-C(=0)-
GGFG-NH-CH,CH,-C(=0)-(NH-DX) -

(BE B9 Ff 28 B -3-% -N)-CH,CH,-C(=0)-NH-CH,CH,-
0-CH,CH,-0-CH,CH,-0-CH,CH,-0-CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,-C(=0)-(NH-DX) :

[0025]) H & » -(IRIOBE == BF -3-& -N)-{& T K AT 7~
HY & FE

HE3IMAG TROP2HEBE &> F 1L ZA K Tk
HeHOWERYERN ZEHEE S -
-(NH-DX) % %o~ T 20 ¢
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1812438

FimiNE 1fu 2 BEZEREF/KBE S E L8y E
-GGFG-F /R -Gly-Gly-Phe-Gly- 2 VU Jf fik 2 &
[0026] [20]z0[14] 2 [18]F F —THA & 2 I i -85 9
& > B (E -L1-L2-LP-NH-(CH2)nI-La-(CHz)nz-
C(=O)-HlEYECHEY-EHEVERT 2 HEBR T
BRA4HAY 1 M 2 Y - E Y &SRS

(B FfE 5 B -3-% -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,-0-CH,-C(=0)-(NH-DX) -

(B FfE 5 B -3-% -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-0-CH,-C(=0)-(NH-DX) -

(3% ¥ BG o5 B -3-% -N)-CH,CH,-C(=0)-NH-CH,CH,-
0-CH,CH,-0-CH,CH,-C(=0)-GGFG-NH-CH,CH,CH,-
C(=0)-(NH-DX) -

H oo o -(3E 1 Mg o= B -3-% -N)- -~ -(NH-DX) K -
GGFG-f4 W F i

[0027] [21]W[1]E[20]F £ —HELFH Z PL i -4 Y
SGov o HPKEEBEWN 1B EZY-EEVERBRINE 1 I
BHFHESHEHGZ 12 10 f#H 2 & F -
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[22] 1] £ [20]FE—HEK ZMB-YECY
HPEEEN 1B 22 -BRYVERENE LB TY
SEeBHr2E28EzEE -

(23] [1]ZE [20]FE—HEKZMB-YE Y
HPEEEN 1B 22 -BRYVERENE LB TY
SEeBHk3IEEZEE -

[0028] [24]—MER& % - HaFO[]£[23]F F —
Hidwm B -EYEeY - HE - XKEFEZ2Kay -

[25]— ME i FE e &% e /e b 8 > H & A W([1]%£ [23]
TE-HERZIAB-EYE Y - HE > HKFZIK
a9 e

[26]40 [25]5C & < ©1 fE &g 2% ke /= P &8 > HomE AR
i BB RELERE - KEBERE - VRE - ZRPT
i &E B2 | B Al A & (glioblastoma multiforme) ~ OF 5 & »
e AE RCRE - MHE BRE - BFE - TEH
B BEEAE - NEEE -

[27]—FE B AR > HEeAEREER T ZW[1]
EF(BFTE-HIELSE L B-BEYE Y > HE - NKFE
ZKEWY ~ kEEE E oA E AT R BE B oy e

[28]a0 [27]cC & Z RS BEGH ki ¥ » H BB A R M E -
BRE - RELLE  KEBE - GISIRE - 2B % m&H
ERAEE - NEE BRE - AE BRCRE- - FE -
BSRcE - BB - TESEE  BEHEAE - HBEEE -

[29] - flEHE R /NEZEBHFE T E > HEEB AR TA
[MMZE[B]FE-HiLS I E-EYEayw - HE - K
HEZKEY -

W
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[0029] [B0]— Rk -EEYEEW BB T L H
e RsETFrvEEY (BT & o i -N-&)-
(CH,)n*-C(=0)-L2-LP-NH-(CH;,)n'-L?-(CH;,)n?-C(=0)-
(NH-DX)B#i §ii TROP2 i B B H R EM T AV K E - # MW
I A 3 MR = = R S N SR T i 72 3 A ' O]
EEEY -ERYHE >R Z RS S -

[0030)] s+ "R BEH L 2% 8>

L?% 5k -NH-(CH,CH,-0)n*-CH,CH,-C(=0)-5 ¥ # -
Hef - n*RR 12 6 2E8EH:
LY Rosm#EHEHAENKEE - Ui - @ KE - R
- NREBE - SR Bl X

e A B BT fE R By BEOBK B A

n' TR 0E 6 2 Y

n*Fw{IR 0E 5 ZEE -

L* %R -0O-3 B §# >

(W T 4% — B oo B -N-E)-% T K

=
RSP

By |R T B By &8 & o iz /Y & -
-(NH-DX){& T 5
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111132669 FERLE A0202 1113312514-0



1812438

FTmmE 1t 2 BEZAR TR RBE G Ay &

[0031] [31]40[30]aC &k < B & &k > Hf EHEY-
Y EL oy B TROP2HIE & &Y KA G K Z Ik (F &
Fopa B B B R EMECT AR Tk -

[0032] [32]11[![30]32[31]56%62%1%7552% o o g

EEN IR B2 - ERYEENE IENTHEE SR
w1 %2 10 {# 2 5 & -

[33]ﬁ[l[30]§2[31]§ﬂ%22§%%755£  H o B ER 1
MY -BERYESENE LB TFTHEE KB 2E 8
(6 <~ & & -

[34]ﬁ[l[30]§2[31]§ﬂ%22§%%755£  H o B ER 1
MY -BERYESENE LB TFTHEcHE 3 E S8
(6 <~ & & -

[(B5] AR -BEVWECY > HEGHMTO[30]%[34]
FE—TE 2 BE AT S

[0033] [36] -~ BE-WEEY » Hify
Pl TROP2IiBE M ERKEA TRER  FHEFU T Z
HEHNLaY RE  RZIUE Z# & 2% E T E
bt Bt 52 2 Bk i 1 1S

w
a:d‘
h
o
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(Ig T %% — B& o2 B -N-& )-CH,CH,-C(=0)-GGFG-NH-
CH,CH,-C(=0)-(NH-DX) ~

(NE T k% — A& os B -N-& )-CH,CH,CH,-C(=0)-GGFG-
NH-CH,CH,-C(=0)-(NH-DX) -

(g T % — @ 58 B -N- & )-CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-C(=0)-(NH-DX) -

(I T %% — B& o8 B -N-£)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-C(=0)-(NH-DX) ~

(IE T %% — B& o2 B -N-& )-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-(NH-DX) -

(NIE T k% — A& os B -N-% )-CH,CH,CH,-C(=0)-GGFG-
NH-CH,CH,CH,-C(=0)-(NH-DX) -

(g T % — @ 58 B -N- & )-CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,-C(=0)-(NH-DX) -

(IE T %% — B& 88 B -N-£ )-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,-C(=0)-(NH-DX) -

(Ig T %% — B& o2 B -N-& )-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,CH,CH,-C(=0)-(NH-DX) ~

(NIE T k% — A& os B -N-% )-CH,CH,CH,-C(=0)-GGFG-
NH-CH,CH,CH,CH,CH,-C(=0)-(NH-DX) -

(I8 T % — @ 58 B -N- & )-CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,CH,;CH,-C(=0)-(NH-DX) -

(I T %% — B& o8 B -N-£)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,CH,CH,-C(=0)-(NH-DX) -
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1812438

(IE T %% — B& o2 B -N-& )-CH,CH,-C(=0)-GGFG-NH-
CH,-0-CH,-C(=0)-(NH-DX) -

(NIE T k% — A& os B -N-% )-CH,CH,CH,-C(=0)-GGFG-
NH-CH,-0-CH,-C(=0)-(NH-DX) -

(g T % — @ 58 B -N- & )-CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,-0-CH,-C(=0)-(NH-DX) -

(M T % — B os f& -N-& )-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,-0-CH,-C(=0)-(NH-DX) -

(Ig T %% — B& o2 B -N-& )-CH,CH,-C(=0)-GGFG-NH-
CH,CH;-0-CH;,-C(=0)-(NH-DX) ~

(NIE T k% — A& os B -N-% )-CH,CH,CH,-C(=0)-GGFG-
NH-CH,CH,-0-CH,-C(=0)-(NH-DX) -

(I8 T % — @ 58 B -N- & )-CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-0-CH,-C(=0)-(NH-DX) -

(Mg T #% — B os f& -N-& )-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH;-0-CH;,-C(=0)-(NH-DX) ~

(IE T % — B 58 B -N- E )-CH,CH,-C(=0)-NH-
CH,CH,-0-CH,CH,-0-CH,CH,-C(=0)-GGFG-NH-
CH,CH,-C(=0)-(NH-DX) ~

(IE T % — B 58 B -N- E )-CH,CH,-C(=0)-NH-
CH,CH,-0-CH,CH,-0-CH,CH,-0-CH,CH,-C(=0)-GGFG-
NH-CH,CH,-C(=0)-(NH-DX) -

(ME T % — B == M -N- & )-CH,CH,-C(=0)-NH-
CH,CH,-0-CH,CH,-0-CH,CH,-0-CH,CH,-0-CH,CH,-
C(=0)-GGFG-NH-CH,CH,-C(=0)-(NH-DX) -

24
PD1227503/hy

111132669 FEHESE A0202 1113312514-0
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(Mg T % — BEE ue B¢ -N- & )-CH,CH,-C(=0)-NH-
CH,CH,-O-CH,;CH,-0-CH,;CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-(NH-DX) -~

(M T & = B w B -N- & )-CH,CH,-C(=0)-NH-
CH,CH,-O-CH,CH,-0-CH,CH,-0-CH,CH,-C(=0)-GGFG-
NH-CH,CH,CH,-C(=0)-(NH-DX) ~

(M T & = B w B -N- & )-CH,CH,-C(=0)-NH-
CH,CH,-O-CH,CH,-0-CH,CH,-0-CH,CH,-O-CH,CH,-
C(=0)-GGFG-NH-CH,;CH,;CH,-C(=0)-(NH-DX) -~

(M T & = B w B -N- & )-CH,CH,-C(=0)-NH-
CH,CH,-O-CH,CH,-0-CH,CH,-C(=0)-GGFG-NH-CH,-0O-
CH,-C(=0)-(NH-DX) -~

(M T & = B w B -N- & )-CH,CH,-C(=0)-NH-
CH,CH,-O-CH,CH,-0-CH,CH,-0-CH,CH,-C(=0)-GGFG-
NH-CH;-0-CH,-C(=0)-(NH-DX) -~

(M T & = B w B -N- & )-CH,CH,-C(=0)-NH-
CH,CH,-O-CH,CH,-0-CH,CH,-0-CH,CH,-O-CH,CH,-
C(=0)-GGFG-NH-CH,-0-CH,-C(=0)-(NH-DX) -~

(ME T % — B == M -N- & )-CH,CH,-C(=0)-NH-
CH,CH,-O-CH,;CH,-0-CH,;CH,-C(=0)-GGFG-NH-
CH,CH,-O-CH,-C(=0)-(NH-DX) -~

(ME T ¥ = B == M -N- & )-CH,CH,-C(=0)-NH-
CH,CH,-O-CH,CH,-0-CH,CH,-0-CH,CH,-C(=0)-GGFG-
NH-CH,CH,-0-CH,-C(=0)-(NH-DX) ~ &
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1812438

(Mg T %% — B o B¢ -N- & )-CH,CH,-C(=0)-NH-
CH,CH,-O-CH,CH,-0-CH,CH,-0-CH,CH,-0-CH,CH,-
C(=0)-GGFG-NH-CH,CH,-0-CH,-C(=0)-(NH-DX) -

[0034]) H > (IET M — BE 508 B -N-F)-% T =

B Y 2R T 6 By &6 & 86 iz 89 %
-(NH-DX){& T 5

FimiNE 1fu 2 BEZEREF/KBE S E L8y E

-GGFG-F /R -Gly-Gly-Phe-Gly- 2 VU Jf fik 2 &

[0035]) (37— HIB-EYWE Y > HEFELEBD
TROP2HiEE N ERKEH TEHEE  FHEHU T ZHHE
WEEeEYKE > HRNZE 2 W#EE 2 EumeEil o En
M 52 P Bk M g &

(Mg T %% — B o B¢ -N- & )-CH,CH,-C(=0)-NH-
CH,CH,-O-CH,CH,-0-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-(NH-DX) -
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1812438

(WE T %% — @& oo B -N-%& )-CH2CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,-0-CH,-C(=0)-(NH-DX) * K

(WE T %% — @& oo B -N-%& )-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-0-CH,-C(=0)-(NH-DX) -

Hf o (ET % = B o= B -N-%)- - -(NH-DX) ~ K -
GGFG-f2 W k4t -

[0036] [38]x0[36]EC[37]a & i E-EWEEY -
HP&EEN 1B &Y -ERYERBNNE 1HEN TS
SEe®BFH 12 10 [ 2 & E -

[39]20 [36]E [37]ae M 2 I -EWE Y » HP L
HREN 1B CEY-EREYEENE 1EN THEE SR
% 2% 8 {8 2# HE -

[40]20 [36]EC [37]ae M 2 I -EWE Y » HP L
HREN 1B CEY-EREYEENE 1EN THEE SR
% 3% 8 {H 2 # HE -

[2F B 2 %R ]

[0037)] iR E4EHE 2 EHY 45 EBMEEL
EYRESEFRESHWIL TROP2 iEB-#YsE el » 1 iE
MEENTEBRAREREZ 2N -

[ & = & E i ]

[ 0038)

[ 1 B ]2~ cTINAL i HE# ~ &% T & F 5 (F 5
s mll SR 7)) B B Ak BE R A (R AN EEk R gR8) -

(55 2 B ]2~ cTINAL JLiE K # « &% 7 & 7 51 (7 4l
ik hlgE 9) R BE A B A (B A3k A SR 10) e

I
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(26 38 |2 /~ hTINAL-H1 & # 2 &% & & 7 5 (JF 5 3%
Al SR 1) R B BB R A (R 718k Al 5k 12) -

[26 4 [8 |2 '~ hTINAL-H2 & # 2 &% & & 7 5 (JF 51 3%
Al SR 13) K e B B B 50 (Fp P10 &k Al 9% 14) -

[26 58 |2 /-~ hTINAL-H3 & # 2 &% & & 7 5 (JF 51 &%
Al SR 15) K e Bk B B 5 (Fp Z10 &k Al 9% 16) -

[%6 6 B ]2 'k hTINAL-L1 & 8 ~ % T B 7 51 (JF 71 &
nlsE 17) K B A B A (FF A3 AT SR 18) o

[ 7 @ 12 'k hTINAL-L2 & 8 ~ % T B 7 51 (JF 71 &%
nlsE 19) K B A B 5 (FF 5103 A 5% 20) o

(%6 8 @ ]2 'k hTINAIL-L3 & 8 ~ % T B & 5 (J 71 &
nlsE 21) K B A B A (FF A3 AT SR 22) o

(%6 9 B 12/~ TINAIL $i 8 2 CDRHI1 k& B B 7 71
(Fp %1 & hl 9% 23) - CDRH2 R B B & 5 (¢ 71 & Bl 9%
24) ~ CDRH3 Z Fg £ B 7 51 (F¢ 5 &% 5 58 25) ~ CDRL1 Z
Hr B B Fe 5 (5l & Bl 5t 26) ~ CDRL2 Z i & B 7 5l (FF
F &% Al 9% 27) -~ K& CDRL3 Z Bt & B 7 %0 (FF %0 & Al 9%
28) °

[ 10E 12 'R 5L CDIHL A -~ $L CD46 1/ -~ #iL CDS5S
A - Bl CDSOHL e ~ $1 CD71 i ~ $1 CD73 i &8 - L
CD147 fn #&8 ~ L CD276 i 88 ~ L EpCAM 1 #2 -~ 1 EGFR
fiee ~ K Pt TROP2 fi#e (TINAL1 $U %5 ) 4 B2 N 1E 1k fE
1 o

(55 11 B1Z2 "% CD59 #i# - i CD71 #Hi i - 1
EGFR 18 ~ 1 EpCAM $Hi# 8 -~ ki1 TROP2 i 8 (TINAI
M) @A ELET -
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(56 12 B2~ &M TROP2 fiu fe &« 4l il W 1E (L A&
57

(55 13 EIEr"E-EYE&E W (1) - (6) B (12)H
N KW 4l Btk COLO205 2 T~ #% 18 BALB/c-nu/nu /)
E&. FT o BY DU fE B R e

(55 14 BIEr"E-EYE& W (1) (6) B (12)H
A FH B g BR #& (pancreatic adenocarcinoma)l i ¥k BxPC-
3 & N 1tH BALB/c-nu/nu /N & AT 7~ HY $0 i B SR -

(55 15 BIE "k -EYE& s (1) (6) B (12)H
N FROBE B OBR FE Al B t& Capan-1 2 T # fH BALB/c-nu/nu /)
E&. FT o BY DU fE B R e

(%5 16 B IErHE-EZWE S R2) (5 (7)) =
(1OH N KRBk COLO205 N B BALB/c-
nu/nu /N B FT R HY LB B R -

(%5 17 BIExrHE-EZYE W2 (5 (7)) =
(10) ¥ A J3 BR Wk % 4 A ¥k BxPC-3 ¥ T B 1 BALB/c-
nu/nu /N B FT R AY BB B R -

(%5 18 BIErHE-EZYE W3 (4) (8 =
(¥ AN KIGEAEHKk COLO205 fZ N B 1A BALB/c-
nu/nu /N B FT R AY BB B R -

(%5 19 BEIErHE-EZWE W3 (4) (8 =
(9) % A J5 R figc %2 4 B £ BxPC-3 ¥ T ¥ 1 BALB/c-nu/nu
/IN B8P o BY BUORE B R -

(%5 20 BEIErn#iiE-2ZWE W3 (4) (8 =
()% A J2 0¥ & % 4l B & NIH @ OVCAR-3 & T #%
BALB/c-nu/nu /) & B 78 HY # B &8 200 R -
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1812438

(55 21 EIERELB-EYWE ST (4) > (8)
DHE ANBE S EHMAMELHE NCI-N87 £ T# M BALB/c-nu/nu
/INBOFT T HY HRE B R e

(55 22 EIERBLB-EYWEESW3) - (4) > (8) ~
(9)H A B Bf & 4 A & NCI-H292 fz T # 18 BALB/c-nu/nu
/INBOFT T HY HRE B R e

(55 23 BIERPB-EWEESW3) - (4) > (8) ~
(9)% A B 3% 4 AL #% FaDu 2 T % 1 BALB/c-nu/nu /) &
AT 7~ BY P M R R R -

(55 24 EIETRPIB-EYWE ST (4) > (8) ~
(DH AR EMERHE CFPAC-1 £ T# M BALB/c-
nu/nu /N g FT R AY BLOBE B AR -

[ 25 EIE "M B-EYWE S YW@ (13)H A B
filk B B 4l Btk CFPAC-1 2 T # #5 BALB/c-nu/nu /N & Ff
T HY P ORE R RS

[ 26 B2 "B -EWE S W) (13)H A KB
fi& 7 2 48 B ¥k HPAC | T # 18 BALB/c-nu/nu /N B A7 7~ BY
i OBE B A& e

[ 27 EIE " B-EVESYWRH(N)H AHE
BB H % Y T NOD-scid /NE FF o BB % & -

[ &5 5 5]
[ 8 it 3% 0 2 1 & ]

(0039 LT > —E2HEEN -2 WHMHNLEKA
FHIBWERE - X UTHENERPBE®RE AR

FI
d

H BT ERP R Z — 6 > i JEFE M I 5 Wik % 5#
BAZEH & HE -
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[0040] K2 H 2 §ii TROP2 i E-EYWE W H NI
TROP2 i@ N M ERYEEIA s m i BEEELEYWE
I EBMEEYY  FHMSHHEOT -

[0041)

[$1L 52 ]

KZHH 245 TROP2 i -ZEY&E S WA H
TROP2 i AKEHE—HE > BmEdmxrs AE - X
B NE KRR - KB ABEHDNZYHENEE > EHE
Hoerffimsra b AFEERTRE - AFHZIETR
ZHRbLEE AN BEKDLE  BEKDLE BEE -

P TROP2II G oI AEEME HENNILE » Bl -
AErMEEBAHRENEYE THEBEBAWBSE &N
M ABEBBHABRAMANEZLELNEESE > JTHF AR
mEBEBEENLLEY  ENREREY WS S FKIE-
EY S ey -

i HEBEMEANGE S MG ERIRE X A
£ ffr (flow cytometry) MM - M EBEBHB AN ZIE Z
HANER ZEAME » AJFBHEHBEEGEILES &
N - RPpLeEECERESH)m & 0F AMME AN IR EEE
B oo m PLow ok By &l B & (Cell Death and
Differentiation (2008) 15, 751-761) ~ (2){F F B ;4 5 #7 &
Gal R (EAEFOMMEHF AN =ZEE
i 5% B 3% (Molecular Biology of the Cell Vol. 15, 5268-
5282, December 2004) ~ W HHE aHEIBE S R
TEEZ > —H WO AN R EE R R e Y E
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I &) ) Mab-ZAP = Ey ;& (Bio Techniques 28:162-165,
January 2000)% - X - MtREFSEMS » KO EH B &
HEEZMIEEH Protein G 2 HEEELSEQY -

ME-EZ2YEesyhPEEEERERSRENILES
ME NG B AFEABERESE#RKFE - HBIE
WhE - A EEAEEIERSE LY 2@ E R R
M- EENEEENENE . EREANLLNER
ZHEBABMAANMEEE GEZE LR E -

[0042] $T TROP2 #i & 4 o] £ A N H B F H i
NEZE BEEINENZNRHEEYRE  REFBEBNE
EHPLE > EhdEbmERS - BLE 2 KRIEIWLRR®BA
Mo Ao gKEB/NER - REZFZABEUIN 28D R
HEgwaex RHEEP HHhABENSENWREEDRESE
el HBER ABERE XM afEH T EMKRAEE
i Y g e

Moo AR B A 2 5 E(F W 0 Kohler and Milstein,
Nature(1975)256, p.495-497 ; Kennet, R.ed., Monoclonal
Antibodies, p.365-367, Plenum Press, N.Y.(1980)) » # [f

FEEERMEOREN R ZSE AN RS ERE AL
o MEBEITIMGE NFHESE®RIE

X - HmFEIERERNBREEEGBRREED B ER
RHEEITARETEEMES - BERERMSE > BETREARKE
ERNERE  REEAFIABMEZEREKE > 4
{ERFE PR - # b5 MR E M ka2 &R EMmRA
MEMHE  NERHENREROARE RS SV 2EN T A
ZINEIRIE SN S
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i TROP2 i@ AR M AN Z FEmilLE -

[0043] A 288 = £ Ay 45 TROP2 fii 8 I R Fr Al [R
Moo HEIW o A EEERAERFPI R ONE A B RS
TR EEH - MAZHAEMG TROP 2B E » BE AL
NRME AT AT -

(HO—H ke ERFEAEERUTHME

(a)fF M & = TROP2:

(b)# b B2 TROP2 && & i B A § TROP2 = 3 4 iy &
A AE AL H#Y & M

(2)a ki (1)sd & £ #i #8 » £ & TROP2 & AN 4
TROP2 -

(3)an Ea (= (2)se sk 2 fife > H B\ F 5 & 5 95t
23 BEk L g A B R Y AT fE By CDRHIL - f7 51 &% 5l 5t 24
el ERAFY FTE KR CDRH2 - K FF A& H| B8 25
el AP Y FTE A CDRH3 (& = # 9 /Y 4
HREE > DL E ARG R 26 ACa L M E R YT
Rk Hy CDRLI1 ~ Al a8 hl 5% 27 o8k < B B B 7 51 B 18
pk Hy CDRL2 ~ K Fp 5l & hll 5% 28 RC &k & Mg & B Fr 51 B 18
FCH] CDRL3IfE R T B A ERE -

(HW Em(HEG)FE—HE & IR > HPEE
&HAKE ABEBNEEE -

(SH@w bEm(HE T E—-HIEL & 2508 > HEHEEA
# 1k -

(6)40 it (S)FC &k Z i B8 > H B A (a) it 7 5l & 7l 97
12 2 lERE: 202 40 EH 2EEREFY - (DR F
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Pl opl gt 14 ZHEEREEI 20 £ 140 L& 2 EBFF
B~ () R A&l 5 16 2 B B B 4w 5% 20 £ 140 50 & 2
BEBREFY - (DO (ECEZFINEDEFR 95%LL E 2
FERENEEREFES - R()EHES R ()£ ()2 F 75
A1 BB 2 Bz B BE o M PR~ ERC B oAy B A BR R S
JEHECMEBRFII MBI ERE 2 AEE - LR OK
FEAl@E A s 18 ZHEMEI 21 £ 129 i 2 EBFF
I~ (g)B P 30 sk Al 5% 20 Z B BERBR 4R 5% 21 £ 129 o & 2
B BB RS - (MR Al Al sk 22 2R EB&G IR 21 2
129 e 2 ERREFS - (ODHFOZE2MZFIEDLAER
O5%LL EZEBEMENEERFY - KOEHEEROE
(hZ P2 A 1 BB E 2 B & B ok il Br - HAEO0R o |y B
ERFI CBEHNEERFII TR EHE 22 &E -

(M Ea(e)ze & < fife - HEAFEBHE & T 5
HEVEME S E LR 8 E

B e A Ak R SR 12 2 i Ak BE 4 9T 20 £ 140 50 & 2 fE
EBEFYV BN E#EZJEE RN FIHEE 18 2
B BB 21 £ 129 soE 2l A M R Y 18 B Ay B
ZHEE - PRI 12 2 EEBEIE 20 £ 140 &
o MERREPI BN EH#E TS E KSR
20 2 WA BE AR SR 21 £ 129 50 & £ Mg & B Y1 BT i Rl |Y
o 2] BE - NV & 12 ZHEER&E 20 2
140 L ERFIMBRNEE 202 & KR F Y
e gl B 22 2B A B ARG 21 £ 129 so sl Z A F A AT
ke g 2o BE - YA SR 14 2 B A BR &R OO
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208 M0 s o EEBFBI MBI ERE S T8 E KR
Frrlanlagr 18 X EM&EI 21 2 129 M I HEEF
FIFT Ry g ~ B & - R AR 14 2 g &
UL 20 B 140 ME AR I B E## 2 A &
B e Al bl 5 20 2 B ABE 4R St 21 £ 129 Fo & & W
EWEPIMEREHE 2 T&EE - RREIHEANGE 14 2
M A BE 4w 9T 20 £ 140 30 &k 2 B B B Fr 71 P 1 B /Y BB g
A EBE R AEA SR 22 2 ARG 21 & 129 &
g 2 B A B Fr Y BT R R Y BE o 2 wf & - Y B A ER A R
16 ~ WA B 4ot 20 £ 140 30 & 2 Mg A BE 7 51 BT 1 A |9
B ouBEEPREI@ENGE 18 2HEEBERERE 21 2
129 e 2 EBFEII BRI E > J&EE - 1R FY
ik Rl gE 16 M BB 49T 20 &£ 140 s & 2 B & B 7 5 Fr
fEpHy B g 2 o] B & R R R S 20 2 B A BE AR 9R
21 2 129 s o EBFI MY E#E T8 & - L
KB B A0 Rl 5t 16 2 B AL 4R 9% 20 £ 140 5o &K 2 BF &
B% Fr H P i gl By BB g 2 W] B lE R P R A ER Bl SR 22 2 B
EM&myE 21 & 129 o8 < B A B F 5 AT fE gl gy & 8 2

(8)4 k4t (7)50 8k Z i /& - BEHZEH®E Y E
WHHYEE o & o 88 1% R € g 2 W] 2 &

e R Al s oAl st 12 2 B B BE 4R gt 20 £ 140 S & 2
ERFIMBRERE TR KR EFI @SN 18 2
M A BE 4w ot 21 £ 129 0 &k 2 Mg BB Fr Al P I R /Y B g
Z A EE - PR AEA SR 14 2k E B IE 20 & 140 &
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o MERREPI BN EH#E TS E KSR
18 Z AT 21 £ 129 so sk 2 B A& W F 5 AT 8 sl 1y
o 2] BE - NV & 14 ZEERE 20 2
140 L ERFIMBRNEE 202 & KR F Y
el R 20 Z B AR ARG 21 £ 129 so sl A F A AT
ey 2 EE - DLRR I EG 5] 16 2 i A B
ot 20 F 140 A M ER PV AT LR E#E 2 ] &
B K 5 Al s il ot 22 2 EBES 21 £ 129 sf & & i
EMEFI TR K#E - &EE -

(W b (o) ()& < Hife » HEMFESEE T
FI B 4H HY BB o R B g

PR A Al 8t 12 Z B B BR 4R 5t 20 £ 470 R & <
B BZ Fp 5 BT R ORY BB R BC R A AR I SR 18 X FE Ak R 4R
i 21 £ 234 I ERFII TR EE - R P
e oAl B 12 2 B A B4R IE 20 £ 470 B E B E M YT
FERCHY E RN YIS R 5t 20 Z B A B4R 21 £ 234
B ERFI T ERAYEHE - NI 12 Z
B B BE AR 9T 20 £ 470 sE B E M F Y B EY E #
KRRt 22 2 EBRKEY: 21 £ 234 sl & 2 A
Bz B 5l Fm i B BY ES BE - 0 R AU AR A SR 14 2 Bg B BR 4R OR
20 2 470 5C 8k & B B B 7 5 BT B8 R B B8 K N R A1 R A
gt 18 C AWM GBI 21 £ 234 o El 2 AR F Y AT 8 AL
Yo ~ R AR Bl gt 14 Z B B BE4s 5% 20 £ 470 50 &
< Mg BB R Y P R OBy B R R R A AR B R 20 2 A
Bz 4R ot 21 £ 234 LM I HERFII T EMRAYEHE RN
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FEAlE A s 14 ZBEMEI 20 £ 470 5L 2 EBFF
FI AT 1 Bl Y BB G R BY R M AR A SR 22 Z g AR 4 OOR 21 2
234 G0 o#L L Mg & BR B S BT R B AT BE B Y R A1 ER A 3R 16
ZHEEBES 20 £ 470 W W ERF VT E KA E
R R A AR 18 Z AR R 21 £ 234 Gl L
BB PSR R Y BB - R A AR SR 16 Z g A R 4R
Bt 20 £ 470 A Z I A B Y AT Y E #E KR A
el B 20 Z e AR ARG 21 £ 234 soEl 2 AR F A AT
Ry S - DURFY R A AR A SR 16 g A IR 4w TR 20 £
470 A0 & . Mg & B B 51 BT I B RV B8 K B R A1 R AU R 22
ZHEBES 21 £ 234 LEk B EEF Y BT E Y B

(1) Bt (o) (M sk i e » HEFmEHEE
B BEAH HY B g R g

Fe A& Al st 12 sk 2 M BB P 5 P I8 B Y B R
Pl a Al sk 18 sosl < M ERF I B RAE#E - FJl
Al SR 12 R0 B B B B P %N AT R R By B8 K B R A
Bt 20 F0 &k 2 B B BR B U BT R RR BV BE - B A A SR 12
ok B AW RS AT R R RY BB R AR AT SR 22 RS &
Z Mg BB B S P R Rk BY S B - PR PR U SR 14 RD ok Z i
BBz P 5 AT RE R HY B OB K B A AR A R 18 Ak B A BR
FP Bl B R BBy S BE - R S AR R 14 RC k2 g A R A
AT /8 B Ay B 8 & B H1) 3 bl 5t 20 0 #k & B A B R Y BT R
RCHY ES B - R Al Rk Bl BE 14 SR Z KA R A AT IR K HY
B K P A A SR 22 RRE Z M AE ST B Ay R
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s~ PP A EE 16 Fo#Ek 2 M A EE Y AT I Y B K
Fe A& Al Bk 18 Ro @k < M B EE Y A B B Ay i 8 - R A
Al SR 16 R0 B 2 B B B P %N AT R R By B8 K B E A
Bt 20 OB < M A BE R Y PT RE R RY RS - DU R e AR A
Bt 16 50 @k 2 B & B& Fr U Bt 18 pk By O R R B B A SR 22
a0 #k < B B B B U BT R R Y BE G -

(I Ea ()re &k Z pife » HBEEEE E & T J 8
WHOHY R BB

PR A Al 8t 12 Z B B BR 4R 5t 20 £ 470 R & <
B BZ Fp 5 BT R ORY BB R BC R A AR I SR 18 X FE Ak R 4R
i 21 £ 234 I ERFII TR EE - R P
el B 14 2 B AR AR GE 20 £ 470 soEl 2 A F A AT
ERCHY EE RN SRt 18 Z ARG 21 £ 234
B ERFI T ERAEHE - NI 14 2
B B BE AR 9T 20 £ 470 sE B E M F Y B EY E #
KBS B A ak Al Bt 20 2 B A BE AR SR 21 £ 234 R oE L B &
Bz 7 51 Fm i B By ES B - DL RO R AT @R AT SR 16 BE AL BR
ot 20 2 470 MM ERBFEIEBANE#EKRF
FUak Al B 22 2 B EF G T 21 £ 234 B 2 AR Y
FIT 78 B AY B 8 o

(12)q0 E#t ()2 (11)% £ — JH L & Z pur g > H = #
R OK U B B BR R OE: oG bR -

(I3)—HM e - HGHEM TR 28 E S AImE
FHHE BRAFZ0eBEETARONPE > ZHE A
EAEHEHEAGHOER(HEA2)F T -HL & Z AR
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!

WEZEROVRASZBNEY  REZTRBREGHNER
VIR EHB R TR

[0044] LR > BREBABS A 32 0H AT £ A B9 it TROP2 §1
T

T

PWASFEWHEE - "8, B TER, AUHEHEEE®E
H -

PWASRWHE - s "TERN ) —FA S EESE DNA> IR
£l & H mRNA - ¢DNA - J% H cRNA -

WARBHE Bl IR EFR, — A GEZBRMEE
MEHEMEM > A& DNA- RNA - &t - ERHER - X
51 -

RABEHEE - "THER, B TEBE ) ILRE R H(E
H -

WASRE > "TdiE, FTEEBYHEEBN AR -
WE A -

PRSI E > " TROP2, R LLH TROP2E B E M [E
E&EMEMH -

A EHRA " CDR, & 15 &4 i & % & (CDR -
Complemetarity deterring region) o E K i i8 77 T < &H i
RE#ESEA 3 EF2 CDR-CDR A h e EE# R &
(hypervariable domain) - {4t i fe < = 8 K 4 i 2 o] &
EN > —RERZIEAEANBHE S M - N EH KK H
<MK —REWE > SR o EER 3 AT o AR
HEF > PR CDR: KEH 2 CDR H & # AR
73 2 B &K i Hl 2 52 & CDRHI1 - CDRH2 - CDRH3 >
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K s ~ CDR B & o fr B 5 %0 =« B B R i Al 2 58 B
CDRLI1 - CDRL2 - CDRL3 « % Z & fu 4 ® 128 & & L
HE®#T  MAEHSE GO IENRE ENT

AW TEBEFETHERS GERTHE ZBEX
%5 & ExpressHyb Hybridization Solution(Clontech 2 F
Bl)F o FEM Y 68°CHER - B H & E A DNA HY JE 4%
P> 0.7-1.0M 2 NaCl {24 F ~ % 68°CHETHRZZ > FH
0.1-2 FRE Z SSC A& (l fE)8E SSC HHEH & 150mM
NaCl ~ 15mM & 5 B #/ ) - 7> 68°CHE % » 1 7] #& & 89 % ¢4
B B LM B A9 R R B T e

[ 0045]
1.TROP2

TROP2 {4 A 1 7% & J& 48 B (trophoblasts) 3 i #Y
TACSTD RiE < — % » B ABZEE @M & & 4L E
WeEEBRMEARN | REER 1 H@AREEDE -

ANFEHMEHB TROP2EHE &P B ANH - 8 A H
WY (RE ~ /NEH )2 TROP2 R I 4 M & # 4 (LM
f A~ B0 E FF oz 4 BT 2 4H AR B & o3 (fraction) 38 24 1
B X oMK TROP2ATERBI G R ~ HFEHERE
EENE THBEFEEMERS - ERBHEERTE >
TROP2 ¢cDNA H4HE TV RBHENEHBER » N EHHE K RHE
ERLENEERE  BEEREEVENESRT G K - 2H
mMEHXHMEZEY HEREVYZ2E THBERE & -
i TROP2ERH » MG ZELE - X - A7 & RF#
fE AT 2L HY TROP2 R B M -~ B0 R B TROP2 Ay 40 A # fF
By TROP2 & B & 1fi £ A J8 B &) fE 1Y -
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TROP2 ~ DNA ¥l kB EEFIIC KA KERE
EABE > Bl > 5 NM_ 002353 -~ NP 002344(NCBI)
ZEFEMEHET 2R -

X o A Rt TROP2 2 E M FY - A 1 B H 2 B
B IR MBERR/EANOEERFImME  BA
HZEAEBEHRS 2AMEENELE /G & TROP2 -

A%l TROP2 EHE BB & N K 26 il i & % B &
AT RE R Ry SR 2 71~ 248 f R B B 58 A P #E R Y 4 AR Sk
@i - 23 ERERBEMBRIVERERRE - 26 # K&
Mz 5% B A7 i ok 09 4 B N I B o

[ 0046 )

2.1 TROP2 #i g =~ B /&

A 2 5 TROP2 8y 4 88 1% 7T #& 1 £ A It <8 38 8§
BHAEYJ7%& 0 K#EB TROP2 5f TROP2 ~ & A B 7 71 B9
TEZHKEEYRE  REEBANEENRE - @
S - BB PUR A TROP2 Z AW KRR E N A - IR
HERKE/NER - REE 2 ABEUINNE Y I TROP2 ¥ &)
ek e PIEEBER  BEhERENGHREE TROP2E &
U tife k N TROP2 2 2 X M » WM T EMH N AR Z
B R By LA e

X oo kBB R 2 FE W - Kohler and Milstein »
Nature(1975)256 » p.495-497 ; Kennet » R.ed. » Monoclonal
Antibodies » p.365-367 » Plenum Press » N.Y.(1980)) » # f
fEE4 4 TROP 2B BESA AR E B BAMRE S
mETmaRE A EGFEERIE -
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oo gk B Pt Ry TROP2 (% o] # 1 & N % F (#
TROP2 NN HE XM fRH\MES -

BERms > ZEMRHR TROP2ENRWHRY & E » # H &
ATE XA EZERNKR > A 4ERIKTA TROP2 -

Moo bt 2 BN fE BT 2L HY TROP2 3% 3 4 Al ~ =0
# ¥ TROP2 YA AE Pk fF & TROP2 & H & £ M N & H &
By - BLR > Bfe el B BT TROP2 fii g Z HL1s 7 & -

[ 0047]
(D 7 2 36 %=

wt HLLE fE BT TROP2 i 2 H s » o 7 £
TROP2 st H £ /b 6 i # &8 §y & o7 bz & BE Fr 51 Fn 18 B Y %
R EKEARNNMESEZEERFINEEBOOTEY

TROP2 % 5] £ F A %0 & i &8 4H &% =k B & &8 4 B B #%
AR - X EAK TROP2RIEE /& B ~ B &
NEEERE AR T EELETES -

EANEMERLRIME > & TROP2 Z ¢cDNA H4H £ 7] %
HHEER  RNeAER kB EZML0EORER - BE R
REEVENAERT ol - REM&EEMEZEDHREX
AV 2E EMAEE P M E TROP2 RI| - G HIE -

X o> A FEEAQE TROP2 2 4 Mg 4 & B 2 i
R EMEEBNMcEHAEREERLE - B AFE TR
WMo NaESERTUMEHE ZHNKE -

TROP2 2 cDNA - fl 41 » =] % 8 & £ 3H TROP2
cDNA H) c¢DNA BEF K HEK - Bl EHFEMEYEIRE
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TROP2 ¢cDNA WS+ METEEWEEHKIELLTHEE
"PCR, ; £ M Saiki> R. K. et al. > Science(1988)239 >
p.487-489) 2 Fr 8 WY PCR A M W & -

wmE k2 ERINE KM E > #lW - " A E Roche
Diagnostics 4 = % >~ fft #f ## 32 Z 4 (Rapid Translation
System)(RTS) » HARR E K I -

mEZAM 2EFEBEmMSE - Pla > 5582 KERE
(Escherichia coli)E{ f & #7 & (Bacillus subtilis)Z - i H
MERNREZE 2 BEFTHBANEE - RaFkkE T EAF
By 1E £ 2 18 B JT (replicon) - Bl ¥ L B ~ K 3 G0
FFHAMEREE FTES THEERY - X > mEB WS
REPAEEATR PRUYGRHEE)ZEEZELNFIE
Ry W £ -

HZdpBE o mTHREam Y  E& BL8FE
JHRE o mAE YR mE > Plm o 5 E R R A
) COS 4 B (Gluzman > Y.Cell(1981)23 » p.175-182
ATCC CRL-1650 ; ATCC : American Type Culture
Collection) ~ /N B 4% 4 & 4 f2 NIH3T3(ATCC No.CRL-
1658)= F1 B & B UY & 4l fz (CHO 4l f ~ ATCC CCL-61)Z
R ERERE B Z & 18 % (Urlaub » G. and Chasin -
L.A.Proc.Natl.Acad.Sci.USA(1980)77 > p.4126-4220)% > {H

RKIRERIESF -

WEMESNEERE IJKRBIILEEKEE KN LT E
MR HEHZEE > PHABEBANSHABRIINEEERENS
YN
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ZIEEMEABNEEERE - AIHE A E ] JE R
AREXTdEmEE EESESE  ShABREE > H
o NE N EE R LB 5 EE K 0% b /g M (ampicillin)
FZPUAE R IPMG £ H -

Hh R E - @R N A AT E L
EHEAETREOAMNAZERBEZYHEMEENRLLENE
FHY SRR A A oy R E A o BE - & Ak -

Mz hAmE > BERmE > fla - i rnEE ZE
HEINERMRHE ~BBE T TEEMNGERBREIRE)
S AT - BT RN RN ERE LS EREE
fr~EBHmE BFEZ2HEF -

X > HEHRERANEHESEERE 6 MEEME
REVH B RS > LR EAMMEE A SR A -
H oM RERBANWEHEAETETEHEHE [gG Z Fe &H -
ALLEBHE AEMREAR R AL -

el hZi ATEGUEER S84 ERH
REHS XK -

i EALRT B R A B (E R BUREE M N R Al fE Y -
Moo i RE TROP2AVAI PR E B LR 8 A8 & o] g #Y -
w40 0L A RE PR T S > AT A2 N B (B AR OB tr NCI-H322 -
PC14 -~ NCIH-H2122 ~ 8, LCAMI1 ~ A % gj % I &= %

3~ N A BREE # #& BxPC-3 -~ Capan-1~ 3¢ PK-1- AJH
O 5 %tk SKOV3 DL K N % KBz # & COLO205 > {H H
¥ TROP2 Bl A - i R PR E Bt b 3 Z 4 A Bk -

[ 0048]
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(2)$i TROP2 B # fi g =~ # &
B B1TROP2 4G B I & & W 4 88 ~ Bl = - of 51 48 B
TROP2 5 B4 & my B bR B8 - HEL /A HoE Wbl T 2

&
REmREZIHEE - —fKii 5 0 T 8y fF KPP E A&
W HEHY e

Rl

(DF MR ERYERES 77 2L > /%
WA ATz H R

MEAHFIEEINSY > REERBKRIRME - &BE
Hpie D EBEmRrEHER©TD % HEHEELHE
B Y 25

(OOFHEBABBCATHEE " FHEE L ) FHH

(i ELdAEAsERE A/ -

(e)ELEF R BN ENR &8 Z Pk -

(£) ¥ B — 4 g 28 J5 PR B9 o0 &1 (BB JE ) -

(REFE  HAUREHREERIENRRoEZ
EE - NKBHERBGEONHVZIEHE -

(ot HEBEBNERE AR EE - RHEE&GER

Bzt - REAEBREARZFEZIRES -

LT - Bk bife £ B AFE A MR Bk 25 B8 5 i > B & i1
Az < BUAE R R PR @ 5 Bt - B4 > R A] (E F ORR A AE BASh
ZUimELEAEREER

[ 0049]
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(a)i JR Z 4 {b

seHlE S 0 B R W0 Rl Ak 7 Ok P s B Ay TROP2 ¥
H—=8 7 -

X > ¥ TROP2 R HABMMWMA AN ES - -
2 TROP2 X EMHBME AT » HF - JXa] & £ H AKIH
RirHES B EAN L FEAMILBEERNAREH 2 ELDE Z
o MERERILESM -

B&E > Jiu & TROP2 RIFMAMKERIMELM -

[ 0050]

(b)JL B8 £ 4 4l i~ 39 2

P B ()T S ILE B IR S 2 A% e K
B~ B¢ 2 (potash alum) 2 HWVEH B KR & @ fF B &
FRHERSYRE - BRI 24 NFH K IE R AR E
FReBRHEEREYREN G E - BB Y %A EE
ERHAENRMEREHEFEEIMERNEY  BERMmME @ 1A
AIEHE/ANE s R~ WE&EFEFFFE o M
MM BELAAER N EEBAMN NGS5 HSE
ZHEHE O RBNBERBFEFE#HEREHYE BB E -

X BE EERAN/NE R KRB Zm &R RS
W/ 2B > W > &% &m % A~ AKR »~ BALB/c »
BDP - BA - CE -~ C3H - 57BL ~ C57BL ~ C57L + DBA -
FL + HTH ~ HT1 ~ LP ~ NZB+ NZW +~ RF + R III - SJL -
SWR - WB ~ 129 % » X R@EWEFE > W 57 FEH
Wistar + Low + Lewis + Sprague  Dawley ~ ACI + BN -
Fischer % o
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EEZ/NMNBRRKEBGAHOEEBHA CLEA KA
fR 2> & -~ HA CharlesRiver R AR AT F 2 EBEHY
fEREEE -

MEEREEYME > 55 FEB %N FEEWEE
& B MM > JNE R BALB/e A B &# 0 K& &
Wistar K& Low i & & & f£ -

X FREEZANBEBR/NE ZBERME - 8 %R B
BB EEYEAERA/NE - A EHBBRE
R AN TR E

T HBENBERRBCAERE 2 BERGRER 5 2
12 Bt » HER 62 8 -

e TROP2ECH EHAABL M A ZEE YR - Hla » o ff

Fl Weir > D.M. > Handbook of Experimental Immunology

Vol .I.IT.III. » Blackwell Scientific Publications
Oxford(1987) : Kabat » E.A.and Mayer °» M.M.
Experimental Immunochemistry > Charles C Thomas
Publisher Springfield » Illinois(1964)% ¥ 4l ZC & Y B 4
AV I

EFEz2rEZT  HBERBERAZHZIBEE T L -
B4n > 40 LU BT oOR e

B> 5% HRARENEESES 77 - ERHER
FHABEETEHIV LI LANNREEAN - ”AT7ES®
ERR WEBEZHFHBERE RPFPETHKART  ER&
FEREERETERENKR TR - A %5 # €S % &N
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MERZETREGKRE R ESY ZEH - #E = £
FME -B-Ks > HEETRXE 3~6 X - BT HIE
2~6 ARBWE > BRTRB 34X KTHRE 2-4BRF
S

N HRZRTEGKRIV 2EEH  FHREEZFM
ZoH—-f&imE > &K 0.05~5mg > HER 0.1~0.5mg /£

EMmeEtOl E2HRERT 16 B > LEL
1~4 Hie » FHEH 1-3 BT REFRBABEOHE
oo R 1x10°% 1x107 {# >~ 4 fE -

X BITENREZENRER TE KB YHE
B RKNEWME - B-KMNE > 0 NEOERXE
0.05~5mg » ¥ & K 0.1~0.5mg » B £ 5 0.1~0.2mg £ & -
REELARAEL - EH 1x10°% 1x107 @ 2 4/ -

FaiEmBEE®R 1~10 Hi& > &ER 2~5 H® > &
R 23 H® > H#REHYME®I N ENEE & A
RO R B AR S M E Bk - LB > MEHNENME > BRI
BOEENR >N YMIERNBEEME 2 H#4FE
EE I = =" Qs - (Rl i SO

MR RN B OE M EEmME > #law > 1
5l 28 RIA VA B ELISALK » HRRE P ILE F & - & & B
TR I EZME > Bl B ELISA K » 1 DL#E
a0 BT R0 &Y IE e o {7 -

B o FEEEE Sy ML R %K N ELISAH 96
LB E 2 BEMEE - IR R RN Y E AR @ DL
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FEmEAGHNEODOERES » W0 #HhfmFEQOED
(BSA)YB & @ Bz km|kF%& - (8 EERE SR (F
W /NEMmMBIFER —KILEREMBE - £ B s JJE B SR
PR S -

HEER _&HE  KANIEEREZEZRDNIL/DETE
i EHEEBE  NERIEBESE S T3 RANEZERERE ZE

M EENEE T RBRMECHNRLYEELE  BHE
Myife 78 -

% % 8 Y 2 BE B 4 A B Rk B2 BR 2 B R E A4 A R
Y o> BE > W K B A R 5 & (Il 0 > Kohler et al. -
Nature(1975)256 » p.495 ; Kohler et al. > Eur.J.Immunol.(1977)6
p.511 : Milstein et al. » Nature(1977) > 266 » p.550 : Walsh >

Nature - (1977)266 - p.495)if # 17 - # 40 - B% fk 40 B = 1%
IR T I CE AD N
{55 5 B Y PF AR B IR O (R &b H B ' K (Eagle’s minimal
essential medium, MEM) % 1 # 4 #8 & £ 4 B 0 DL o B
N — #% 75E -
[0051)
(HEMBUABMDIT  BLE "TEHE, )2 #H
ARdEmaenNFHBAEB L RFRHRE > 7 8HE
BERA CHAMEKKER - > TREBSAREER
a2 ERNEME RETHELEZEFEDEILDN
HGPRT( X &= IE % & 2 I I B B % W & & i B &
Hypoxanthine-guanine phosphoribosyl transferase) &t 48
N
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Bl > 2%k 8 /N B 2 X63-Ag8(X63) + NS1-ANS/1(NSI) -
P3X63-Ag8.UI(P3U1) - X63-Ag8.653(X63.653) ~ SP2/0-
Agl4(SP2/0) ~ MPC11-45.6TG1.7(45.6TG) ~ FO » S149/5XXO -
BU.1 2% - %k KE > 210.RSY3.Ag.1.2.3(Y3)ZE « K &5 A
~ U266AR(SK0O-007) + GM1500 - GTG-A12(GM1500) -

UC729-6 -~ LICR-LOW-HMy2(HMy2) - 8226AR/NIP4-
1(NP41)% - k% >~ HGPRT &k 8 # (4 # @0 > o % 3
ATCC % -

EFEZAEKBUBEEREE > 0 8- 8 E K5
B E () RPMI-1640 HE&EE T A MBEHKE - 2-5T & 2
B~ f& fifl B R (gentamycin) ~ K fla 4 M & (LL T % A&
"FBS, O)WVEEET RN S-ARBEKRHNEERE) - U
MR R EeeHBE AR RKEE ZE (Iscove’s Modified
Dulbecco’s Medium : IMDM) ~ Z# f H F K {2 &f TR K

fz #% H (Dulbecco’s Modified Eagle Medium : DMEM)#
RKEE BHAEME 232 4HmMNIETE&EE WO -
& 10% FCS Hy ASF104 B A (MR ER M AR LS 5 #®))
EAEE BMAeEHER2I00U EZ24HBEEE -

[ 0052])
(d)dH A Bt &

MEeELdARBETEBEAR CMERRERN ZH
A (Weir » D.M., Handbookof Experimental Immunology
Vol . I.II.II1.,Blackwell Scientific Publications, Oxford
(1987); Kabat, E.A.and Mayer, M. M., Experimental

Immunochemistry,Charles C Thomas Publisher Springfield,
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IllinoiS(1964)%‘r) B R A RE A T R OR iR E R AR E
R E T AT EE ' -

Ak hEmME > W AEARRLEF LS
REFEeVERTHRIBELAANEBR S HEEARE
EE2HE FMHEEBEWNBENYWHESTESFE  HF  FEExLE
MmMAERHEZEBEBAGOLUT -

> EFRAEL_BERSREFRCYERNERL
o+ &= 1500~6000 7 {E B 2000~4000 % 4 g
R > R 30~40°C - BRER K 35~38°CZimE T > & Pl
ELEAREEEBEARES 1~10 78  WER 5~8 7

$E o

mﬁ EI>>}

[ 0053])
(e)Fl & & B 2 % £

M EMAER S EBESANRAGE ZEE T ELRR
AIPR & - HiEEEH HAT(XR=EK - FAKK « igiz
W BE )8 $% 5% (Kohler et al.,Nature (1975) 256, p.495;

Milstein et al., Nature (1977)266, p.550) -

BE T OE e B P RS B B U 15 R 0K 4 77 49 HGPRT
BREER > BEBEARTEEREBNEYBH R -
o G RRM S MR R AL HAT I & R & > 0
SN EE R AR AR R A
i B 7E -
[ 0054]
(£) 5y 1 B B — 41 B B 7% (3 7E)
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MR eE o EEEmMS > PlWw > I HEESERER
EWMEEMRE BEBAWEBEZFZ2FEMATEMM WO 2
He Barbara, B.M. and Stanley,M.S.:Selected Methods in

Cellular Immunology, W.H.Freeman and Company,San
Francisco (1980)) - [~ A d » THEZHEH#H L R
EF LB EEREE - W BEDAERMS TP
BB Bh & B OBE % % B ClonaCell-HY Selection Medium
D(StemCell Technologies 2\ & # #03804)% > H X 4 4
e AmEgE  HHOBEBPENRESEBES  HkE
G ZMERTEN  BELOWUNWEMESBEEE &
NESNMEeEREE LEAERFPLXEMBERTIRE T E
H o BEEFL TROP2EKHIBE LM G BEBH -

[0055] it W VAR GBIk 2O mE » 75 £
TROP2 Fhi & TINAIl - ¥ » AARHEES > ¥ TROP2
A& B TINALFTEANBERLE S " TINAL L #E | = E
LB A T TINAL

TINAL Jifie < E#f 0] 8 & (h B 7 3 & ZF 5 &5

Bt 2 FTon BY B & B R A - > TINAL fi g < & 8 1] B &
BB PRI 48y AR -
[ 0056]

(R ERBZIEBEEMBNERME 2 #H 2

ML EFARGE  BHRkHEERE > TH R E
FExE BEFEZW BGEAEEHOERAROA
& kT aKHY -

EEARATRHAAEERN Z T E -
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AZHEPNPEODENHETEHRB W k(D)
ZIE BB EE ELISA & M # 17 -

HHULEZ HEMESN RS E G N KR R
-80CL N2 AHRBEFLARAERETREF -

TRREENRGEGREEENR HT &8 & # K IE

EEEMmMEEE -

REBEGUEARESE RN I EEESE - @
75 (spinnen) B KT - B RKEBEFHN LBER - #
mEABEREIES 2 KTERMTHEKE AR 2 )& ma
b TEGEAZH  EOEFREMECWENRAE

Moo #ERPRELRZ/NE MW@ > Eit 2 BALB/c) »
B Nu/Nu/NE 2BEEANEIRB SR EZE e Y E
NMESERKREAFH BB EK -

T rTEEANBNBE > NERG~T HA) > & 7T
2,6,10,14-70 BH £ + 7 % (2,6,10,14-tetramethylpentadecane ;
G KT (pristane))FE 2 WY M F 0 M E SR X E 2B
7K e

Blan > RERE A EE S A0/ EERENTEL TSR
AR o T AR EALE - N 20 HiR o fE 10°~107
frmalE - - EBEEABERAF D ENEEE B K
(0.5min #& F2ZEEAN - BE REIXE R - B KER
e B/NEBEREIMBEK - #EhhE BEEBBRMEL  JE
B4 100 B F2BE 2 BRI -

MR F A ESEKE - 9 DLW
Weir » D.M. : Handbook of Experimental Immunology >
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Vol.I » II > III » Blackwell Scientific Publications >
Oxford(1978)5C &k #Y 77 7& o DL &l & -

AimESEKREGY TROP2 EASHERRE
-

[ 0057])

(M E R 88 =~ & E

R EBNEENBE 2B & R i 2 E G0
A EAT -

B Je o ° A2 BOIR B 2 Bt (Ouchterlony) J&
ELISA 7% ~ B¢ RIA A fF R & & % -

Ouchterlony A {4 & fH ff - (A B £k 1 88 B B & 8V B
¥ Ao ZERGEERE -

5 —JiHE > A ELISAAS RIAEZHN B » e
FEERE B GUE RN B MEKE - £ E
FHEeEXEORY  SHNRNBERE XK o
EHEMKEB 2 EE - mH

X > JEBBEANFEME » AAOFHATEZ&EE A
Z EWH (P4 > Mouse typer kit © Bio-Rad 24 5 #)F -

HE > EHEZEEHA M Folin Lowry J% & 280nm
TRy OEE (1.4(0D280) = EIKEH Img/m)E HB
AT AT e

HaE B REKZL()ZE (W)EYZF B 5 Jh 38 17 B

SEHGNBOEE > AW EINGEERA B TINAIL 514 8 [
HAL G EEEAIE SOtk insg s — 0 95 EES
B TINALSUBHEHE 2 HBEAEMCNIE - TrHUENE

54
PD1227503/hy

111132669 FEHESE A0202 1113312514-0



1812438

tRILAE 5 B TINAL fi 88 2 &5 & By 80 70 Bk IR B¢ &6 70 17 B8 45
BEG TMHERZEMHRIBE SR E TINAL 518 A [
CHRERREEM o X AR E BN TINAL 188 2 ¥
TROP2 WY& & @ W EMMBAHEF (A > ZEHKRE &
e TINAL $i#8 Bl TROP2 2 & &) BIfE RAE B B
MERAREMLZRFIKGERHE  TOHAEZERBEERN
Bl TROP2HL B M H 2 FL R A E L - BL R A E L #% 5 5%
BHEBANERE ZEHRABHEIIMETSFAEAHE TINAI
MBRE2HMEEGR DR EYEN -

[ 0058])
(3) X it #1 %%

AREH B BT LM TROP2 AV HE i 88 ~
b NBEBEMNEH ABNEEREEREMERSE B EIMA
Bty g ERNEHAHBEHE - 010 - ik & (Chimeric) T
#g - AN b (Humanized)fi 88 ~ NE B F - F 25
RO RS A E -

MmaiBNg B EE@HEEE KIS
RENHE o BERKENERKENIEZTEE
ook B AN EWREEBREASWNWRES R (2B
Proc.Natl.Acad.Sci.U.S.A. > 81 > 6851-6855 > (1984)) -

mABLIRBME > E8 4 /7 EE(CDR)H A K
HABE®BHE 28 (28 Nature(1986)321 » p.522-
525)~ #H CDR BH ZEZWME T CDR Z 774 # — & 7
CIEZERERBEAABEN AEREBE 2B (BHE L
B 55 90/07861 &) o
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ke TINALfiEE 2 AL EmNSE » RE K
Ff TINAL1 $i#E 2 6 f 2 58y CDR A BRI A » i R R E
PR EZANEAEIE - X » TINAL 88 2 =H# 7] & &%
A RFEV R ZFEF A SE 23 Fro~ 9 B & B 5T Rk
) CDRHI(TAGMQ) ~ FF 4l & Bl 5% 24 Fr o= 0y Bz & BE Fe 51
Fi # s Y CDRH2(WINTHSGVPKYAEDFKG) « & F ¥ 3%
Alow 25 Bt oom By B OB B OB Y P B Ok w
CDRH3(SGFGSSYWYFDV) - ¥ » TINA1 ¥y 88 & 4 o]
BEArARFINEZFIEGE 26 B Y EEF Y
AT f& B By CDRLI(KASQDVSTAVA) ~ F 4l & Kl 5t 27 AT o=
Y Bt B B Fe 51 BT A B By CDRL2(SASYRYT) ~ K 7 %1 & Al
S 28 Fr o oom Y B OB OB OB ¥ BT B Ok W
CDRL3(QQHYITPLT) »

[0059]) /N i #E TINALl 2 AN LI 8 2 & Hlim
S A BTHE#HLKH#E CFEEHES B ()F A
TZFAIEASGE 12 14~ B0 16 256 20 2 140 (F 2 B A
BE AT E A ERFY - () E R Rz kEE
BRI EAZD IS E 2 EIFE®EEERRF Y K(3)
PR ()2 B EBERFRY FRA M 2 A B KM PR
MABKNIMEERFI ZE — BB E#ETEE
E#  LMEREa@m A sk 18- 20 50 22 25
21 2 129 M AEAEEAEMBROEERRFY > (5)H
Hpr @z EBEFINER 2D 95%LL B2 F R MED
BEBRFI G RO RGO 2EERFIA 1 2CE
R AEBEME > RMAKAMAEERFPIN ZFE—FM
8 Bl HY 8 B 0] 25 1@ AY B g -
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Moo KGEHEFFRH "HME,, AEHE1LEI0HF 12
OfEl ~1 2 8MF ~ 12 7 ~1%2 6 -1%5M@- 1% 4

@~ 1% 3@~ = 15 2@ -

[0060] X » St AR FTPIH AR ZHWARME -
Pr 7 Y B A B AU UR B2 - O 77 BY B A B LA 18 B i
ECEE (I 6 A BH AU R B BE B E N E E A AL o B B A

e EEGOLLT - BMMEEEH=-RXIKE - BEE S @&t
EE =R BREE dER FBMEEER=NK
Be ~ “Hfc M - B BE - ZO B - WE - KA KR
Hoife e - B FWEBRUERE=HRHE - RXR
BB - BlEREBE - PR - KB sl B
Be - Ht B ool EZBREEGOT  BHEXLXEE =&
BB R alElk c a Ml AR EE = R MBS N
B BT ER=NER @R BRERELEEAR

Bz B o

[0061] mt Fill 2 B 8 R B g8 ~ S EH & Z Hi i M

=5 HABEESEARFI &R 12 ZERKRER 20
£ MU0 EERFIMERNTZENE#ENK AR

PR Al E A gR 18 Z e AR AR R 21 £ 129 5L & L & B
A mBANTE B KE#ENRE B8 8 A RRKFIR
AlEE 12 Z B AR 4R 9t 20 £ 140 50 8 2 b B 7 5 P
PROHY RS I& By E O k BoR RRAE R 20 2 fE A BR 4R
o 21 2 129 L Ek 2 Mg A B P Y AT Bk Ay B B & AT K R
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Wik BaEAREI &S 12 Z & REG5HR 20 £
140 L ERFI BRI ZEENEE KA AR
PRl nl ot 22 2 M EBRES 21 £ 129 s 2 HERF
ST S2ENEEGYRE B8 BEAREFEIEI
gt 14 B ARG 20 £ 140 GO & 2 B & F Y AT 8 AL
W EEAEEREAFREFI SN 18 i EBKE
21 %2 129 5C & & g B B 7 51 B 18 B /Y HT 2 1& /Y BE 3 AY 40
ie - BEa R ARBEI SRS 14 Z ARG 20 £ 140
mEcEERFIBARATEENEER B AR FI
el R 20 Z B AR ARG 21 £ 129 so sl A F A AT
BRI TEEBNKE#ENRRE  B& BEA3REFP &5 14
<M EBEY 20 £ 140 LSk 2 M A B Y AT 8 R RY A
SEVE#EKEANRFI &R 22 2 AR &R 21 £
129 sk 2 Bg B B 77 5l A i g By 1T 82 1& /Y S B Y DL e o
BEHARFEIEB I 16 Z ARSI 20 £ 140 50 &
ZHEERREFYIFTEKE T E B EHERERRFP I EH
gt 18 Z AWM 21 £ 129 o &l Z A& F Y AT 8 L
W EEBENKEENDE B2 BEARFIHENRE 16 2
B B BRI 20 £ 140 B 2 ERF I B R A &
EHE#ERKERARFI & 20 ZHERBER 21 2
129 sk 2 Bg B B 77 5l A i g By 1T 82 1& /Y S B Y DL e o
LRk &BEARFEIE S 16 2 ARSI 20 £ 140
mEcEERFIBARATEENEER B AR FI
e gl B 22 2B A B ARG 21 £ 129 so sl Z A F A AT
FERCH T 2 @0y KAy g -
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[0062] MEENHEcsZIBMNE > AMNBEE N
PRl nl o 12 2 AR & 20 £ 470 50 & < I &

FI AT 1 Bl Y BB o R B R M AR A SR 18 L Mg AR 4 R 21 2
234 FCo#Ek Z Mg A B R Y BT RE B Y ES B RV U RS o
FI G AT 9f 12 2 B Ak BE 4 9T 20 2 470 50 & 2 %
FTRE R Ey B kR YAk 20 2 ARG 21 &
234 a2 ERFIMERYEENRE  Ba2RF
Tl pl gk 12 2 B EFE&EIE 20 £ 470 508 H 2 E B FF
FI AT 1 Bl Y BB G R BY R M AR A SR 22 Z g AR 4 OOR 21 2
234 L ERFIMBROVEENRE B8RP
FUs Al ot 14 2 E B &Ry 20 £ 470 i & Z I A B F 71
FTE R E#E RIS 18 2 ARG 21 &
234 a2 ERFIMERYEENRE  Ba2RF
sk oAl Bt 14 Z B BB 4R 5F 20 £ 470 50 8K 2 BE A B P Y
FTRE R Ey B kR YAk 20 2 ARG 21 &
234 a2 ERFIMERYEENRE  Ba2RF
sk oAl Bt 14 Z B BB 4R 5F 20 £ 470 50 8K 2 BE A B P Y
FTEREE#E R @R 22 2BABER 21 &
234 a2 ERFIMERYEENRE  Ba2RF
FUEk Al B 16 Z e BBk 45 5% 20 £ 470 50 8K 2 BE A B P Y
TR EE NI &S 18 ZHERET 21 £
234 a2 ERFIMERYEENRE  Ba2RF
FUEk Al B 16 Z e BBk 45 5% 20 £ 470 50 8K 2 BE A B P Y
FTRE R Ey B kR YAk 20 2 ARG 21 &
234 a2 ERFIMBEROVEENYRE  UEKES

fUJIt (@
= b
=t
F
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B Fe A1 R st 16 2 B A&

B2 4% 5% 20 2 470 ;o &k 2 B A R
Fe 51 Fir M B B BB 8 R S B AU el AT SR 22 B ERBE 4R SR 21
£ 234 30 B 2 BE B BE R Y1 P ORE Bk BY RS B AY BL A
[0063] MEBENEEHAESMS
7R AR R SR 12 2 B A
M Ak

-
e Al P p /Yy v 2 & By E # & B oA R P A A et
Bz 4@ 5t 21 =

2 A
B 4m 5% 20 & 140 30 & 2 e & B
£ 129 ELE 2 A
&Ry E#ENRE - &
ok 20 2

140

18 >~
B Fe 51 BT £ Bl By | 8
= B H R R RSk
i B B A
o K BH B R A EOH 5t 18 2 B &
2 W E

14 2 g & %
B Fe 5 B 5 Bl /Y 0] 82 (& 1Y =
Bz 4w 5T 21
Bz B 5 P i pR BY B O Y EEHE R SRS -
B Fe 51 R st 14 2 B A

Z

129 Z0 &
iz 4@ 5% 20 =2
FEAlFTERy 2B E#ERERRF
M & B 4w SR 21

£

Z

s B A
140 30 & 2 o A& B
5 axoAl 5% 20 &2
£ 129 Fo# 2 M A

E R ENE - LKA

&2 % 4w 57 20

Bz B 5 BT 8 B By | 2
2 B AR5 et
140 &0 8k 2 g &
WY O KBRS AR A AR 22 Z e A
ALk & g E

E2)

16 2 jz
B Fe 51 BT £ B By A] 2 (&
i
Bz Fe 51 BT 18 B By W) B I Y ES 8E AV B R e
[ 0064]) W >
Fe A1 &% Al 55k

E2)

4 5t 21
o A A =l (Y BEA= = 1]
k12 50 o A
mk B SR 18 B0 OER 2 BE A
I %1 8% Rl

57
I a A BRE 20

129

—_ .

= 0 AV B S
Bz Fe 51 Bt £ B /Y 2 8 K B
Bz Fe 511 Pt i R BY B 3 BY PL AR
12 50 &k & g &
A0 Bl L BE B
Sl Wil

Bz Fe 51 AT i B BY B 8 K P
Bz B 51 AT 8 B 7Y &S 6 09 B AR -
To12 Ao fE A&
Fe ol &% A 5% 22 =0 # > Be B
PD1227503/hy
111132669

Bz 77 5l AT 18 Rk BY E O K
Bz Fr 5l B f& Bk By ES 8 BY 41
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i - Ba A SRR 14 R EERFYATEND E
s K Fr H Rl s 18 FC ok Z B A BRSO R R Y S Y
e - maE R @EE et 14 S 2 ERRF AT K
o R Fe A A Al BE 20 R0k B A B R A AT IR R RY RS B
Hi e - Byl aal gt 14 30 & 2 kA KRSk
WY B2 o K Fe H R A SR 22 RC sk P AR BE R S AT R R RY B
HE PR - Ba Ry S b at 16 soEk 2 M A F Y ATE
RCHY E OB KRR A e AT SR 18 R0 OB & M B BE R AN P R Ok AY
KRR > Ba AR 16 & i E B F Y
ALY B K B AR B SR 20 RO 8k < BE A B P A BT B R
WEES LR - LE & kPP A 5T 16 it & Z g A i’
FP Bl B R BBy B OB K R SRR BR 22 RCEk 2 B A R A
FIT 18 B HY € 38 /Y fL B8 o

[0065] MEBENKEHGME » JIBHEZRNF
Flak Al g 12 Z M BB 4R 9% 20 £ 470 50 8K 2 BE A B 7 5
TR EE NI &S 18 ZHERET 21 £
234 a2 ERFIMERYEENRE  Ba2RF
sk oAl Bt 14 Z B BB 4R 5F 20 £ 470 50 8K 2 BE A B P Y
TR EE NI &S 18 ZHERET 21 £

234 a2 ERFIMERYEENRE  Ba2RF
sk oAl Bt 14 Z B BB 4R 5F 20 £ 470 50 8K 2 BE A B P Y
FTRE R Ey B kR YAk 20 2 ARG 21 &
234 a2 ERFIMBEROVEENYRE  UEKES
PRl al ot 16 Z g A B Ryt 20 £ 470 G0 & Z B A &
FP 5l P I B R BB R B R A AR A R 22 R ERBR 4R R 21
AR IEERFITEREEENIE -
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[0066] M EEBEANWEHGNMS » IHBEBEELERN
FP Al E R SR 12 2 i Ak BE 4 ST 20 2 469 50k L HE A
FI AT 1 Bl Y BB o R B R M AR A SR 18 L Mg AR 4 R 21 2
234 a2 ERFIMERYEENRE  Ba2RF
FUs Al ot 14 2l E B &Ry 20 £ 469 si & Z e A B 71
FTE R E#E RIS 18 2 ARG 21 &
234 a2 ERFIMERYEENRE  Ba2RF
FUEk oAl Bt 14 Z B BB 4R 9E 20 £ 469 50 #K Z BE A B P Y
TR EE NI &S 20 ZHERER 21 2
234 a2 ERFIMBEROVEENYRE  UEKES
PRl al et 16 2 g A B Ryt 20 £ 469 so & Z M A ]
FP 5l P I B R BB R B R A AR A R 22 R ERBR 4R R 21
£ 234 LB Z Bg A B Y BT RE R Ay ES B RV SRR -
[0067] s EHE Ll » HEH#EERFI X
Kk ERBRRFIN AR RMERY - BEEEAFB EIKE
MERFEYEENREBHITERN - OHEERFEME  —K
maE /A 80%LL EZEFEM > m&ER 90% B2 FIEM%E -
FERS ISWUEZERFEMN  mER 9% B ZHIFEME -
N> HEhHEHERE#NKE#E R EREPI TR | 280
Z M A W AR i B N BR BN Ay BE B B R 5 0 UK H]
EEHEFA RS BERFELEY ST RE

[0068) “HHE B ERFI M ZEH KHMEHIT #EH
{5 i Blast algorithm 5 2.2.2 ik (Altschul » Stephen F. >

Thomas L.Madden - Alejandro A.Schaeffer > Jinghui
Zhang > Zheng Zhang > Webb Miller » and David
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J.Lipman(1997) » " Gapped BLAST and PSI-BLAST : a
new generation of protein database search programs |
Nucleic Acids Res.25 : 3389-3402) > % 4 N & £ %
(default parameter)ffi &t & - Blast algorithm 75 T £ ff i
4> 5548 48 % www.ncbi.nlm.nih.gov/blast i {f f -
[0069] X » MRl Z Al & Al st 12~ 14 ~ B 16
Fr N E#EEERRF Y+ o 1 £ 19 s 2 BEREE
FriER e AR I GHERFI - F 20 & 140 58 2
EMEBEEFRMBURANEERFI GAIZEE > F 141 £ 470
e MEBRBEMBHRNWEERBRFIIGEEE - & 8 &
Fr Al nl sk 12 2 Al & it 5 3 - Ak Rl sR 14 2
Fr %] a0 & it 5 4 - Al BRI 16 ZFAIEE N E S
.
X AR A EASE 18 20~ B 22 Fr R HY
S e U N 1 2 20 53 2 B B BR B8 A A B 1l
HEERFINGHREFI - F 21 & 129 58 2 B E KR
EFMBERKOEERFI GoIEE - £ 130 2 234 58 7 B
EBRBEAEAMBRAIEERFIGEEE - & 8 & F 5 &
Alsr 18 2 P Al & it % 6 - A Ek Rl 5% 20 2 Al AL
HPNE TE - AN 22 2 FVEENE 8 E -
[0070) B AZH ZPEME > X5 HE B TROP2
GEaWABEDLE - DLTROP2 AEIEGERERAKHE
AN B 2ERFIWN ABEILE - 1 TROP2 A
HhEGEARAERERA A NELREB  E#ARKRE 2 AR
WABELrEREBRENABEBINEEELEDNEREN T E(2E
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Tomizuka » K.et al. > Nature Genetics(1997)16 > p.133-
143 ; Kuroiwa » Y.et.al. » Nucl. Acids Res. (1998)26 >
p.3447-3448 ; Yoshida - H.et.al. > Animal Cell
Technology : Basic and Applied Aspects vol.10 » p.69-
73(Kitagawa > Y. > Matsuda > T.and lijima > S.eds.) >
Kluwer Academic Publishers > 1999. ; Tomizuka -
K.et.al. > Proc.Natl.Acad.Sci.USA(2000)97 > p.722-727
)i & e

[0071] WEL N B BELE /NG > EBINE > NI
MerEREgEEREHE  REREBERFKEE  AURZHE
Bl EERER AN TH @A (Yeast artificial chromosome >
YAOEBEMBEAABEREREOEHERRKE#HE AR
EHERBHSY  TEHERI G Y R EREEH)
Yy 2 BL{E R It B Y I R BC i fF B e

X #EHERNEBHEHRN S BEEBOLABERE Z
Bl B HHY cDNA - B £ &M & &% cDNA HY & & &
EZzdpmEEEy SEEEEfEREHAANAEERABGNE
i  FoEEELEERTESILINE -

Hf fEABET flao JEHAEZMER > @ELE
CHO #fif - MEKEXBHEE 2 HATYHE -

[0072] X » FE AWM AEABE AERLBEEHNKE
IR s O NI =T - O s 7 |
I.M.et.al » Investigative Ophthalmology &  Visual

O

B2  Wormstone -

Science.(2002)43(7) > p.2301-2308 ; Carmen > S.et.al. -

Briefings in Functional Genomics and Proteomics(2002) -

64
PD1227503/hy

111132669 FEHESE A0202 1113312514-0



1812438

1(2) > p.189-203 : Siriwardena > D.et.al. >
Ophthalmology(2002)109(3) > p.427-431 %) -

Blsm - WA EANERRE T EEE R E R
(scFv)M fE AU B A8 R | R | » mEF B FE & & 0N
H B e %W E B B R & (Nature Biotechnology(2005) -
235 (9) > p.1105-1116) -

HEBrARNFREemMEENREER AR > Tk
ERBHENFEE SN AT B 2 TEE/R DNA 5 -

Bl JH 45 & Y scFv 2 DNA F A& E %0y - AT
RN EAZFPINREEE  SEANRBEERE LI
KB MWEAEREEEARESE 92/01047 58 « B [E
NBAE 92/20791 5t - EUFE AN B 93/06213 5 ~ B R A
FH S 93/11236 5% ~ B A BHSE 93/19172 3% ~ BB A B
% 95/01438 % - =N B OE 95/15388  BE
Annu.Rev.Immunol(1994)12 > p.433-455 ; Nature
Biotechnology (2005)23(9) > p.1105-1116) -

FrEFR NEE S B TINAL U8 2 &4 &8y 8 o
MEH oy T REREs AT Ez AERRBE SN A
TINAL s M E 2 L H A E A - X - #h s lEHR®
TINAL I8 2 ¥ TROP2 W& & » 2 AEIE KK F
(Bl > Z ABmE gy TINALHLE B TROP2 2 45 &)
B EBNNEAEMN I ERERE R AE » o HE
Z ANBEESEENE TINAITGUEMER 285 F & E i - i#
bt FEAEMGHEHBESNBE » % ABEDUE #8715
BEARHB TINAI GiEREZE A EME -
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L E R ERMESREIE - ABEALHE - XK
ANEOBGUERBARN T EZMFEHGENGE S ®
[ = O R A

[0073]) ML EBMHEE 2B 2 H b5 2 2 — 6 i
S A BERELLZEMN - RERWEENEDSC)E A
REXTFEHEANEK FEOEHE L HENVERBELYEE ZR
RSB PR (Tm)iYEE - £/ DSCIMAE Tm
B> FEAREEEHEE  TJiEEAZEE A - EX3E
IR EFZEMERBEIEB ALY EMAEEE 2 MM
(Lori Burton » et.al. » Pharmaceutical Development and
Technology(2007)12 » p.265-273) » ¥ 2 22 & M {E B 45
= JEEBEESE  SMHENEEIESEMEEMN
CHFBEEEETHRFIFNEERSH > RKEBERF
HEMREWN -0 EELZ2xeaEBEAEER&ES
HZEM AN EmREAEEMmME S AE » Ao EE
TkEaH ANBERETZIE -

[0074] KEBH O ETEEHNB ZEBEHE - ZE
i G EEHASEH B E TIEERNEYEZ N E
Z - LENEHiBRGhE B HEERSREZLLEN 7
ZOsEAE - N-§E 4550 O-# &5 ik Kb # =~ (b 2 & d&f f=
2 - 4APENEfiBEcEEEREH (H W0 - B N-§#
G5 EC O-9# &5 Z M M 0 ~ N ORI =6 C oK i < 0 T~ Bt B
Wb~ REAWEE 2 EZ2EYL  HHkEELSRL)E -
mEREZEYE T MmERE - MmN N K Ui H
MEEEESE - X BT JEBETARZEH G INEZ

el N il
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fe M ECEBEEm s EsE - Pl BEEEEE - &OLE®
R R MMESRB TTEENZEHY L BER - W ARE
HemBzEBaHMGEABRIE 22 E M ki %% %
ZHE CEMIEE  PIEEE RO EERSE -

[0075]) X - #&rh 34 80 B K 4 87 2 P1 A8 45 & 09 B o
f& &fi (¥ 5 & (glycosyl) (b ~ Bi & % B (fucose)fb %) » H
B RELEEEGEEE SR 2 E#E B <
Biferms - SREELRSE 1999/54342 58 ~ B [E & B
5 2000/61739 % - BB E 2002/31140 %% 5 (H £
REWISE - KEH ORI E &0 M8 & e A e
Ay # A8 o

—HEEHBERN®Z HABEEREMHEFEIED
B HHEHEERFEITHREHEB 2HE M BER
CEBUmME > WY RBEEBANRBELHEINE 2=
WA ER - REHEKREFINERMUNEEE - &
mEMBEEE K > E@Ep il EARBEKHEF ARG
fe #etlE A M B R IR E AR F 0 XK 0] B8 ¢ 5 A A [F] R R OE
ﬁ% o

HEZEBRMEEBE TEHANBRE - o £ H Y H
Mg~ EYHEN - HEEMAEY  LHRIFVHEDS
AR LA Bl BFE M AMAE COS 4 A
(Gluzman > Y.Cell(1981)23 » p.175-182 -~ ATCC CRL-

Wl

1650) ~ /)N B2 4% 4% £ 40 B NIH3T3(ATCC No.CRL-1658)%
B & B U0 41 B (CHO 41 8 » ATCC CCL-61) — 4 %

iz 2 J§ B £ 6t 8 & (Urlaub > G.and Chasin
L.A.Proc.Natl.Acad.Sci.U.S.A.(1980)77, p.4126-4220) -
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ERHEZAROSER > @ J5ERBEE - M
BERE -

MEFPmMNREZE AR FTE ANEER - 8B &K
HIPAHABRN EENEE TEGDE - W&ZERE K
s mEEEARNERE  BERARZFSEEGEMNE
ik zF  LEEFAFAEEMITERETSERE 4L
EE o B AZEH BTG EHED THIE Z#HE
HEMESNNE T E2FEBrEE BE LKL
HMIPNE THENTE  KREBEZTEMESENEEYR
MENERZIE ZHEMER B P B -

[0076])] X » ERWIABEEEMBMPAEENILE 2
H o 2 FR A R Un BV B B B B B & #f & (Journal of
Chromatography A > 705 : 129-134(1995)) > ¥ - B &1 f
M E#EAEE R 2 TR  BERL 2HEBEEREER
i & o i B B AV OB OB K Ui BV B OB Bk B A & B B (G
(Analytical Biochemistry » 360 : 75-83(2007)) o £ ffij °
KEFEHFIHN 2B EREGHENIIE ZHES &8 T X
WIE FiEE(WRE 2 EM RS R EEHNEMEEH
ZFlllifee® - Bt KEFEH B ITEEZZEHDN
mErkZILEBZEEMERE TR E#ERKRERKEA
1 8¢ 2 M o ERGEMEBEANGRERE  RE&EBELVZEX
A (Bl AR 2 MERREEKE®BRLD =
#w)FE - HEGRANESEGR T RWE FH#E > K
BB EE O BRE KRG R EIWRRER LK
EHE - B AFH 2 EN 2KREHITEEERLE T2
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EEREHR G AB o HENERE 2T -8 T OHS
e B RGEEZEBEL A2 EEANEH GBI
FEasditoBEREEROENVEE > BRAEHEZH
BB X amE > A BN 2 KREHEET o BRE KR
< —H <z HERBEEAKEANEE

[0077) LA H 2B zEEmME > #l@ > 770
2 IgG(lgGl ~ IgG2 ~ IgG3 ~ IgG4)FE > {H % £ 7] 7] #
IgGl = 1gG2 -

[0078) Wiz EWEMEME » — K ITIE KR
GeEt - o RAhERES G EZRZUENHERS$ AT
fERyEM ~ AR E 2 G EME - 5 bR JEE N E
M~ iR RE LS T (ADCC)E M - M A K 58 M A
Mo 5 F (CDC)JE M R i K % M 4 i & o & o F H
(ADCP) - HAZWH Y LA E TV K¥H TROP2 iy
e EM o E KB E TROP2 45 & i ¥ TROP2 X
WP NEEREMN - 85F  AEHZIER TTHEA
FEARE M 24 > Jiaf FE B ADCC &M -~ CDC JE M R/
ADCP & 14 -

[0079]) EHEWIBEITHMLEY — - B2 78 -
MEREERHEE ZCEQERMEMRN T B - 4t %R
ool BEHEEEMNLENR  BEHBBEE - BBAIRE -
AT - EN - HERAEBENGEREBEE K - FEREKX
A m A & o B AR bLAE oo BE - 4 {b (Strategies for
Protein Purification and Characterization : A Laboratory

Course Manual,Daniel R.Marshak et al.eds.,Cold Spring
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Harbor Laboratory Press(1996) ; Antibodies : A
Laboratory Manual.Ed Harlow and David Lane,Cold
Spring Harbor Laboratory(1988)) {H £ [E & W It & -

BEmE > A EEMMREN - B ];E N
KRN  BRBEREBN - ZEHEN RN EHRF -

tF @Mk A A HPLC 8¢ FPLC & 2 /K &
KO AT -

MARERMONMERBITAFERNENEmMS > U £ EA
T A E 1 -~ Protein G Eff - Il > MEAHESE AE
HHEHIME > 75 %8 Hyper D> POROS » Sepharose
F.F.(Pharmacia)% o

NERH&HEBRELOERR  FNHASHEZSE ST
&AL DL AS IR By BT BB HY o

[ 0080
(i LE?]

s B S 2 fii TROP2 I -#YE W E G B
MERBMLEEY SAZHHAEANNTEBERBE s M
S BREABENRENLLEY » B Eo B EEY L E
SEmMAE - BEAN »&EF T - 3 R F R & -
MEEELtLEYGEEY  — S Hh 2t REBMEEA
WU BrmitER M LE Y o 0 i R DLERE R -

EEgyHEyEsl s > AIiERBELELEY L
K AE Hf By &5 R EE 0 T H AR K 2 B RE B R R -

MAZHMAERANERBE LGS » & & 09 #
HEESRBUTEVHIREE R 1S,95)-1-F & -9- 2 4 -
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5-%-2,3- " & -9-8C B -4-H B -1H,12H-% I [de] Ik [/ 3
[3',4':6,7] 1] 0ft 3 [1,2-b] & Wk -10,13(9H,15H)- — #d ; F
)

[ 0081]

[0082]) k=& EEg A EAEENHEREMKT
BizSsHwREhiBEBBEERTE - HELEGY A LLEH
HAESGHEG HTESGERERS | I 2 EHE
VER G oMU o X REBRITAUERZY Z —
TEEHNRETNEBARNERENEERE > BHERD
kEBIIhEHEREBERBOARNERLEY -

RKEEFBERER ZBERESHEY&E > K BEME KT
gz (P40 - pH3 AR E A N EERP KBS E (B
BE) mZ—FTHE > R@®EKEER S (B0 pHI0O &
)P ReEANEBERAEBNERBERES)SE A - A
HEODLEHARBREREAHBEENWKREERRENEY S
BN RARSFZAERBSE  FHSR  E—FZ
NS SIS = 0 NI NI S Iy e
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[o0083) miHMt 2 EREMMILamE » 1@ >
5l 22 ] f8f & (Doxorubicin) -~ ZE 4[ B & (Daunorubicin) -~
% H M E C(Mitomycin C) ~ 1§ 2K & (Bleomycin) ~ &
# (Cyclocytidine) ~ & & #1 g (Vincristine) ~ £ &
(Vinblastine) ~ H & i 15 (Methotrexate) -~ H & & 1 & H
Al (NIE #3 (Cisplatin) = H £7 £ #7) ~ & % & (Taxol) 2 H 177
A Hfh 2 E i e T A Y (KB 6-87746 5f N %
SLECHYDLE B A )E -

[0084] MPLB-EZYE &Y » Hiike | 7 F %Y
cHEEHR G BEHARE ZEEMHHNEERF - JLE -
EYE eV M EGEYY 2E GBI E T B A
EENRIENERM - AEEHES 2 KIERASNEHE K
BE>FLEYWZIILELERIEHRDE - Y& Y FE
ME-ZYE&EcYEERENHNEGEENEYYE s RS
VImER - Bk | o FZ2E#EYEERGER FHEE
Bl - #imER PTHEYEEEH - RESAHEE LW
FAlE - JRBl - R TR BERAAREYS S B IE-
EY S EVREYTM e EAREEYE BN E
EYEEYMHEREULN  EY 2EEH B ERETY
E REFBEHIE T P& a8 GIES > BE 1

=

B

RLEYTHEGRME > AE 1 £ 10 fAEAHKE
EREE  HWER 2 E 8 FEEL 3 E M - X o

ERAHENMTHARE  mAXERM 228k - 1 & EtE
R BEEecLERHNEYRE  "THEZEFKREE
BLEGocBHNRB-EVWECY -
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[ 0085]
[ 52 V) &5 1 ]
2k it A

gty A I 2 it TROP2 i -#EY&E e+ o
(L&Y BT TROP2 i 8 &

SoWEEVER - &
BREVHBEATAZE&ERE

-L'-L2-LP-NH-(CH;)n'-L?-(CH;,)n?-C(=0)-

ME G L' 2K (B L2 4 & a9 M8 & A AT K bin )45
& NEBMEALEYHPK-L*-(CH)n*-C(=0)-& 7 & ¥
EmL&E & -

n'F{oRO0OE 6 LR BRES 1 £

S 2RY O H
FEH 123
[ 0086
1.L!
L' f% -(3% 30 B w B# -3-% -N)-(CH2)n’-C(=0)-Z & 1%
FTms& -
Hg oo 22 8 28 T-JFHHBuEkE-3-5
N)-g GEAF T TS RHE -
[ 0087])
0
T,
N—
0

[0088] L&l ;v &G 1 AV SR 3 fir fh ¥ i TROP2 i f2

S o RIS 3 Z2HZABZEE > EFER
2 Bk i B i &S

LEEIS S 2% 1t 2 8K T % 5
SN EEYNEFLINCEHEZRETFSE S o B
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-(3% 30 B ue B -3-4 -N)-(CH2)n’-C(=0)-L>-{4 T = A7~ #Y
SR d . THE-S-, RkEHRE) -
[ 0089]

i —sS /
~ (CH,)n3-C(=0)-L2-
0

[0090] X > n’ MR 2 2 8 X RE > BERELS 2 £

5.
[0091]) st L' 2 @@ BlmE » o] 5l 2
-(3E 39 B 95 B -3-% -N)-CH,CH,-C(=0)-
-(3E I Bf 25 B -3-#£ -N)-CH,CH,CH,-C(=0)-
-(3E I B 25 B -3-#£ -N)-CH,CH,CH,CH,-C(=0)-
(3% I Bf 95 B -3- % -N)-CH,CH,CH,CH,CH,-C(=0)-
[0092]

2.L?2

L2 {4 -NH-(CH,CH,-0)n*-CH,CH,-C(=0)-Ff == Hy 4
B LA AEFELE BB LK EEE - X 0t &1
2O ZEY WELR2E2 4 LPHU R 2 EEB L4
G MERA KRR ZRER LPES -

[0093]) Bt L2 2 B @Glim=E » 5 50 8 ¢

-NH-CH;CH,-0-CH,CH,-C(=0)-

-NH-CH,;CH,-0-CH,CH;,-0-CH,CH,-C(=0)-
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-NH-CH,CH,-0-CH,CH,-0-CH,CH,-0-CH,CH,-
C(=0)- »

-NH-CH,CH,-0-CH,CH,-0-CH,CH,-0-CH,CH,-O-
CH,CH,-C(=0)-

-NH-CH,CH,-0-CH,CH,-0-CH,CH,-0-CH,CH,-0O-
CH,CH,.0-CH,CH,-C(=0)

-NH-CH,CH,-0-CH,CH,-0-CH,CH,-O-CH,CH,-0O-
CH,CH,.0-CH,CH,-0-CH,;CH,-C(=0)-%
[ 0094]

3.LF

LA Ll 2 2 7 [ 2 B %
2 z

Bz BT £ BC By BE AR 38 &
£ 7 2 EE

o B >
R mERESENEMEK 2 BEME
LY %) N KRBl L2 & & > )N C K Iy Bl &
NH-(CH)n!-L%-(CH,)n2-C(=0)-2} 477 ~ Iz

[ 0095] #& Bk
¢ D-fg &

B e

Y Z -
E& G

L® #y R

B > BfE R L-I

B B-W g B -
Bz - S o
B -

B RS RITR E o B4 o L-
i o X e |

TEBRFZE&EE ZEE

D

oo
e-W 2 B -

y- R B
o] By &% N-H E

b By Bz %

&

B F 2 IFRAMZ
L? 2 Mg &

Bz Fp 50 AL R %5 B0 R 2 > 1B B0 FE Bl BY B2
5 0 " Y8R N R B (Phe © F) ~ S B B (Tyr
f% B (Leu

%

L)y~ HE G) - N B (Ala;
W B (Val 5 V)~ K) -

=

B &
> YY)~ H
A) ~ &
- & MR
> D)% e

M (Gly :
HE Bz B2 (Lys ¢

(Ser; S) -~ % Bz B2 (Glu ;

I\ Bz B (Cit)

E) ~ R &g B (Asp
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EEFEERFEANKEE - BB - KK - 8K

Bz ~ MM E -~ sl BB RXER REERZ
M > A EREY S o  BMERZBHEHITR 2 £
7 {E e

[0096] ®t L* Z B Blifis » = 3£ :

-GGF- »

-DGGF-

-(D-)D-GGF- ~

"EGGF- -

-GGFG- -

-SGGF- -

"KGGF- -

-DGGFG-

-GGFGG-

-DDGGFG- -

-KDGGFG- -

~-GGFGGGF- -

btz T(D-)Dy B EHE D-REXKE  MARXHZ
mME-EYEewofFE L ME > 38 -GGFG-2 U i
KA -

[0097]
4.L%-(CH,)n2-C(=0)-

L2-(CH;)n?*-C(=0)-F H L* (% -0-Z & - 5 & H
fEon? R 0% 5 2BE  BERER R 3> HER 05
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Bt L*-(CH2)n?-C(=0)-in & » A BLUTZEEEH -

-0-CH,-C(=0)- -

-0-CH,CH,-C(=0)- -

-0-CH,CH,CH,-C(=0)- ~

-0-CH,CH,CH,CH,-C(=0)- ~

-0-CH,CH,CH,CH,CH,-C(=0)- -

-CH,-C(=0)- -

-CH,CH,-C(=0)- -

-CH,CH,CH,-C(=0)- ~

-CH,CH,CH,;CH,-C(=0)- -

-CH,CH,CH,CH,CH,-C(=0)- o

% > -0-CH,-C(=0)- ~ -0-CH,CH,-C(=0)-1y &
VoL mE#EHE 0ONEFKE -

[0098] %t #% ¥ £ -NH-(CHz)n'-L*-(CH)n*-C(=0)-
FrriVsE BB mSE - 1 52

-NH-CH;,-C(=0)- ~

-NH-CH,CH,-C(=0)- -

-NH-CH,-0-CH,-C(=0)- -

-NH-CH,;CH,-0-C(=0)- -

-NH-CH,CH,-0-CH,-C(=0)- ~

-NH-CH,CH,CH,-C(=0)- -

-NH-CH,CH,CH,CH,-C(=0)- ~

-NH-CH,CH,CH,CH,CH,-C(=0)-% -

[ 0099]) ¥ (% B -NH-CH,CH,CH,-C(=0)- +~ -NH-CH,-
O-CH,-C(=0)- » -NH-CH,;CH,-0-C(=0)- -
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[0100]) ## $ %  -NH-(CH,)n!-L?-(CH,)n2-C(=0)-14
MmER 42 THEFo#EZThERE BEELFAEFRF S
26 EF 2#E -

[0101])] — X B A3 B 2§l TROP2 i - Y& &
MixEBE 2EBABANE  ZEBEDE o U E
(CH2)n'-L*-(CH,)n?-C(=0)-(NH-DX) fit /m HY 45 1 £ 8 ¥
TEYgFHEMETHELERBEMN - L8 AW HE-
EYESYHEBEMEHDEBEBAXRENER®ETEY N
s UM BEFLEMBNNE®EY 2 -NH-(CH)n'-
(CH2)n?-C(=0)-F1 /R HY &5 B8 2 K Ui B¢ B B B 89 &5 1 &0 o
itlEBMEOTEY  BEFEFWQO NI -

NH,-CH,CH,-C(=0)-(NH-DX) -

NH,-CH,CH,CH,-C(=0)-(NH-DX) -

NH,-CH,-0-CH,-C(=0)-(NH-DX) -

NH,-CH,CH,-0-CH,-C(=0)-(NH-DX) -

% > NH,-CH,-0-CH,-C(=0)-(NH-DX)> & ¥ - B R
METFNEARFNNEEREEBE AL E  E—-FEHBED
@i A HO-CH,-C(=0)-(NH-DX)j 8t & & i 58 - It F 1k
eV REERAFERAFH LIIIE -#2YEaY 2 8
=k

[0102)] MEYEEREBTRNWAZH ZHE-82Y
Gal TG o EYy-EHYERI S [-L'-L>-L°-
NH-(CH2)n'-L*-(CH2)n?-C(=0)-(NH-DX)] ¥ fii #& & & &
BgE HLWEZEY-BEREYEREIT TGRS 1ILE 2 F
HEcHmsE > REME 1 £ 10 #H4&7FE ] HEgE
R 2%&2 8 HER3ZES
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(B I Bf %5 BF -3- % -N)-CH,CH,-C(=0)-GGFG-NH-
CH,CH,-C(=0)-(NH-DX) -
(B I Bf %5 BF -3- % -N)-CH,CH,-C(=0)-GGFG-NH-

CHzCHzCHz-C(:O)-(NH-DX) >

-(f}}’% EE[ m EE Hﬁ‘ -3- N) CHzCHzCHzCHzCHz C( O)
GGFG-NH-CH,CH,-C(=0)-(NH-DX) -

GGFG-NH-CH,CH,CH,-C(=0)-(NH-DX) -

(38 4 R B B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,CH,CH,-C(=0)-(NH-DX) -

(38 4 R B B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,-0-CH,-C(=0)-(NH-DX) -

(38 4 R B B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-0-CH,-C(=0)-(NH-DX) -

(BE B9 Ff 28 B -3-% -N)-CH,CH,-C(=0)-NH-CH,CH,-
0-CH,CH,-0-CH,CH,-C(=0)-GGFG-NH-CH,CH,-C(=0)-
(NH-DX) -

(BE B9 Ff 28 B -3-% -N)-CH,CH,-C(=0)-NH-CH,CH,-
0-CH,CH,-0-CH,CH,-C(=0)-GGFG-NH-CH,CH,CH,-
C(=0)-(NH-DX) »

(BE B9 Ff 28 B -3-% -N)-CH,CH,-C(=0)-NH-CH,CH,-
0-CH,CH,-0-CH,CH,-0-CH,CH,-0-CH,CH,-C(=0)-
GGFG-NH-CH,CH,-C(=0)-(NH-DX) -

(BE B9 Ff 28 B -3-% -N)-CH,CH,-C(=0)-NH-CH,CH,-
0-CH,CH,-0-CH,CH,-0-CH,CH,-0-CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,-C(=0)-(NH-DX) -
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EEFEER NIZEFE -

~(BE B9 B uE B -3- £ -N)-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-(NH-DX) -

(38 4 R B B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,-C(=0)-(NH-DX) -

-(3E 4 R o B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,-0-CH,-C(=0)-(NH-DX) -

-(3E 4 R o B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-0-CH,-C(=0)-(NH-DX) -

(BE B9 Ff 28 B -3-% -N)-CH,CH,-C(=0)-NH-CH,CH,-
0-CH,CH,-0-CH,CH,-C(=0)-GGFG-NH-CH,CH,CH,-
C(=0)-(NH-DX) »

(BE B9 Ff 28 B -3-% -N)-CH,CH,-C(=0)-NH-CH,CH,-
0-CH,CH,-0-CH,CH,-0-CH,CH,-0-CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,-C(=0)-(NH-DX) -

NwgE R NI&FE -
~(BE ¥4 BE ©5 B -3-# -N)-CH,CH,CH,CH,CH,-C(=0)-

GGFG-NH-CH,-0-CH,-C(=0)-(NH-DX) -

(B8 39 Bf uE B -3-% -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-0-CH,-C(=0)-(NH-DX) -

(3% ¥ BG o5 B -3-% -N)-CH,CH,-C(=0)-NH-CH,CH,-
0-CH,CH,-0-CH,CH,-C(=0)-GGFG-NH-CH,CH,CH,-
C(=0)-(NH-DX) -

[0103] MAZHZIILE-EZEYWESYTF - & &
TROP2 B M1 EE YN EHYE B GUE SIS Tt iy

4

1

rgl-
hat
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EY SRR ESEEE W] EE R
V) MWK ESEYERBNSE > TIREMERHLTERESE -
NGB EmGBEIE & > Al /By 248
& &b fir -

“(BE F9 BE £S5 BE -3- 2 -N)-CH,CH,-C(=0)-GGFG-NH-
CH,CH,-C(=0)-

~(BE ¥ BE £S5 BE -3- 2 -N)-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-

(B8 ¥ Bf uE B -3-% -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-C(=0)-

(B8 39 Bf uE B -3-% -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,-C(=0)-

(B8 ¥ Bf uE B -3-% -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,CH,CH,-C(=0)-

(B8 ¥ Bf uE B -3-% -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,-O-CH,-C(=0)-

(B8 39 Bf uE B -3-% -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-0-CH,-C(=0)-

(3% ¥ BG o5 B -3-% -N)-CH,CH,-C(=0)-NH-CH,CH,-
0-CH,CH,-0-CH,CH,-C(=0)-GGFG-NH-CH,CH,-
C(=0)-

(3% ¥ BG o5 B -3-% -N)-CH,CH,-C(=0)-NH-CH,CH,-
0-CH,CH,-0-CH,CH,-C(=0)-GGFG-NH-CH,CH,CH,-
C(=0)-
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(BE B9 Ff 28 B -3-% -N)-CH,CH,-C(=0)-NH-CH,CH,-
0-CH,CH,-0-CH,CH,-0-CH,CH,-0-CH,CH,-C(=0)-
GGFG-NH-CH,CH,-C(=0)-

(BE B9 Ff 28 B -3-% -N)-CH,CH,-C(=0)-NH-CH,CH,-
0-CH,CH,-0-CH,CH,-0-CH,CH,-0-CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,-C(=0)- «

EEFEER NIZEFE -

~(BE B9 B uE B¢ -3- £ -N)-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-

(38 4 R B B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,-C(=0)-

-(3E 4 R o B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,-0-CH,-C(=0)-

(38 4 R B B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-0-CH,-C(=0)-

(BE B9 Ff 28 B -3-% -N)-CH,CH,-C(=0)-NH-CH,CH,-
0-CH,CH,-0-CH,CH,-C(=0)-GGFG-NH-CH,CH,CH,-
C(=0)-

(BE B9 Ff 28 B -3-% -N)-CH,CH,-C(=0)-NH-CH,CH,-
0-CH,CH,-0-CH,CH,-0-CH,CH,-0-CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,-C(=0)- «

HE WEIAJIETIERE -

-(3E 4 R o B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,-0-CH,-C(=0)-
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(3% 30 R uE BE -3-

-N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-0-CH,-C(=0)

-( 3% 1\ OBE o BO-3- A -

N) CHzCHz-C(:O)-NH-
CH,CH,0-CH,CH,0-CH,;CH,-C(=0)-GGFG-NH-
CHzCHzCHz-C(:O)

[0104]
[#3E J5 % ]

HX - SFHAFH I RB-EVE YA HET
mMEZREMEHELFE - X RUT > BT xRS
Vo HMHEREATHROLEEY Z &I -
TR MHZEE Y.

Bl > T &
e (), F o XERIEMHZ
ot < AL & WK [F B RS &

[0105]

1.8L3E U5 04 ]

(DR Z 3 M b e Y
& HY LA - R

BEY -E RV S EE
ME e Ee W o ATEE T M2 AN
o

[t

[0106]

AB

3a
L-L2-LP-NH-CH N -L3-(CHM-C{=0F-(NH-DX) AB-L1-L2-LP-NH-(CH_n"-L3-{CH,)n%-C{=0)-(NH-DX)
2

[0107] [ &

 AB BERBAEMAWmE L
G LIBT R Y BRI BIE T R
B 5 (T 269 48 18
[ 0108]
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0109 (HF » mR Tk A&GESasilift) EBEIM

5N LR Z-(BRHEEE o B -3-2-N)-(CHz)n’-C(=0)-
(BRI BE wd g -3-F -N)-8 o Ron kB IE T & = B o2 Bz
BBy B » -(NH-DX)f% T 20 From #Y & &

[0110]

[0111] TR EBER LB IR EZAR T 1M #
L PR AL Ry E] -

[o0112)] X » Rkt 2 R ER > () Z (L&Y H A
WERBEHEY ZERY R 2&/T Sy 1 B 1 @
RECHER  BHARANRSTESHBANZEH  EEES
EZEBEEsHIEs T 1 HGEcEBRFENER - It
KRR LA™ 28BS A 2SR BEIN K AHEE -

[O0113] FEmE&Em®RL FATWMENLEY(2)HA
BEREMENNEQCORE  HHENEB-Z2VEESY
(1)«
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BAHSWEWN I Ba)fk o] DLA IE & iy H 8 & & X
2 /AT JE & (Hermanson, G.T, Bioconjugate Techniques,

pp.56-136, pp.456-493, Academic Press(1996)) o il 40 » {#
Traut’s A EH i 2 EFEM > £ N-BEHEB KA S-
CBERERESEENEB 2BEEFERHKB - K EBEE
o0 N-BR IO BE e B A 3-(MtwE W A )N BB F A & >
fEEFEAEER ) el 2-%EZE - 2Q-%E
LA E M B (TCEP)E 2 B R Bl % 4 88 /F M i & #1 i
N R 2 BRBERMMEDKEENKSEF Z A HE
R E FY 2 -

BEREmME - TCEP fFRERA » il N EE
HEET 1EEN 03 2£3EHEE  NEeEERWEMR
B EGIEIE > e BT IR N E
o Ee2BFEROAGE BMEBESXKmME > #la - 5508

RN LB (EDTA)S, - 4 = 5 £ B (DTPA)YSE - It &
L 1mM £ 20mM 2 BEMEHAEE - - MEHEHEMNS @ A
fERABEMEHIENR  JBRNESREE - -BEME > LE
By 4°CxE 37°C{E L TCEP & fE 1 2 4 /B - 11 7] & 15
ERATs»HNE2HEBERNEREN IS (3a) -

Hf#mERESRWMENMNDNEY-EZEY N o
foyegE - affEmmBMEMEEY- BT & & -

ERAamENHEGa)®E 1 #H - EH 22 205
Bzt sHENEE 1H#A 2H2 8 #
SEHRE-EVEE(H) - BERME > RahaEs=
EWMBCaNEHEEd » A"NMELEMQR)ERNER

%m
S

Hll
=
=t

i

EI>
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mERERFE - HF > HBEBHREMSE »  EHIEKWANE
R - BRI RN ERE -  RERZpHHESE 9 &
E/K pHT EEERERE - MELEY Q)EBENE
& s 0 o] A B A of B (DMSO) ~ T OH A B OER B
(DMF) ~ — B & Z B B (DMA) ~ N-H & -2-0f 0g fi (NMP)
FZLHMBHE -
MELEEDQEBRAVARBEBTRIL 1 £ 20%v/v
A eEAEREEaMENAE CaONEERT mEKER
H - REREMR 02 37°C> mER 10 £ 25°C - K [EK
k0.5 2 2/ h - RIEGRRKEZ(LEY(2)ZKENE
EMeAmBEAREMMERE > TERKIE - 2 FH B
Z a3 BE R B o o B BE BR B N- 4 BE A -L-F B R
(NAC) - FERBIMSE > HERERONLELED(2) Fin 1
£2HEHEZNAC WHEBREMLMEE 10 £ 30 77 3# -
a] &5 PR R e e
HEMNAR-Z2VE G (D)EHEB QLT Z I E R
EMETESE SKBHRXHE At -MBRERIARES
— T ZEYVEHEEH ZIMNE > WETHRE-EYE
e ()2 E -

[0114]
LIERF AR BE-Z2VE Y KERZLES
7®  Amicon Ultra(50,000 MWCO - Millipore

Corporation) Z A& N E ALK XRILEB-EYEEY B
& o DU A3 B 0 t% (Allegra X -15R,Beckman Coulter >
nc.) A B L B /E (7Y 2000G & 3800G B0 5 & 20 4 88 ) >
MR E-2YEEDEREE
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LmEEfE B: ife 2B EME

{8 F UV Hl & % (Nanodrop 1000 > Thermo Fisher
Scientific Inc.) » IRBHEBEEHEE < & > BT HEE
M E - IWIF > Sl A HERA 280nm K #
(1.3mLmg'cm™' % 1.8mLmg-'cm™!) o

MER{E C-1: i 2 & & R X

# ff F Sephadex G-25 #& # #) NAP-25 & #F
(Cat.No.17-0852-02 ’ GE Healthcare Japan
Corporation) » X B # & EH E 2 H & > L& &L
(137mM) & 7 — B /U 2 % (EDTA » smM)HY & B8 48 & &
(10mM > pH6.0 ; AR IEEf & PBS6.0/EDTA)ff F #
fb - it NAP-25S EffEH - WEHRBEBKAERK 2.5mL
» 4y EL DL PBS6.0/EDTA3.5mL & H %Uﬁ(3.5mL) o Ik
Sl EEAE AmMBY - 8L AEE B I ETH
RBEE M E® > (E/ PBS6.0O/EDTA MFAEILE BE K
10mg/mL o
LmEEfE C2 B2 EEHRXKR

% i A  Sephadex G-25 # B # NAP-25 & f&
(Cat.No.17-0852-02 » GE Healthcare Japan Corporation)
EHERF 2HE LEa&LM(SOmM)E EDTA(2mM)
By B B2 & @ &K (50mM - pH6.5 @ AR H F F W A
PBS6.5/EDTA)fE 7 b - ¥ It NAP-25 B & — R » K
BEMAEKAER 2.5mL & > 57 BLEL PBS6.5/EDTA3.5mL &
AV &E 72 (3.5mL) - F#E ML BEME A MBGH » £
Hit@m#®FE B METHEBREE 20 E % > £ H
PBS6.5/EDTA ¥ i B8 = s 8 & 20mg/mL o

o~
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LR E D BB -EME LY 2

L& 26 4 &% (PBS7.4 > Cat.No.10010-023 >
Invitrogen) - & 4 (b # (137mM) &9 B B #1 8 6 &
(10mM » pH6.0: AU EF B PBS6.0)5 & (L 5 4 i
(5%) @) Z Bt % @ % (10mM - pHS.5 : A 3R U # & 7 5
ABS) > {f — fE 48 (B e [f NAP-25 45 % T @ (£ - It NAP-
2SR EE A - S YR E K BE R (4 1.5mL) -
MM EmEHE R 2 EERE SN o IR S -
SYUE S T RE A ONAP-25 G5 R o b4 R (B 5 H 6 B

e EdabREFERETRIT 223 X BEARERE
BZEVEZEY B TEEW2QC-RELERER
B8 (TCEP) ~ N-Z B B -L--F Bt B B8 (NAC) ~ = B A o i)

Wil -EYE ey -

HEMFE B-EYECY TN BREEERNBE —
o ZEY TS S M E()

ME-ZYVEeYrTNEaEYREGITHEGONE
ME-EYEamKAERZ 280nm K& 370nm 2 ) & F
iy UVIREER - BT TR ZHFEMESL -

AEFEFHERLEEGHEENRRAFEANFALN 2
e L2 Y1 2 W B 2 F (e 2R ) B
RREEY &SRR BENBREY ZEHF KX GHE
RKELE HNE-EZEVESCYTNIREREEREYREE
(E (I Al = vl i N

Ajr30=Ap 280t Aa 280= €p.250Cptea 280Ca F (1)
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Ho o Ao Ron 280nm B -EYE S KE
RZ|HE » Asqo Rom 370nm FHYHI B -ZE Y & &9 K
BRI E 0 Aazso Ron 280nm o HY L AE L W OE E
Aas70R 8 370nm R HJHL B8 2 WA E > Apaso R /x 280nm
FTHE S YA EEY 2 R OEE » Ap sro Ko 370nm T HY &
Y RIEY 2 HE 0 easso Bor 280nm FHYHL A L B
HuE S HE o easso Rom 370nm § 0y i B8 2 B2 H | S8 &
B 0 epaso Rox 280nm FHY&E & WA R Y 2 B H K O (R
B 0 eps70 Box 370nm FHYLE &Y HTER Y 2 HH K O (R
HoCaRTHB-EBEYVESYTHRBERE » Co B
B-EYECMENEYRE -

H ot > ga280 > €a370 ° €p.280 * €p.370 BB A N FE &
EHENEGEEEEXNHMLEY 2 UVHEMESNEH
HAE) o Bl30 > eanso GENMBZHEERFI > FHCA
~ & B F & (Protein Science, 1995, vol.4, 2411-2423)d]
MELLHETE © easro RETE EZT - epaso K ep.sro 5 #& M
MEFEHRNE SRR ERNEEHRENBR 2R
e > R M EIME-EE B E & (Lambert-Beer law) (% )¢ & =
EHEREEHEXGER LR R)MERS - W E & -
BEY G S KB IR Z Aso o Asqo FEM A IEE 2 #E A
X (DR (D g =E7L 7EA > K\ Ca kB Co- H
H MMM Cabg Co> TIXXKEEB | B ZEYTVTHES
L

[0115]
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+
T

By

g

LTEBETF -2V EaYTNNESE DT Z2EY
a8 2 HE (2)

M- E e TN EE 2T Z2EY FHE
G GER TRIM 2L EEEE E 24 AR EHRERMNT
Z AN E R IKR R E T (HPLC) 7y frifi K& o
[F-1T.HPLC o T A G m 2 #FH M E-EVEEWZEF)]

UL -EYE EYER(E Img/mL ~ 60pL)Bl 7 b
& f B (DTT)/K & R (100mM ~ 15pL)E & - &R & ¥ 0
37°CHEEE 30 o » MUBIIEB-EZEYEaW L L#ERH
o RS HY EE bR OBE BY B S0 A B HPLC o3 o
[F-2 . HPLC 4 #7 ]

HPLC 73 #1 LA T #t 2 Ml %E 6 4 # 17 -

HPLC % % : Agilent 1290 HPLC % %t (Agilent
Technologies)

f Al e @ mRAARCEE (M E K K * 280nm)

% f£ © PLRP-S(2.1x50mm ~ 8pum - 1000A : Agilent
Technologies ~ P/N PL1912-1802)

B iR E ¢ 80°C

BEIMH A 0.04% =% L & (TFAYK B &

BEif B: & 0.04%TFA By 2 5 B K

B R 2Lt 29%-36%(0 oy #E -12.5 4y ) ~ 36%-
42%(12.5-15 43 48 ) ~ 42%-29%(15 53 48 -15.1 53 88 ) ~ 29%-
29%(15.1 4% $8-25 43 §%)

FEEAE 1500
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[F-3.% i #% #7 ]

(F-3-1) HE N RE Y Ik L#E (LK H
#(Ho) VG oy L(EY R —H&GaH L #E Ly
K H#E YR —#H&E8 H#E:Ho> YL _HES
Wy H # ' Hy> Y B =& ary H#E @ H)BREE SR
g2 ) B Rl bR O Hb g K MR S DD T PR B R A B OR > B LL Lo o
Ly~ Ho~Hi~Hos He ZJEFP#EE - M Lo K Ho Z &
Ry R EE B > e W R & W] #2 oy o B Lo~ Ly He» Hyo
H, ~ H; 2 £ —F& -

(F-3-2] RN EYEREYA UV R - N E %Y =
Y cEEs o EH L#E  H#ERREYERY 2 X HK
e & B MK IR T 20 1T O I | R E Z MR e

[0116]
LS R I AR T LA (Ly)
= IR
§ L 7 S H I ULREL

L SR e (R s S BRI BRYEEEY)  SLHE (R

[0117]
HEE R I [E fE R R E (H;)
= /EZ“J$E$E
y Hi > S HTEHE

Hil 7 SRR e (R4 & 8830 4 s ) &« S EIOE R

(o118 Ho > EHEIH LA HEZHEHFRK
% B (280nm) {5 7] #& 1 £ F1 £ 5% & J5 /& (Protein Science,
1995, vol.4,2411-2423) > R E R B2 L# K H >
AR FES T CHME - hTINA 2B F - KB 2k B
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Al fER LB (h& - (M 34690 fF & # E
B fFR H#EZEAHERECHE > EH 95000 fF & # E
fi& -  BEW)E P W) 2 BEOH oL (R B (280nm) (R A (£
BEYEBRYLHELBENN-CBETMRERKIE &
T M EAER ARt ZE
A 2 5B W 5 B (280nm) -

(F-3-3] k& P AT EMHE RN K EMEMKEMIEES
AT & O & | fR EE (%) -

[0119])
A R
Leb I sl = K %100
Apg + Ap,y
A R
HE IS TS D = al % 100

Apo + Ay + Aya + Ay

[0120] (F-3-4) R ITAAEMB-EVE YT
WHBEE -2 FZEY THESH -

BEW) P I & & B = (Lo I | fE BE <0+ Lo )¢ 1§ | & Lk
<1+Ho ¢ & | & Eb <0+Hy O & | f& Bb < 1+H, N ¥ | &t
x2+H; ) & [ f& EE x3)/100x2

[0121] &5 1 WX ()~ {EEYH T =
iy iE&Ey -

(IR T k& — B of Bz -N-% )-(CH2)n’-C(=0)-L*-L*-NH-
(CH,)n'-L?-(CH,)n?-C(=0)-(NH-DX) -

N F o

nRREBH 2% 8

L2 % 75 -NH-(CH,CH,-0)n*-CH,CH,-C(=0)-% & & -
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oo 6
LP "o BEH R WM B
N Bz B - &k B BE - BT IR
Bz AT R B HY BE K R A&
n' ZToR 0 E 6 L EE
n?FzoR 0 S ZRE
L* %~ -0-30 B 7 -
(Mg T % — B 52 B2 -N-F - T U m By IE T % = B
ot B# £ (2,5-dioxo-2,5-dihydro-1H-pyrrol-1-yl £) > & &
T Rk & & & E L By A

%
W

7
H b BE - 4H B BE - B MR -
RERME 2 2 %2 7 # 2 KE

ﬁ

E2)
E2)

[0122]
O
—N I
O
[0123] -(NH-DX){% T =
[ 0124]

[0125] PRy R 1 fu ZBAZEAFE 7 & & & 5
fir By £
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[ 0126 ) L®> {4 B $ - 8 5 -NH-(CH,CH,-O)n*-
CH,CH,-C(=O0)-WYEF » n* RS 2 2 &£ 4 B HEE
o A e

ML 2HRBENS  EEHEAAENER  OF
R BERER - ONER - % AN
Wl o BEBRABRKEENLCLEYHFAEEFTHE B K
oo WIHMEREEF - LV (% 4 [ 2 b & B AT A BE IR
REOLELEYIEBE ETHEBEAERME  FEEMmMS - L°
% -GGFG-2 MM BENLEaWERHE S P REE B

£ -

s
=
s
57
=
=
s

[t

[ 0127]) ¥ > %t -NH-(CHj)n'-L*-(CH,)n?-ffif 5 > -NH-
CH,CH,- ~ -NH-CH,CH,CH,- + -NH-CH,CH,CH,CH,- + -NH-
CH,CH,CH,CH,CH,- - -NH-CH,-0O-CH,- + 5 -NH-CH,CH,-
O-CH:-WWibt & FE R ETHEE BT E > ¥F&ER-NH-
CH,CH,CH;- ~ -NH-CH,-0-CH;,- ~ # -NH-CH,CH,-0-CH,
AL &Y -

[0128) A& » X2 ~"Wb&aWH n° HEEE 2 2
% 5> L? B B $# » -NH-(CH;)n'-L*-(CH;,)n%- {4 -NH-
CH,CH,- ~ -NH-CH,CH,CH,- + -NH-CH,CH,CH,CH,- + -NH-
CH,CH,CH,CH,CH,- - -NH-CH;,-O-CH,- ~ 5 -NH-CH,CH,-
O-CH:-WWibt & E R EFTHEE BKE - FFEK-NH-
(CH;)n'-L?-(CH;)n2- % -NH-CH,CH,- ~ -NH-CH,CH,CH,;- -
-NH-CH,-0O-CH,- + = -NH-CH,CH,-O-CH,-ty {t & ¥ -
B on BEY - 2H SN EeY BTE -
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[0129])] X » KX Q)Fr "W bE&EB 0’ R 2 2 %
55 L2 B -NH-(CH,CH,-0O)n*-CH,CH,-C(=0)- > n* 5 % #
~ 2 % 45> -NH-(CH,)n'-L?-(CH,)n?-{4 -NH-CH,CH,- + -NH-
CH,CH,CH,- ~ -NH-CH,CH,CH,CH,- . -NH-
CH,CH,CH,CH,CH,- + -NH-CH,-0-CH,- + = -NH-CH,CH,-
O-CH-Wb&aWE R ETHBE REKE FELK AR
Bz 28 4 21EW - HEF > -NH-(CHy)n'-L*-(CH,)n?-
{4 -NH-CH,CH,CH,- - -NH-CH,-O-CH,- - = -NH-
CH,CH,-O-CH,-WJ 1t & ¥ & # fF -

[0130] MIE R WK AEHLEY 2B ELAMAN
TREECBmEZ TSR -

(IE T % — B& o2 B -N-% )-CH,CH,-C(=0)-GGFG-NH-
CH,CH,-C(=0)-(NH-DX) -

(I T M — B& o8 B -N-%& )-CH,CH,CH,-C(=0)-GGFG-
NH-CH,CH,-C(=0)-(NH-DX) -

(IE T % — BE o2 B -N- & )-CH,CH2CH,CH,-C(=0)-
GGFG-NH-CH,CH,-C(=0)-(NH-DX) -

(WE T %% — @& oo B -N-%& )-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-C(=0)-(NH-DX) -

(IE T % — B& o2 B -N-% )-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-(NH-DX) -

(I T M — B& oo B -N-%& )-CH,CH,CH,-C(=0)-GGFG-
NH-CH,CH,CH,-C(=0)-(NH-DX) -

(ME T % — BE o2 B -N- & )-CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,-C(=0)-(NH-DX) -
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(I T %% — B& o8 B -N-£)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,-C(=0)-(NH-DX) -

(IE T %% — B& o2 B -N-& )-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,CH,-C(=0)-(NH-DX) -

(NIE T k% — A& os B -N-% )-CH,CH,CH,-C(=0)-GGFG-
NH-CH,CH,CH,CH,-C(=0)-(NH-DX) ~

(g T % — @ 58 B -N- & )-CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,CH;,-C(=0)-(NH-DX) -

(IE T %% — B& 88 B -N-£ )-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,CH;,-C(=0)-(NH-DX) -

(Ig T %% — B& o2 B -N-& )-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,CH,CH,-C(=0)-(NH-DX) ~

(NIE T k% — A& os B -N-% )-CH,CH,CH,-C(=0)-GGFG-
NH-CH,CH,CH,CH,CH,-C(=0)-(NH-DX) -

(I8 T % — @ 58 B -N- & )-CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,CH,;CH,-C(=0)-(NH-DX) -

(I T %% — B& o8 B -N-£)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,CH,CH,-C(=0)-(NH-DX) -

(Ig T %% — B& o2 B -N-& )-CH,CH,-C(=0)-GGFG-NH-
CH,-0-CH,-C(=0)-(NH-DX) -

(NE T k% — A& os B -N-& )-CH,CH,CH,-C(=0)-GGFG-
NH-CH,-0-CH,-C(=0)-(NH-DX) -

(g T % — @ 58 B -N- & )-CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,-0-CH,-C(=0)-(NH-DX) -
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(g T %% — F& 85 B% -N-%#)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,-0-CH,-C(=0)-(NH-DX) -

(Il T ¥ — W% &5 f% -N-£# )-CH,CH,-C(=0)-GGFG-NH-
CH,CH,-0-CH,-C(=0)-(NH-DX) -

(IlE T ¥ — B 25 B -N-%)-CH,CH,CH,-C(=0)-GGFG-
NH-CH,CH,-0-CH,-C(=0)-(NH-DX) -

(IE T & — & ws B& -N- & )-CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-0-CH,-C(=0)-(NH-DX) -

(g T %% — F& 85 B% -N-%#)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-0-CH,-C(=0)-(NH-DX) -

(IE T % — B 58 B -N- # )-CH,CH,-C(=0)-NH-
CH,CH,-0-CH,CH,-0-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-(NH-DX) -

(IFE T % = B& 58 B -N- B )-CH,CH,-C(=0)-NH-
CH,CH,-0-CH;CH,-0-CH,CH,-0-CH,CH,-C(=0)-GGFG-
NH-CH,CH,CH,-C(=0)-(NH-DX) -

(IE T % — B 58 B -N- # )-CH,CH,-C(=0)-NH-
CH,CH,-0-CH,CH,-0-CH,CH,-0-CH,CH,-0-CH,CH,-
C(=0)-GGFG-NH-CH,CH,CH,-C(=0)-(NH-DX) -

[0131]) #E R L 2 WEFRHBLEY 2B
HEVEY - EEYMILEY - B H TROP2 i 8 = H X JE 1
TTAEYRIE > E7 5 TROP2H A8 2 & # & 77 £ 1Y % IR ##
ooy T Bk BR Bt SR 0 T AT B A KB 2 5 TROP2 4 88 -5
e o hiEBER A TROP2CHEB Z RIEMETTAEY
Py W £ - L H K HiL TROP2 41 88 2 IR f2 M Il & 15 /Y | /& 1
TTHE Y B E -

N‘
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[0132)] AL T & EF R AREBE EFHBEZEELA
Y o

(Ig T %% — B& o2 B -N-& )-CH,CH,-C(=0)-GGFG-NH-
CH,CH,-C(=0)-(NH-DX) ~

(Ig T %% — B& o2 B -N-& )-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-(NH-DX) -

(M T % — B os f& -N-& )-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-C(=0)-(NH-DX) -

(Mg T #% — B os f& -N-& )-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,-C(=0)-(NH-DX) -

(Mg T #% — B os f& -N-& )-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,CH,CH,-C(=0)-(NH-DX) -

(M T % — B os f& -N-& )-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,-0-CH,-C(=0)-(NH-DX) -

(Mg T #% — B os f& -N-& )-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH;-0-CH;,-C(=0)-(NH-DX) ~

(IE T % — B 58 B -N- E )-CH,CH,-C(=0)-NH-
CH,CH,-0-CH,CH,-0-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-(NH-DX) -

(IE T % — B 58 B -N- E )-CH,CH,-C(=0)-NH-
CH,CH,-0-CH,CH,-0-CH,CH,-C(=0)-GGFG-NH-
CH,CH,-C(=0)-(NH-DX) ~

(ME T % — B == M -N- & )-CH,CH,-C(=0)-NH-
CH,CH,-0-CH,CH,-0-CH,CH,-0-CH,CH,-0-CH,CH,-
C(=0)-GGFG-NH-CH,CH,CH;,-C(=0)-(NH-DX) -

98
PD1227503/hy

111132669 FEHESE A0202 1113312514-0



1812438

[0133] X » Rtz EBLEEWEHAEFEHT AR
THEEY REELEY

(Mg T t — B oe B¢ -N- B )-CH,CH,-C(=0)-NH-
CH,CH,-0-CH,CH,-0-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-(NH-DX) -

(I T %% — F& o5 B -N-£)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH;,-0-CH,-C(=0)-(NH-DX) ~

(I T %% — F& o5 B -N-£)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-0-CH,-C(=0)-(NH-DX) -

[0134] X - BT HGEEWZE @ HREERKRHE
FTBEF RSN TPTHEYBEMMHEHBREE @ EHMEE Y
(s - =1 ARVEGMAFERFTAH X - EBE - FH
BEYBAHWAEREGM I EPHEEY B M -

[0135]
2.813E )50k 2

geml 2 Bl AR R R A B = (2) P o~ B9 (B
G RME CERE EOEFWE o flm o ERT R
J3 A T B g .

[0136]
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NH-DX
4
{ p1-NH-(C Hpn'-L8-(CH)-C(=0)-OH
i 5
\
PLNH-(CH)n'-L2-{CH,)n?-C (=O)-(NH-DX) NH,(CH )n"-Le-(CH)r2-C(=0)-OP*
6 12
P2.LP-OH

NH,-(CH)N -L-(CH,)P-C(=0)-{NH-DX)
7

P2-LP-NH-(CH,Jn'-L
13

8

{CH,)M-C(=0)-0P3

1; PZ—L:OH NH, DX /
PQ-LP-IIIH-(CHZ)nLLE'-(CHZ)nE-C(=O)-(NH-DX) B PLANHHCH, )L (CH,JP-C(=0)-OH
® " H-LP-NH-(GH,IN'-Le-(CH)N2-C(=0}-0P?
L-L2-OH *
H-LP-NHHC Ho)n -Lo(C Hy)n2-C{(=0)-(NH-DX) 1
L™L2.0H LTL2-LP-NH-(C H)n-L2-(CH,)r2-C (=0)-OP>
1 NH,-DX / 16
LT-L24 P-NH-{CH, )N -L3-{CH,)r2-C(=0)-(NH-DX} P, S LT-L2-LE-NHA(CH,)n'-La-(CH )r>-C(=0)-OH
2 17
[0137] [ Fon R Ui IE T %% B oo B A
P'~ PR PPERRIREE]-
[0138) HFHEMOS)FERETMHUE - RS RKE - XK
MEWE > N EFELD > FHEE NH,-DX(4)5 H 2 H

EAAEHFERE > THEHIELEY(6)-
THREEEUEEZE R ¢ (1S8,98)-1-fF & -
T -9-% B -4-H K
ms| I 3£ [1,2-b]ME 0k -10,13(9H,15H)-_ F ) -
R EFTEMAEKREGREE EHDB
EMEREGHSESE - BlW o p-0 & B

==
=
=1

e

4t N2

NH,-DX(4){% 5%
-/ ;__%; -
C1H,12H-% 3 [de]UE 07 3 [3',4':6,7]

= -2 .3-

[ K & &2 B R
F 2B A -

REARF == N-KREFRHAR kK FEHBIEGS) M
NN-“BRCOCAR ~ sl I-2&-3-Q-ZHEEKEAENW

)bk ool - MEBEE 24 a K 6 K e Rl A ®E
Moo EMEERATRERDTIEE @ BRO)E LR FE=
BOBEF I RIE  BROG)E I-FHF=2mERE =0
MEESE N wm e AR R RBO)EAERK S
PD1227503/hy 1%
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lELREMEZERZ) BRBRO)BE=ZFEBR K 2,27- 20t 0¢

E WM 2 e (EWLZE) ) REG)E 4-(4,6-Z H A& E
1,3,5- = 0 -2-F)-4-H E & (b 1 18 ik (DMTMM) % 2 =
MMEVMIREEZ - X > BHRERROGREBFLT > &M
DR  FHMEAF 2B (Y E M mbl28iE
BB EAE > N T RE -

B ESERROG)ZEMR - Ra BRE - XK
ey REEW@OHEBEBEBRFLZT  HHERIE
Me7E B 5y -78°C~150°C 2 R JE R & T K JE > w] B (b
e X "THEW®RERE, AEEREBEEWNRAD
[ HE o A TH B Ry & Bt H BY BY K JE By 7B B -

[0139)] Mt Lt « Z P B E NN ERNEME
plgan > ARl ERIRB N - IREES - W TEH - @58
fben ~AEMLH > (LM S EHAFLHEBELE
TBZREE - ALY - a8 LY > HE?  n-T
EMHE A A - N RN ERE ZBE & REE
HApAEW AR eE R  HEBE(=HEWEKEEBRES Z
B REER AW E R - SO S B REIE - 2,6- B
WE ~ M AR @ (collidine) ~ 4- 2 B F fig A Mg ~ = 4 &
B~ N-H BB EM - “RNELEKE - R MR[5.4.0]
T—=-7T-%BOBUO)FE =g an BB LaYF L AHK

[0140]) MMAREREHBEEBEEMST » 1 58
ZEHEE &G WRAERFZELEE RBELE USRI
o 12-ZHEELK - D REFIMABHE K - H
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FEZHTBEBHREARBHE O ONN-ZHE BB - NN-ZZH
B WE W - N-BHEMBISIE-2-f % 2B RBEH BT
FEZI - REBEBIAATEMN HEGEE BT EEFEZS
W EH W WEZEWEFZHABH O HE - &
BELELAZEBELEEFE HE > THEcKFMMHER -

[0141] MiEEa(O)Z K EZRERE P NS
AER=ZGTERERE I-FEHFERSREKRKE - TE
AEREF MR EREBEETEHANERE ZREE - 3t &
il EZrEEMS > AV BLBEF B E  HEA
HEBE - LREREFIRAERE  HHEAETESR
ERE BB ETEREREST I E N AREK
BT E CZFEFEFZIFENRNE O TBEFZ TR
E 24 HEFREBE  BHEFREBEREST 257 E
a2 - REEP ITRERERENLLEY ZMHEFME
ERAHE

HHEEENEaY(6) KA 2 RERE PN
bre& > A B EAE & (7)o DLW PR FE RN IE IR B AT
EESE - RARDE -

B N R DL P fREERYFEK PR IR (8)BF E /& M s -
BReBHE  EoOEREGSGHNLEaeW(DHRIE A2 E
Ea?) - - BRERZR@HEAEGY (7)) ZHEKENK
R A% KEMEEFEE YTHEEEELSY
(6)z & R Fral & i £ Bl A - fRe& & P EEHIt
E W) (6) 2 &8 & Pl & i (£ A BRI A7 > | [N fE ok & g %
WiteWzMEEFMMUERE - X > MK a k. EEEE
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& > R R RRE IR SR B (8)HY Bx B BR SBE K K P 2
e R B R & - Rl HEBELEYO)-
HhEEENLEE O ZEE ZREE P B

i RS (10) o Ib B IR FE T N E H fr 58 A T B

ol R -
MEBRADSFEE R EME - EEBE - XBEEEY

FoHBAEEGNLEEAOKE > WTRHELED(Q2)-

1R & B (1) 8L B & ¥ (10) 2 BE BK 8 0y R JE fF f+ 20

EL R AEMEEHE G OLEEY(6)Z a kT I A

LA E R R A -

[o0142) fE &% (9)J8 71 LA B 40 » & a2 J5 7% hn BL#

(i

B N R DL P fREERYFEK PR IR (8)BF E /& M s -
EEBRESE > REFEa T Bl EERED P RENK
e A2)k e "TREELSY(13) - B kK% E (8)
KAE & ¥ (12) 2 BE BK 68 89 & B ik (4 > &l &8 - - RIE
BE G HLEEY(6)Z & kBTl & o LLE F 2 FE W (E
=l

EEMA3) A IregAE PP LB E £ H 0 ik #E
B BLfR & e

BREmME  MEEZREBEMST > JIBEHAEAH
BEFIZAEHRE S TE 4-HAETE > =ZFEHE
FE2HEHRE AMEFZHEEBE S THREAEF ZITMR
B ZRTE_FEVEESFS ZWVKES  REWUVER
BIHE -2 & =ZHTEFZIHEE KBAHE  HTESF
PD1227503/hy 1%
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LG EWEZEFMMMURE - E TS =g T &S
EHE HAERE  J2f8EREFZIHERERE
N ERERE - R I-HEHERERE - TEAEK
BB EHERETERERE - HEUH)HETER &K
BEF2FAEAFARERE S RIE 24 > A8 LBEFZ
el B 0 NE - ZFEREFCTFERE S OTREFZ
TEEE C2A-ZHEFRERE  MEEFEREFZI
B o B A

mMEREZREE Pl > JEMARARKEKLEER
oo MR R E R MK & 2 R A R e R R
ERmME BREE - -Z2E -ZHTEZFZEER BN
ElE TEEBEF BLEHRZREBEBEAMNMUEBRTEZMEM
Bial - R BRE BREoIGAEEAZEZAREBELALHER
AR LA BWE - Plm o JAEPE=ZHT
ERERE P RAETENHEHeFELARY - KFEZ IR
mERITNERERERRENEeY ZIMEESFME L
CEMUEZFERT  BRFZREBEUE ZE > o] 5EEF
JE L Or 58 B Ay B EE B R 1 e
BHEESNLEew (I3 ZREZIRERE P IR
o TR EBLEs(4) - LB IREREZERERLREERE
Y ot 2 B (4 RT AT -

HHEHESENEGOHFE R EEE - BRG &
B~ BELEYE RBEFELT  F#HEGHOK
e THRHBEEYWO)  BEREREMEK G HREE £ H
R JE G SR AFRI A - MR~ % e - RBEM

I’

H &

104
PD1227503/hy

111132669 FEHESE A0202 1113312514-0



1812438

BE G B a® ()L & kAT E I P E H B E R
IR
[0143) /& ¥ ()8 7T BLBI @1 - & a2 )5 7& i &

(i

HHELEawOHzcBEEZ REE PP /rE » &8
BAL AW (15) o LW Ok 28 & o] 28 JE K fr & & 8y &l 88
2R F -

MRBODAEAYODFEBEERE - RS B - B
KIEWE  PwFELT  FHEERESENLEYAS)K
e > B EEYA6) EERMKZR (ODEEEY
(15) 2 Bi P 88 69 &2 JE % 4 - 5 & - - REMIE G
miba®we) sl EMERT EZmER -

HEHEESHNLas Y (16) 2R E 2 R EE B k&
AR EBEREYT) s R REGTEALEY (14) 2 8IS
Y PR A B PR 5B A B it R

EHEELaw(OHFEREME - RAaBRE - N
MEYE > RNFEMLDL  FHRAEEYE@RE - ]G
taEwQR) - WREGITBRAMBEKR SR ®ETEFERBN K
fE g - R RRIERME - S E - RIE S
&)z E /M ZEMMUE R EFEmMER -

[ 0144])

3.8 E 0k 3

FTRIE X "B EtEaw GBI RE Tl 2 )
& B S

[0145)
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H-LP-OP*
18

L"-L?-OH
11

L1-L2-LP-OP*
19

|

LT-L2.L P-OH
20

l NH,~(CH,)n'-L2(CH,)n?-C(=0)-(NH-DX)
7

L"-L2-LP-NH-(CH,)n-La-(CH,)n?-C (=0)-(NH-DX)
2

[ol46]) [z F » LUK I g B & IH T % — B&
BENEEZ L' PPRITRIREEA] -

(0147 B EEVWADFEERENEERE - RE
BFE > RimEaE T~ > E8 C K& P IR Ay IE Ik 2 &
(18 g » sf HWE L& Y (19) - TP B IE K 3% B (18) 5 (k&

a4 (1) MK 8 /Yy &2 Je R A - &g - - KB MR

HAamitaewe)z G & EEEFEmMER -
e (8) & Z fr#& & P* {4 o] M1 5t AU AT 4L O 3& & A1
Dl EEmMER -

wHEEEENLew (92 E Z REE B R

€ > WREELG?Q20) - LHRAEGRGTLELEY (14)
< BE TRy R R 2 W PR B A B it

o
ki

=
RSP
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HEAMESNILELasYQROFE R EMEEE ~ R &K
i EHRLELeW(HkE  "THRHBEESYR) - LKIE
G EAMKa R EEE A e R KE

etk ~ 2 -~ - REUEBFEGITIELEY(6)L G K
AT all & n DL = B2 A -

[0148]
4. 8038 5k 4

U > st B iE 708 2 sodl 2 B is h B A (10)5
n'=1-L*=0 Z b & ® (10b) 2 B & J5 & - L (10b) BT m Y
ey HEBXNEFZBEEasWHATUMO > Tz H
&0 BB iE

HO-CH,-C(=0}OP*
PS—X—NH—C HQ—O—L 22 PS-X-NH-C H:-O-C HZ—C(:O)-OF’E PS-X-NH-CH2-0~C HZ-C(=O}-OH
21 23 24
H.N-DX P7-¥.OH
4 PE-X-NH-CH,-0-CH,-C (=0)-(NH-DX) H-X-NH-CH,-0-CH,-C(=0)-(NH-DX) 27

— 25 I — 26

P7-LP-NH-CH,-0-CH,-C(=0){NH-DX} o H-LPNH-CH,-0-CH-C(=Q)-{NH-DX)
9b 106

[0150]) [ » L?P B A HEZ - L £ rBEE
BRI MBEFCGEBERNTRES
FHE IOXRYERRESE
F P RREEZRERE P RTEEZIRE
[o0151] X Q2OHFF "BV E&WHHEHRRER 2002-
60351 5% N AL #HAY FEH LR (J. Org. Chem., 51 %
3196 H - 1986 F )t d « H & ~ sERH H 7% » HE LWL
HETIREE L LBRRELEEESR - malfn L& E - b

=,
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Sh o FE M RFOR Ui B B Ry &L O GE Y FE AR MR Bl BE B R &K R GE
WEER ZBRMBEIBEEHEHE - N ER -
Hitaeweh  REMMBEES  BRlEFLT > R
fATEERZBERMET  EHEBRAARENLS
Vr(22) g > AT EE LS Y (23) -
gHE T A EAREmS > fla o 55 8B E K&

Be ~ Ml ~ B BE - BERE - MRS M ER C B - BE
Be - AW FEER HhitetBRIFZAHE S Wa @RS -
Zibs Gty &b RLELEFZIERKSLRFE -

FHh oo B LHHEHRFEBRBEE - XB@gins o
AEERET M EEEREMMER  LTHE=ZR TEMNF

ZEmzBRERALY 5L |8 LHFZ2REBE S
£t @t s F2HmeBEBaLY —ERNE
Ml E L _EEREMAFTRENAREB®R @ & (=
HREAEVEE BEHSF S EKEER ZAKTBERS &
W - M RKIERERYEFEEMS > 5 E MU RKE -
1A-ZIEMELBMABLE K HEFZTBEEHERRE
HE - P ZFEENEBKZREREY - X > 8 PHAITR
WA REEMNS B HEBREZREMNMERD
R E - M RFFRIR® - fERARAERMESE > TIREEES
2R EEAE CREE BRARED - P HAR
WA 2 REEAKUEBNERE - RNEEBER  HELE
mHREEREAZREREFBTRIENHEEZ AREERE

taCHErUIERERLEaWQQI)ZREE PO
nLlglE - Hd - PPl nev R A ZREENS 0 1
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HHEST A2 PELBEHNAREEFTMUBRESE - 10
el BEZAEEPHBE I REEP HLA
E 7 AB R T A AREREE B FTACHY o B4 > A Y
2 PR IHEHERERE P RERTYENEHEFAER
REMEE HFZAREBEHGITRNERERERZENL
EVZIMHEFMMAERE > KFZIREEZ LR ZIE
JRA BE RN E LR AR % - RO -

MREBQHFEREERE - EacBE - XBEELEY
FohBELT EhERLts?w@RHEER EAF
FFAIVEE R lEm WS &YW Q25 KEREFSWILES Y25
Z bR & A RS L&Y (26) - (E& Y (4)H 7 B (24)
Z B ME R A TR PR FE A POHY K ME T (£ A B BLE 5 0k 2 Fr it
R RERMGHEREE -

M EAL &Y (26) 8 K b g B 4K Ok 58 Y B & BR B R
EEREEFEEK QK E ﬁﬁ%iﬁﬁ/\%(%) A
RGN EawOb)ZIREE P> AT E8IE{EE Y (10b) -
PR EZREENS > BEF > HELHBEE ZMK
we BT (R A B A B AT - 0 R R AU PR & o fF R AR M & AT A
BEEBEHT A2 E@EEZREE > HERZE - A
NJE Ok 8 B BEFEAE - R - LW QROBLEEY
(27)Z R K& > A7 38 A BE IR & pk E B E (E A AV ROfE el &2 -
fie o bB#t 2 AR EEN(ESY(10b) - AR E E il
Z B AN E R AZFHAAE D (1) -

[0152] A& I 24 TROP2 G-V E GV (h M
WMERKRT - XHAEEFMEL > AEREKT M E
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RIS K -~ B KeWRIELE > Wka Kbte? kEIR
Ban Al -

SO N S S S N S = S N < I = i R T N
ZREENLEEY BUAZFH IR -B2VECYHE
TZ IEUEFNTEARTEMTLREZFERALER - B H
TE A Zim=E > B > w F &R CH) ~ R (CH) ~ B -
125" B iR -14(MC)F - X > KE WY& O -
A LU CH) ~ 8 -125("2° D) 50 B -14(1C)F 2 i & 1 F iz
ZIEBHFERESS ERHEMEEIOLEYHRARARES
e R - A E - o ol g K2l
Eooflw o EREGZSEHRE - AFH IR -BVE L
ez AU REEBRE AR ESCARENE S22 R
A 2 E -

[0153]

]

A 2 i TROP2 i -#EY & GV N & r 8 & A
BEEAEEESE A fFhrE%E > THEHERAENS
R ke JECTH B OB E A -

Bl > A% 2Pt TROP2 i -2EY & oWk 7] 2
EREBEEFR L EIEGBGHREANCEFREZN Z &R M EMH -
MmHEGRMS > I ERAR K EES - H % E -
AR E A B E > REEE > ] E K RE R
MHEMR - QOL Z I F > MEKRKFEBEE ZEGHE
R - BIERZEFEAR ZEBENFE - I8 # iR
MR 2 EE M A R ER > MR EREENES QOLH
FE > WMENRERNZARF -

)
T

H

By
I

G
A
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A 2Pt TROP2 il -#EME W (hbr 7 LLEY
BHEAEMN 2 - R B BEANN A fE R B EEES
By ZE RN E A > A BANRL Tl B REE - W EE
EFWEEG - B E N HAME R W W B & A (neoadjuvant
therapy) ™ HY B2 V) 5 2 & |l fiE A -

WL ERyBEHFEMEERZAH > BHEREZHHIESE
et mHEHdEZREARE s > FEAE 2% E &
W BN B EA KR - Bl EHRIEE M
ZFEAAE - TROP2 Z RIMUWHENE > BHKETAEHLZ
i TROP2 i -YE oW > THREERE ZAlH - 3|
b s R o Bl > B R R R b A0 )~ B BE RS R T BV R A AR
SO R A 7 N JRVAN T i R G o =
Mo~ B EFE 2 RCR Al g R o X0 0 EE R R S R Y
BEARgRZEBEZOMSG - FHE SR > EIL AT FES
L EZE IR

A 2Pt TROP2 ilG-EYVEEYHNEBR T
EheFRAimMzatRETZI > TREH&ERH KT
i HA e G B R e

[0154] Wt A% 2§t TROP2 A -ZEY & &Y i @
A E ZBEMmS > JYEME - 58 KRB LKE -
R~ mbliRE ZEPMEHMERESHAER - N E
EoBE - -AE RCOERE - MHE -BFWRE - -5FE - T
ESE - BHEHE BfEEST HBAERKABEGFREHR
WEAREFTRARNE- VST 208 ] P& E
HEWEZAOBRWNT  WARREREZEF -
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[0155] A48 2 5l TROP2Hi i -#E Y& &) (% 1] 1
WA YT BEE/ANE -

[0156)] Mt A% 2 5L TROP2 L B-E#EYE &Y &
NEEHNYTHERNIYENS R TEXKETEREE
FmE o RIRIEMABEERNANEB SN YE > BEEY
o A e

[0157]) K& 2 TROP2 fi s -85 W) &5 & ¥ % ] F
Hahd | B EZESE FEG MW 2y 8 2 H Y ¥
T o plan - R ESEHNKY > ARt EH | ELE
CEBEHB (PO HEERE) HF o KiEeaAHY
W KkBCadm -  #FYER - EHYERNIG KERZ
HD) o B Bl o A RAEAEH  REOR - EYH - Z W
ME - N EMEZHAY HEEFRAR THEE > K&
HAEMAEMENER - &8 8 KE®K - DLEG EEKEBRTR K
HHRKBZRAFAADERREGEE - TEARENHEBR -
MENEZBPEGAEAHEIWMHAEMEARN  BHFEE
i - EHCH IR i & A WM E L B R A A A - =
pH 4 & &l - # & 0y % 2 & & 2 § 4 5C & /* E.W.Martin
2 " Remington’s Pharmaceutical Sciences ;| - H & /5 1%
HIENKE T ZREBE -

[0158] &EEELAGF /AN » A N &TEXEN
Z P TROP2 i - &E &Y - MEBEAHEMmE > 97
BEANCHPRAN - BREWN - BIRAN - RETFTZEE - #
WwARMRE NI SF « &7 o] BO0a - o] & fyox A =B =%
F (bolus injection) - N & 2 W &HE & g P & - kit fo fir

H

Hif
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REYSESER I/ THEREA - JFLEOH K T HEE
& T g -

[0159) MARXWERPE - LERHELZEAKY K E
BoH ANBEFMRANKR TR EZAEAKRY > KEE HIEF W
i - R FIRAKRTHZAERTGREE ZF
RMEZKEEHRTVER - - LENER - EE IR
o & F u s R B ke BB && M OE B BR i 2 KRR Y B BB i B
(P40 > Kl % W (lignocaine)) » — fg i 5 > £ 4l B 7>
HBUTHE—FH#MES 0 FERBEREEEE
NWLZRHNNREFMEFHNETS T ZLEEELS ARG
RKEIK ZRBEY » &5 > R EBELEEF /RS -
HHEALRLRSEEMGKE THRRNYFBERLE - X640
L& a R E 2 B8 E R KR B K E AR 6 &% % -
FlEEGRHEEEIHFMER THEL > X85 K KE K=K
B K ZZH A - W - \w DL kA gk oy 1T AT #EOR &
By 7 2 e gE R -

[0160)] AR H I B HEARYVHBATIBESEAALARLZ
i TROP2 i -#EYE W BEHKY > KU BEH
fii TROP2 i - W& W Rk 2V — 1 HAfth 2 & &%
B aEH iy - K¥EH ZH TROP2 il - & ¥R
A B BB — R T > & Ib AT (E 5T R K B -
Dt HOV i E A EMMAERGITHIE-BEYWE S
VIE By~ Z R - REE KR T EMFE > N EBRZE
ZETHEHBOKET BMAOLEEFERNDS > 5 EBHE
H & & 17T % 12 B (abraxane) ~ X F F R F© B
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(paclitaxel) ~ JIlE $8 (cisplatin) ~ FH W fitt &
(gemcitabine) ~ & % & # & (irinotecan)(CPT-11) + K F
SE 2 B2 (paclitaxel) ~ % 2 @ 22 (pemetrexed) ~ & 35 F
(sorafenib) - £ #& (vinblastine) = AN
2003/038043 SE s &k ~ &/ > FHH LH-RHE MY (72 N B
PR (leuprorelin) ~ X & ¥ # (goserelin) % ) ~ B & W — B
% JF (estramustine phosphate) ~ Iiff 5 & (estrogen) & PT &8
(ff. 5 & % (tamoxifen) - & )& & 55 (raloxifene)% ) - 35 &
B2 i (L B & (aromatase)[H 8 % (P AF dh ™ (anastrozole) -
Fil % W (letrozole) ~ fik 75 3£ #H (exemestane)F )% » H H
ZEANERBEENER T > 3 KR E N EE -

[O0161] 4t B 22 4H g 9 % 7T # B4 I (b & B A 2 iE
iy 4H Bl R o0 B4l FE Ay BLOm] - 04 R RZ R B BRIk BOm -
BB A REZBEEB ZE > v EEaHFEEEAMERN
M OE BB ORI Ay B o R R B IR B R s o W B L
Fo & F ML E B AT 0 R 09 & FE BLA R 0 W 0 R AR B -

[0162] B E#EKY 2 HE R BEEITMRE T HEIM
S HAZHZBEHEANKY A EHH TROP2 i 8 -2
MEESY N R-EVEaY o HBEWNRME - A
PR B R BEE B(Kd ) B0 BRI S (Kd E
E) BIEMUNLPE R TEN T FEYFE - B P
M- EYEEYW IR TEZRLER  ENNB-E2YE
GYBRREREMNENRE > TOURERTE - A% 5
S E-EYEaE ANBERE T ZE > FlO o 1TH L
0.001~100mg/kg BL 1 Z BBl 1~180 H 1 X 2 [ FF 1 8 &
RET -
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[ & Tt ) ]

[0163]) # M A T AT m & o 0 im B A8 2 99 A 595 >
BAZEHIELRRENESEDN X BEEEAHEE L
BARARWMRERERE - X WASRBHEASET - KK EHZHA
B FHEREARMBGOIETEZHEGHES Z NG -

[0164])

[(EHEA 1 NE 2R EBEEESEZNE]
I-1)/NE R EHE

B 5x10° {8 >~ NCI-H322 4f B (A 28 JF /N 41 B Al 52 4
Bl #% - ATCC CRL-5806 ; ATCC : American Type Culture
Collection) L  RPMI-1640(Roswell Park Memorial
Institute-1640)55 % & (10m)#2 & S H & E Uz - DL PBS(H%
BB AR BE KRS 2 X - LHRBRZHN PBS(500pl)
1:[3 o

[0165])

L-2))¥ /N B 2 %

¥ BALB/c/NE (6 ) > % 1 X R & & #F NCI-H322
AA (1107 OB BN B E « F 2~5 A1 HEEE
1x10°fd ~ NCI-H322 i FERE N R - 5 6 R X ix &%
T 4 NCI-H322 40 R8 » DL 1x10° 4f Az /200pl PBS » 43
MHEFIEBEREAN2E  BEBANEGRE R ER 3 H
% -

[0166])

1-3) &8 o8 9 /N B < B ek &l BE 2 2
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Ao E & e Ay /N BB K - B AR FE Y RPMI
1640 10%FBS(fa 4 M B )(H) & & o & 4 bt & 7% K 8B
4 B iE )8 2% (cell strainer)(100pum -~ BD Falcon 2\ & )% -
LA 1500rpm PR = SR B0 S v 8 BEE B - /A0 Tris-
NH,Cl & )& (20mM Tris-HCI pH7.5 - 0.83%NH,CI ;
10mL) » W N =R HE 5 o8  PNHEEZREFT RN
RPMI 1640FBS(+)# & £ (10ml) > % & 40 B 8 R 238 & >
LA 1500rpm A ZE R BE O 5 088 - B FF K > KA
DL RPMI 1640 FBS(-)2 & £ (10m1)F & ;% -

[0167)

1-4)5 88 78 4l i = &

[ e P3IUT A A (/) B8 & B8 g RE £k ) - DL 1500rpm
= om AL S oy g o Y P3UL i F ORI EDTA(0.02%) %
K (10ml) » A7 37°CE B 5 48 - P3UL 4 A8 #& % & DA
1500rpm A = )R B0 Sy 88 - X% FJF K » L RPMI 1640
FBS(-)E & A (10m)H & % -

[0168)

1-5)40 B Bt &

R BAErFHEBEBHEBESK 51 8.0 ok

(1200rpm ~ 5 7y $# ) - K 52 ) & 15 W 0 & & o0 2 4l AY BF

" —EBEEF - EBERELY | 7EKEASNNE L 2B -
4000(PEG-4000; 1mL) - 2 & & 77 $# * 3% dl A )& & /&~ 0
2 X RPMI & B (1mL){& > /A 1 RPMI K & A {f 48 &

By S0mL - K¢ 5% < A & 0% R B 0 o> B (900rpm ~ 5 oy g ) o
MESHIERS THAREEERRZIS KR - N HAT H&EE
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(A 10%H5 4 1 )& &z HAT Media Supplement Yy MI11640
BEA S 100mL)F & & M ¥ - B Z B F R 200ul/
L& S ER 96 LG EM T M - B 37°C . 5%C0,) 2 B &
B HEERB SO%ME -
[0169])
1-6)LL % E AP K 55 FZ33 Z Fl & 8 2 &6 2
B NCI-H322 #fifg DL S<10° 4 A /FL B FH 1Y 96 fL#&
oo WY 37°CREE 48 UNEF o A LL 150pl/fL 2 PBS Z&
F2LRHIZIARNMEZEERBEE LB RGSOUDIL Y 4°C
fE & fE 1 /NBF o DL 150pl/FL 2 PBS %% 2 X » K BRIK &
Ax3CAZ3-FZ33(DLBLEL A & & /Y /5 20U 233 S 4 &L e &
Hy B--F FL W H B8 (B-galactosidase)® 3 iR I§ & (2 I = H
MOH O S B % 2012/0237518 R OB F ) KU
RPMI1640(-) 5 & £ # B g 3x100vp/100pul(1x10%vp/ 4H
BE)Z R E > DL 100pl/FL A I It M B 78 i » B 4°CE K JE
1 /NBE % > DL 150pul/FL 2 PBS Y% 2 2 - DL 100ul/FL R
I RPMI1640 FBS(+)8: % & - if 5 37°CH: #& 24 /B o
L 8 H  Galacto-Light Plus Reporter Gene Assay
System(Applied Biosystems /Y 5 )BY B-Gal 7 & E K 75 17
Fir e B Ay NCI-H322 4H A - LA 200pl/fL & PBS 3 » LA
50pl/FL A& B0 Lysis Solution W A ZE R AF & 10 73 & o [t 4
A A 2 R (10puL) LA Galacton-Plus Galacto Reaction Buffer
Diluent ¥ 2 100 {Z > A0 White microwell SH 96 well
plate(Nunc 2 5 )l i Z ) £ fZ € 1 /NBF - DL 150pl/ 7L R

117
PD1227503/hy

111132669 FEHESE A0202 1113312514-0



1812438

il Accelerator II » ifi ff F§ Multilabel Counter Wallac
1420ARVOsx(Perkin Elmer A B )i M ELE & 5 F >
172 VP EfFE RLUGENX &) > R # NCI-H322 4
s REREE  NOLETHRS R Z & 2 > NE
fi& (RLU) {% 8F & # (& /M f@ 1383RLU -~ F 3§ f@
10914RLU ~ £ A fi 78746RLU)> f » # ¥ 5000RLU L
FHYETER - B o B 1 REFEMES > —REAMWE S
BRIl s mEeBAFTERSIAZBEBMESL - FF&F
PEERLE RS > BmE 1l REFEMEE 2 F% > #ETE
£ (duplicate) s fr > # W & < W E @ & S000RLU DA k=~
FLERBM - m 1 REERESFH 81 FLEWH 52 fLZFKB
ML - K EEHAYEBERET 2~4 RZREHE - EILEK
B & R 4l BT bR 44 FF o
[0170])

[EH Gl 2: BRE &8 28 ait]

B4 W 4 6 K (Pristane 5 2,6,10,14-70 BH & 4 #H &
OSmDEEMEANK FI6EE 2 BHY 8~10 e /B =R &
T REHEG 1 TESNERIEELAMEBINEE
BEAN - & & 10~21 HiERM & BE KEE® > REE
Koo AT RYIE K B L o> BT K BR B B Ry B 0 DA
40~50% Wi BE % o> # T ¥ B JL B & - DEAE-
Sepharose & £ - Protein G-& 1 Fr Ay 4 (L - U &£ 1gG
B IgM #l 7y - (E RS LEKIE -

[0171])
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(B f 3: MEBELEANIB ZESNIENEE ]

PEERY 2 AR EEZIEEANTIE Z — 0
TINAL > BT R Z# E -

[0172])
3-DEMHEEYEEZE VAR EXEELDE Z TINAL L
HY %2 & 2k [

[ U 5x10° {F ~ NCI-H322 4 - i 2L PBS %% 3
XK o L 0.lmg/ml ~» B E ¥ EZ-Link Sulfo-NHS-
Biotin(PIERCE 2% H )& /% ¥ PBS o NCI-H322 4 i it
Biotin/PBS Z& F ~ E R T IE# 30 578 {% > L 100mM
B B /PBS AR (25ml) %% 2 X > 2% > L PBS(25ml)
HFIR - HAFEREZANBRF N EBEHK(150mM
NaCl > 50mM Tris-HCIl pH7.6 - 1%NP-40 + & H B 1 &
-~ 58 £ EDTA(Roche 22 & )1 fz/50ml; 2ml)ys » B
4°CFZ B 30 43 ¢ - # Protein G Sepharose(Protein G
Sepharose 4 Fast Flow(GE Healthcare N 5 )2 £ HBH K E
B 5 R4 B R I B Y Protein G Sepharose/ /A i 48 ff]
B (S0%EE R - 3opl)yimm e EmBKE T - B 4°ChE#E 1
INEF TR o Y ACCHEE L 5 v #E o WEIUW RFER - IR
R AN TINAL fT %8 (3pg) > A Y 4°CHEEE 1 /N & > IR
i Protein G Sepharose//A fi# 4% 5 R (50%4% )& : 60pl) >
G Y 4°Cle i 2 /NEF o DUARE & 1% (1ml) Protein G
Sepharose & /& 6 1% » H B IF N 1xSDS £ o 48 17K/ /5%
)-ME(2-% H 2 B )% & & (62.5mM Tris-HCI1(25°C
pH6.8) ~ 2% (w/v)SDS ~ 10% T H /& 0.01%(w/v)B7 4L ) - 7~

119
PD1227503/hy

111132669 FEHESE A0202 1113312514-0



1812438

100°Cm B2 & 5 @& » BB R fER SDS-
PAGE(E N G Be e B ie |k )M 2 & i -

[0173])
3-2)SDS-PAGE K V5 5 & & =

¥ 3-1)5EL Ay SDS-PAGE £ 5 » {# F§ Ready Gels J
5-20%(BioRad /A &) DL 20mA k% > LL0.1mA/cm? H
Bz E EEHE - BELLPBS-T(PBS(-)-0.05% Tween20) 5 /¥
SorsEte o AT 1 /NETHE - BELL PBS-T {E 5 77 4 7k %
3R% - HEERGATLHERZHEBBEMNESE &Y
(Streptavidin-horseradish peroxidase
conjugate)(Amersham 4% & ; LI PBS-T ¥ 2 2000 {Z #k &
AR IE 1 /NBF - BE DL PBS-T » 10 73 g8 %% 4 X1& > &
M ECL 5 K & & H M & Al (Amersham 2 5 ) Kk
Hyperfilm ECL(Amersham 2 ] )ify #& M H #Y #9 7 (band) -
WEBERG 3-DZ2HF  HE&EYWEFE KA NCI-H322
MW > S EE oMM ENLHLE A/ TROP2 #y KCITA3 {1
fe e TINAlTfidE Dl ELEmEFo REXREY - o5l
PR DTT 8¢ il DTT T~ #5 1 SDS-PAGE K 74 /i &
BEOA T A - fEH KCI7TA3 fii e k TINAL Hife £ — & WY
B > Rixnim DTT ZE e Ml >+ & 46kDa 23 » KMl
DTT ®Y &% & f A H 73 F+ & 37kDa Z 77 -

[0174])
3-3)FACS f& #f

A ey =0 JHOH TINAL#LAR Z JLJE & TROP2 »
RETEESHT » #1T cDNA X ERE A 2 H 58 &l
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RE BN o FACS BT 2 &R > N A TROP2 R A
CHOK1 i g > TINAL i Blon 8B R IE > Bon
TINA1 fife Z PR & TROP2 - 3 - £ H A & 4 Ag Pk
PC14 ~ Hfi = 4l ig Pk NCI-H322 - ffi % & BE fk& NCI-
H2122 - fifi % 40 A #f LCAMI ~ fifi f& & Ag & LC2/ad ~ R 2
A AE Pk MIAPaCa2 -~ BR % 40 A Br PK-1 - Fi 51 AR 2 40 A £R
PC3 - KRG E AP HCTIl6 - B @ R B A375
oy 2 4l A x SKOV3 ~ i M % & B & & A £K
RPMI8226 - #5 M % & fE & 4l i f& K562 - PBMC( AN K
B R B R A RE ) R A B /AR T #E 1T AMH FE By FACS f#
fr - SHARMEAIEKRBE —FE R TROP2EG M - fil &
LN 2 4 He Pk 1 PC3 ~ PK1 ~ SKOV3 B - 55— F
H EEDEMEGRE &S BEE -

[0175])
[ & 5 6] 4 @ L8 W B JE M 2 M E ]
4-D)fi B8 W AEAE B TR 5F E &R &1

D zWEbtk g EEFEREE ZME H H AT M H
fFEHEcEBE DT3C - IE DT3CHFH HE B & R (DT)
Z & B Protein G Zhisg&G el 3 MHAVELHE -
DT3C rEfifg < Fe A n R BEMUEE ML E ~ 6f AdE
NEREMHESEGRMFEEMDBELT - EHIE RS
iy - B [E] B B P Ae < WAL R B %R R 5 R AT B HY A% Al AR
R H (Yamaguchi, M., Hamada, H., et al., Biochemical and

Biophysical Research Communications 454 (2014) 600-
603) o

121
PD1227503/hy

111132669 FEHESE A0202 1113312514-0



1812438

[0176])
4-2)DT3C T BN HELL L KR EEFE R EME 2 FE

2 96 fLE& 1R 0 4pg/mL 2 DT3C(25pL) > 7K A0
B 1 R EBHEZFEARMIEHN 11 HREHEZEE
FEFERQSpL) IR EIREE 3008 - X o TH o R E
A TINAIILE 2R & B U 2 Bl & B AT E LN DLRE Z W
%K % CD9 - CD46 ~ CD55 -~ CD59 -~ CD71 ~ CD73 -~
CD147 ~ CD276 - EpCAM ~ 8 EGFR o # fE 2x10* (#
/mL(20% Low IgG FBS #il RPMI1640 #2 & £ )22 NCI-H322
AL (S0pL) » M=ERTEEF 30 o #E%R - 1 37°C CO, B H
mEE 3 H BB LR EEFE®R A M 10%WST-
10%FBS-RPMI1640(100puL) » i ¥ 37°C CO, 5 & /8 N B
B 1 /N FAEELME S EI# (0ODyso~0De4o »
infinite200 ~ Tecan K AR AT )M E - ;FE VR & &
W B &E EEBERF - 8B CD5S9 - CD71 - EGFR »
EpCAM -~ Kk TROP2 Wy fisE BN kREZF R &
M(% 10 &) -

[0177])
4-3)}1 CD59 -~ CD71 ~ EGFR - EpCAM ~ & TROP2 9 i
fe < N R s R EMHE 2 HEE

7 96 FLEE s hm DT3C(0 -~ 0.004 ~ 0.04~ 0.4~ 4~
40pg/mL) #% B 78 7/ (25pL) » K 0 & P RS (40pg/mL
250y MEREE 30 o8 o HE - BE 2x10° {H
/mLOFH0 20%LowlgGFBS 2 RPMI1640 k2 & £ ) NCI-
H322 40 B (50pL) > R EERE 30 8% » B 37°C CO,
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BEERAYTEE 3 H - BEa®LZEBREER  ANWNA
10%WST-1 2 10%FBS-RPMI1640(100puL) - A 37°C CO,
BEMRANEE 1 /N > JE M E D CE B E R
(OD4s0o~ODsso) I E - FFERYILA Z F > 1 TROP2 #Y #i
B8 TINAL Y NfE(LLRBEEREEE®R(F 11 B) -

[0178])
4-4)h1 TROP2 i o S W NTE LU KR R EF X G
< M %

8 E P 1 BB H BT ISR TINAL(R & F B
J& B NCI-H322) - KCL7A3 ~ K KCL2D6(%® & H © B i
J& % KCL-MOHI1) -~ Pr1E11 K& Pr8HI10(f% & [F © Fi % jg &
Tk Pc-1)~ NY16 K NYI17(%® % JF © BBtk PK-1)BL &
&g 2 77220(R&D System) ” & fit TROP2 #i #8 < W 1 1k
Uk eEHEREN  BEERHM 4-3)FEEMFTE - HE
R 8fEHi TROP2 e 2 & » TINAL Ji 8 B A & 18 )& &
(% 12 [H) -

[0179])

(B S: i TINAL LB ER 2 o #EEH cDNA Z &%
HBEFI ZHFERGKaG TINAILLT ¢TINADJ G 2 #

fE ]
5-D)&RHE TINAI TR AR Z 2 &P cDNA Z X EHF®RF
B 2 R E

5-1-1)i Z £ TINAL {2 BV At & 58 « mRNA ~ 3§ #

By T W08 & TINAL i e 2 af B & Y cDNA - 1 & &
TINAL P d8 < Mt &% > £l mRNA E # & 4H (Roche
applied science 2\ &) ) 7 & mRNA -
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[0180])
5-1-2)cDNA(5°-RACE-Ready ¢cDNA)” &

¢cDNA(5°-RACE-Ready c¢cDNA)Y & ik & {5 FH & i ¥
5-1-1)FT # # fY mRNA(100ng) & SMARTer RACE c¢DNA
W iR &= & (CLONTECH & S ) K H It -

[0181])
5-1-3)#5 1 5°-RACE PCR 2 & TINAl #i 8 ~ &= # 7] & &
Y ¢cDNA Z ¥ ig &k FF ol 2 R E

ERBE#EERNZTEE Z cDNA DL PCR ¥ iE A ~ 5l
+ » {H F UPM(Universal Primer A Mix @ [} B
SMARTer RACE ¢DNA I g & 4 ) - &k BE H 5°-
AGAGTTCCAGGTCAAGGTCACTGGCTCAGG-3"( FF %l &%
AlEE 33 1 5]l F mG2aVR) Z FAINNE Z H 8 - UPM & {E
H K & > SMARTer RACE ¢cDNA ¥ 11§ & 4 (CLONTECH &
)% © mG2aVR2 B ERE Z /N EE# (1gG2a) 2 I E
& 2 7 5l i R BT e

sl 2@HE - KL EP 5-1-2)& iKY
¢cDNA(5°-RACE-Ready cDNA) fE B # # & 5°-RACE
PCR - & & TINAL #iifle Z B Z i B &Y cDNA g -
PCR % fif /§ KOD-plus(TOYOBO & ®)fF B H & M - K&
SMARTer RACE ¢DNA ¥ 1§ & 4 (CLONTECH 4 & )~ F
ft > LL#E & PCR(touchdown PCR)#E = & & i -

% & LI 5°-RACE PCR ¥ g 8y = # 2 o] & & iy
cDNA > {f / MinElute PCR 4 {5 & 4 (QIAGEN /\ & )4h
1% > (£ A Zero Blunt TOPO PCR Cloning Kit(Invitrogen
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NEIVEREE B SKEEWEEJEEN cDNA
ZEBRFIBNERFRBRN FRERFSF > EHEEBEHNE
o BB R E & A R R G RY RO 5 F
mG2aVR2 - K NUP(Nested Universal Primer A : [ff B
SMARTer RACE ¢cDNA i E4) -

EFBENMGERNERRFI BT EE(T ABI PRISM
3700 DNA Analyzer ; 3  Applied Biosystems 3730xI
Analyzer ; ~ Applied Biosystems QN E)KEHI > € F K
JE (% {5 F§ Gene Amp 9700(Applied Biosystems /) 5] ) -

Bodm iS5 &k ER TINAL i 2 B # 20 &0
cDNA W HBEFIN SR EFI R ZFIE 5 1 fE
B Fe 51 o 1t B A1 &k ol gR 2 o

[0182])
5-1-4)5°-RACE PCR i E 2 & TINAIL #ifs 2 &K # 7] & &
) ¢cDNA Z M| & 3 2 E

fER TINAI i o WEERN 2 J#&H cDNA DI
PCR ¥ 18 A > 5] F > {# F§ UPM(Universal Primer A
Mix : [ff B /¥ SMARTer RACE cDNA M IE E4H )KL EH 5°-
AGTCCAACTGTTCAGGACGCCATTTTGTCG-3"( ¥ %I #%
Al gk 34 1 51 F mKVR2)Z FpAIBYHE &% HE - UPM {4 {#
F Kl /& % SMARTer RACE ¢DNA ¥ g & 44 (CLONTECH 2
)% > mKVR2 i EREZ /NEK# 2’ E & F A
AT 8% &

RIS F2EE - RUERA 5-1-2)f1 & K6
cDNA(5°-RACE-Ready c¢DNA) fE & # & #Y 5°-RACE
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PCR - & TINAIl fife 2 & # 2 7 B & H cDNA I I§ -
PCR & £ A§ KOD-plus-(TOYOBO =2 & )fE B & & I » &
I SMARTer RACE ¢DNA g & 41 (CLONTECH /3 5 )~
F i - BLEE K PCR #2 & K & Ji -

® & PL 5°-RACE PCR I 0g By & # ~ 7] 8 & HY
¢cDNA > {f /§ MinElute PCR 4 i§ & 4H (QIAGEN /3 5 )4l
fE1% > {5 B Zero Blunt TOPO PCR Cloning Kit(Invitrogen
NEETE B EEBEBENKHE 2 ] EEWN cDNA Z %
H i F Y 2 E T

ERERFSF FEHOBENE /NEBE#E ZKE R
Ay Fe 51l BT 8% 51 WY B it 5] + mKVR2 K NUP -

EFBITAERFRRIEGRER EREER -

B4 5 &K R ERY TINAL e 2 8 2 7] & & /Y
cDNA By HBEF I~ IR 2 FFE&5%E 3 E
B B 51 o 1 R B0k A gk 4

[0183])
5-2)cTINA1 $1 & ~ 8L (g
5-2-D)iik & K& A AL bl 88 8 8 % B # B pCMA-LK 2 #% 52

¥ E B pcDNA3.3-TOPO/LacZ(Invitrogen 2% 5 )2 R
Wl g Xbal & Pmel YL TR AVE S.4kb 2 R B - R &
H&EBE I HEMNGE 5 A N8B « 8o el ot R AK « 8
K % & & DNA fF 5 # DNA K B - A In-Fusion
Advantage PCR # 78 £ 4 (CLONTECH 2\ 5 )i 4 & » #Y

uf

fE pcDNA3.3/LK »
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pcDNA3.3/LK fF Kt M » LL T it 5] 7 4 #& 7 PCR -
R IE R HY &) 3.8kb Z K ER b BE AL & FE b B FOHE & i E R
R CMVENE -2 FTFEAMERFY ~ BIEA - kK A «
N E B i E R AFEL LR EREEE pCMA-
LK o

51 F 4

5’-tataccgtcgacctctagetagagettgge-3°( 7 %l & Al &
35: B| F 3.3-Fl)

5’-gctatggcagggectgecgecccgacgttg-3°( 7 % & Al 9%
36 1 B| F 3.3-Rl1)

[ 0184)]
5-2-2)ymmE R ABE AR 1gGl M L H I pCMA-
Gl Z f# &

{f F In-Fusion Advantage PCR 3 JE =& 4
(CLONTECH 2 5 )% pCMA-LK [l Xbal & Pmel 4 (LT
EBR v #ETLATE R AR « #EEEKRN DNA R B -~ K

EARFIEAE 6 T~ EH ANEE#EAEFI K AR
IgGl R EE 2 W E B A DNA FFF A DNA R EE& & » 1#
ZN CMV B2 T HFEAMERI - BHEMT - AE
IgGl EfEEEN RS K ABLIE 1gG1 & & # % H
# B pCMA-G1 -

[0185)])
5-2-3)cTINAL §i f8 = #f = I &H KB 2 B E

wE G S-1-3)FTEFH & TINAL i fe 2 = ## 2 o]
FEH cDNA {E B g » 2L KOD-Plus-(TOYOBO 23 &)
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FTHS|FHHEEEAEBHEHRE 2 JEEDN cDNA I
DNA K E¥ > ff B In-Fusion HD PCR # 74 & 4
(CLONTECH &~ &) - #hifl AN Kok & &k ANBE L 1gG1 &Y
EHREER pCMA-G1 LIR %8 Blpl U E & - % 5
cTINAI i E# RHE R - HIEFHWRHEE B o X
" pCMA-G1/cTINA1 | - ¥ cTINAl 1B EH KB
Fe ol s it e F sk w58 7 0 B BB B AT om 1Y B Ak A SR
8o FpAld# Hlst 7 2 EHWFI KFIHNE 8 & kE
B Fr AR s &N 1 E -

cTINAIL $71 f8 & ## M 5] 7 4

5°-CCAGATGGGTGCTGAGCCAGATCCAGTTGGTGCA
GTCTGGACCTGAG-3"(F 5 #% 5% 37 : 8| F TINAIH-F)

5°-CTTGGTGGAGGCTGAGCTGACGGTGACCGCGGT
CCCTGCGCCCCAGAC-3"(F % &% 79 38: 2| F TINAIH-
R)

[0186]
5-2-4)cTINAT §i f8 B #f 7 3R & 8 2 B ¢

B E i f S-1-4)Fr E /Ay & TINAL $1 88 2 &8 2 1]
BIE A cDNA fE B M > L KOD-Plus-(TOYOBO / H )
BTz F44H  HiESHBEHE 2 J2EI cDNA Y
DAN K E¥ > ff B In-Fusion HD PCR # 74 & 4
(CLONTECH A &) & ARNKE®xRE RABHLGEK
fE N A #8 pCMA-LK DI[R &I B BsiwWI Ul BrE > %
2 cTINAL #Hif8 2 K RFEEHE - K & 150y % H & 8 da
% B T pCMA-LK/cTINAL | - ¢cTINAIL ¥ B > & ## ~ % &
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BRI AR ERZRI&ENGE 9 BEREI SR F
FI Rl gt 10 - B A&k Rl Bt 9 2 & H B R A K B Al Ek Al SR
10 2 ABEPIINGCHRNSE 2 H -

cTINAT 7 8 & ## A 51 7~ 4

5°-ATCTCCGGCGCGTACGGCGACATTGTGATGACC
CAGTCTCACAAATTC-3" (¥ & Bl 9% 39 ¢ 5] + TINAI1L-
F)

5’-GGAGGGGGCGGCCACAGCCCGTTTCAGCTCCA
GCTTGGTCCCAGC-3°(FF Al Bl 9% 40 5] F TINAIL-R)

[0187])
5-2-5)cTINAL L e Z /N H 5 & &

FreeStyle 293F &fl fg (Invitrogen 2 & )% K 8 F it >
e b '

B BB JE W] 2 1x107 {#l 2 FreeStyle 293F 4 A
(Invitrogen % 5] ) > DL FreeStyle293 F& I # #8 (Invitrogen
NED)MERE R 9.6mL & - PEfE N 30mL Square Storage
Bottle(Nalgene 72\ F ) ¥ 37°C ~ 8%CO, iIH&EH N
90rpm E HZ i &E — /NBF o B B M £ 58 B (Polyscience
#24765 ;5 30ug) A& > Opti-Pro SFM(Invitrogen 7Y &
200pL) » ¥ FE > B £ HH PureLink HiPure & f2 & 4
(Invitrogen 2% &) )i 38 B HY £ §# = 37 & 8 (6ng) &k H ## &
IR & A8 (dpg) N 0 By Opti-Pro SFM(Invitrogen 7Y &
200puL) o FA F {1 £ B BF /Opti-Pro SFM JE & /& (200pL)
oo NN R E S /Opti-Pro SFM JE & K (200pL )il 48 4%
B HIWE S o#E® > KM FreeStyle 293F 4l fg -
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2 37°C ~ 8%CO &4 > L 90rpm EEZ & 7 HINERF
g & FEF R » DL Minisart-Plus 3 J§ 25 (Sartorius 2\ 5] )
BIOEMmAE /REFFEMNZEm -

B m pCMA-G1/cTINA1 B pCMA-LK/cTINAL1 ~ 4 &
mml s/ ANBEikéa TINAL fLE 5% K T cTINAL 1

-0

[0188]
[EHE# 6 /NE BT TROP2Z Eitriife £ N LI L&
sl ]

6-1)TINA1 Z A ME (b8 A 2 3% ;
6-1-1)TINA1 2 5] # & 2 4 T &% #F (molecular modeling)
TINALl 2 "] & & ~ o7 + 1% B % 5 b F & [F R M 5 &
(homology modeling) 2 /& %1 5 # (Methods in
Enzymology » 203 > 121-153(1991 )i BT - HHR EQ Y
% Kl BB (Protein Data Bank)(Nuc. Acid Res.35 > D301-
D3032007)EMA AR ERED 2 &8 &E 2 1 X7
(A X HHERERTENHEBGITENSN)  H
EhAER TINAL 2o EEFLEE - &5 » 1ZEA (B M
HIN TINAL xE# 2 8&E > RNEAKFHERE S FH 8
Nzt LEA &S FIE R MM # 2EE -
31U4 BMHE N TINAl oK@ 26 8& > LEA&EF
FIE R EE - EREB 2 =HEBGUEDRES HIE
TINAl 2 B R K #AY 1ZEA Kk 3104 Z EEmMES " E
2R A (framework model) ; M ®(F - H X » BB E Z
CDR 2 K =WV B TP o OF A fE 22 12 = -
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& NEENERE  BTERSA TINAI ZJZE
AT RE MRy 7y TR0 - T H MR E AR+ M # %y
REESE - FHMIEFERAME 2 EQ B IR ERTE
# Discovery Studio(Accelrys » Inc.)3 ¥ 1T o

[0189]
6-1-2)1 N B (b TINAI By Rz BB P 1 2 3% &

AN L TINAI i 2 EEH M MHER CDR # i
(Proc.Natl.Acad.Sci.USA 86 > 10029-10033(1989)) ~ H
¥ 5 A # AT o 52 88 i #S (acceptor antiboby) (R A °1E
RENZRERBRMEMWEESE - K TINAI ZERE 2
Fr ol B i B8 2 B B % 7 7 2 Kabat & B (Nuc.Acid
Res.29 » 205-206(2001)) & E0 #Y A #H 1E 28 fF tE ¢ » &
B HuPRIAS I ERNERE 2 74% 2 Fp 5 [ R M4
e B 1% {F By iZ %8 (acceptor) » £ }? HuPRIA3 ZiE R & Z
BEMEA - B TINAl 2 BEERBAELY - & € M8 82K
ERWEEHNUE RBREBENMEGENMERLE
FTHREER Y TINAL 2 =@ EA Mg s 0 > i B B2 & LI
e o ofLo8y B OB A % ¥ M Queen %F A
(Proc.Natl.Acad.Sci.USA 86 > 10029-10033(1989)) F7 4
THEEMMLERE HFHRBEEEENLEEEEEER A
ZHRPLEE o WLATEM A& T AEEANBEL TINAIL
FF 71 e

[0190]
6-2)TINA1 = ## ~ A 8 1k
6-2-1)hTINA1-H1 #l & 8§ :
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KEBE R YR 2P e A 5% 8 i iy TINAL & # 2
B BBt 4R 9% 21(ER O MBI AR B & kB - i ERE®
28(HE M YU B N B ~ BE R BE 4R 9% 30(13 B %) HL X
R e~ Il EB&EIR 3S(BIEBOM M BN KK - iFE
Bz 4R 5% 36(BRME B )M AR B sl  MBMEAEMEIT 38(HKB K
MO R AR - BERGR 39(EAaBER)IMAEEE
MeBE - BE A BRGSO ST(RER BE BE AU B MG e e - e B R
W SS(FEREBOMMANEBEHEER  BEEBREFR SOFR
BRI BENERE  BREBRET 2(BERYIA BB
Be be Bt - M EBE RS 6S(MER B M AR HFEBERE - AR
ot OT(ROMBMAREHWEE  MBMEMKRSER 8TCE
NN @R  BERSE SS(HNEBE)IWME
BRRilE -  MEBRGT SOCGENHMBE MR SEORE - &
Bz 4R st O(HMBE)MARENKEE - BEMKET 92(%
VIR RELER  BEBRER OS(NWNEBEYNAKE
B - BER&E: 02RO KB NSO KK - &
Bz 4m 9% 104 (K & BE B B ) BB & Be BE - B B B &R 9%
107(R X BB M A B & B - BRERER 111(& K
BE )R B WM  MEBRBGR 112(GEE DRSS K
B - B EB&ESE 1W4CENKHEBE M AR SR ER - HER
o I2(NWMB MR EBRER  MBREBRET 135(W
BN AR B O By & st Ay AL TINAL E 8 - dy
% B ThTINAL-HI1 % & §## |

hTINAT-HI RE#H B ERFIGELHB N FII R Z
FEFlaEnl sk 12 A& neg 12 2BEERFIZFE 1

s

il
%

s
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219 A ERERBARG FI -~ F 20 £ 140 57 2
EBRBAEMBAORFY - 5 141 2 470 58 2 B & B8 A
FifkBI PG EEEENRNMRAERFY -~ E@EE - H
MK EE - SEFINFENGE 12 ZBEEBRFINK TR
Frilfm e d il R 2 Pl e pl 98 11 o Al & Bl 58 11
CERERFINZE 1 2 57T K 2ZERMAEBHNA T -
558 & 420 5 I EH BB FI - F 421 £ 1410
LR EEAMBEBRNFINGSE BESEHREEFI - =
AEEpH - E#EEEEFY - FAHEAGE 11 2 &K F
B il R dl e nlar 12 2 ERFIILEHNFE 3E -

[0191]
6-2-2)hTINA1-H2 #I & §& :

R A R 2 A ek Al 58 8 BT on By TINAL = ## &
M ARyt 21RO RB)YIMA R ERKE - AR
28(F B B8 VN B N B ~ A B &9 30(8 Bz BE ) HL AR
R BMERES 3S(BHEBNMAEANER - KA
B 4w 97 36(ak e VUM &l - B E B &9t 38(K K
Be AL R B RE B - B AR & 9% 39(E O M Bk )AL & 45
Wl - BEEET STIBRBER) N BEEREE - ERK
ot SS(HEME MM SEEBHREER - WMEBER SIO(H M
BB AR BN - EBSG 62(H B INMER
e e B ~ e EBE R OS(HEM B MR BERE - ERK
Wt OT(ROMEBE)MARAEFRWKEE  RBREKRE:R 87CK
NI B RERE  HEES5 S8(HN )W N
Bl ARG SOGFRNEBYMAREREO KK - K
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EWa&y 2B EBYNNRERZXZKEER - BERR R
OS(NBB MK Btk - BEMRSS 102(2 9 kg )W
RO MR MEBRSE 104K X8 BT N5 &K
B~ BERE 10(RLEBEERE NG KR - A
B dmot 111(ek BN ENER  BEKSER 11208
MW MR RS  BERE: 114CEN KBRS
M bl ~ B EAMER 120N BB MR SBHRER - M
2 W4yt 135(N B BE)EL & B B BE Pt ax 5T 89 A 28 (b
TINAL E## » sn % % T hTINAI-H2 # & §# |

hTINAL-H2 N E @ 2 M EBF I G N FII R Z
Rl Ek al gk 14 FAlE RS 14 EERFINZE 1 £
19 SR o ERBRAEAMBEROFY - F 20 & 140 58 2 B &
i 5% B AT RE R B9 7 51 ~ 58 141 % 470 5% 2 B £ BB 58 & Py
BRI GSEMEENRAERFY ~ B EE - F#
HMEE @B FIFHGFE 14 2EHEBRFINZKTERF
Pl snE N PPl R 2 Al @l 9t 13« Al pl st 13 2
MEBRREFI Z2H 1 £ 57 2 BHEBREBROGES - F
58 F 420 SR R H B AT AECAY P A ~ 5 421 & 1410 5
CHREBRAEERNFI GESESBHAE TS - B
BV - EB#HREEERFY - FAERNIE 13 DR EFEF
FI R PP Al Al ot 14 2 EBFIIRGLEHNE 4 H -

[0192]

D

6-2-3)hTINA1-H3 %I & $# :
R A R 2 A ek Al 58 8 BT on By TINAL = ## &
B Bk BE 4R 9f 28(HH RE BE )EUMC B N B B2 ~ Bt B BL & 97
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30(0 B B )N (U & 4 B B - B B BE 4R 9% 36 (&f BE BL ) AN AR
Py éh Rl - MERG 3SCEEBMA HEERE - A
fedm ot 39(RAOMMOYMARBERER - ARSI S8(H
RN AEEHEER  HERER S(HER) MRS
Bl  BMEBE T(ZRABER)MMABHERER - K
BB STOCR N MBI MR &K KB - FEBKEE
S(N B IR A e - ARSI 92(% kM)A
Fo RAMEE ~ MER®IE OS(N MBI AR & - K
W&yt 102(EE RN ASE KB - BEERKE R

O4(RAMEMBEB MM ESGKER  BHEBER 107(K X
B MR B&ER BRERSGR 1HIERER)RMRS
Bl - BMEBREST 1N2(EB N BERR - BE
Bz 4w 9% 114(K N BB OB R & B B - & B 4%
I32(N R MR BEMmER - BWMERES 135(NKER)
WA BE ERIKZETWAEL TINAL B8 > &8 B
"hTINA1-H3 #I & §# |

hTINAL-H3 B E @ M EBRFIGiILBHN FII R Z
Pl a8 16 - Al A sx 16 HEERFINZE 1 £
19 2 ERAEMMBEROFY - F 20 & 140 55 2 B &
i 5% B AT RE R B9 7 51 ~ 58 141 % 470 5% 2 B £ BB 58 & Py
BRI GSEMEENRAERFY ~ B EE - F#
HMEE - SBFAFHAGFE 16 2HAERFINZTERF
Pl snE N PPl R 2 Al @l 9t 15 Al pl st 15 2
MEBRREFI Z2H 1 £ 57 2 BHEBREBROGES - F
58 & 420 SR XX HB AWK FF ~ F 421 & 1410 5

DR

i
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JHREBEBRANFEIGSESBHE FY - H o] &
E Y BB EEFPA - RIS 15 &K EBEF
Sl R Al @& Al sk 16 2 BEBMBFPINGCZENSE 5B -

[0193]
6-3)TINA1 ¥ # ~ A #H 1L
6-3-1)hTINA1-L1 % & g8 :

R F A R 2 Ak A 5% 10 A o By TINAT &K g
R EBAIE 23BN KB KEE - HERKRR
28 (40 W B ) HN (B M B BE - M B BE 4R 9% 29 (B Bz BE ) HY X
Rl BEBRER 30CEAERER )M K GEE - &
E MG SI(HFWMBEERNMRLEA ERKE - BEKFE I
33(&k B BN & N B B ~ B B B 4R 9% 40(% B¢ BL ) B AR
Rl - HMEREIR 2(FMEM M MA A MEEEK - &
EMAmat 3(HEEB)NRAENER - WERKSIE 80(K
KB BGgEER  BEREGR S3(mER)NMALE
Gl BMEBRG OO(WEEBEMNARBERXLERE - KA
BEdmot O3(CANKEBYNMRBEORKE - BWEMKSIT 98(4F
BN A - HEAR&EI 1000 )M & i
Wl ~ ARG 103(BEB) NN ERENER - BE
B% 4m 9% 1200 N B B2 )AL AR & % B B BR - B2 & BE 4R 9%
12600 B )M BEROKE  FBAEAEER®R 129N KE)
B By ok B BE WY 32 51 B AN (L TINAL &3 > a7 %4 K
"hTINA1-L1 %I & § |

hTINAT-L1 BRI g ~ B BB G &N P A% 2
Frrl e nl gk 18- Al hlar 18 A MEAERFINZE 1 &
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20 5 AR A EMBARNFEY - F 21 2 129 58 2 A
B AR R R A - 5 130 & 234 5% 2 B A B 8 AT
RN FIAHASEEMEERNHE TR - B8 & E -
ME®E - GWEFIHNIFE 18 CHEBFINK KT
BN IR 2SN 17 FAEA G 17 &
ZEBRFI ZFE 1 2 60 i 2K HBRAEKNFI - F
61 £ 387 X M H BT HYFF] ~ 55 388 £ 702 5% 2
BZERAERKNFIASEEEBHAERFY - BKET28E
FPal ~ R EBFFY - FPHIERB G 17 2% 58 F 75
Kyl nl ot 18 2 EMH I R EHNE 6 @ -

[0194]
6-3-2)hTINA1-L2 A & $f :

BRI R ZFFERE 10 o Ay TINAL B §#
Z W R g 28(MH MM MU B B BB - B A MW SR
20(HE R BE MU By sa e B - e EBE R 9% 30K N ¢ BE ) X
Rl  EEBRSES 3V(FRBERDAR LSS KB -
We B BE 4R 9% 33(Ex M B )R B N M BE - B A B R SR
40 (% e B )EL AU By &f B BE - P A BE 4R 9% 62(%F BR M % ) HL
REEER HEBRE:R (GHEBE MR SENER - &
E MG SO(RAMHMEB)YNWNMRE & WKE - MEBKSK
83(&F M B )L A B & R BE - B B BE 4R 9% 90 (N BE B& ) HX X
BRZEK  BMEBRS: OSCEAKEEBNAR LB KB -
M A BE R 9 O8(ME M B HOMU MR B o B - M A B R SR
100N BB )L B Bl e B - Be R BE 4R 9% 103( 0 B BE ) L
RBEFRNERE - BHEBSI 1200/ ) B 56 k&
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B - BHEBEE 12608 B NN AEEZORKE - AR
&9t 129(N B BE )AL & #f B2 BL P s T Y A B (b TINAI
WS fE > A7 %4 Ky " hTINAL-L2 BY & g

hTINAT-L2 B g Al EBEF LB N FINER LT
sk ml 5% 20 Al aknlgf 20 2B ERIFI Z2F 1 2 20
SR EBEMBARBNRFEY - F 21 £ 129 55 2 B E K
WEAR RS A - F 130 % 234 58 2 AR BEENE
R HEEHEERHRERFI - KA 8 & - K g K
EE - /B FI Ak 20 2BERFINZERF Y
sE N AR ZFAENGE 19 FAEAGE 19 2 &K T
BRI ZE 12 60 I BEBMBERANEFN - F 61
387 S M EHB AT BN S - 5 388 £ 702 58 L H
BREREANFIGEERBHAE FI - K50 &l&EfF
i~ EREEEFY - PAEANGE 19 2 RZF®FIR
FrAl e nl ot 20 2 BB ARG EHNFE 7 E -

[0195]
6-3-3)hTINA1-L3 Y & 48 :

B R AR 2 e A a8 Al 5k 10 B o By TINAL &R 3
< M A M 4wt 28(4H e BEO)HL U & B B BE - g A& BR 4R OR
29(MERE B VMM B &G e BE - le BEBE 4R 9% 300K N Bz B ) Y
R B  BEBFETE 3I(HWER)RMBEH ERE -
W B B 4R 9% 33 (sr B OOELAR & N BB - B E B &
A0 BRI et - ARSI 62(% Bk I B )E
REMER KHERSGIR 3(GEB)YNARE MK -
M B BE 4R 98 SO(R XM B )M R & 4 M i -~ M A B & 9%
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83 (fk Mt BE I U 5 & M e ~ M BB 4R 9% 90(WN Bz BE ) HL X
BRZEK  BMEBRS: OSCEAKEEBNAR LB KB -
M A BE R 9 O8(ME M B HOMU MR B o B - M A B R SR
100N BB )L B Bl e B - Be R BE 4R 9% 103( 0 B BE ) L
RKERANER - BMERK &5 120(N i BB B % B &
B - B EBRSIT 12608 B OMASEO KK - AR
o 129(N R BE ORI & &k B BE P a2 T B9 N (& TINAI
et o an % K T hTINALT-L3 BY & g |

hTINAT-L3 B3 ~ A B F I G &R Rl %R 2
FEHl A gt 22 Al E R 22 A ERFIZE 1 &
205k TR A REMBANREY ~ F 21 £ 129 5t 2 IF A
B AR R R A - 5 130 & 234 5% 2 B A B 8 AT
BRI HGEEMHEENHRE R - B a8 E -
ME®E - EBFIHZAIFE 22 PHEEBRFINEKERF
Tl BN AR ZFF &R 21 - A& GE 21 2 &
HERFINZHE 1 2 605 2R FBRABHRARFI - 5 61
E 38T EFHMA MBI RFI -~ %5 388 £ 702 58 2 %
HBMABEOFINGEZEERBREFY ~- K& EF
ol R ERFH - FAIEAGE 21 2 E KPR
Fe ol i@l ok 22 2 B EB IR ENSE 8 E -

[0196]
[EfEF 7 hTINAI i R HE R ZEERILE Z 4 &E |
7-1)hTINA1 ~ = ## R I &H B 2 #E
7-1-1)hTINA1-H1 35 5 & 88 > f# =

)
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ElREERFRIERZFISE NG 11 FronBey hTINAL-
Hl R EBRFIIN Z2ZERET 36 & 437 F BV &S
hTINA1-H1 2 5] & & ) DNA = % 8y DNA R EX (GENEART
~nE - NLEREHRRE) K ERHEY DNA R EE IR
% > L KOD-Plus-(TOYOBO A S )E F it 2 5] F 4 -
e & 45 hTINAL-H1 Z 8 & &K DNA FJH) DNA K
B > #5 M & B In-Fusion HD PCR # J§ & 4 (CLONTECH
AE) AR ERANBELIE 1gG1 & &= g % H &K
pCMA-G1 DLPE #| s Blpl tJ B B » i f& 28 hTINAL1-HI1 %
HER  KESHWRAEBEA LS " pCMA-GI/hTINAL-

HI1 |

5 F 4

5’-agctcccagatgggtgetgage-3°(FF Al @ Bl 58 41 5]+
EG-Inf-F)

5’-gggcccttggtggaggoetgage-3°(F¢ 4l & Bl 5% 42 © 5] F
EG1-Inf-R)

[0197]

7-1-2)hTINA1-H2 = I &% & ~ % &8

ala iR 13 FronAay hTINAL-H2
R HEERFI ZZ GBS 36 £ 437 IRV 4 IE
hTINA1-H2 2 5] & [& ) DNA 7 % 8y DNA R EX (GENEART
nE - NLEREGRHRRG) LEE G 7-1-1)F £/
AR hTINAI-H2 REHEHEL - HRESWREARE DL H
" pCMA-GI1/hTINA1-H2 |

[0198])
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7-1-3)hTINA1-H3 3 35 # & > f &

alaFIR2FIIHIGE 15 FrmAy hTINAI-H3
R EEBRFI 2% BERSI 36 £ 437 FIoREY GRS
hTINAL1-H3 2 0] # & 4y DNA 5 5 /5 DNA B EE (GENEART
NE o NALERGHRB) LEEERM 7-1-DEEZH
AR hTINAL-H3 R #HE - FEBSOWERHEEHE o &
B T pCMA-GI1/hTINA1-H3 |

[0199]
7-2)hTINAL 7 8 §8 % Bl & 8 2 1 3§
7-2-1)hTINA1-L1 3 ¥ # 8 >~ f &

alaFIRZFIIHFEMNIE 17 BB hTINAI-LI
R EEBERI 2 BERSI 38 £ 402 FIRHEY GRS
hTINA1-L1 2 5] 8 & #y DNA & 5] #J DNA K E% (GENEART
NE O ALEREGHRRE) - L&k Ey DNA R/ E(E &
% > L KOD-Plus-(TOYOBO A\ 8 )R T it 2 5] F 4 -
& 4m W5 hTINAL-L1 2 o &Ay DNA FHlH) DNA R
Y > #& /{8 A In-Fusion HD PCR %78 & 41 (CLONTECH
NED) B ARKE®RS R ANBEALREK# XK &S
pCMA-LK [DLPE & BsiWI tJErE » MK hTINAL1-L1
B ERB - K EGHNRBEEBa B " pCMA-
LK/hTINA1-L1 |

51 F 4H

5’-ctgtggatotccggeogegtacgge-37(fF 5l &k Bl 5t 43 @ 5]
F CM-LKF)
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5’-ggagggggeggecaccgtacg-3 7 (FF A &k bl 5% 44 : 5]+
KCL-Inf-R)

[ 0200]
7-2-2)hTINA1-L2 3= 3 & 88 > §% &2

Gl aEFiRZFIHEMNGE 19 FfFRAY hTINAI-L2
R ERFI ZEZERSE 38 £ 402 TR RS
hTINAL-L2 2 0] # & 6y DNA F % 8y DNA K X (GENEART
ANE O ALEREGHRRE) DLEERA 7-2-DHE K 27
A 0 B hTINAL-L2 RHER - RGOV REEE @ X
B T pCMA-LK/hTINAI1-L2 |

[ 0201
7-2-3)hTINA1-L3 3= 3 & 88 > §% &2

el a R R ZFIHMNSE 21 FfTRAY hTINAI-L3
R ERFI ZEZERSE 38 £ 402 TR RS
hTINALI-L3 2 0] # & 6y DNA F %8y DNA K X (GENEART
NE > NILEREG/RERB) BHLULEERPE 7-2-1)F 5%
Z A B hTINAL-L3 RHEE - K IESFIY &R HEE
# % & T pCMA-LK/hTINA1-L3 |

[ 0202])
7-3)hTINAL $i 88 2 & ZE K @ b
7-3-1)hTINA1 $1 #8 2 /N R E £ &E

DA B & J B 5-2-5)F B BY 5 & P &£ & -

¥ # 1 pCMA-G1/hTINA1-H1 Bl pCMA-LK/hTINATI-
Ll Z#H & mWEay hTINAL i f a7 % & " hTINAL-
HIL1 , - % # i pCMA-GI/hTINAI-H2 # pCMA-
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LK/hTINAL-L1 Z & & 1 B % Ay hTINAL fi %8 &7 %4 &
" hTINA1-H2L1 , » % # 1 pCMA-GI/hTINAI-H2 Hi
pCMA-LK/hTINAIL-L2 7 45 & i HL 3 Y hTINAL §7i 58 47 &4
B T hTINA1-H2L2 |, » KB # B pCMA-GI/hTINAI1-H3
Bl pCMA-LK/hTINAI-L3 4 &M EEH hTINAL i 58
4 8 ThTINAL-H3L3 | o

[ 0203])
7-3-2)hTINAL ${ & ~ £ &

hTINA1-HIL1 ~ hTINAI-H2L1 -~ hTINAIT1-H2L2 -~ &
hTINA1-H3L3 DL T % 75 7% & & -

FreeStyle 293F &fl fig (Invitrogen 2\ )& K 8 F i iy
B & BeaE - B8 BWEEDNZ 1.2x10° {F &
FreeStyle 293F 4l fig (Invitrogen 7% 5 ) fE > 3L Fernbach
Erlenmeyer Flask(CORNING /) 5] ) DL FreeStyle293 %
54 B8 (Invitrogen /3 )M M58 & 1.0<10° 4 fg /ml
% > 7Y 37°C -~ 8%CO &M AN » LL 90rpm E ZFE&E — /I
HE - B B {f £ us J# (Polyscience #24765 ; 3.6mg) R i
Opti-Pro SFM(Invitrogen 7%y & ; 20ml) » H & - i H
PureLink HiPure & £ = 4 (Invitrogen 4\ &) )W #F A & @Y
B g R IR B RS (0.8mg) K H O K IR #L RS (0.4mg) iR 0 R
Opti-Pro SFM(Invitrogen 74\ 5 ; 20ml) - j» B {1 £ 58 f#
/Opti-Pro SFM JE & /& (20ml)f » ;5 i %= ¥4 & 8 /Opti-Pro
SFME&EGRQOm)M&EELBH > HINE 5 7#ER > A
7 FreeStyle 293F 4HHE - 7 37°C ~ 8%CO, & 5 > D
90rpm EEFEE 7T H RHESNESE LERKIHENXE
¥ i )% %2 (ADVANTEC #CCS-045-E1H)# J§ -

.
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[ 0204 ]
7-3-3)h TINA1 #7288 > 4 {1

Bokg Rt 7-3-2)mESNER FEREE 0 MU
rProteinA B MM fg Mt (4-6°C K ER AW K A (Z R )L
2 M B B4 b - rProteinA AR AT A L& K EER
AWK O@LEBEEEHRERNARFEGERN 4-6°CT E I -
wm o o ¥BE R E R M K & PBS P it (bW

MabSelectSuRe(GE Healthcare Bioscience /Y = #

HiTrap EH) - BE LFREZEHEAEHRERER  LEHEFT
E 2L EZ PBSKEMREEF - XX Ll 2M I K K8
e

=

fEA R (pHA.0O)AE W - E A BENE 2 - HE o
# m % M (Thermo Scientific /4% & - Slide-A-Lyzer
Dialysis Cassette) U f{ & PBS % - # L 5SmM &k B8 &4
/50mM MES/pH7.0 2 & #E &R {E S & B IR AR >
& 5SmM NaPi/50mM MES/30mM NaCl/pH7.0 7 42 f&
w o ibry i £ & A WK A ® M (H A Bio-Rad » Bio-
Scale CHTType-I Hydroxyapatite Column) - & i & b &4
FTENEREREERERZDL  WESHEZH o - K H#H
v #E M #E 7 (Thermo Scientific 4y & » Slide-A-Lyzer
Dialysis Cassette) » # {7 [5) HBSor(25mM ZH f&# [/ /5% (1
ZLME B ~ pHO6.0) Z i HU U - & & ° DL Centrifugal UF
Filter Device VIVASPIN20( 4 #| % F+ & UFI10K >
Sartorius 2 ® - 4°C) R 4 - fE pk 1gG B B ® 5
20mg/ml DL k&Y 4 (B & & o

[ 0205])
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[£= ] 1 hRS7 Pifg R & 88 2 B {F L 2 £ E ]

hRS7 #i e & & X B IE 4 B 5 2003/074566 5% 50 & HY
S AN =C U R - s A I (S
1-1)hRS7 $1 #8 = ## % B &H 8 2 # &

ala il R 2 A 5% 29 B on BV hRS7T #1 88 =
W EBRIN KT REI 36 £ 437 Fron BV R E
hRS7 fif@ EH ## « 7] 8 & Ay DNA 3l #Hy DNA R E
(GENEART A& - NADLERNEGKKG) - LLBE &6l 7-1-
DIFE B 2 7k M hRST i E@HREEEL - FHERS
R E BT % A " pCMA-GI/hRS7 ; - hRS7 ¥ #& = #
Z R A BV R Bl 2 A R gt 30 -

[ 0206])
1-2)hRS7 i #8 & 28 & W & 818 2 # &=

ala Al Rz A A 9% 31 BT or By hRS7 $1 58 &
W EBRIN KT HREI 38 £ 402 Fron BV G5
hRS7 fif@ E ## ~ 7] & & Ay DNA 3l #Hy DNA R E
(GENEART v & - NILER&KRB) - #Fh B8 T i p
7T-2-DEBRZ A BEMRSTHEEK#EREEHE - KIiES
R E BT % A " pCMA-LK/hRS7 ; - # hRS7 §i f& &=
i e BB AR AR 2B AR Al gk 32 ¢

[ 0207)])
1-3)hRS7 #1868 < 4 & K 4 1t
1-3-1)hRS7 1 & ~ & FE

hRS7 $1 B% {4 #5 f§ pCMA-G1/hRS7 Bl pCMA-LK/hRS7
ZEE - DLBEERG 7-3-2)F & Z AL E -
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[ 0208]
1-3-2)hRS7 $1 86 Z 4 (L

h Rt 1-3-1)frEBEE LBFR > LLBLE i dl 7-
3-3)EE 2 B A -

[ 0209]
[EhE # 8 * hTINAL e K hRSTHIB Z MR E G RE 1 £
Al JE ]
B-DEHIHAEBEEEZABMEE LERVARE & /&
71 A E

57 B Bl f7 |8 (Recombinant Human TROP-2 Fe¢
chimera) 2 & # & % M = % £ B Biacore 3000(GE
Healthcare Bioscience( % )) » ¥f & B & b 89 it A HH
IgG(Fab)$u #2 A $L #8 7 & Fo fz #8 if0 i T (capture) » DLk
MEER>HY MHAENFHIEEHET - 1 A 1gG(Fab)
$ # (Human Fab capture kit - GE Healthcare
Bioscience(f% )){%4 % Sensor chip CM5(BIAcore » Inc.)bl
W 8 & A E 4 54 2000RU - 2 =5 M B I8 [6 £ Hh [E
E b o M F & & K 4% # & (running buffer) 2 HBS-
EP+(10mM HEPES pH7.4 ~ 0.15M NaCl > 3mM EDTA -
0.05%Surfactant P20) - A ¥ #i A 28 IgG(Fab)¥i 8 & = (b
&R > BEiENEE EFERILNLEY 80 & K I
% HEZHEERBESR®KRA-1000nM) Bl 28 30ul/ 57 3#
P 300 Wb EEANID > BE 0 B 600 Mg L REEEM - F K
A BIR  Ba 20%DMSO # 10mM Gly-HCl pH1.5 LU
SRR 10pl/p g Y 60 MR - ER Z BN GER M
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# f (BIAevaluation software > version 4.1) 7 %2 (H & &

f&2 # (bivalent binding model) > E H 4 & % E & % kon -

B BE R FEE Bl koff X 8 Bf % 81 (KD ; KD = koff/kon) o
[0210]) [ 1]

& KD(M)

1 hTINAI-HILI 6.3E-08

2 hTINAI-H2LI 6.9E-08

3 hTINAI-H2L2 7.1E-08

4 hTINAI-H3L3 58E-08

5 cTINAI 5.6 E—08
fEHEE LEFRERIBELIVE &F M

[0211]
S-D)FE @b EE a2 HE

Hi B #1 #7 JH (Recombinant Human TROP-2 Fc
chimera) 2 f B & % M T % £ H Biacore 3000(GE
Healthcare Bioscience( iz )) - ift 7 & & kL By §t A #&
IgG(Fab) i #8 & ft 88 {F & Bc iz #8 ifn #ll I8 (capture) » DL
UL R A Ry oo e 9o Ml 2 /Y f A R AT o BLAFE 1gG(Fab)
# # (Human Fab capture kit - GE Healthcare
Bioscience(f% )) {4 % Sensor chip CM5(BIAcore » Inc.)Ll
BEEAELESE G4 2000RU - 2% 4 i 78 [ & &
E AL o F HF & & Jk & 7 /& (running buffer) ~ HBS-
EP+(10mM HEPES pH7.4 - 0.15M NaCl > 3mM EDTA -
0.05%Surfactant P20) « 7 ¥ i A % TgG(Fab)bi & B = (L
ek B Dl 1 p@ERMEE > EZHERERIE
B (1-1000nM)LL it 28 30pl/57 ¢ 7Y 300 70 38 /5 0 > # & &
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A 600 FhsE ~ BEEEMHE - (FRBAEBR > UEBXEE KWK
FHy 25mM NaOH - DL 28 100pl/57 $8 - 5 3 B> 8 /K 0 2

R BRI EEM LWL EET -

[0212] [%= 2]

YT KD(M)
1 hTINA1-HIL1 2.7E—08
2 hTINA1-H2L1 3.0E—08
3 hTINA1-H2L2 2.7E—08
4 hTINA1-H3L3 1 5E-08
5 hRS7 3.0E-10

EHRHEGERBERMAEELNEEEENE
[0213]

[ % 9 hTINAI-HIL1 ADC 2 & fE (1)]

[0214]

PD1227503/hy
111132669

FEHESE A0202
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4 -

hTINA1-H1L1-—

[0215] & B%
B

PD1227503/hy

111132669

FEHESE A0202

-10,13- 22 ] & &
H [de] Ok M F [37,4°

El-4-fl s E T )K=

AERS

7, L‘ %ATA

—

5.6
(4-{[(1S,98)-9-24 & -5-F -9-¥F& % -

e

7

= i

22.3,9,10,13,15-X & -1H,12H-

6,71 W F [1,2-b] E W -1-
&1 e
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Bo4-(= & T & & ok & B & )T & (0.237¢
1.13mmoLl)JE i 7Y — & W £ (10mL) - /&0 N-#¢ & 37 315 i
25 B (0.130g ~ 1.13mmoL) ~ B 1-7 £ -3-(3-_ H & ¥ £
WA )bk — o B B EE R (0.216g ~ 1. 13mmol)ifm & # 1 /I
B - B MmN s ik 28 F £ F i B8 B (0.500g ~
0.94mmol) ~ & = Z ¥ B (0.157mL ~ 1.13mmoL)# N,N-
T HAEAHBESRKR(OmL) - R EIREHE —H o B E 8B
B O BEESNEEVUNYEBEERRENRIEG~&D 0 HE
=8 2(viv)]¥ it EEEHELELEWO0.595g EEHY) -

'H-NMR(400MHz,DMSO-ds)8:0.87(3H,t,J=7.2Hz),1.31

=,

(9H,s),1.58(1H,t,J=7.2Hz),1.66(2H,t,J=7.2Hz),1.89-1.82
(2H,m),2.12-2.21(3H,m),2.39(3H,s),2.92(2H,t,]=6.5Hz),3.17
(2H,s),5.16(1H,d,J=19.2Hz),5.24(1H,d,J=18.8Hz),5.42(2H,
$),5.59-5.55(1H,m),6.53(1H,s),6.78(1H,t,J=6.3Hz),7.30
(1H,s),7.79(1H,d,J=11.0Hz),8.40(1H,d,J=8.6Hz).
MS(APCI)m/z : 621 (M+H)*.
[0216]) 2 BE 2 : 4-f £ -N-[(1S,98)-9-7 E -5-%, -9-

FEH -4- B E -10,13- — {H] & -2,3,9,10,13,15- /% &
TH,12H-% 3 [de] UK I 5 [37.47 ¢ 6,711 W 3 [1,2-b] 6 Uff -

ElITHBE=Z® LK%

i Bt P B 1 G EY{E &% (0.388g 0.6lmmoL)E
BT & H G (9mL) c R = # L B (OmL) W | H 4 )

- MEBEEREFE  EBEHNEEVLULBEEENIA
h~&a - HEE - K=7:3:1(v/ivivyZrokH#EEI«Q
b BEREHELEY(0.343g EEHT) °
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'H-NMR(400MHz,DMSO-d¢)8:0.87(3H,t,J=7.2Hz),1.79
-1.92(4H,m),2.10-2.17(2H,m),2.27(2H,t,J=7.0Hz),2.40(3H,
$),2.80-2.86(2H,m),3.15-3.20(2H,m),5.15(1H,d,J=18.8Hz),
5.26(1H,d,J=18.8Hz),5.42(2H,s),5.54-5.61(1H,m),6.55(1H,
s),7.32(1H,s),7.72(3H,brs),7.82(1H,d,J=11.0Hz),8.54(1H,

d,J=8.6Hz).
MS(APCD)m/z : 521 (M+H)".
[0217) 8 3 N- (=4 TR EXRE T AT R

o=
)

1

B -L-% BN B R BE -N-(4-{[(1S,9S8)-9-7 & -5-4,-9- &

fBJIt

S4-FH R -10,13- {1 & £ -2,3,9,10,13,15-~ & -1H,12H-
S P [de] Uk T/ FF [37,4° ¢ 6,705 0fF - [1,2-b] Wbk -1- 5 | Bz
y-4-M &R T BT M BR R

ix N-(Eé&T‘a‘?& E)VOHEBETHEE-L-FX &
WMz B & H B B2 (0.081g ~ 0.19mmol) % fiZ i° — & H ¥
(3mL) » 3 A0 N-¥€ B 3% 30 B o2 B (0.021g >~ 0.19moL) &
1-Z & -3-3-"HEEENWE )RR = o k& #EE (0.036g -
0.19mmolL)im & # 3.5 /NEF o K H & K & & & 0 5 & Jn
PRS2 ESNES Y (0.080g - 0.15mmoL)Hy N,N-
TOH A HER AR (1.5mL) o Y E R B R 4N o JRER 8
Rl EENEYEYILIWBERRENIAH &R ¢+ H
fiE =8 2(v/v)I¥i b - EREELELEY0.106g ~ 73%) -
'H-NMR(400MHz,DMSO-ds)8:0.87(3H,t,J=7.4Hz),1.36

1

s

(9H,s),1.71(2H,m),1.86(2H,t,J=7.8Hz),2.15-2.19(4H,m),2.40
(3H,s),2.77(1H,dd,J=12.7,8.8Hz),3.02(1H,dd,J=14.1,4.7Hz),
3.08-3.11(2H,m),3.16-3.19(2H,m),3.54(2H,d,J=5.9Hz),3.57
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-3.77(4H,m),4.46-4 .48(1H,m),5.16(1H,d,J=19.2Hz),5.25

(1H,d,J=18.8Hz),5.42(2H,s),5.55-5.60(1H,m),6.53(1H,s),

7.00(1H,t,J=6.3Hz),7.17-7.26(5H,m),7.31(1H,s),7.71(1H,t,

J=5.7Hz),7.80(1H,d,J=11.0Hz),7.92(1H,t,J=5.7Hz),8.15

(1H,d,J=8.2Hz),8.27(1H,t,J=5.5Hz),8.46(1H,d,J=8.2Hz).
MS(APCI)m/z : 939(M+H)".

[0218) F 8% 4: HEMAEHTEMEE -L-FENKERK
-N-(4-{[(IS,9S)-9-Z;__%- -9-¥Z A -4-H £ -10,13-2
Al & B -2,3,9,10,13,15- % & -1H,12H- 2 Jf [de] Ok I If
[37,47 6,710 F Jf [1,2-b] & 0k -1-5 Jfx & }-4-fl | & T
EO)VH MM E =& 2 %8

i’ B P R 3T B RVEE Y (1.97g 2.10mmoL)E
B _F®EE(TmL) - RN =8 B (TmL)IE|HF 1 /A

c BEBEREE  AMEFMELR  REHEEY D
WBEERWNIRBG~&ANBG *+ HE  K=7:13"11(/v/v)
ol AWEIdE  EEEELas®W(1.97g 99%) -

'H-NMR(400MHz,DMSO-d¢)8:0.87(3H,t,J=7.4Hz),1.71
-1.73(2H,m),1.82-1.90(2H,m),2.12-2.20(4H,m),2.40(3H,s),
2.75(1H,dd,J=13.7,9.4Hz),3.03-3.09(3H,m),3.18-3.19(2H,
m),3.58-3.60(2H,m),3.64(1H,d,J=5.9Hz),3.69(1H,d,J=5.9
Hz),3.72(1H,d,J=5.5Hz),3.87(1H,dd,J=16.8,5.9Hz),4.50-
4.56(1H,m),5.16(1H,d,J=19.2Hz),5.25(1H,d,J=18.8Hz),5.42
(2H,s),5.55-5.60(1H,m),7.17-7.27(5H,m),7.32(1H,s),7.78-
7.81(2H,m),7.95-7.97(3H,m),8.33-8.35(2H,m),8.48-8.51(2
H,m).

MS(APCI)m/z : 839(M+H)".
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[0219]) & B% N-{3-[2-(2-{[3-(2,5-= {A] & % -
CE-IH-R -1-E)ONBEIRE LR E)L A& E
EyH ki E T MR E-L-
9- &4 A -5- & -9- K A HOA -10,13- = ] & & -
2,3,9,10,13,15-7N & -1H,12H- % 3t [de] IR Wy 3f [37.,4° :
6,710 O 3 [1,2-blE U -1-E 1B A -4-H &K E T &) M
f% B R

o R B A ERSNIESEY (100mg > 0.119mmolL)
Z NON-ZZ B E B R B (1.20mL)JR T - Al ZENWNE L
BB (20.8pL > 0.119mmol) ~ 3-(2-(2-(3-T M —BE 5=l A
B )R E)VCRE)NBE N-IEHBEw B AR (50.7mg »
0.119mmoL) - P = RMH 1 /NG - HEBEE R AL - ES
NWEEYHUYRBEREREWNIAHG~&H @ HE=5:
I(vivylgi b » E HF 2 X =B B Z2EEMLEY
(66.5mg > 48%) -

>

i
finig

2
B
9S)-

]
7 A W OBE B A -N-(4-{[(18,

_4-
2

'H-NMR(400MHz,DMSO-d)5:0.85(3H,t,J=7.4Hz),1.65
-1.74(2H,m),1.77-1.90(2H,m),2.07-2.19(4H,m),2.30(2H,t,J
—7.2Hz),2.33-2.36(2H,m),2.38(3H,s),2.76(1H,dd,J=13.7,
9.8HMz),2.96-3.18(9H,m),3.42-3.44(4H,m),3.53-3.76(10H,
m),4.43(1H,td,J=8.6,4.7Hz),5.14(1H,d,J=18.8Hz),5.23(1H,
d,J=18.8Hz),5.38(1H,d,J=17.2Hz),5.42(1H,d,J=17.2Hz),5.52
-5.58(1H,m),6.52(1H,s),6.98(2H,s),7.12-7.17(1H,m),7.18-
7.25(4H,m),7.29(1H,s),7.69(1H,t,J=5.5Hz),7.78(1H,d,J=11.3
Hz),7.98-8.03(2H,m),8.11(1H,d,J=7.8Hz),8.16(1H,t,]=5.7Hz),
8.23(1H,t,J=5.9Hz),8.44(1H,d,J=9.0Hz).

MS(APCI)m/z:1149(M+H)".
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[0220] BR 6 - E &Y (1)

mEscER " BNRNERA 7 & EFA hTINALI-HILI »
fEHBE A 1 &L BRI BOEF R 280nm IR St &
# > i 1.54)% C> LL PBS6.0/EDTA ¥ %! & 10mg/mL -
AR A K (10.0mL) £k B £ 5S0mL & F > &1 10mM
TCEP(R bk T K AR A F)KEFE®RO.317mL 5 1§
HNikE—7aF 46 EE)R IM BEES - HKER
(Nacalai Tesque » Inc.: 0.500mL) - FE 0 A% % =~ pH B
7401 N& - RN 37CHEE | /N FHE N & #H
[ R

MEEREYEREY &S & ERERKNE R KSG
TEE 10 op#E% > A - H A G R (0.567mL) o H X
WIS Rt E B 5 /L EY £ 10mM = B A op A
K(0.635mL; HERIE— 7 F R I2ZEE) THAE
JE 4 2% (Tube Rotator)(MTR-103 + AS ONE H 3 A [E &
) RERBFE 40 o > FEYERYHEIIES G -
H s A0 100mM NAC(Sigma-Aldrich Co.LLC)/K 3% i
(0.127mL s EHE VNI BEB—72F 5 184 EE) AN =ER
B 2008  FHEYEEY IRIERFEILE -

At - & RHUER - EfTHEE L 1 R0 EAY L E
fE D TEWAlL EBESEAEREEIE-Z2YE YA
% 35.0mL -

FMHFE  SFHESE T E 1 &HNLFEEE E(ER
ep.280 = 4964(E M fH ) eps70=18982(EF M fH )) > EH
iz M fE -

A

ZA RN

}l
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MAERE + 2.70mg/mL > LA EE © 94.5mg(95%) >
LHEE#HEFE EHNENNEE — 2 F 28D PHEEGR
(n) : 6.6 o

[ 0221)]

[ HE 5 10 : hTINAI-HIL1 ADC 2 # {E (2)]

[ 0222]
0 o) ) HO QO
N H H o H o H J./\ NH 8L
o .
\W‘T—\ N !{o
- \Nz \ ’y'\-—\
e
HO ©

hTINAT-H1L1 —

[0223] B 1 i@ -EEVE &Y (2)

mEscER " BNRNERA 7 & EFA hTINALI-HILI »
fEREZEFE | B EEE BUIF R 280nm I ¢ 14
# > A 1.54)% C> L PBS6.0/EDTAF # & 10mg/mL o
B ARBKQ.OOmL)ER AL 2 4mL & > /A h0 10mM TCEP(EE
HAE TR G AR LSS )KEIK(0.0690mL ; AH ¥ 7 1
S F R 5.0 82 ) IM B S 8 K% & (Nacalai
Tesque > Inc.: 0.100mL) - M A AF K < pH B 7.4+£0.1
Nt #BH )N 37CEEF 1/EF > BILENK#E 2 2R
#E R
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MBBEYBEREY &6 B ELIERKR 15°CKEG
TEE 10 o#E®% > AMEKG 98 S MEFNLSE
)2 10mM B AL 55 fl A R (0.127mL 5 AH ¥ A B8 —
TR OIO2EFE) N ISCKBEE 1/ (EHEYERY
Bli B8 45 & - H X > KA1 100mM NAC(Sigma-Aldrich
Co.LLC)/K A K (0.0190mL s MH¥E P Hi ke — 7o F & 13.85
BE) FHAERIBMNERBHE 20 78 > HEEYHE
WY 2 K EE L -

b & R R o EATEE TR 1 R0 EAY LA
fE D TENAL EEFcAEENE-EZEYEEYNE
& 9.00mL o

FERFE  ERHRE T E R &AL Ee(fFE BE(EH
ep.2s0 = 4964(E M fH ) eps70= 18982(F M 1&)) - EHF T
oz Fr M E -

MR © 2.08mg/mL - $iBEE * 18.7mg(94%)
LB fF EMAENBE -2 F 28 THEEH
(n) : 6.1 o

[ 0224])

[E M 11 : hTINA1-HIL1 ADC 2 # {E (3)]

[ 0225])
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o Q 0 H © H ©O
&,\VJLN/ N P H,N\/JL N'J\W N ,JLN,\,,\?.,O
% H H o H g H . _.NH SRl
0 /[ -
T N o
L T T N
FrSe N %_,)—1
0
— HG © _
! 0 (o] 0 H © H O
: )\‘N'AVJLN A\/O\,Ao’\vl“ N\/ N 'N\)\N'AVA‘«;O
hTINAT-H1LA \’{\0 N H § H g H L"‘ e
| F N”“{\
I -
| HO ©
L“ .13.6
[0226)] BB 1 PLE-EWE ST (3)

MiesBFE  BREMG 7 H{EA hTINALI-HILI >
fE R BiE hA | so s ey EmEE BUER 280nm IR % 4
2o EH 1.54)K% C» L PBS6.0/EDTA i #! & 10mg/mL -
BAREIR S OmL)ER R £ 15mL Fa8 > 8 T AN 1M &
% & — ¢ 7K ’8 )& (Nacalai Tesque > Inc.; 0.0813mL){& >
Fe 37°CH## 10 7y 38 - M #H T /R0 10mM TCEP(®H 5Tk &
TR AMRDE)KFRO.0745ml @ HHERHAE— 7
TR 23 EE)E B ABKZ pH B 7.0£0.1 N » F
R 37CHR#H 1/ iGN ER ZERBEER

mMEHEYBEREY 2 &6 ¢ FlERRK 15°CK G F

M+

B 10 0% —BEKEKEMNMEKY 9 P8 S MER
it&aYw 2z 10mM — H B 85 )& (0.162mL ; A H it #iL
-0 T RSOEE) —ERN I5CCKBMHE 1/NE - #

g Y o Y HE R ESESSs o H X A 100mM
NAC(Sigma-Aldrich Co.LLC)/K A & (0.0418mL ; A5 ¥ i»
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e — o FRI2ZIEE) RERBHE 2008 > F5EY
BEBY 2 R IEE L -

afb c B RE R - AT EIE 7R 1 R EAY 2L E i
fE D FrE W4t EEE
& 21.0mL o

el (E - BA®ETE 1 DEHOLERBIE E R
F(fEF ep.2so=4964(F M ) ep.s70= 18982(F M &)) >
EHE TR 2R HE -

A BE 2.19mg/mL > i EE @ 46.0mg(92%) »

LEENF ENENNBE — DT 2B Y TVTHEESH

(n): 3.6 DLLEEEIE F HENBE -7 T 2H#YF
HE G HE(n) 3.6

[ 0227])
[E M 12 : hTINA1-HIL1 ADC 2~ # {E (4)]

[ 0228)

WS HUS W SN ¢S IO

e T TN
S g WL TN

N S
© \,/‘\j'

o
BN

. \r‘-\i
- HO © .
=
VA
0 o) o] H O H O
ey A O e AL N N~ O
hTINAT-HILL —| < & 7 NT>-"~"70 N™ N N“~
\,&_0 H H g H g H NH
e i L:}ﬁ
\
o
HO ©
L. 7.0
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[02290) R 1 i -#EWE S WD)

MiesBFE  BREMG 7 H{EA hTINALI-HILI >
B s A | dE AL EEIAE B(ES 280nm IF ¢ (&
g > £ B 1.54) X C » LI PBS6.0/EDTA G # &
10.0mg/mL » % A F K (5.00mL)ER L £ 15mL & 25 - #& #F
T 1M BB s — #f /KB ] (Nacalai Tesque » Inc. ;
0.0813mL)f& » B 37°CHEH 10 7y - #H T /A 10mM
TCEP(R b T MK AR A F )/KEKO.162mL § 4
ok —oF58 50 EE)R > HEAALBRKRZ pH B
7.0£0.1 N > FEAL 3TCHERE 1 PNE > BHENKRHER
< B R E R -

mMEHEYBEREY 2 &6 ¢ FlERRK 15°CK G F

BH L0 pER S —EEEBNEL O B ® S FER
4964 9 2 10mM BT %5 605 W (0.389mL  AH # R B
B TR 120 E8) P ISCRBEE 1 NE

FEyEREYBENBES - £EX RN 100mM
NAC(Sigma-Aldrich Co.LLC)7K /& & (0.0418mL ; # ¥ »
mE— 7R 1298 8) RERBEH 20 758 » I (H 5
Y E Y 2 K EE L

At - & RHUER - EfTHEE L 1 R0 EAY L E
fE D MBIt EEEAFEENB-EVESYNE
% 21.0mL -

FMHREE - RS A 1 o&HaVLEREEFE E K
F({£ FH ep.2aso=4964(F HIfE ) ep.370= 18982(F M & )) -
BRSNS MEE -
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MEBEE 2. 19mg/mL i EE * 46.0mg(92%) >
D EEE EMAENIEE -2 F 28 VPHEEH

(n): 7.0 DL BEFE F A ENDTIEE — 2 FZEY
TS G B (n): 7.0
[ 0230]
[£ % §f] 13 : hRS7 ADC 2~ &l {E (5)]
[ 0231)]
&
0 0 H O H O
/LN A\)L~N/\/ov’\0"\\/’lL‘N \-/N /JLN'LH’N'\’JL.N/\/ \}'/o
QL H H o H o HI,AINH LEEL
o »
LI
FOSNTS )
‘\,.--§-\(o
- HO © —
®
9 3 NG S
v P NP /\\/.O;V/\ AN SN .N\/ N ‘N\// NN N
hRs7——( NN CTURT WL N T
0 J\/l: r’i§£\N- (O
FUS NP
R
e
HO ©
— 6.2

[ 0232) H 85 1 ¥ EE-22 9 45 & ) (5)

mMEZZR " BR2F6 18 {EF hRST - {F F & &
Al GRER L E BRI BUIE R 280nm W% A B - F M
1.56)% C - L PBS6.0/EDTA FH %! & 10mg/mL - ¥ & 75 &K
(2.0mL)E B Z 4mL 4 > 7 f0 10mM TCEP(E 3 1k Bk T 2%
Bt AR A E)HKEKO0.0690mL ; HE RIE — 7 F 5
50 =2 )k IM B | — 8 K& & (Nacalai Tesque >
Inc.; 0.100mL) - X A B K 2 pH B 7.420.1 Nk » #&
R 378EF 1/NE - BB AREE ZEmEER -

160
PD1227503/hy

111132669 FEHESE A0202 1113312514-0



1812438

MR EYERY &G 0 EMEIRRKR 15°CKEE
B 10 o#® > AMERE 9 XK 5 EENltedL

10mM = B B i il & R (0.127mL : fHE R E — 7 T 5
92 EE) RN ISCKIBHER 1 /K > (EEYEREY AR
+= A

BE o4E & o H 2 > R 0 100mM NAC(Sigma-Aldrich
Co.LLC)/K A K (0.0190mL s MH¥E P Hi ke — 7o F & 13.85
BE) FHAERIBMNERBHE 20 78 > HEEYHE
WY 2 K EE L -

b & R R o EATEE TR 1 R0 EAY LA
fE D TENAL EBEEFcAERENEB-EYEEYNE
& 9.00mL o

FERFE  ERHRE T E R &AL Ee(fFE BE(EH
ep.2s0 = 4964(E M fH ) eps70= 18982(F M 1&)) - EHF T
oz Fr M E -

HLEBRE * 2.04mg/mL > $ARBEE * 18.4mg(92%) »

LiEEMFE EMHENTEE — 2 F2XEDTHEEGR

(n) : 6.2 o

[ 0233])
[EF fi % 14 : hTINAI-HIL1 ADC 2 % {E (6)]

[ 0234])
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o H @ 0 H Ho L 0
iy N XL, N_O 0 N C
(-_:\\ o N/\OT( \/J‘OH 1B ] = j) H’\é ~ I ID (L%INOJ\N/\?O 0/\‘/\
% - # H
/’)) /y v A, N0 kg L
= = Uit &/’"
% i W Y
NHy  MsOH
Ses s
- & o]
Fiy S (\\‘
o Ty 41 o
= Ry % Q. _NH .NH
3 Q\/O,U\ﬁ/\fo oH Ho o ¢ 7 I /1 HEES
— - HN._Q //\f N.
Eﬁ\, \Og B FJ\\V \N,‘Q
N \ /Ty
@ \ﬁ‘gﬁ'{o
by
.._.OH
. HN ™~y
0 Y )\ Q \1\
o @ /"0 0 . NP
! A g NH H ¢
NHH o~ NH 07N NH NH -
j] N H o P HN™ "y” & E’lﬁ7
= \,/’\J:;N = ‘L(\-?/‘Q 02\ o :):/T'\N o -
[T Y] 4 - v %ﬂﬁ&s }';‘A\JDJ\N/\T’NH iy \‘ﬂ\\ -—2“
0 NWaOH O —{ o
R e T
HO O HO ©
s o] o o = [n}
S (J«\N/\O c /f”—4‘ OI Y‘> 3, KKN/\or\T;Q
H %,N\/\/\J\O-N\“ o} NH H NH
my o NH f‘:"NH )1 o /Y HN S
0%\1 o = ‘*v}'j»‘\ o] };/N -l O/J\] © TN ’\N ©
| N 7 . . -
A N sy \ﬁ\{h 4558 0 L N s ‘NL\/\ §
? - LAk 0 o
[s] 0D “
e © el
HO © HO ©
B (f\!\ o]
Ry '/Lﬂ;“‘ O/\f;o
o} NH NH
LERG g HN" ™ [j\
L Wik hTINA1 H1Lt ———
—— ¥ N\i Oﬁ-\_ 0 \_‘,,/ l// EN_{/O
Q \ HN/\(NH F iy \ I/\_\
<p® \:‘;— (
HO O 6 4

[0235] 26 B% 1 : ({N-[(9H-3 -9-& H &
bR B bR EOH & LM B

B N-9-95 & B S A i B H B B A H Rg BR (4.33g
12.2mmol) ~ VO 4 Bk 0 (120m1) ~ J% H % (40.0ml) Fr 1% B¢
ORGP R AN BE (1.16ml > 14.7mmol & MU £ B #o
(6.84g > 14.7mmol) - A AN FA B T 5 /NEF - i & JE R & Al
EERE& HEHBELBERTEZY LR > KETR
6 - BHESHNRYEVMBEMRN LB L8 - KRN & E
KFEHF®R > AWMELERKARBELZE - FHENRETH®

il
s
s
D:t
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fr & ERAEBYEYIUIWEBEERRERWICK : 8 L8
=9 I(viv)~L B LE]I&4gL > EREmaREE 2 EEEL
&1 (3.00g > 67%) o

'H-NMR(400MHz,CDC13)8:2.07(3H,s),3.90(2H,d,J=
5.1Hz),4.23(1H,t,J=7.0Hz),4.46(2H,d,J=6.6Hz),5.26(2H,
d,J=7.0Hz),5.32(1H,brs),6.96(1H,brs),7.32(2H,t,J=7.3H
z),7.41(2H,t,J=7.3Hz),7.59(2H,d,J=7.3Hz),7.77(2H,d,]=
7.3Hz).

[0236] F B% 2: [(AN-[(9H-7F-9-& H & & )ik & |1
Ml B e B & &1L B T B

B B BE 1S HY(E & ¥ (3.68g 0 10.0mmoL) R Z
BE BE ~ B (4.99g > 30.0mmolL) 2 VU & Bk I# (40.0mL) & &
B Y 0CR N =&k T BE 9 (2.24g > 20.0mmolL) » 3 f =
m B 15 o - N 0C WRIEBBARFTARNMLE LB -
Ko WL LBE Ll - GIRI > EBEHAKEE DB W
Ho KR - Wi JE - REBEEERAEE  KHESHNEBYEYERERN
L BSkE (40.0mL) ~ K (10.0mL) > 7 0k B < 89 (1.01¢g >
12.0mmoL) ~ & H g 9-45 & H 5 (2.59g > 10.0mmolL) >

miBHE 2N - - RREBRFTRMAK - UL LB

R EENAREDLWMBEMWEE > I8 E - KE 8K
B BB EEYUYEBEREENIC K - 48 2B
=100 : 0(v/v)~0: 100]%ift - EHMaBHRKR 2 EELE
) (1.88g ~ 40%) °

'H-NMR(400MHz,CDCl1;)5:3.84(2H,d,J=5.5Hz),4.24
(3H,t,J=6.5Hz),4.49(2H,d,J=6.7Hz),4.88(2H,d,]=6.7Hz),
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5.15-5.27(1H,m),5.19(2H,s),6.74(1H,brs),7.31-7.39(7H,
m),7.43(2H,t,J=7.4Hz),7.61(2H,d,J=7.4Hz),7.79(2H,d,J=
7.4Hz).

[0237]) 2% B% 3 : [({N-[(9H-3 -9-E H & & ) & |H
Ml B A HAE]ILRK

bt B 2L &Y (1.88g > 3.96mmol )5 iR
7 Z BE (40.0mL) ~ Z B £ f5 (20.0ml) R ho 88 bk il £
(376mg) - N EREBEE T » R=EREEBH 2 N - M
WE L BEKABTMER  KEEBRALE  ER/RERS
Big 2 EELEE?(1.52¢ EEHY) °

'H-NMR(400MHz,DMSO-d)8:3.62(2H,d,J=6.3Hz),3.97
(2H,s),4.18-4.32(3H,m),4.60(2H,d,J=6.7Hz),7.29-7.46(4H,
m),7.58(1H,t,J=5.9Hz),7.72(2H,d,J=7.4Hz),7.90(2H,d,I=7.4
Hz),8.71(1H,t,J=6.5Hz).

[0238] B 4: 9H-# -9- B (2-{[(2-{[(1S,98)-
90- £ EH -5-& -9- & A -4-H K -10,13- = ] & E -
2,3,9,10,13,15-7N & -1H,12H- % 3t [de] IR Wy 3f [37.,4° :
6,705 IFFF [1,2-b] M Wk -1-8 | g & J-2-fl | A& £ & &) H

Bl Ay -2-fl | A 2B H BB

KE2 T WK E S FE 2 H I p 8 (0.283g >
0.533mmoL) ~ N- & X I I B ©ts B (61.4mg >
0.533mmoL) ~ X 8 3 EEH WS Y 0.205g >
0.533mmoL)>” N,N-— H £ HFE B (10.0mL)5 % £ > &
MNN-—E2ERNEZEBF92.9pL > 0.533mmolL) & N, N’-_
RO AR s g (0.143g > 0.693mmol) » i jt = Jf 1% £ 3
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H BEM#RAEYE  ESHNRYEDLUYEBERERENTIA
T~ HEE K=7:3:1(v/vivyZolcA gl
b EEEXFOEEB CEELSY(0.352g 82%) -
'H-NMR(400MHz,DMSO-ds)5:0.81(3H,t,J=7.4Hz),1.73
-1.87(2H,m),2.06-2.20(2H,m),2.34(3H,s),3.01-3.23(2H,m),
3.58(2H,d,J=6.7Hz),3.98(2H,s),4.13-4.25(3H,m),4.60(2H,
d,J=6.7Hz),5.09-5.22(2H,m),5.32-5.42(2H,m),5.50-5.59
(1H,m),6.49(1H,s),7.24-7.30(3H,m),7.36(2H,t,]=7.4Hz),7.53
(1H,t,J=6.3Hz),7.66(2H,d,J=7.4Hz),7.75(1H,d,J=11.0Hz),
7.84(2H,d,J=7.4Hz),8.47(1H,d,J=8.6Hz),8.77(1H,t,1=6.7

Hz).
MS(EST)m/z : 802(M+H)".
[0239] % BR 5 N-[(2-{[(IS,9S)-9-Z;__%-5-%-9-@
4 B -10,13- Al & A -2,3,9,10,13,15-N & -1H,12H-

7 FF [de] IR W H [37.47 ¢ 6,7]05] B 3 [1,2-b]EE Off -1- 5 | B
E)-2- s & 28 E )W & H I BE Be i

o bt B 4 IS EY(0.881g> 1.10mmoL) 2
N,N- = H & B g B (11.0mL) J& & + - &K 0 Ok B€
(I.ImL) » Wi A= RBH2/NE - HE#EKRZEZHE  EBFa
EELEYHNEESY - KEESCUGHRNE A+ 1Y &k
meER RN T R E -

[0240] % BF 6 : N-[(9H-3h-9-E H & &) & 11 I
B A H i & - B W B E N-[(2-{[(IS,9S)-9-Z%-
5-%9;@%4@3;&1013_{% 2,3,9,10,13,15-75

S -1H,12H-2 3 [de] Uk I 3 [37,4° - 6,7]ﬂ§I mF H [1,2-b] &
bR -1-EE TRE B -2-l | B 2 & B E1H M B
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Kec N o R kot B BEO5s B E N R & Y
(0.439mmoL) ~ N- & E I I7 B o2 K (0.101g -
0.878mmol) ~ Kk N-[(9H-35-9-F H & & )# & | & &
Gl -K N BB (B 2002-60351 5 4
0.440g > 0.878mmolL)” N,N-— H £ H fif f# (50.0mL) 5 &
o R I NNC- OB & A ik Z ni B (0.181g o
0.878mmol) WNZE R B\H 4 H - HEBEHRAELE  EF
NEEYUYEBEERERENIAH & HE =9
I(v/iv)]&gfb > EREXBEaEaEE 2 EELEY(0.269g >
58%) -

N

MS(EST)m/z : 1063(M+H)*".

[ 0241] 2 BR T HEEBEOTKEEE-L-XRE N KR
SN-[(2-{[(18,98)-9-7 £ -5-%&, -9- ¥ & -4-H £ -10,13-_
& H -2,3,9,10,13,15-5 & -1H,12H- % 3 [de] Uk I 3

[37,47 ¢+ 6,7]m[ I JF [1,2-b] 0 Wk -1-5 | B & }-2-f] &
A A HH A T M % BE b

o bt b B 6 R VL&Y (0.269g > 0.253mmol) 2
N, N- = H A B Fg B (4.00mL) & ® F - & 0 Ok "€
(0.251mL » 2.53mmoL) > It FA = ‘i & # 2 /NNEF o J5 EE 8
fral  BEEEaEELEYHNEESY  RKREEGEYWHTE
TH - bmERHNL T RE -

[0242]) 5 B 8 : N-[6-(2,5-_ fll & % -2,5- " & -1H-
Mg -1-E)CEITHBEETEBE-L-FENKERE-
N-[(2-{[(1S,98)-9-7, 5 -5-%5 -9-¥C A -4-H £ -10,13-— {d
S H -2,3,9,10,13,15- % & -1H,12H- % 3t [de] IR W 3
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[37,47 ¢+ 6,7]m] B FF [1,2-b] M Wk -1-4 | g & }-2-] & & £
A A HH A T M % BE b

PRt B 7T /M ES Y (0.253mmoL) 2 N, N-—
HOE HBE B (10.0mL)E & R0 6-IF T M — BE oc % © be
B N-3Z GG oo B A B5(0.156g > 0.506mmol) » i ¥ & )&
B 3IH- BESBKEKLIE ESNEEYUYEBEEHRERE
IAm~8G HFE=9: 1I(v/v)]&dt EBEX=GC
[ A 2 &Y (0.100g > 38%) -

'H-NMR(400MHz, DMSO-ds)8:0.83(3H,t,J=7.2Hz),1.09
-1.21(2H,m),1.33-1.47(4H,m),1.75-1.90(2H,m),2.00-2.23
(4H,m),2.36(3H,s),2.69-2.81(1H,m),2.94-3.03(1H,m),3.06-
3.22(2H,m),3.23-3.74(6H,m),3.98(2H,s),4.39-4.50(1H,m),
4.60(2H,d,J=6.7Hz),5.17(2H,s),5.39(2H,s),5.53-5.61(1H,
m),6.50(1H,s),6.96(2H,s),7.11-7.24(5H,m),7.28(1H,s),7.75
(1H,d,J=11.0Hz),7.97(1H,t,J=5.7Hz),8.03(1H,t,J=5.9Hz),
8.09(1H,d,J=7.8Hz),8.27(1H,t,J=6.5Hz),8.48(1H,d,J=9.0Hz),
8.60(1H,t,J=6.5Hz).

MS(ESI)m/z : 1034(M+H)".

[0243] BB 9: PIE-EFEWE G W (6)

s BR - EHA®E A | iD &AL EEE BE
By 280nm WL RE - EA 1.54)k C- KR E MM 7 "
fE®) hTINA1-HI1L1 > L PBS6.0/EDTA % & 10mg/mL o
B AR VE R (10.0mL)Y BL £ 50mL & » /A0 10mM TCEP(X
HAER T ¥R ARLSE)KFERO317mL : HH R 5
BTk 4.6 EE )R IM B S /KA K (Nacalai
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Tesque,Inc. ; 0.500mL) -~ fEFL KB K < pH B 7.4+0.1 N
% #mN 37 8BF 1 /NNF - BILENKH#EE 2R E

MEEEYERY 2& 5 ¢ ElERIE &R KSR
B 10 op@E®% - A - HADEO0.567mL) - H X - K0

Fut B 8 EEMWIMELAEY £ 10mM - H E of iR 5
(0.635mL ;s HE NI BE— 7 FEI2EE) EFHAE)
Seamih=ERBERE 40 o8 o EEYEZEY B IE S
& o H s R hD 100mM NAC(Sigma-Aldrich Co.LLC)K
BKRO127mL s HERIE—7F 58 184 EE) BN
EORBRE 2008 > (FEYERY 2 K IEF L -

B0 v

OH

b - B Rt s R ET RS TR 1 R0 EOAY Lo R fF
D Rt dib EEcAEENB-ZVE YN EBER
35.0mL -

FERFE  ERHRE T E R &AL Ee(fFE BE(EH
ep.2s0=S178(EF M fE ) - ep.370=20217(EF M fE)) > BHF T
oz Fr M E -

HEBRE © 2.70mg/mL - $iRBEE * 94.5mg(95%) »

LtEEF EMMNEN RS — o F 28 TPHE R
(n) : 6.4 o
[ 0244])
[E M 15 : hTINA1-HIL1 ADC 2~ # {E (7)]
[ 0245])
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- 0
|
o
EEL prinat HL—— N 1
BN N. 0
S e LS
HN" FSo oy
A0 Ay
e
B Ho o |
[0246]) FEE 1 : fide-EY & S (T)

mEEzER - EHEE A D&y L EEMFE BOF
By 280nm WL HRE > A 1.5)k C- K &M 7 B
Y hTINA1-HILI1 » 2L PBS6.0/EDTA &l & 10mg/mL -
BARERQC.OmL)FR I 2 4mL & » /A0 10mM TCEP (5 31
B TR ARASF)KERO.0690mL ;5 AH % * i f&
— a0 F Kk 5.0 EE)R IM W& — # KA R (Nacalai
Tesque > Inc.; 0.0299mL) - fERE A B & < pH & 7.0+£0.1
N > #BHBR 37CHEF L/ HiiE N #E 2R
o = R e

MEEHEYBEREY 2 &a @+ EIIERRK 15°CKIEHE
B 10 osE® - ANMERM 14 28 8 BEEWWlbEawZ

10mM B FL R F /R (0.127mL - MHE N HE — 7T &~

92 EE) R ISCKBEEE | /N - (59 HE Y B

s & o H I o A 100mM NAC(Sigma-Aldrich
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Co.LLC)/KE®(0.0190mL : fHE AN — 4 F 5 13.88
E) FHAETREIFMNERBEE 20 5568 > F2YE
Y2 K IERE L -

aifb c B BB R EATBE 7R 1 R0 E A Ik B BRI
D M al ESaAREIR-ZEVESYHNER
9.00mL -

FrMEREE  (ERHBEE LR 1D EHLBEE E(EA
ep.2s0 = S178(E M & ) ep370=20217(E M E)) > #1EF T
iz % M fE -

A BE  2.04mg/mL > IR EE © 18.4mg(92%) »
Dl @E#EfE E HHENNBEE — D F 2 EYTPHEESH
(n) : 5.7 o

[ 0247)]

[EF 5 B 16 : hTINAI-HIL1 ADC 2 % {E (8)]

Tl hTINATHALY — N

6.7

170
PD1227503/hy

111132669 FEHESE A0202 1113312514-0



1812438

[0249)] B 1 i -EWE S W ()

MiesBFE  BREMG 7 H{EA hTINALI-HILI >
B s A | dE AL EEIAE B(ES 280nm IF ¢ (&
2o EH 1.54)K% C» L PBS6.0/EDTA i #! & 10mg/mL -
B AE K (30.0mL)UYg HL 2 100mL =& - #F T A M 1M
W B = — # /K & K (Nacalai Tesque ° Inc. ; 0.4875mL)
% N 37CHEHE 1058 - B TAM 10mM TCEP(ER 3¢
b TERGARSE)KEKRO0.9721mL ; M ¥ 5 5
— 3 FERESOEE)ER BMAABKZLpHE 7.050.1 4 -
FHR 37CHEE 1L N B UURE N E R E

Ml EYERY 2&a @ F EHE R 15°CK%
B I107#ERKR  —BE&KBENERA 14 D 8 ERSH
&Y 10mM " H B o #0085 78 (2.33mL ; AH ¥ 0 1 48
— T R 120FE) —BR 15CKER/AE 1 N> (#

gy E Yy BE IEEs o EX o A M 100mM
NAC(Sigma-Aldrich Co.LLC)/K & & (0.251mL ; fH & i
e — o TR I29&8) RERBH 20078  HHY
BER¥Y 2 K ERIE -

it B Ras R o
fE D lMEWHL  EHFSE
& 98.0mL - 1% - BT E A 1 &Eay L EEE AR
HNRwEERE  EFeAEENE-EYEaPIVER
17.5mL o

Blig )5k 1 0 Ay 4k i
ARERE-EYVEacYNE

)|

171
PD1227503/hy

111132669 FEHESE A0202 1113312514-0



1812438

FrMEREE  EH®E S E | REALEEE E R
F(fE F ep.aso=5178(E M &) ep.370=20217(F M f&)) >
ST M E

MR E 14 6mg/mL > JLAEEE * 256mg(85%) »

LEEME EMNENNEE -0 T 282 TVPHEEH
(n): 6.7 LE¥EME F MAEHNES — 70+ 89T
HEEE (n): 7.0

[ 0250

[E M 17 : hTINA1-HIL1 ADC 2~ # £ (9)]

[ 0251]
a
NO NH NH
/ T H
e 04\0 “ N
0 NH y ‘/<
HN/\( F N N/
—~
HO ©
- 1
| (o}
. H‘LN/‘\O/YO
0 NH H .NH
FEEL hTINA1 H1L1——q o o
...... — - 2 O;\ = /]/\N 0
NS RSN A
0© e
3 HO 0 | 5 ¢

[0252] B 1 - E &Y ()

mEscER " BNRNERA 7 & EFA hTINALI-HILI »
fEHBE A 1 &L BRI BOEF R 280nm IR St &
# > i 1.54)% C> LL PBS6.0/EDTA ¥ %! & 10mg/mL -
BABER (. OmL)YE B2 15mL Faas - EH FTAMN 1M B
f: 4. — 89 7K % % (Nacalai Tesque » Inc.: 0.0813mL)%#% -
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A 37°CHEFE 10 5368 - B TR 10mM TCEP(X &% 1k 1%
TERGAMRDSE)KAERO.0778mL ; HE RN HE —
TR 24 BE8) WA ABRZL pH & 7.0£0.1 N - 35
A 37°CHEAE 1/ BN RHERE ” ERiEERE -

MBBEEYEEREY &S B LA RK 15°CKS
B 10 6% —BEEFEMERN 14 55 8 EEBW
fe&a®w> 10mM = H B 55 8 A 7R (0.162mL : £ ¥ 7 i 58
— 3 F R SOEE) WK 15°CKBBE 1 /N - fE#Y
BB R REES - HX > FM 100mM NAC(Sigma-
Aldrich Co.LLC)/KE & (0.0418mL : fH ¥ N g — &5 F
B 1298 E) MERMEE 2058 HHEYEREY IR
fE = 1k -

At - & RHUER - EfTHEE L 1 R0 EAY L E
fE D MBIt EEEAFEENB-EVESYNE
% 21.0mL -

FMHREE - RS A 1 o&HaVLEREEFE E K
F(EFH ep.aso=5178(E Ml fE ) ep.370=20217(EF M & )) -
BRSNS MEE -

MEEE @ 220mg/mL> FIBEE © 47.5mg(95%) >
LI E#%IE E IENNBE — 2T 28 TFHESH
(n) : 3.5 DLILEIRIE F HENMBE — 9 F Z28YF
H4E & B (n): 3.6

N

[0253]
[£ % fH] 18 : hRS7 ADC %I {E (10)]
[0254]
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@ 0
O
/N\L o7~ © /j%j\: 0
e O e
~0 ~ei
HC O

HN" "y ~
HEEq . hRS 4<;f o
T i 7 N\L 8)\| 0] | ’\ fLI(\N/O

[0255) B 1: i -EEWE &YW (10)

mEEZE2R - KA 2F6 18 {EA hRS7 - {H H &
Jik 1 iR E Ry EEEE B(fE R 280nm Wb 4 B - (EH
1.56)K C > L PBS6.0/EDTA JH & & 10mg/mL - ¥ & & &
(2.0mL)E B Z 4mL 4 > 7 f0 10mM TCEP(E 3 1k Bk T 2%
et AR AE)KEBF®RO0690mL : HERIE— 7 T/
50 =2 )k IM B | — 8 K& & (Nacalai Tesque >
Inc.; 0.0299mL) - R A BF K Z pH B 7.0£0.1 N & > #&
e 37°CREE 1 /N - e N E 2 RS

MEEEYEEY &6 @ FHl AR 15°CKB 5
B 10 piE®% - ARMEKP 14 2B 8 EHENLEYZ
CTHADBEIF RO 1269mL s HE R E — T F &
) N ISCKIBEE 1 /NI - (EEYERY B
s & o H I o A 100mM NAC(Sigma-Aldrich
Co.LLC)/KE®(0.0190mL : fHE AN — 4 F 5 13.88
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E) FHAEBE RIS MM =E R\ 20 758 > (5 1YHE
BY s KRIERILL -

G b - B RaEE o ETEE A 1 R Ay IL A
fE D TEWAlL EBESEAEREEIE-Z2YE YA
% 9.00mL -

FMHFE  SFHESE T E 1 &HNLFEEE E(ER
ep.2s0 = S178(E M fE ) ep.370=20217(E A {E )) > B/ T
iz M fE -

PLAERE - 2.07mg/mL > HiEEE * 18.6mg(93%) »
L@t EMNENNEE — 2D 28 TFTHEER
(n): 5.6

N

[0256]
[E 5 B 19 : hTINAI-HIL1 ADC 2~ 8 {E (11)]
[0257]
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H
~_.O._N. 0 HoN. - .0
~.. NH, H 7oy ey g o
[ . O_N ~_OH ' O~ NH o~ NHTFA
St O T 0Ty . ] - o
T B N~ ) 0 NS B . 1 ¥ N N o
NN = - TN —— T e
~ o Bl F7™""N LA N P
MsOH < < o R ¢
HO O ~ g =
HO O HO ©
H 3 H (i
- Ay N A OH (o] 0
A NT T N H Ho ¢ H
] H o E H o __TOﬂ N’A"]T'N\/J\N ‘ N ~0 A\l"o
¥ ‘\ o] H Q H o _~._.NH
j- Y I LERA
- — - : ‘L\ ) N N -\ O >~
83 ol N
FORmoNT ™
~{ o
HO ©
o H ©Q H o)
o
HN L\‘N'I\T'N\‘; Ly Mo Ao O
H o , . :NH 4 ;
Y L \! [o} OO¢\/
\Q ,‘} g \]\,ﬂk,-\ 0 [
‘ o 2T
TEA Fs N \\ ey
f%?
HO O
0 H ?L H ?
SN N ‘ N\/ AN./-\I/,N\‘-/, “N v N"“/\O ?O
4\. 0 H o / C ~,oNH
° ! 1 i
N/ j L N«
o
\--“:'r‘«’
HO O
T S I
S N A N I N
NTINAT HIL1 LN T N TN Y o
o 0 H o s H oo —~._.NH
(o] \/;-“ ‘q\.‘ . /[ P o
- T <
Frs NI e
~4 %
o
HO © 7.1
[0258) % B 1 : [2-(2-{[(1S,95)-9-7 %t -
10 13 —{EU%% 2:3:9:10313:15_/\5%(1

S4-H E

% 3f [de] IR 1 3 [3°,4°

6,705 B F
SRV EIEHRKR =4 T B
A

BE)-2-fls & &
MKEER ZHEEBE(3.10g

(ZH TREREKREI)EE]S
1992 4 » 35 % » 2928 H

5.47molL) >
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ARERERE)T R  EHEHEFHO 1 2208 1 FH K
Ex=vEB ZEEBLELEYW(2.56g 73%) -

'"H-NMR(400MHz,DMSO-d)58:0.87(3H,t,J=7.3Hz),1.26
(9H,s),1.81-1.91(2H,m),2.13-2.22(2H,m),2.40(3H,s),3.08-
3.26(4H,m),3.43-3.53(2H,m),4.00(1H,d,J=15.1Hz),4.05(1H,d,
J=15.1Hz),5.14(1H,d,J=18.7Hz),5.22(1H,d,J=18.7Hz),5.40
(1H,d,J=16.6Hz),5.44(1H,d,J=16.6Hz),5.59-5.66(1H,m),6.53
(1H,s),6.86(1H,t,J=5.4Hz),7.31(1H,s),7.79(1H,d,J=10.9Hz),
8.49(1H,d,J=9.1Hz).

MS(APCI)m/z:637(M+H)".

[0259]) B BF 2 : 2-(2-F& & £ | & )-N-[(1S,98)-9-2
S5-& -9-FR B -4-H B -10,13- fl & £ -2,3,9,10,13,15-
S -1H,12H-% 3 [de] IR 0 F [3°,4° : 6,710 W 3£ [1,2-b]
w-1-E 1B E =8 K8

Bt o B 1 EBEANAEEY(1.50g 2.36mol) > &
A 1 2R 2EBEHMRE > ESERX=BRERE 2
EEAEE"(.50g EEH) -

'H-NMR(400MHz,DMSO-ds)8:0.87(3H,t,J=7.5Hz),1.81

i O B

E_:rr

\
/

-1.92(2H,m),2.15-2.23(2H,m),2.41(3H,s),3.05(2H,t,J=5.1
Hz),3.15-3.23(2H,m),3.71(2H,t,J=5.1Hz),4.10(2H,s),5.19
(1H,d,J=18.7Hz),5.24(1H.,d,J=18.7Hz),5.43(2H,s),5.58-5.66
(1H,m),6.55(1H,s),7.33(1H,s),7.73-7.84(4H,m),8.55(1H,d,J
=9.1Hz).

MS(APCI)m/z : 537(M+H)".
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[0260)] HBR 3: N(=Z4h T & EKE) )T HEE T K
Bl B -L-2K A N B ﬁ;__%-N-[2-(2-{[(IS,9S)-9-Z%-5-%\‘-9-
FE -4-H K -10,13- Al & -2,3,9,10,13,15- /5 & -
TH, 12H-% 3 [de] IR U8 - [37,4° ¢ 6,7]05] B JF [1,2-b]H W -

- T AL -2- & B4 OB B

B Eoat B 2 EENES YW (554mg > 0.85mmol) >
fEEHEEwmY 1 2288 3 AFEtKE  ESEEELEY
(775mg > 95%) -

'H-NMR (400MHz,DMSO-ds)5:0.85(3H,t,J=7.3Hz).1.36
(9H,s),1.78-1.89(2H,m),2.13-2.22(2H,m),2.39(3H,s),2.71(1
H.dd,J=13.4.9 8Hz).2.95(1H.dd, J=13.4.4 3Hz).3.09-3.23(1
H.m).3.23-3 32(2H,m),3.40-3.62(8H,m).3.73(1H.,dd.]=16.5,
5 5Hz).4.03(2H.s).4.39-4 47(1H.m),5.17(1H,d,]=18 9Hz),
5.25(1H,d,J=18.9Hz).5.41(1H,d,J=16.8Hz),5.45(1H,d,J=16.8
Hz).5.57-5.64(1H,m),6.54(1H,s).6 99(1H.t,J=5.8Hz),7.13-
7.26(5H,m),7.31(1H,s),7.76-7.82(2H,m).7.90(1H,t,J=5 2Hz),
8 13(1H,d,J=7.9Hz),8.27(1H,t,J=5 8Hz),8.49(1H,d,J=8.5Hz).

MS(APCI)m/z:955(M+H)+.

[ 0261] A BR U HEBEBETEEE-L-XE N KR
SN-[2-(2-{[(1S,9S)-9-7 #: -5-% -9- ¥ £ -4-H £ -10,13-

Ol & E-2,3,9,10,13,15-N & -1H,12H- %}F[de]mﬁﬂ@ﬂ:
[37,4> ¢+ 6,7]55] M H [1,2-b]me Ok -1-5 [ & }-2-fl &
SRV EAITHEERERE -"/a KRS8

B Ea B 3 EESAIES®(630mg > 0.659mmol) >
fEEHERA 1 22K 4 AR E  BESEELEY
(588mg > 92%) o
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'H-NMR(400MHz,DMSO-d)5:0.86(3H,t,J=7.3Hz),1.79
-1.90(2H,m),2.13-2.22(2H,m),2.39(3H,s),2.71(1H,dd,J]=13 .4,
10.1Hz),2.99(1H,dd,J=13.4,4 3Hz),3.09-3.23(1H,m),3.24-
3.32(3H,m),3.41-3.71(7H,m),3.86(1H,dd,]=16.8,5.8Hz),4.04
(2H,s),4.52(1H,td,J=9.0,4 . 1Hz),5.17(1H,d,J=18.9Hz),5.25
(1H,d,J=18.9Hz),5.41(1H,d,J=16.5Hz),5.45(1H,d,]=16.5Hz),
5.56-5.65(1H,m),6.55(1H,s),7.13-7.26(5H,m),7.32(1H,s),
7.80(1H,d,J=11.0Hz),7.87-8.01(4H,m),8.29-8.36(2H,m),8.46
-8.55(2H,m).

MS(APCI)m/z:855(M+H)".

[ 0262]) B 5 : N-[6-(2,5-_ & & -2,5-_ & -1H-
ttog-1-E ) AT R AT kKEE AW bR A -
N-[2-(2-{[(18,98)-9-7, £ -5-4 -9- ¥ £ -4-H £ -10,13-
EI ==} -2,3,9,10,13,15-75 & -1H,12H- & 3 [de] Ok 0 H
[37,4° ¢ 6,719 M H [1,2-b] e Wk -1-5 | Bz & }-2-H &

B L EH M BB

L= 4 F B (31.4pL > 0.22mmol)E R = E W E L &
We - B 6-IH T M — fg oo e © We B8 N-3% 30 B o= e &
(95.3mg > 0.31mmoL)E f{ 3-(2-(2-(3-7T /& — FE oo flg W R
W)l @)L R/ AEA)NBE N-FF 0 BE oo B & - & B a8 B8 4
EE{EEa? (240mg > 0.247mmol) - £ DL B & JE f1 1
HESEBEKIE > BEEEEALEY(162mg - 62%) -

'H-NMR(400MHz,DMSO-d)5:0.86(3H,t,J=7.6Hz),1.13
-1.22(2H,m),1.40-1.51(4H,m),1.78-1.90(2H,m),2.09(2H,t,J
—7 6Hz),2.14-2.21(2H,m),2.39(3H,s),2.74(1H,dd,J=13 .6,
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9.7Hz),2.96(1H,dd,J=13.6,4.5Hz),3.08-3.24(1H,m),3.24-
3.30(1H,m),3.33-3.40(4H,m),3.47-3.68(7H,m),3.72(1H,dd,J
~16.6,5.7Hz),4.03(2H,s),4.42(1H,td,]1=8.6,4 2Hz),5.17(1H,
d,J=18.7Hz),5.25(1H,d,J=18.7Hz),5.40(1H,d,J=17.2Hz),5.44
(1H,d,J=17.2Hz),5.57-5.64(1H,m),6.52(1H,s),6.99(2H,s),
7.13-7.25(5H,m),7.31(1H,s),7.74-7.81(2H,m),7.99(1H,t,J=
5.7Hz),8.03-8.11(2H,m),8.22(1H,t,J=5.7Hz),8.47(1H,d,J=
9.1Hz).

MS(APCI)m/z:1048(M+H)".

[0263)] 55 6 : ifE-BE W45 &P (11)

ez ERE  KERG 7 #H/EW hTINAI-HILL » {#
A 8L 505 1 Ao &k Ay 3 @ # fF B(fE & 280nm I % % B -
R 1.54)F C> L PBS6.0/EDTA FH % & 10mg/mL -
RBEERG.OmL)Y B 2 15mL F& > HF TR IM BEE
D # /KA & (Nacalai Tesque > Inc.; 0.0488mL)%& - A

D f-L\I:f

/7

37°CHF 10 778 - EFE T/ARM 10mM TCEP(H H (kB T
R ARSE)KEFRO.0972mL - HE RIAE — 7 T
B 5.0 BE)R  HERABRZ pH B 7.050.1 N » M

By 37°CHRH L /NEE - B LA N R | L B A G 2 R
MEEEYERY &S K LM FE KRR 15°CKE

B0 G ~EEEEMEED 1125 5H 8 G
fb& P2 10mM B % 25 0% % (0.2333mL 48 # 1 6
B TR 120 E8) P ISCRBEE 1 NE

e
==}
EEEYEZHRAEE s o X > KM 100mM

NAC(Sigma-Aldrich Co.LLC)/K A & (0.0251mL ; A5 ¥ i
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M- 7T R I129EFE) NERBH 20 5# » HHEY
BgY LR IEREILE -

aife - R BEAEUUER - EAITEE A 1 RS Ay L E
fE D mBwddt EEeARENR-EVEcWE
& 14mL -

TR E: EHREFE | RSt EEFE E K
F(fE A ep.2so=5193(F M MH ) ep.370=20347(F M EH)) -
Eie Ml 2R MHE -

AR E + 1.93mg/mL > TR EE © 27.0mg(90%) >
L% ENENBE T 282 THE R
(n) : 7.1 DLHEME#EE F HENREE — o2 T %Y P
e E(n): 7.0

[ 0264]

N

[£ % ] 2 hRS7T-CL2A-SN38 2 # /E (12)]
[ 0265])
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D/\VO fo]
K/O\/\o/\ o~ ll:«o

hRS?L";Q”O o

HERL
- NIl B
[0266] B 1: JI@-FEYE EGY(12)

mEEzZE2R K250 18 FF hRS7 » fE R EH
A1 ER L AEEEBUER 280nm | (& - /M 1.54)
& C o L PBS6.0/EDTA #FH #l B 10mg/mL - & K& K
(10.0mL)Yg BL * SOmL & » IR0 10mM TCEP(® I {b Bt T
XM AMRSE)KEIKO317mL 5 HE R B — 7 F
B 46 EE )N IM B S — #f KA R (Nacalai Tesque -
Inc.; 0.500mL) - fERE AB R Z pH & 7.4x0.1 N 1& - 35
MR 378E 1/ - BILEARER CEHEERERE -

A aEY) HE Y L& & 0 EltE RN E &R K& S
B 10 op@E®% - A - HADEO0.567mL) - H X - K0
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=B HF LB %E 2011/0293513 SE 5 H & W & Bk a9
CL2A-SN38 » 10mM — B B op B /& /% (0.635mL 5 f§ H »
ME—2FRIEE) TRHABEIS  NERBH
40 > >  EEYEREYHEIBSE S o HEX > R0
100mM NAC(Sigma-Aldrich Co.LLC)7K & & (0.127mL ;
HERRE - TFhE 184 EE) HREREE 20 5
o HEYERY K EREILE -

b MERRIESKE  BE 2REEHE 1-3L]
RE DB RBRRBBERMALENE  HX  UEaFAE
B2 Fs 80(0.01%)HY 25mM f £ (trehalose) s & » [A] £ Hf ]
T 1 X NAP-25 BH MO EBEREBBBEALEER B
B0y ok (35mL) )5 B g o

FrMFEE: ARG 2AN R - ERHEE )
A VR ER L EEE E, EBE T MK FFEME -

MAEREE 2.78mg/mL > il EE * 97.3mg(97%) -
MEeE— D T8 ITHEEHEH () 5.6

[ 0267]

- i

ﬁi(ﬁ

[ fi 5 20 : hTINAI-HIL1 ADC .~ % {E (13)]
[0268]

HY.
H/:%m]. hTINA1 H1L1 —
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[0269) ZBR 1 : Jife-2EW&E &9 (13)

il CEBR BEEPE 7 H/EA RTINAL-HILL > {#
ARESEA &Sy EEE B(ER 280nm K 3¢ 4 &
fEAH 15K C HHBIA A PBS6.0/EDTA > G & &
10mg/mL Z &R E - & A F K (100mL)E A F %K i
M 2smL=fEmmads  BMEREFRAET  R=ER
A IM B Bz | $¥ K JE R (1.4mL)f& > IR0 10mM TCEP
KR (.62mL : fHHE Rl — T/ 25 EE) - &l
ABRZpHE 7.060.1 Ntk - EEBHF - &M R 37°CH

2 /N R AR N BB 2 BB OB G B R -

MEBEEYEBEY & o 0 B EIER
% > ®|HET &&M®M DMSO(3.24mL) - H
flnE g 14 $ 8 8 2{&® 10mM Ay DMSO &R
(1.76mL: HERHEE -3 T/~ 50 EE) HIEAERR
IsecCit# 1 /NHp > BREYEREYHAIEBE S - HX > &
FET o R ID 100mM NAC /KIE R (0.324mL © 6 # 7§ %8
— TR S0EE) AREREER 20 o# > BEARKE
LY EBY) L K EMNE L

G- BHET > RERBRERFTEKAFM 20%L 8K
(4 0.52mL) & ABS(100mL) » # K & & ~ pH fE i
5.5€0.1 « & % M )8 55 R (0.45um ~ PVDF fE) L Br
H&EY > EH&Q20mL JER - HEERKR > EHIUEBRIE
B B (Merck P 5 A R . & - Pellicon XL Cassette -

< ElE 15°C
i

R &E %

Ultracell 30KDa) -~ & ZE ( = Cole-Parmer 74y H
MasterFlex Pump model 77521-40 ~ £ BR B8 model 7518-
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00) & & T (= Cole-Parmer /%) © MasterFlex Tube

L/SI6)FTiER By @ mIEEEE » BEfTHEBEM®E - BI > —
ZNNRIE®RF HMAER &L %K H K 2 ABS(E
1600mL) » —BHETEHBEMLT TR RKEEZEY

B R LR S TR R e E 6 8 R TR
ABS > FIBEFERG - HIEE QA LB R - ETHEB
W (0.22um - PVDF ) BASHEERE-ENESY
7 % % 88mL o

M SR E c fE ORI ML E R ME B R I E B E F(E A
ep aso= 5178 &p 70=20217) » 18 T it 2 % M & -

BiES R : 9 96mg/mL > A E R © 876mg(88%) -
LR ERNCONBEE 5 T 2By THEEH 0 :

38 MEEEFMNENAEE T T L8 VFHEGH
(n): 3.8
[ 0270]

[E 5 1 21 0 ADC 2§ fE JE S R 2 5F & |
21-a)ADC Z i fE 98 20 & (1)

/INE  5-6 B # M BALB/c-nu/nu /N B (H A
Charles River s AR A 5 )R E & A AT > L SPF &%
T EIE 4-78 - B/ E 4% 8 &R E R E P & R (FR-2
Funabashi Farms Co.» Ltd)» 4 T & W & &9 & 5% K OF 0
5-15ppm X 55 & B &7 74 % 1 38 2L ) -

HME ~SFERX - Re2H 2w BEERERRERE

PLE F i B & 25 (CD-15C » Mitutoyo Corp)jA 1
ME 2 X 5t EEEEEmm’) - FE XG0T H
7N

PD1227503/hy 19
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BE RS fE (mm?) = 1/2>x&K & (mm)x[4 & (mm)]?

[0271) i B-FEYE YW 2T U EHE BB K(RKE
BETSKREHEARLST)EE > & 10mL/kg 2 K ENE
RN T o B ATCC B AW A KB B 4 itk
COLO205 M EF WA H BB /KA 2x10° A L T HEZE
# BALB/c-nu/nu/NE G M (E 0H) £ 7HE M
B4 - B -EYEED ) (6) (12)AE 7
1421 H2 ML 10meg/kg 2 BEHEFIMAZLT - 5
R RE G EEYR hTINALI-HILI 51 & hRS7 #i
BELL 25mg/kg YHEMAEE®ET - HE-FZ2YEEY
(L~ 2 THBENERERBEBEANE -EZEYWE ST 2)
TR BERD F— B X EE R E S
R(F 13E) - X > EHF > HEhxRrH B 48 %~ ERB
g E -

[ 0272]
21-b)ADC Z $1 BE 8 2 & (2)

K B ATCC W ARy A M BR MK AR % 40 BB #k Bx-PC3 &
f £ i BALB/c-nu/nu /NE - HHE P EROERER &K
T i BALB/c-nu/nu/NE GBI RE B (E 0 H ) » 26 16
HEMBE® TE  -HB-EWEESWA) - (6) (I2)RFE
16 ~23-30H=H L 10mg/kg ZAHEHREFMRNKZT -
EREMEHE K& S5%FEYWH hTINAI-HILI # 8 &
hRS7 Hi A8 LA 25meg/kg A EREEH LT - HiE-ZEY LS
g (O THENEEEBELANR-Z2YEEY
(1) % FMHELE - BE D - £ —F G & EEE W E
H R (FE 14 8 ) -
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[ 0273]
21-c)ADC Z i fiE 98 20 & (3)

# B ATCC fE ARy AN B BRI AR J2 i B #% Capan-1
f £ i BALB/c-nu/nu /NE - HHE P EROERER &K
THEN M BALB/c-nu/nu /NE G REE(E 0H)» N 5B
18 HEMMEH >4 - B -EZEWESWA) - (6) (1)K
% 18-25-32 HE2HL 1omg/kg 2 HHE B RN &
T o ERREHEHE  REGFEYH hTINAI-HILI T 8 &
hRS7 Hi A8 LA 25meg/kg A EREEH LT - HiE-ZEY LS
g (O THENEEEBELANR-Z2YEEY
(1) % FMHELE - BE D - £ —F G & EEE W E
wl W R (FE 15 B -

[ 0274]
21-d)ADC 2 1 BE 8 2 & (4)

BLE i f1 21-a)[E £ > & COLO205 (7 T 1 1 £ M
BALB/c-nu/nu /NE (5 0 H) > % 11 H & KMo HE -
£ 1118 25 HEHMB-EZWEETW Q2 S)e &L
10mg/kg ~ B -EYWE ED(T) > (10)& & L 3mg/kg Z
MEEHEREHIRALETY IEB-Z2WE&EEWR) (5 (7))
(IO 2/ TFTHAE—EESHEERY BN NR(E 16
& ) -

[ 0275]
21-e)ADC Z i fiE 98 20 & (5)

BLE b B 21-b)[E K H ¥ Bx-PC3 K T & HE £ M
BALB/c-nu/nu/NE (%65 0 H ) 5% 25 HE he b o 4 -

187
PD1227503/hy

111132669 FEHESE A0202 1113312514-0



1812438

ME-EZEVEGYW2) (5) (7)) (10)R5H 25 32 H =&
L 3mg/kg T HHEEHRBEBMANEL T - HiE-EZ2WEESY
()~ )~ (D M)z H/THEE -—FEHERERENE
&) R (% 17 [#) e

[ 0276]
21-f)ADC Z i fiE 88 30 &£ (6)

BLE fE ) 21-a)[E £ # - & COLO205 7 T~ % 1H £ i
BALB/c-nu/nu /NEE(%F 0 H) > N 9 HE MEW®KTHE -
F 916 HIB-EEWEEWB)~ (4) (8)~ (9= & L
lomg/kg 7 HEBHBEHMKANKLE T - HiB8-Z2YWEESY
)~ B~ ) - THEME—F S X EERNYEN
wl R (% 18 &) -

[0277])
21-g)ADC Z fi fiE & 2% & (7)

BLE B 21-b)[E £ - & Bx-PC3 [ T % 1H £ M
BALB/c-nu/nu /NE(F 0 H) % 21 HE M EH 7 4H -
F 2128 HEHENEB-#Z2YEEDB) (4 (8 (H=EH
L 3mg/kg T HHEEHRBEBMANEL T - HiE-EZ2WEESY
)~ B~ ) - THEME—F S X EERNYEN
w R (F 19 B -

[0278])
21-h)ADC Z It fiE 88 30 5 (8)

K H ATCCHE AHY A A UY & J 4 Bt # NIH © OVCAR-
3 8x10%cells # % 7 Matrigel(Becton » Dickinson and

Company) > & T ¥t £ it BALB/c-nu/nu/NE (% 0 H) -
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MNELHERBHE - F25HB-EZWESW3)
(H> @) =8l 3meg/kg Z HEEEFRNIE T - i
B-EYEEWO) M) @) L/ THEET—FE
& 1 FE R LY TE A0 A R (B 20 &) o

[ 0279]
21-1)ADC 2~ #1 BE & 5 & (9)

# B ATCC B ARy N3 5 2 A A %k NCI-N87 1x107
HHApEBREFNEEEE K T HHHEZ2MH BALB/c-nu/nu
NE(EOOH) WE 6 HEME® Y4 - 55 6 HEHE-
EYGS WG () ) HEE L 3mg/kg ZH EH
EFMANET B -EZEDEEHWB) (4 (8) N
N THEE—-—ESRERBEY BN R CGE 21 H) -

[ 0280]
21-j))ADC 2 #i BE 88 %0 £ (10)

® B ATCC B A By A B Af 72 48 A £ NCI-H292 5x10°
HHApEBREFNEEEE K T HHHEZ2MH BALB/c-nu/nu
MNEB(EOH) WE IHERME® YMH - 5 I HEHE-
EYGS WG () ) HEE L 3mg/kg ZH EH
EFMANET B -EZEDEEHWB) (4 (8) N
N THREE—-—ESREREY EANG R E 22 H) -

[ 0281]
21-k)ADC Z $i0 BE & 3 & (11)

# B ATCC B A Ay A % A 55 2 40 i Bk FaDu 3x10° {
WEBEFNAEHEE K ETEBMEEM BALB/c-nu/nu
NE(E 0 H) NE 1l HEWBE® T4 - £ 11 H R
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BR-EYES G (4 8) - ()= E L 3meg/kg Z HE
HEFKAELE T HB-BEYWE SO - (4) - (8) (9)
R THEE - E S FHEEREY ENS R (E 23E) -

[ 0282]
21-1)ADC Z $i B & 3 & (12)

K B ATCC B A By A B BE WK AR f2 4l g %k CFPAC-1
4x<10° ([ M B F WA H B HE K > KT B MEZE I
BALB/c-nu/nu/NE (5 0H ) NFE 14 HE MBI A -
RE 14 HERB-Z2DE&E5WG) () (8) (HEELL
3mg/kg THEBEFIRAKE T - B-EBEYWESYWO) -
(M)~ ) D2 THEME— &S & EEEYE NS K
R(F 24 E) -

[ 0283]
21-m)ADC Z #i & 2 & (13)

BLOEBE B 21-1 [A k% i - K CFPAC-1 & T & = i
BALB/c-nu/nu/NE (5 0H ) NFE 14 HE MBI A -
FIAHBERR-EDEEW ) (13)2E L Img/kg Z A
BEHEHMKAEY IRB-EVE D) (1HZ2ET
FTECIE — & & 3 B R 0y TE 400 &) 2 R (56 25 @) -

[ 0284]
21-n)ADC Z $it BE & 3 & (14)

K B ATCC W A Ay A B3 % MK AR % 40 A #k HPAC 3x10°
HHEBRENEE BB KM E T ®E 2 BALB/c-nu/nu
NEB(E OH) MFE 1I2HEMEBER 24 - F 12 HE K
BR-EYE S8 (1) ELL 3mg/kg 2 & 8 B 5 Ik

190
PD1227503/hy

111132669 FEHESE A0202 1113312514-0



1812438

N T MR-V EawW@) - (I)HZHETFTHIE—F
BT S fE MO WY JE M I R (% 26 [H) -

[ 0285)]
21-0)ADC Z fi fiE 8 3 & (15)

# J& H Japan Health Sci. Foundation Y A 8 & E =
HE K TEHEE NOG MNE(AmMBEEAN EREHYF
mHEMMEEESNERR » K TEBE 2
NOD-scid /N B (H A& Charles River R{p AR & 5 )(F 0
H) ME 27T HERBEH T4 - 5 27 HE I B-FEYE
a8 (13)=WLL 3mg/kg ZHEEEREFRNET -
ME-#2YEEYWR) () 2/ THEE—FE X HEE
FE g R A R (5 27 &) o

[ 0286])

[E 5] 22 ADC Z Ju 4l B 50 5/ 2 5F (8 ]

¥ TROP2 #Hi H [% 4 44 B2 #% BxPC3 - NCI-H292 -
NIH : OVCAR-3 -~ CFPAC-1 -~ FaDu - A ¥ Hfi I2 & 40 B8 &%
Calu-3(ATCC) ~ A A ON & = 4 il ¥k CaOV3(ATCC) ~ K
TROP2 fi 7 B2 M 4 A & A 25 B % 48 A Pk Calu-6(ATCC) -
NHE B E CEMAER A3TS5(ATCCO)E HEH R ADC Z
AR R 2 FEE - BxPC3 & NCI-H292 DL & 10%f& 4
I % (Moregate)#y RPMI1640 Medium(Gibco) - NIH :
OVCAR-3 L& 20%fa 4 F & 00lmg/mL fE B =
(Invitrogen)Hy RPMI1640 Medium - CFPAC-1 DL & 10%H4
4 1fn 35 Y Iscove‘s Modified Dulbecco’s Medium(Gibco) -
FaDu + Calu-3 & Calu-6 L& 10%0a 4 1fu ;& #y Eagle’s
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Minimum Essential Medium(ATCC) ~ CaOV3 k A375 DL
4 10% P& 4 1M & HY Dulbecco’s Modified Eagle
Medium(Gibco) » 7 B B & 2.2x10° (H 4l fd /mL » &
f@ 9opul 7 96 fLAEEE A MER - L0 RPMIL640
Mediuvm #% 2 & 100nM ~ 20nM ~ 4nM >~ 0.8nM ~ 0.16nM -
0.032nM ~ 0.0064nM WYL A -ZEY & &P (4) ~ (8)E A UL
EE &% i % RPMI1640 Medium FJ R H0 10puL » 5 37°C »
5%CO, T & 6 H HER HWMEREEBERBIH
RERAFE3IOTE - RINEERBEEFE Z CellTiter-Glo
Luminescent Cell Viability Assay(Promega) » LDl # &
YR 10 W& Al i s % - DLOP B B ABE ST M
B E -

6 HEER AWM ENREGLLTTAXNEH -

Al A 2 JE A0 A 3R (%)= a+=bx100

a6 HEEBERZREANIAZ VFTHE-EEHRHGBF
Z T oAg RN AL 2 {E

b:6 HEBRIEBEAEARMNAZTFTHE-BEH®B
i 2t Be R R 0 FL 2 P B E

X Glso fEHB M FREH -

Glso(nM)=antilog((50-f)x(LOG 0(d)-LOG o(c))+(f-

e)tLOG0(d))
c:fmEBREE
mE d

d: & fe &
e’ IR EE o oAV 41 AT Y JE FH BE %
f: i BE dF 094 JE I &%
c~ d {4 B2 40 AE I FE BH BE R 50%H7 2 B > c>d -

K

K
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[0287] M- EVE EI (4R B)HEH K/ TROP2 i
[ B5 ME 4 B ££ By BxPC3 - NCI-H292 - NIH : OVCAR-3 -
CFPAC-1 - FaDu ~ Calu-3 - CaOV3: 2 Glso< 1(nM)~
MM R - 5 —JmE - & TROP2 iR & M 4 A & &Y
Calu-6 » ¥ A375 R EH Hi B A B F (> 100(nM)) ©
[ &F 5% &% 97 ]

[ 0288]

o
RN

[ 5l %2 2 JE Bf i & S0 5 ]

[ 0289]

FPAIE ISR 1wt TINAL Jife & E o 2 1] & & HY
cDNA Z #% T % Fr ¥

Pl nl gt 2 TINAL il 2 E# 2 ] B & 2 g &
Bz i 51

PRl E R SR 30 RS TINAL Jife & B 8 2 0] & & HY
cDNA Z #% T % Fr ¥

Ferla il gt 4 TINAL il 288 2 o] B & 2 g &
Bz i 51

FPrlanl o 5 mis ANB « o ek kR A « ##
2 & /Y =% R R 5

Fe Fl skl 5t 6 ¢ &R A5 N B B o oy 0D R SR K AR 1gGl
2 & /Y =% R R 5

Al s nl ot 7 cTINAL fi 88 E# 2 &% H & ¥

Fe Fl sk nl 5t 8 ¢ cTINAL i 88 = # ~ I & & Fr ¥

FP A E A SR 9 0 cTINAL P fie BE o 2 2 T ik 7 %)
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el

el

el

el

el

Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl il

Sl il

Sl il

Sl il

Sl il

Sl il

PD1227503/hy

111132669

10 :
1T
12
13
14 :
15:
16 :
17
18 :
19 :
20
21 ¢
22 ¢
23 ¢

24

25 ¢

26

27

28

FEHESE A0202

cTINA1 i B& & §8 ~ B £
hTINA1-H1

hTINATI
hTINATI-
hTINATI
hTINATI-
hTINATI
hTINATI
hTINATI
hTINATI-
hTINATI
hTINATI
hTINATI-

TINA1 7 8 ~ CDRHI1 ~ A

-H2 ~ &

-H3 ~ &
L1 2 H 7l
-L1 ~ W&

Z % H B R A

-H1 Z Wz & B Fr 71

H2 Z =% 5 % 7 %
Bz i 51
H3 Z =% 5 % 7 ¥
Bz i 51

fBJIt

fBJIt

fBJIt

Bz i 51
L2 Z =% F & 5

-L2 2 fg A R A
-L3 2 H & Y

L3 2 Mg & & Fr ¥

TINA1 $i 5 ~ CDRH2 I

TINA1 7 # ~ CDRH3 ” A

TINAI 31 # >~ CDRL1 ~ A

TINAI 31 # >~ CDRL2 A

TINAI 31 # >~ CDRL3 ~ A
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Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil

PD1227503/hy

111132669

29 ¢
30
31
32
33
34
35
36 :
37 -
38
39
40 :
41
42
43
44

FEHESE A0202

51+
51+
51+
51+
51+
51+
51+
51+
51+
51+
51+
51+

hRS7 #ii f8 & ## 2 &%
hRS7 7 f8 & ## ~ B
hRS7 #i 8 B 8 ~
hRS7 #i 8 B # ~ B

mG2aVR?2
mKVR?2
3.3-F1
3.3-R1
TINAITH-F
TINATH-R
TINAIL-F
TINAIL-R
EG-Inf-F
EG1-Inf-R
CM-LKF
KCL-Inf-R
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<1200 HUS-BEYREGY Z A

<140> TW111132669
<141>  2014-12-25

<150>  JP2013-267548

<151>  2013-12-25

<160> 44

FrlIZ2

<A10>  HE—=4pe{5AM /A5 (Daiichi Sankyo Company, Limited)
BB BN TR AFLIRERI A (Sapporo Medical University)

<170> Patentln version 3.5

<210> 1
<211> 363
<212> DNA
213> /N

<400> 1

cagatccagt tggtgcagtc tggacctgag ctgaagaage

tcctgeoaagg cttetgggta taccttcaca actgetggaa

ccaggaaagg gtttgaagtg gattggetgg ataaacacce

gcagaagact tcaagggacg gtttgccttc tetttggaaa

ttacagataa gcaacctcaa aaatgaggac acgactacgt

ttcggtagta getactggta cttegatgte tggggcgcag

tca
Q10> 2
Q11> 12
<212> PRT
Q213> e,
<400> 2
Gln Ile GIn Leu Val Gln Ser Gly Pro Glu Leu
1 5 10
Thr Val Arg Ile Ser Cys Lys Ala Ser Gly Tyr
20 25
Gly Met GIn Trp Val GIn Lys Met Pro Gly Lys
35 40
Gly Trp Ile Asn Thr His Ser Gly Val Pro Lys
50 b5
Lys Gly Arg Phe Ala Phe Ser Leu Glu Thr Ser
65 70 75
Leu GIn Ile Ser Asn Leu Lys Asn Glu Asp Thr
85 90
Ala Arg Ser Gly Phe Gly Ser Ser Tyr Trp Tyr
PD1227503/hy
111132669 FEH5E A0202

ctggagagac agtcaggatce
tgcagtgggt gcaaaagatg
actctggagt gccaaaatat
cctotgecag cactgeatat
atttetgtege gagatogggg

ggaccgeget caccgtetec

Lys Lys Pro Gly Glu
15

Thr Phe Thr Thr Ala
30
Gly Leu Lys Trp Ile
45

Tyr Ala Glu Asp Phe
60

Ala Ser Thr Ala Tyr
80

Thr Thr Tyr Phe Cys
95

Phe Asp Val Trp Gly

60
120
180
240
300
360
363

1113312514-0
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100

105

Ala Gly Thr Ala Val Thr Val Ser Ser

115

<210> 3
211> 327
<212> DNA
213> /N

<400> 3

120

gacattgtga tgacccagtc tcacaaattc atgtccacat

atcacctgca aggccagtca

ggatgtgagt actgctgtag

ggacaatctc ctaaactget gatttactcg geatcctace

cgettcactg geagtggate tgggacgget ttcactttea

gaagacctgg cagtttatta

gggaccaage tggagcetgaa

<2100 4
211> 109
<212> PRT
Q213> e,
<400> 4
Asp Ile Val
1

Asp Arg Val

Val Ala Trp
35

Tyr Ser Ala
50

Ser Gly Ser
65
Glu Asp Leu

Thr Phe Gly

<210> 6
<211> 449
<212> DNA

Met Thr

Ser lle
20

Tyr GIn

Ser Tyr

Gly Thr

Ala Val

85

Ala Gly
100

Q13> HAE

<400> 6

G

>

Thr

G

n

Arg

Ala

70

Tyr

Thr

ctgtcagcaa cattatatta

acggget

Ser His Lys Phe Met
10

Cys Lys Ala Ser Gln
25

Lys Pro Gly GIn Ser
40

Tyr Thr Gly Val Pro
55

Phe Thr Phe Thr Ile
75

Tyr Cys Gln GIn His
90

Lys Leu Glu Leu Lys
105

gccteocggac tctagageca ccatggtget gcagacccag

PD1227503/hy

111132669

FEHESE A0202

110

cagtaggaga cagggtcage
cctggtatca acagaaacca
gctacactgg agtccctgat
ccatcagcag tgtgeagget

ctecgetecac gtteggtget

Ser Thr Ser Val Gly
15

Asp Val Ser Thr Ala
30

Pro Lys Leu Leu Ile
45

Asp Arg Phe Thr Gly
60

Ser Ser Val GIn Ala
80
Tyr Ile Thr Pro Leu

95

Arg Ala

gtgttcatcet coctgetget

60
120
180
240
300
327

60

1113312514-0



1812438

gtggatectce
cgtgttecate
cctgetgaat
gcagtoeeoggg
cctgageage
cgaggtgace
ttaggggcce
<210> 6
Q11> 1132
<212> DNA
Q213> H|R

<400> 6
gectecggac

tcccagatgg
gEcccaageg
ctggegctgee
gcoctgacca
ctcagcageg
gtgaatcaca
aaaactcaca
ctottecece
gtegtegteg
gtggaggtec
gtggtcageg
aaggtctcca
€ageeeogge
caggtcagece
gagagcaatg
ggctecttet
gteotteteat
tcectgtete
210> 7
211> 1410
<212> DNA
213> AL
<220>

ggcgogtacg geogatategt
ttccecccct ccgacgagea
aacttctacc ccagagagge
aactcccagg agagegtgac
accctgacce tgagcaaage
caccagggec tgagetecece

gtttaaacgg gggaggcta

N

tctagageca ccatgaaaca
gtgctgagee aggtgeaatt
tetteccect ggoaccctee
tggtcaagga ctacttcece
gcggogtgea caccttecee
tggtgaccgt gecctcocage
agcccagcaa caccaaggtg
catgecccace ctgeccagea
caaaacccaa ggacaccctc
acgtgagcca cgaagaccet
ataatgccaa gacaaagcce
tcctecaccgt cetgeaccag
acaaagccct cccageccce
aaccacaggt gtacaccctg
tgacctgect ggtcaaagge
geccageccga gaacaactac
tcctetacag caagctcace
gctecgtgat geatgagget

ccggcaaatg agatatcggg

Fr3l

gatgattaaa
gctgaagtce
caaggtgcag
cgagcaggac
cgactacgag

cgtcaccaag

cctgtggtte
gtgcaggogg
tccaagagea
gaacccgtga
getegtectge
agcttgeggea
gacaagagag
cctgaactce
atgatctcce
gaggtcaagt
cgggaggage
gactggetga
atcgagaaaa
cccccatece
ttotatccca
aagaccacce
gtggacaaga
ctgcacaace

ccogtttaaa

cgtacggteg
ggcaccgect
tggaaggteg
agcaaggaca
aagcacaagg

agcttcaaca

ttectectge
ttagctcage
cctotggege
ccgtgagetg
agtcctcagg
cccagaccta
ttgagcccaa
tggggggace
ggacccctga
tcaactggta
agtacaacag
atggcaagga
ccatctccaa
gggaggagat
gcgacatege
ctecegtegct
goaggtggea
actacaccca

CgEgeLagec

223> & B NHTINATEBS =7 B2 6 7 A% IR 7751

PD1227503/hy

111132669

FEHESE A0202

ccgeccccete
cogtggtete
acaacgecct
gcacctacag
tgtacgectg

ggggggagtg

tggtggcage
ctccaccaag
€acagecgee
gaactcagge
actctactec
catctgcaac
atcttgtgac
ctcagtctte
ggtcacatge
cgtggacgge
cacgtaccgg
gtacaagtgce
agccaaagge
gaccaagaac
cgtggagteg
ggactccgac
goagggeaac
gaagagcctc

ta

120
180
240
300
360
420
449

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

1020
1080
1132

1113312514-0
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<400> 7
atgaaacacc

atccagttgg
tgcaaggett
ggaaagggtt
gaagacttca
cagataagca
ggtagtaget
gectecacca
ggcacagecg
tggaactcag
ggactctact
tacatctgea
aaatcttgtg
cccteagtot
gaggtcacat
tacgtggacg
agcacgtacc
gagtacaagt
aaagccaaag
atgaccaaga
gocgtggagt
ctggactecg
cagcagggea
cagaagagce
<210> 8

<211> 470
<212> PRT

tegtggttett
tgcagtctgg
ctgggtatac
tgaagtggat
agggacggtt
acctcaaaaa
actggtactt
agggcccaag
ccotggegete
gegeoctgac
ccctecageag
acgtgaatca
acaaaactca
tectottece
gogtggtegt
gogtggaggt
gggtggtoag
gcaaggtecte
g6Cageceeg
accaggtcag
gggagagcaa
acggcteott
acgtcttcte
tctecctgte

213> AT

<220>

cctectgetg
acctgagcetg
ctteacaact
tggetggata
tgecttotot
tgaggacacg
cgatgtetgg
cgtettecoe
cctggtcaag
cageggegte
cgtggtgace
caageccage
cacatgccea
cccaaaacce
ggacgtgage
gcataatgee
cgtectcace
caacaaagcc
ggaaccacag
cctgacctge
tggccagece
cttectetac
atgctecgtg

tcecggeaaa

gtggcagete
aagaagcctg
gctggaatge
aacacccact
ttggaaacct
actacgtatt
ggegoagega
ctggecacect
gactacttce
cacaccttce
gtgcccteoca
aacaccaagg
ccectgeccag
aaggacacce
cacgaagace
aagacaaagc
gtectgeace
cteccagece
gtgtacacce
ctggtcaaag
gagaacaact
agcaagctca

atgcatgagg

ccagatgggt
gagagacagt
agtgggteca
ctggagtece
ctgccagecac
tctgtgcgag
ccgeggteac
cctccaagag
ccgaaccegt
ccgetgtect
goagottgeg
tggacaagag
cacctgaact
tcatgatcte
ctgaggtcaa
cccgggagega
aggactgget
ccatcgagaa
tgcccccate
gettetatee
acaagaccac
ccgtggacaa

ctetgcacaa

223> B NHTINATEES =7 B2 6 7 R Bl 7751

<400> 8

1

10

gctgagecag
caggatctece
aaagatgcca
aaaatatgca
tgcatattta
atcggggttc
cgtcagetea
cacctetgge
gaccgtgage
gcagtcctea
cacccagace
agttgagece
cctgggegga
ccggaccect
gttcaactgg
gcagtacaac
gaatggcaag
aaccatctee
ccgggaggag
cagcgacatc
ccctecegtg
gagcaggteg

ccactacacc

Met Lys His Leu Trp Phe Phe Leu Leu Leu Val Ala Ala Pro Arg Trp
5

15

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

PD1227503/hy

111132669

FEHESE A0202

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

1020
1080
1140
1200
1260
1320
1380
1410

1113312514-0



1812438

Pro
Thr
Lys
65

Glu
Thr
Tyr
Val
Gly
145
Gly
Val
Phe
Val
Val
225
Lys
Leu

Thr

Val

Gly

Thr

50

Trp

Asp

Ala

Phe

Trp

130

Pro

Thr

Thr

Pro

Thr

210

Asn

Ser

Leu

Leu

Ser

20

Glu Thr Val Arg
35

Ala Gly Met GIn

[le Gly Trp Ile
70

Phe Lys Gly Arg
85

Tyr Leu Gln Ile
100

Cys Ala Arg Ser
115

Gly Ala Gly Thr

Ser Val Phe Pro
150

Ala Ala Leu Gly
165

Val Ser Trp Asn
180

Ala Val Leu Gln
195

Val Pro Ser Ser

His Lys Pro Ser
230

Cys Asp Lys Thr
245

Gly Gly Pro Ser
260

Met Ile Ser Arg
275

His Glu Asp Pro

PD1227503/hy

111132669

[le

Trp

55

Asn

Phe

Ser

Gly

Ala

135

Leu

Cys

Ser

Ser

Ser

215

Asn

His

Val

Thr

Glu

Ser

40

Val

Thr

Ala

Asn

Phe

120

Val

Ala

Leu

Gly

Ser

200

Leu

Thr

Thr

Phe

Pro

280

Val

FEHESE A0202

25

Cys

Gln

His

Phe

Leu

105

Gly

Thr

Pro

Val

Ala

185

Gly

Gly

Lys

Cys

Leu

265

Glu

Lys

Lys Ala

Lys Met

Ser Gly
75

Ser Leu
90

Lys Asn

Ser Ser

Val Ser

Ser Ser
155

Lys Asp
170

Leu Thr

Leu Tyr

Thr Gln

Val Asp

235

Pro Pro

250

Phe Pro

Val Thr

Phe Asn

Ser

Pro

60

Val

Glu

Glu

Tyr

Ser

140

Lys

Tyr

Ser

Ser

Thr

220

Lys

Cys

Pro

Gly

45

Gly

Pro

Thr

Asp

Trp

125

Ala

Ser

Phe

Gly

Leu

205

Tyr

Arg

Pro

Lys

30

Tyr

Lys

Lys

Ser

Thr

110

Tyr

Ser

Thr

Pro

Val

190

Ser

[le

Val

Ala

Pro
270

Thr Phe

Gly Leu

Tyr Ala
80

Ala Ser
95

Thr Thr

Phe Asp

Thr Lys

Ser Gly
160

Glu Pro
175

His Thr

Ser Val

Cys Asn

Glu Pro
240

Pro Glu
255

Lys Asp

Cys Val Val Val Asp

285

Trp Tyr Val Asp Gly

1113312514-0
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290 295 300

Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn
305 310 315 320

Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp
325 330 335

Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro
340 345 350

A

a Pro [le Glu Lys Thr Ile Ser Lys Ala Lys Gly GIn Pro Arg Glu
355 360 365

Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn
370 375 380

Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile
385 390 395 400

A

a Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr
405 410 415

Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
420 425 430

Leu Thr Val Asp Lys Ser Arg Trp GIn Gln Gly Asn Val Phe Ser Cys
435 440 445

Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu
450 455 460

Ser Leu Ser Pro Gly Lys
465 470

210> 9

Q11> 702

<212> DNA

213> AT

<220>

223> e B NEATINATIES o 80 A% H L 71

<400> 9

atggtgetec agacccaggt gttcatctec ctgeotgetegt ggatetecegg cgegtacgge
gacattgtga tgacccagtc tcacaaattc atgtccacat cagtaggaga cagggtcage
atcacctgca aggccagtca ggatgtgagt actgetgtag cctggtatca acagaaacca
ggacaatctc ctaaactget gatttactecg geatcctacc gotacactgg agtccctgat
cgettcactg geagtggate tgggacgget ttcactttca ccatcagecag tgtgcagget

gaagacctgg cagtttatta ctgtcagcaa cattatatta cteccgectcac gtteggtget

PD1227503/hy
111132669 FERLE A0202

60
120
180
240
300
360

1113312514-0



1812438

gggaccaage tggagcetgaa
tccgacgage agetgaagte
cccagagagg ccaaggtgca
gagagegtga ccgagcagga
ctgagcaaag ccgactacga

ctgagctece ccgtcaccaa

<210> 10
<211y 234
<212> PRT
213> AT

<220>

acgggetgteg gocgoceccet cogtgttecat cttecccece
cggecaccgec teogtgetet gectgetgaa taacttetac
gtggaaggtg gacaacgecc tgcagtccgg gaactcccag
cagcaaggac agcacctaca gectgagcag caccctgace
gaagcacaag gtgtacgect gogaggtgac ccaccaggge

gagcttcaac aggggggast gt

223> e B NJHTINATSBS 27 i 7 i Bl 7751

<400> 10
Met Val Leu Gln
1

Gly Ala Tyr Gly
20

Thr Ser Val Gly
35

Val Ser Thr Ala
50

Lys Leu Leu Ile
65

Arg Phe Thr Gly

Ser Val GIn Ala
100

[le Thr Pro Leu
115

Ala Val Ala Ala
130

Leu Lys Ser Gly
145

Pro Arg Glu Ala

Thr Gln Val Phe
5

Asp Ile Val Met

Asp Arg Val Ser
40

Val Ala Trp Tyr
55

Tyr Ser Ala Ser
70

Ser Gly Ser Gly
85

Glu Asp Leu Ala

Thr Phe Gly Ala
120

Pro Ser Val Phe
135

Thr Ala Ser Val
150

Lys Val Gln Trp
165

PD1227503/hy

111132669

FEHESE A0202

[le Ser Leu
10

Thr Gln Ser
25

[le Thr Cys
Gln GIn Lys

Tyr Arg Tyr
75

Thr Ala Phe
90

Val Tyr Tyr
105

Gly Thr Lys
[le Phe Pro

Val Cys Leu
155

Lys Val Asp
170

Leu Leu Trp Ile Ser
15

His Lys Phe Met Ser
30

Lys Ala Ser GIn Asp
45

Pro Gly GIn Ser Pro
60

Thr Gly Val Pro Asp
80

Thr Phe Thr [le Ser
95

Cys GIn GIn His Tyr
110

Leu Glu Leu Lys Arg
125

Pro Ser Asp Glu Gln
140

Leu Asn Asn Phe Tyr
160

Asn Ala Leu Gln Ser
175

420
480
540
600
660
702

1113312514-0
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Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr

180

185

190

Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys

195

200

205

His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro
210 215 220

Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
230

225

<210> 11

<211> 1410
<212> DNA
213> AL

<220>

223> AAGTINATEES - HIARLZ BE g 7 #% H IR 751

<400> 11
atgaaacacc

gtgcageteg
tgcaaggeca
ggacaggece
gaggacttca
cagctgagea
ggcageaget
gectecacca
ggcacagecg
tggaactcag
ggactctact
tacatctgea
aaatcttgtg
cccteagtot
gaggtcacat
tacgtggacg
agcacgtacc
gagtacaagt
aaagccaaag
atgaccaaga

geogtggagt

Fr3l

tegtggttett
tgcagtctgg
geggotacac
tggaatggat
agggcagagt
gectgaagte
actggtactt
agggcccaag
ccotggegete
gegeoctgac
ccctecageag
acgtgaatca
acaaaactca
tectottece
gogtggtegt
gogtggaggt
gggtggtoag
gcaaggtecte
g6Cageceeg
accaggtcag

gggagagecaa

PD1227503/hy

111132669

cctectgetg
cgecgaagtg
ctttaccacc
gggotggate
gaccatcagce
cgaggacacc
cgacgtgtge
cgtettecoe
cctggtcaag
cageggegte
cgtggtgace
caageccage
cacatgcccea
cccaaaacce
ggacgtgage
gcataatgee
cgtectcace
caacaaagcc
ggaaccacag
cctgacctge

tggccagece

FEHESE A0202

gtggcagete
aagaaaccag
gecggeatge
aacacccaca
gocgacacca
geogtgtact
ggccaggeca
ctggecacect
gactacttce
cacaccttce
gtgcccteoca
aacaccaagg
ccctgeccag
aaggacacce
cacgaagacc
aagacaaagc
gtectgeace
cteccagece
gtgtacacce
ctggtcaaag

gagaacaact

ccagatgggt
gegecagegt
agtgggtgceg
geggegtgce
gcacctccac
actgecgecag
ccctegtgac
cctccaagag
ccgaaccegt
ccgetgtect
goagottgeg
tggacaagag
cacctgaact
tcatgatcte
ctgaggtcaa
cccgggagega
aggactgget
ccatcgagaa
tgcccccate
gettetatee

acaagaccac

gctgagecag
gaaggtgtee
ccaggetect
caaatacgce
agcctacctg
aageggette
cgtcagetea
cacctetgge
gaccgtgage
gcagtcctea
cacccagace
agttgagece
cctggggega
ccggaccect
gttcaactgg
gcagtacaac
gaatggcaag
aaccatctec
ccgggaggag
cagcgacate

ccctecegtg

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

1020
1080
1140
1200
1260

1113312514-0



1812438

ctggactccg acggetectt cttectetac agcaagetca ccgtggacaa gagcaggtgg

cagcagggea acgtettcte atgcetecgtg atgcatgagg ctetgcacaa ccactacace

cagaaga

<210>
<2115
<212
<213

<220>
<223>
<400>
Met Lys
1

Val Leu

Pro Gly

Thr Thr
50

Glu Trp
65

Glu Asp
Thr Ala
Tyr Tyr
Val Trp

130

Gly Pro
145
Gly Thr

Val Thr

Phe Pro

gcc totocetgte teeccggeaaa

12
470
PRT

AL

AAETINATEES - RS S 7 B Rl P |

12

His Leu Trp Phe Phe Leu Leu Leu Val Ala Ala Pro Arg Trp
5

10

Ser Gln Val Gln Leu Val GIn Ser Gly
20 25

Ala Ser Val Lys Val Ser Cys Lys A
35 40

a

Ala Gly Met GIn Trp Val Arg GIn A
55

a

Met Gly Trp Ile Asn Thr His Ser Gly
70 75

Phe Lys Gly Arg Val Thr Ile Ser Ala

85 90

Tyr Leu Gln Leu Ser Ser Leu Lys Ser
100 105

Cys Ala Arg Ser Gly Phe Gly Ser Ser
115 120

Gly Gln Gly Thr Leu Val Thr Val Ser
135

Ser Val Phe Pro Leu Ala Pro Ser Ser
150 155

Ala Glu Val
30

Ser Gly Tyr
45

Pro Gly GIn
60

Val Pro Lys

Asp Thr Ser

Glu Asp Thr
110

Tyr Trp Tyr
125

Ser Ala Ser
140

Lys Ser Thr

15

Lys Lys

Thr Phe

Gly Leu

Tyr Ala

80

Thr Ser

95

Ala Val

Phe Asp

Thr Lys

Ser Gly
160

Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro

165 170

Val Ser Trp Asn Ser Gly Ala Leu Thr
180 185

Ala Val Leu GlIn Ser Ser Gly Leu Tyr

PD1227503/hy

111132669

FEHESE A0202

Ser Gly Val
190

Ser Leu Ser

175

His Thr

Ser Val

1320
1380
1410

1113312514-0
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Val
Val
225
Lys
Leu
Thr
Val
Val
305
Ser
Leu
Ala
Pro
Gln
385
Ala
Thr
Leu

Ser

Ser

195

Thr Val
210

Asn His

Ser Cys

Leu Gly

Leu Met
275

Ser His
290

Glu Val

Thr Tyr

Asn Gly

Pro Ile
355

Gln Val
370

Val Ser

Val Glu

Pro Pro

Thr Val
435

Val Met
450

Leu Ser

Pro

Lys

Asp

Gly

260

[le

Glu

His

Arg

Lys

340

Glu

Tyr

Leu

Trp

Val

420

Asp

His

Pro

Ser Ser

Pro Ser
230

Lys Thr
245

Pro Ser

Ser Arg

Asp Pro

Asn Ala

310

Val Val

326

Glu Tyr

Lys Thr

Thr Leu

Thr Cys

390

Glu Ser

405

Leu Asp

Lys Ser

Glu Ala

Gly Lys

PD1227503/hy

111132669

Ser

215

Asn

His

Val

Thr

Glu

295

Lys

Ser

Lys

[le

Pro

375

Leu

Asn

Ser

Arg

200

Leu

Thr

Thr

Phe

Pro

280

Val

Thr

Val

Cys

Ser

360

Pro

Val

Gly

Gly

Lys

Cys

Leu

265

G

u

Lys

Lys

Leu

Lys

345

Lys

Ser

Lys

Gln

Thr Gln

Val Asp
235

Pro Pro
250

Phe Pro

Val Thr

Phe Asn

Pro Arg
315

Thr Val
330

Val Ser

Ala Lys

Arg Glu

Gly Phe

3956

Pro Glu
410

Asp Gly Ser Phe

425

Trp Gln Gln Gly

440

Leu His Asn His Tyr

455

FEHESE A0202

205

Thr Tyr Ile
220

Lys Arg Val

Cys Pro Ala

Pro Lys Pro
270

Cys Val Val
285

Trp Tyr Val
300

Glu Glu Gln

Leu His GlIn

Asn Lys Ala
350

Gly GIn Pro
365

Glu Met Thr
380

Tyr Pro Ser

Asn Asn Tyr

Phe Leu Tyr
430

Asn Val Phe
445

Thr Gln Lys
460

10

Cys

Glu

Pro

265

Lys

Val

Asp

Tyr

Asp

335

Leu

Arg

Lys

Asp

Lys

415

Ser

Ser

Ser

Asn

Pro

240

Glu

Asp

Asp

Gly

Asn

320

Trp

Pro

Glu

Asn

[le

400

Thr

Lys

Cys

Leu

1113312514-0
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465

<210> 13

<211> 1410
<212> DNA
213 AL

<220>

223> AAGTINATEUES - H2ALZZ BE g 7 #% H B 751

<400> 13
atgaaacacc

gtgcageteg
tgcaaggeca
ggacaggece
gaggacttca
cagctgagea
ggcageaget
gectecacca
ggcacagecg
tggaactcag
ggactctact
tacatctgea
aaatcttgtg
cccteagtot
gaggtcacat
tacgtggacg
agcacgtacc
gagtacaagt
aaagccaaag
atgaccaaga
gocgtggagt
ctggactecog
cagcagggea
cagaagagce
<210> 14
211> 470
<212> PRT
213> AL
<220>

470

Fr3l

tegtggttett
tgcagtctgg
geggotacac
tggaatggat
agggcagagt
gectgaagte
actggtactt
agggcccaag
coctgggetg
gegeoctgac
ccctecageag
acgtgaatca
acaaaactca
tectottece
gogtggtegt
gogtggaggt
gggtggtoag
gcaaggtecte
g6Cageceeg
accaggtcag
gggagagcaa
acggcteott
acgtcttcte
tctecctgte

Fr3l

PD1227503/hy

111132669

cctectgetg
cgecgaagtg
ctttaccacc
gggotggate
gaccatcagce
cgaggacacc
cgacgtgtgg
cgtettecoe
cctggtcaag
cageggegte
cgtggtgace
caageccage
cacatgccea
cccaaaacce
ggacgtgage
gcataatgee
cgtectcace
caacaaagcc
ggaaccacag
cctgacctge
tggccagece
cttectetac
atgctecgtg

tcecggeaaa

FEHESE A0202

gtggcagete
aagaaaccag
geoggeoatge
aacacccaca
ctggacacca
gocgtgtact
ggccaggeca
ctggecacect
gactacttce
cacaccttce
gtgcccteoca
aacaccaagg
ccectgeccag
aaggacacce
cacgaagacc
aagacaaagc
gtectgeace
cteccagece
gtgtacacce
ctggtcaaag
gagaacaact
agcaagctca

atgcatgagg

ccagatgggt
gegecagegt
agtgggtgeg
geggegtgce
gcacctccac
actgegecag
ccctegtgac
cctccaagag
ccgaaccegt
ccgetgtect
goagottgeg
tggacaagag
cacctgaact
tcatgatcte
ctgaggtcaa
cccgggagega
aggactgget
ccatcgagaa
tgcccccate
gettetatee
acaagaccac
ccgtggacaa

ctetgcacaa

11

gctgagecag
gaaggtgtee
ccaggetect
caaatacgce
cgectacctg
aageggette
cgtcagetea
cacctetgge
gaccgtgage
gcagtcctea
cacccagace
agttgagece
cctgggegga
ccggaccect
gttcaactgg
gcagtacaac
gaatggcaag
aaccatctec
ccgggaggag
cagcgacatc
ccctecegtg
gagcaggteg

ccactacacc

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

1020
1080
1140
1200
1260
1320
1380
1410

1113312514-0
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223> AAGTINATEUES - H2ALZZ BE g 7 B Rg 75

<400>

14

Met Lys His Leu

1

Val

Pro

Thr

Glu

65

Glu

Thr

Tyr

Val

Gly

145

Gly

Val

Phe

Val

Val
225

Leu

Gly

Thr

50

Trp

Asp

Ala

Tyr

Trp

130

Pro

Thr

Thr

Pro

Thr

210

Asn

Ser

Ala

35

Ala

Met

Phe

Tyr

Cys

115

Gly

Ser

Ala

Val

Ala

195

Val

His

Lys Ser Cys

Gln

20

Ser

Gly

Gly

Lys

Leu

100

Ala

Gln

Val

Ala

Ser

180

Val

Pro

Lys

Asp

Trp Phe Phe Leu Leu Leu Val Ala Ala Pro

5

Val Gln

Val Lys

Met Gln

Trp Ile
70

Gly Arg
85

Gln Leu

Arg Ser

Gly Thr

Phe Pro
150

Leu Gly
165

Trp Asn

Leu Gln

Ser Ser

Pro Ser

230

Lys Thr
245

PD1227503/hy

111132669

Leu

Val

Trp

55

Asn

Val

Ser

Gly

Leu

135

Leu

Cys

Ser

Ser

Ser

215

Asn

His

Val

Ser

40

Val

Thr

Thr

Ser

Gln

25

Cys

Arg

His

[le

Leu
105

10

Ser

Lys

Gln

Ser

Ser

90

Lys

Phe Gly Ser

120

Val

Ala

Leu

Gly

Ser
200

Thr

Pro

Val

Ala
185

Val

Ser

Lys

170

Leu

Gly Ala Glu Val
30

Ala Ser Gly Tyr
45

A

a Pro Gly Gln
60

Gly Val Pro Lys
75

Leu Asp Thr Ser

Ser Glu Asp Thr
110

Ser Tyr Trp Tyr
125

Ser Ser Ala Ser
140

Ser Lys Ser Thr
155

Asp Tyr Phe Pro

Thr Ser Gly Val
190

Gly Leu Tyr Ser Leu Ser

205

Leu Gly Thr GIn Thr Tyr Ile

Thr

Thr

FEHESE A0202

Lys

Cys

Val

Pro
250

220

Asp Lys Arg Val
235

Pro Cys Pro Ala

12

Arg Trp
15

Lys Lys

Thr Phe

Gly Leu

Tyr Ala
80

Thr Ser
95

Ala Val

Phe Asp

Thr Lys

Ser Gly
160

Glu Pro
175

His Thr

Ser Val

Cys Asn

Glu Pro

240

Pro Glu
255

1113312514-0
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Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro

260

265

Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr

275

Va

290

280

Ser His Glu Asp Pro Glu Val Lys Phe Asn

295

Val Glu Val His Asn Ala Lys Thr Lys Pro Arg

306

310 315

Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val
325 330

Leu Asn Gly Lys G
340

lu Tyr Lys Cys Lys Val Ser
345

Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys

355

360

Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Glu

370

375

Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe

385

Ala Val Glu Trp G

390 3956

lu Ser Asn Gly Gln Pro Glu

405 410

Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe

420

425

Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly

435

Ser Val Met His G
450

Ser Leu Ser Pro G
465

<210> 15

<211> 1410
<212> DNA
213> AT

<220>

223> AAGTINATEES - H3ALZZ BE i 7 A% H IR 751

<400> 15

atgaaacacc tgtggttett coteoctgetg gtggcagete ccagatgggt getgagecag

PD1227503/hy
111132669

440

lu Ala Leu His Asn His Tyr
455

ly Lys
470

FEHESE A0202

Pro Lys Pro
270

Cys Val Val
285

Trp Tyr Val
300

Glu Glu GIn

Leu His GlIn

Asn Lys Ala
350

Gly GIn Pro
365

Glu Met Thr
380

Tyr Pro Ser

Asn Asn Tyr

Phe Leu Tyr
430

Asn Val Phe
445

Thr Gln Lys
460

13

Lys

Val

Asp

Tyr

Asp

335

Leu

Arg

Lys

Asp

Lys

415

Ser

Ser

Ser

Asp

Asp

Gly

Asn

320

Trp

Pro

Glu

Asn

[le

400

Thr

Lys

Cys

Leu

1113312514-0
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atccagetgg
tgcaaggeca
ggcaaggece
gaggacttca
cagctgagea
ggcageaget
gectecacca
ggcacagecg
tggaactcag
ggactctact
tacatctgea
aaatcttgtg
cccteagtot
gaggtcacat
tacgtggacg
agcacgtacc
gagtacaagt
aaagccaaag
atgaccaaga
gocgtggagt
ctggactecog
cagcagggea
cagaagagce
<210> 16

<211> 470
<212> PRT

tgcagtctgg
geggotacac
tggaatggat
agggcagagt
gectgaagte
actggtactt
agggcccaag
ccotggegete
gegeoctgac
ccctecageag
acgtgaatca
acaaaactca
tectottece
gogtggtegt
gogtggaggt
gggtggtoag
gcaaggtecte
g6Cageceeg
accaggtcag
gggagagcaa
acggcteott
acgtcttcte
tctecetgte

213> AT

<220>

223> AAGTINATEES - H3ALZZ BE i 7 iRl 7751l

<400> 16

cgecgaagtg
ctttaccacc
gggotggate
gaccttcage
cgaggacacc
cgacgtgtge
cgtettecoe
cctggtcaag
cageggegte
cgtggtgace
caageccage
cacatgccea
€CCaaaacce
ggacgtgage
gcataatgee
cgtectcace
caacaaagcc
ggaaccacag
cctgacctge
tggccagece
cttectetac
atgctecgtg

tcecggeaaa

aagaaacccg
geoggeoatge
aacacccaca
ctggacacca
geogtgtact
ggccaggeca
ctggecacect
gactacttce
cacaccttce
gtgcccteoca
aacaccaagg
ccectgeccag
aaggacacce
cacgaagacc
aagacaaagc
gtectgeace
cteccagece
gtgtacacce
ctggtcaaag
gagaacaact
agcaagctca

atgcatgagg

gcgagagegt
agtgggteca
geggogtgee
gcacctccac
actgecgecag
ccctegtgac
cctccaagag
ccgaaccegt
ccgetgtect
goagottgeg
tggacaagag
cacctgaact
tcatgatcte
ctgaggtcaa
cccgggagega
aggactgget
ccatcgagaa
tgcccccate
gettetatee
acaagaccac
ccgtggacaa

ctetgcacaa

gaaggtgtee
gcagatgect
caaatacgee
cgectacctg
aageggette
cgtcagetea
cacctetgge
gaccgtgage
gcagtcctea
cacccagace
agttgagece
cctgggegga
ccggaccecot
gttcaactgg
gcagtacaac
gaatggcaag
aaccatctec
ccgggaggag
cagcgacatc
ccctecegtg
gagcaggteg

ccactacacc

Met Lys His Leu Trp Phe Phe Leu Leu Leu Val Ala Ala Pro Arg Trp
1 5 10 15

Val Leu Ser GIn Ile GIn Leu Val Gln Ser Gly Ala Glu Val Lys Lys
30

20

25

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

PD1227503/hy

111132669

FEHESE A0202

14

120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1380
1410
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Thr
Glu
65

Glu
Thr
Tyr
Val
Gly
145
Gly
Val
Phe
Val
Val
225
Lys
Leu
Thr

Val

Va

35

Thr Ala
50

Gly Met

Gln

Trp Met Gly Trp Ile
70

Asp Phe

Ala Tyr

Tyr Cys
115

Lys Gly
85

Leu Gln
100

Ala Arg

Arg

Leu

Ser

Trp Gly Gln Gly Thr

130

Pro Ser

Thr Ala

Thr Val

Pro Ala
195

Thr Val
210

Asn His

Ser Cys

Leu Gly

Leu Met
275

Ser His
290

Glu Val

Val Phe

Ala Leu
165

Ser Trp
180

Val Leu

Pro Ser

Lys Pro

Asp Lys
245

Gly Pro
260

[le Ser

Pro

150

Gly

Asn

Gln

Ser

Ser

230

Thr

Ser

Arg

Trp

55

Asn

Val

Ser

Gly

Leu

135

Leu

Cys

Ser

Ser

Ser

215

Asn

His

Val

Thr

Glu Asp Pro Glu

295

His Asn Ala Lys

PD1227503/hy

111132669

40

45

Val Gln GIn Met Pro Gly

Thr His

Thr Phe

Ser Leu
105

Phe Gly
120

Val Thr

Ala Pro

Leu Val

Gly Ala
185

Ser Gly
200

Leu Gly

Thr Lys

Thr Cys

Phe Leu

265

Pro Glu
280

Val Lys

Thr Lys

FEHESE A0202

Ser Gly
75

Ser Leu
90

Lys Ser

Ser Ser

Val Ser

Ser Ser
155

Lys Asp
170

Leu Thr

Leu Tyr

Thr GIn

Val Asp

235

Pro Pro

250

Phe Pro

Val Thr

Phe Asn

60

Val Pro

Asp Thr

Glu Asp

Tyr Trp
125

Ser Ala
140

Lys Ser

Tyr Phe

Ser Gly

Ser Leu
205

Thr Tyr
220

Lys Arg

Cys Pro

Pro Lys

Cys Val

285

Trp Tyr
300

Lys

Lys

Ser

Thr

110

Tyr

Ser

Thr

Pro

Val

190

Ser

[le

Val

Ala

Pro

270

Val

Val

Pro Arg Glu Glu Gln

15

Gly Leu

Tyr Ala
80

Thr Ser
95

Ala Val

Phe Asp

Thr Lys

Ser Gly

160

Glu Pro
175

His Thr

Ser Val

Cys Asn

Glu Pro

240

Pro Glu

265

Lys Asp

Val Asp

Asp Gly

Tyr Asn

1113312514-0
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306

310 315

Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln

326 330

Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala

Ala Pro Ile Glu Lys Thr I

340 345 350

Ser Lys Ala Lys Gly GIn Pro
355 360 365

[}

Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr

370

385

375 380

Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
395

390

Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr

405 410

Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr

420 425 430

Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe

Ser Val Met His Glu A
450

435 440 445

Leu His Asn His Tyr Thr Gln Lys
455 460

o

Ser Leu Ser Pro Gly Lys

465

<210>
<2115
<212
<213

<220>
<223>

<400>

470

17
702
DNA

AL

METINAVERHS - LV B8 7 i E i 5

17

atggtgetec agacccaggt gttcatctec ctgetgetgt ggatctecgg

gacatccaga tgacccagag ccctagcage ctgagegeca gegtgggega

atcacatgca aggccagcca ggacgtgtec acagecgtgg cotggtatea

ggcaaggccc ccaagetget gatctacage gecagetace ggtacaccgg

agattttctg gcagcggetc cggcaccgac ttcaccctga caatcageag

gaggacttcg cogtgtacta ctgccagecag cactacatca cccccctgac

ggcaccaage tggaaatcaa gegtacggtg gecgeccect cegtgtteat

tccgacgage agetgaagte cggeaccgece teocgtggtet gectgetgaa

16

PD1227503/hy

111132669

FEHESE A0202

320

Asp Trp
335

Leu Pro

Arg Glu

Lys Asn

Asp Ile
400

Lys Thr
415

Ser Lys

Ser Cys

Ser Leu

cgegtacgge
cagagtgacc
gcagaagect
cgtgcccage
cctgcagece
ctttggccag
cttecccece

taacttctac

60
120
180
240
300
360
420
480

1113312514-0
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cccagagagg ccaaggtgea gtggaaggtg gacaacgecc tgcagteccgg gaactcccag

gagagegtga ccgagcagga cagcaaggac ageacctaca gectgageag caccctgace

ctgagcaaag ccgactacga gaagcacaag gtgtacgect gegaggtgac ccaccaggge

ctgagectece ccgtcaccaa gagettcaac aggggggagt gt

<210> 18
<211y 234
<212> PRT
<213

<220>
<223>

<400> 18

AL

Met Val Leu Gln Thr Gln Val Phe Ile

1

Gly Ala Tyr

Ala Ser Val
35

Val Ser Thr
50

Lys Leu Leu
65

Arg Phe Ser

Ser Leu Gln

[le Thr Pro
115

Thr Val Ala
130

Leu Lys Ser
145

Pro Arg Glu

Gly Asn Ser

5

Gly Asp
20

Gly Asp

Ala Val

[le Tyr

Gly Ser
85

Pro Glu
100

Leu Thr

Ala Pro

Gly Thr

Ala Lys

165

Gln Glu
180

PD1227503/hy

111132669

[le Gln

Arg Val

Ala Trp
55

Ser Ala
70

Gly Ser

Asp Phe

Phe Gly

Ser Val

135

Ala Ser
150

Val Gln

Ser Val

Met Thr
25

Thr Ile
40

Tyr GIn

Ser Tyr

Gly Thr

Ala Val

105

Gln Gly

120

Phe Ile

Val Val

Trp Lys

Ser

10

Gln

Thr

Gln

Arg

Asp

90

Tyr

Thr

Phe

Cys

Val
170

METINAVERRS - LVAY Y B g R Bl 5

Leu

Ser

Cys

Lys

Tyr

75

Phe

Tyr

Lys

Pro

Leu

155

Asp

Leu Leu Trp

Pro Ser Ser
30

Lys Ala Ser
45

Pro Gly Lys
60

Thr Gly Val
Thr Leu Thr

Cys GIn GIn
110

Leu Glu Ile
125

Pro Ser Asp
140

Leu Asn Asn

Asn Ala Leu

Thr Glu Gln Asp Ser Lys Asp

185

FEHESE A0202

190

17

[le Ser
15

Leu Ser

Gln Asp

Ala Pro

Pro Ser
80

[le Ser
95

His Tyr

Lys Arg

Glu Gln

Phe Tyr
160

Gln Ser
175

Ser Thr

540
600
660
702

1113312514-0
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Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys

195 200 205

His Lys Val Tyr Ala Cys Glu Val Thr His GIn Gly Leu Ser Ser Pro

210

225

<210>
<2115
<212
<213

<220>
<223>

<400>

215 220

Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
230

19
702
DNA

AL

AAETINATEES - L2AN 27 RCh 7 i E TR P |

19

atggtgetec agacccaggt gttcatctec ctgetgetgt ggatetecgg cgeogtacgge

gacatcgtga tgacccagag ccctagcage ctgagegeca gegtgggega cagagtgace

atcacatgca aggccagcca ggacgtgtec acagecgtgg cotggtatca geagaagect

ggcaaggccc ccaagetget gatctacage gecagetace ggtacaccgg cgtgeccage

agattttctg gecagcggetc cggcaccgac ttcaccctga caatcagecag cctgecagece

gaggacttcg ccgtgtacta ctgccagcag cactacatca cccccctgac ctttggecag

ggcaccaage tggaaatcaa gogtacggtg gecgeccect cegtgtteat cttecceece

tccgacgage agetgaagtc cggecaccgee tocgtggtet goctgetgaa taacttctac

cccagagagg ccaaggtgea gtggaaggtg gacaacgecc tgcagtccgg gaactceccag

gagagegtga ccgagcagga cagcaaggac ageacctaca gectgageag caccctgace

ctgagcaaag ccgactacga gaagcacaag gtgtacgect gogaggtgac ccaccaggge

ctgagectece ccgtcaccaa gagettcaac aggggggagt gt

<210>
<2115
<212
<213

<220>
<223>

<400>

20
234
PRT

AL

AAETINATEES - L2ANZ7 RCh 7 B R BR P |

20

Met Val Leu GIn Thr GIn Val Phe [le Ser Leu Leu Leu Trp [le Ser
1 5 10 15

Gly Ala Tyr Gly Asp Ile Val Met Thr GIn Ser Pro Ser Ser Leu Ser
20

25 30

Ala Ser Val Gly Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asp

18

PD1227503/hy

111132669

FEHESE A0202

60
120
180
240
300
360
420
480
540
600
660
702
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35 40 45

Val Ser Thr Ala Val Ala Trp Tyr Gln GIn Lys Pro Gly Lys Ala Pro
50 55 60

Lys Leu Leu Ile Tyr Ser Ala Ser Tyr Arg Tyr Thr Gly Val Pro Ser
65 70 75 80

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser
85 90 95

Ser Leu GIn Pro Glu Asp Phe Ala Val Tyr Tyr Cys GIn Gln His Tyr
100 105 110

[le Thr Pro Leu Thr Phe Gly GIn Gly Thr Lys Leu Glu Ile Lys Arg
115 120 125

Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu GIn
130 135 140

Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asnh Asn Phe Tyr
145 150 155 160

Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu GIn Ser
165 170 175

Gly Asn Ser GlIn Glu Ser Val Thr Glu GIn Asp Ser Lys Asp Ser Thr
180 185 190

Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
195 200 205

His Lys Val Tyr Ala Cys Glu Val Thr His GIn Gly Leu Ser Ser Pro
210 215 220

Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
225 230

<210> 21

<211> 702
<212> DNA
213> AT

<220>

<223>  AETINAV#REE » LB 7 REH  i H R 75

<400> 21

atggtgctee agacccaggt gttcatctec ctgetgotgt ggatetecgg cgeogtacgge
gacatcgtga tgacccagag ccctagcage ctgagegeca gegtgggega cagagtgace
atcacatgca aggccagceca ggacgtgtec acagecgtgg cotggtatca gcagaagece

ggcaageage ccaagetget gatctacage gccagetacc ggtacaccgg cgtgeccage

19
PD1227503/hy

111132669 FEHESE A0202

60
120
180
240

1113312514-0
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agattttctg gcageggete
gaggacttcg cogtgtacta
ggcaccaage tggaaatcaa
tccgacgage agetgaagte
cccagagagg ccaaggtgca
gagagegtga ccgagcagga
ctgagcaaag ccgactacga

ctgagctece ccgtcaccaa

210> 22
<211y 234
<212> PRT
213> AT

<220>

223> AAGTINATEES - L3RI Hhm 7 Bl 7751

<400> 22
Met Val Leu Gln
1

Gly Ala Tyr Gly
20

Ala Ser Val Gly
35

Val Ser Thr Ala
50

Lys Leu Leu Ile
65

Arg Phe Ser Gly

Ser Leu GIn Pro
100

[le Thr Pro Leu
115

Thr Val Ala Ala
130

Leu Lys Ser Gly
145

Thr Gln Val
5

Asp Ile Val
Asp Arg Val

Val Ala Trp
55

Tyr Ser Ala
70

Ser Gly Ser
85

Glu Asp Phe
Thr Phe Gly

Pro Ser Val
135

Thr Ala Ser
150

PD1227503/hy

111132669

cggecaccgac ttcaccctga
ctgccageag cactacatca
gegtacggtg gocgececct
cggecaccgee teogtgegtet
gtggaaggtg gacaacgece
cagcaaggac agcacctaca
gaagcacaag gtgtacgeet

gagcttcaac aggggggagt

Phe Ile Ser Leu
10

Met Thr Gln Ser
25

Thr Ile Thr Cys
40

Tyr Gln Gln Lys

Ser Tyr Arg Tyr
75

Gly Thr Asp Phe
90

Ala Val Tyr Tyr
105

Gln Gly Thr Lys
120

Phe Ile Phe Pro

Val Val Cys Leu
155

FEHESE A0202

caatcagcag
ccecccctgac
cegtegtteat
gectgetgaa
tgcagtccgg
gectgageag
gegaggtgac
gt

Leu Leu Trp

Pro Ser Ser
30

Lys Ala Ser
45

Pro Gly Lys
60

Thr Gly Val

Thr Leu Thr

Cys GIn GIn
110

Leu Glu Ile
125

Pro Ser Asp
140

Leu Asn Asn

20

cctgcagece
ctttggccag
ctteccccce
taacttctac
gaactcccag
caccctgace

ccaccaggec

[le Ser
15

Leu Ser

Gln Asp

Gln Pro

Pro Ser

80

[le Ser

95

His Tyr

Lys Arg

Glu Gln

Phe Tyr
160

300
360
420
480
540
600
660
702
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1812438

Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu GIn Ser
165 170 175

Gly Asn Ser GlIn Glu Ser Val Thr Glu GIn Asp Ser Lys Asp Ser Thr
180 185 190

Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
195 200 205

His Lys Val Tyr Ala Cys Glu Val Thr His GIn Gly Leu Ser Ser Pro
210 215 220

Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
225 230

<210> 23
211> 5
<212> PRT
213> /N

<400> 23
Thr Ala Gly Met Gln
1 5

<210, 24
<211y 17
<212> PRT
213> /N
<400> 24

Trp Ile Asn Thr His Ser Gly Val Pro Lys Tyr Ala Glu Asp Phe Lys
1 5 10 15
Gly

<210> 25
<211y 12
<212> PRT
213> /N

<400> 25
Ser Gly Phe Gly Ser Ser Tyr Trp Tyr Phe Asp Val
1 5 10

<210> 26
<211 11
<212> PRT
213> /N

<400> 26

Lys Ala Ser GIn Asp Val Ser Thr Ala Val Ala
1 5 10

21
PD1227503/hy

111132669 FEHESE A0202 1113312514-0
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<210> 27
<21 7
<212> PRT
213> /N

<400> 27
1

<210> 28
<211y 9
<212> PRT
213> /N

<400> 28

Ser Ala Ser Tyr Arg Tyr Thr
5

Gln GIn His Tyr Ile Thr Pro Leu Thr
1 5

<210> 29

<211> 1410
<212> DNA
213> /L

<400> 29
atgaaacacc

gtgcagetgce
tgcaaggeca
ggccaggece
gacgacttca
cagatcagca
ggcageaget
gcctecacca
ggcacagecg
tggaactcag
ggactctact
tacatctgea
aaatcttgtg
cccteagtot
gaggtcacat
tacgtggacg
agcacgtacc
gagtacaagt
aaagccaaag

atgaccaaga

N

tegtggttett
agcagagegg
geggotacac
tgaagtggat
agggoeggtt
gectgaagge
actggtactt
agggcccaag
ccotggegete
gegeoctgac
ccctecageag
acgtgaatca
acaaaactca
tectottece
gogtggtegt
gogtggaggt
gggtggtoag
gcaaggtecte
g6Cageceeg

accaggtcag

PD1227503/hy

111132669

cctectgetg
cagcgagetg
ctteaccaac
gggotggate
cgectteage
cgacgatace
cgacgtgtge
cgtettecoe
cctggtcaag
cageggegte
cgtggtgace
caageccage
cacatgccea
cccaaaacce
ggacgtgage
gcataatgee
cgtectcace
caacaaagcc
ggaaccacag

cctgacctge

FEHESE A0202

gtggcagete
aagaagcctg
tacggcatga
aacacctaca
ctggacacca
geogtgtact
ggccaggeca
ctggcaccct
gactacttce
cacaccttce
gtgcccteca
aacaccaagg
ccectgeccag
aaggacacce
cacgaagacc
aagacaaagc
gtectgeace
cteccagece
gtgtacacce

ctggtcaaag

ccagatgggt
gegecagegt
actgggtgaa
CCEECLagce
gegtgageac
tctgegecag
gectggtgac
cctccaagag
ccgaaccegt
ccgetgtect
goagottgeg
tggacaagag
cacctgaact
tcatgatcte
ctgaggtcaa
cccgggagega
aggactgget
ccatcgagaa
tgcccccate

gettetatee

22

gctgagecag
caaggtgtce
goaggeccea
cacctacacce
cgectacctg
aggeggette
cgtgagetea
cacctetgge
gaccgtgage
gcagtcctea
cacccagace
agttgagece
cctgggegga
ccggaccect
gttcaactgg
gcagtacaac
gaatggcaag
aaccatctec
ccgggaggag

cagcgacatc

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

1020
1080
1140
1200

1113312514-0
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gcogtggagt gggagagcaa tggecageec gagaacaact acaagaccac cccteecgtg
ctggactccg acggetectt cttectetac agcaagetca ccgtggacaa gagcaggtgg

cagcagggea acgtettcte atgetcecgtg atgcatgagg ctcetgecacaa ccactacace

cagaagagec tctcecctgte teccggeaaa

<210>
<2115
<212
<213

<400>

30
470
PRT

RANE

30

Met Lys His

1

Val

Pro

Thr

Lys

65

Asp

Thr

Tyr

Val

Gly

145

Gly

Val

Phe

Leu

Gly

Asn

50

Trp

Asp

Ala

Phe

Trp

130

Pro

Thr

Thr

Pro

Ser

Ala

35

Tyr

Met

Phe

Tyr

Cys

115

Gly

Ser

Ala

Val

Ala
195

Leu

Gln

20

Ser

Gly

Gly

Lys

Leu

100

Ala

Gln

Val

Ala

Ser

180

Val

Trp Phe

Val Gln

Val Lys

Met Asn

Trp Ile
70

Gly Arg
85

Gln Ile

Arg Gly

Gly Ser

Phe Pro
150

Leu Gly
165

Trp Asn

Leu Gln

PD1227503/hy
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Phe

Leu

Val

Trp

55

Asn

Phe

Ser

Gly

Leu

135

Leu

Cys

Ser

Ser

Leu Leu

Gln Gln
25

Ser Cys
40

Val Lys

Thr Tyr

Ala Phe

Ser Leu
105

Phe Gly
120

Val Thr

Ala Pro

Leu Val

Gly Ala

185

Ser Gly
200

FEHESE A0202

Leu Val
10

Ser Gly

Lys Ala

Gln Ala

Thr Gly
75

Ser Leu
90

Lys Ala

Ser Ser

Val Ser

Ser Ser

155

Lys Asp
170

Leu Thr

Leu Tyr

Ala Ala

Ser Glu

Ser Gly
45

Pro Gly
60

Glu Pro

Asp Thr

Asp Asp

Tyr Trp

125

Ser Ala

140

Lys Ser

Tyr Phe

Ser Gly

Pro

Leu

30

Tyr

Gln

Thr

Ser

Thr

110

Tyr

Ser

Thr

Pro

Val
190

Arg Trp
15

Lys Lys

Thr Phe

Gly Leu

Tyr Thr
80

Val Ser
95

Ala Val

Phe Asp

Thr Lys

Ser Gly
160

Glu Pro
175

His Thr

Ser Leu Ser Ser Val

205

23

1260
1320
1380
1410

1113312514-0
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Val
Val
225
Lys
Leu
Thr
Val
Val
305
Ser
Leu
Ala
Pro
Gln
385
Ala
Thr
Leu

Ser

Ser
465

Thr Val
210

Asn His

Ser Cys

Leu Gly

Leu Met
275

Ser His
290

Glu Val

Thr Tyr

Asn Gly

Pro Ile
355

Gln Val
370

Val Ser

Val Glu

Pro Pro

Thr Val
435

Val Met
450

Leu Ser

Pro Ser

Lys Pro

Asp Lys
245

Gly Pro
260

[le Ser

Glu Asp

His Asn

Arg Val
325

Lys Glu
340

Glu Lys

Tyr Thr

Leu Thr

Trp Glu

405

Val Leu

420

Asp Lys

His Glu

Pro Gly

PD1227503/hy
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Ser

Ser

230

Thr

Ser

Arg

Pro

Ala

310

Val

Tyr

Thr

Leu

Cys

390

Ser

Asp

Ser

Ala

Lys
470

Ser

215

Asn

His

Val

Thr

Glu

295

Lys

Ser

Lys

[le

Pro

375

Leu

Asn

Ser

Arg

Leu
455

Leu Gly Thr Gln Thr Tyr Ile Cys
220

Thr Lys Val Asp Lys Arg Val G
235

u

Thr Cys Pro Pro Cys Pro Ala Pro
250 255

Phe Leu Phe Pro Pro Lys Pro Lys
265 270

Pro Glu Val Thr Cys Val Val Val
280 285

c

Val Lys Phe Asn Trp Tyr Val Asp
300

Thr Lys Pro Arg Glu Glu Gln Tyr
315

Val Leu Thr Val Leu His Gln Asp
330 335

Cys Lys Val Ser Asn Lys Ala Leu
345 350

Ser Lys Ala Lys Gly GIn Pro Arg
360 365

Pro Ser Arg Glu Glu Met Thr Lys
380

Val Lys Gly Phe Tyr Pro Ser Asp
395

Gly Gln Pro Glu Asn Asn Tyr Lys
410 415

Asp Gly Ser Phe Phe Leu Tyr Ser
425 430

Trp GIn Gln Gly Asn Val Phe Ser
440 445

His Asn His Tyr Thr GIn Lys Ser
460

24

FEHESE A0202

Asn

Pro

240

Glu

Asp

Asp

Gly

Asn

320

Trp

Pro

Glu

Asn

[le

400

Thr

Lys

Cys

Leu
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<210> 31
<211> 702
<212> DNA
213> /L

<400> 31
atggtgetec

gatatccage
atcacatgca
g86aagecee
agattcagcg
gaggacttcg
ggcaccaagg
tcegacgage
cccagagagg
gagagegtga
ctgagcaaag
ctgagctece
<210> 32
211> 234
<212> PRT
213> #Hft
<400> 32
Tet Val Leu

Gly Ala Tyr

Ala Ser Val
35

Val Ser Ile
50

Lys Leu Leu
65
Arg Phe Ser

Ser Leu Gln

[le Thr Pro

N

agacccaggt
tgacccagag
aggecageca
ccaagetget
gcageggete
cegtgtacta
tggaaatcaa
agctgaagte
ccaaggtgea
ccgageagga
ccgactacga

ccgtecaccaa

N

GIn Thr GIn Val Phe Ile Ser Leu Leu Leu Trp
10

gttecatctce
CCCcageage
ggacgtgtce
gatctacage
cggeaccgac
ctgccageag
gogtacggtg
CgECaccgee
gtggaaggts
cagcaaggac
gaagcacaag

gagcttcaac

Gly Asp Ile GIn Leu

20

Gly Asp Arg Val Ser

40

Ala Val Ala Trp Tyr

55

[le Tyr Ser Ala Ser
70

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
90

85

Pro Glu Asp Phe A

100

Leu Thr Phe Gly A

PD1227503/hy

111132669

o

o
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ctgetgotgt
ctgagcgeca
attgccgteg
gccagetace
ttcaccctga
cactacatca
geegeccoct
tecegtggtet
gacaacgece
agcacctaca
gtgtacgect

aggggggagt

Thr Gln Ser
25

[le Thr Cys

Gln GIn Lys

Tyr Arg Tyr

75

Val Tyr Tyr
105

Gly Thr Lys

ggatcteegg
gogtggeoga
cctggtatea
ggtacaccgg
ccatcagcag
ccecccctgac
cegtegtteat
gectgetgaa
tgcagtccgg
gectgageag
gegaggtgac
gt

Pro Ser Ser

30

Lys Ala Ser

45

Pro Gly Lys

60

Thr Gly Val

Cys GIn GIn

cgegtacgge
cagagtgtce
gcagaagece
cgtgcccgac
cctgcagece
ctteggagee
cttecccece
taacttctac
gaactcccag
caccctgace

ccaccaggec

[le Ser
15

Leu Ser

Gln Asp

Ala Pro

Pro Asp
80

[le Ser
95

His Tyr

110

Val Glu [le

25

Lys Arg

60
120
180
240
300
360
420
480
540
600
660
702
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115 120

125

Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu GIn

130

145

Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu

Gly Asn Ser GIn Glu Ser Val Thr Glu GIn Asp Ser Lys Asp
185 190

135

150

165

180

140

Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr
155

170

160

Gln Ser
175

Ser Thr

Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
205

195 200

His Lys Val Tyr Ala Cys Glu Val Thr His GIn Gly Leu Ser Ser Pro

210

215

220

Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

225

<210>
<2115
<212
<213

<220>
<223>

<400>

230

33

30

DNA
AL

5 Fma2aVR2 A% H 27 51
33

agagttccag gtcaaggtca ctggctcagg

<210>
<2115
<212
<213

<220>
<223>

<400>

34
30
DNA

AL

5T mKVR2Z B E B P |
34

agtccaactg ttcaggacge cattttgteg

<210>
<2115
<212
<213

<220>
<223>

<400>

35

30

DNA
AL

5173, 3 F1 2 H 7Y
35

tataccgtcg acctctaget agagettgge

<210>

36

PD1227503/hy
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26

30

30

30
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<2115
<212
<213

<220>
<223>

<400>

30
DNA

AL

5173, 3 RIZALH 7Y
36

gctatggcag ggectgeocge cocgacgttg

<210>
<2115
<212
<213

<220>
<223>

<400>

37

47

DNA
AL

5T TINATH-F Z 4% E5 B 5 51
37

ccagatgggt gctgagecag atccagttgg tgeagtetgg acctgag

<210>
<2115
<212
<213

<220>
<223>

<400>

38
48
DNA

AL

5T TINATH-RZ % H B /5 51
38

cttggtegag getgagetga cggtgaccge ggteocctgeg ccccagac

<210>
<2115
<212
<213

<220>
<223>

<400>

39

48

DNA
AL

5T TINAIL-F Z 4% E5 B 51
39

atctccggeg cgtacggega cattgtgatg acccagtetc acaaatte

<210>
<2115
<212
<213

<220>
<223>

<400>

40
45
DNA

AL

S| FTINAML-RZ A% E 75
40

ggagggeggcg gocacagece gtttcagetc cagettggte ccage

<210>
<2115
<212
<213

<220>
<223>

<400>

41

22

DNA
AL

5| FEG-Inf-F Z 4% H1E 77
41

27

PD1227503/hy
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30

47

48

48

45
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agctcccaga tgggtgctga go

<210>
<2115
<212
<213

<220>
<223>

<400>

42

22

DNA
AL

S| FEGI-Inf-RZ % ETE 77
42

gggocottgg tggaggotea ge

<210>
<2115
<212
<213

<220>
<223>

<400>

43
24
DNA

AL

5| FOM-LKF Z &1L 751
43

ctgtggatet ceggegegta cgge

<210>
<2115
<212
<213

<220>
<223>

<400>

44
21

DNA
AL

5| FKCL-Inf-RZ % EHTE 77
44

ggagggggeg gocaccgtac g

PD1227503/hy
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28

22

22

24

21
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[ S0 H R S 5uE ]

[(FKE 1] —ERE-#ZVEcYRHNHEBRLELZ
RS HbZhik-#Z#YSESocY R T rES
BREYKREBEYHAE-BYE oY HBE L TROP2 i i &

it

~(BE ¥4 BE ©5 B -3-# -N)-CH,CH,CH,CH,CH,-C(=0)-

GGFG-NH-CH,-0-CH,-C(=0)-(NH-DX)

o
- BE By -3-E-N)-BH TR m AV & W ¢
Y
N—
0

fE B 5 3 fr 45 0 B B 9B Bl P TROP2HidsG & & » N F

IR R T FR S BN eSS
((NH-DX) {4 %o T 2% % B

 HPES 1T ZEENRE T /& a0
-GGFG-& /x -Gly-Gly-Phe-Gly- 2 U i K 5% &
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Hof @zt TROP2figgE e - REE#TZ2E ZF Y
kAl B 23 Z Mg Ak BE P Y AT #E By CDRHIT -~ f 51 3% 5l 5%
24 Z fg A B P A AT & kB CDRH2 K Fr 51 & Al 5% 25 Z B

E B RS AT fEREy CDRH3 : Ry HEHE T2 & ZF 5
kAl B 26 2 fr Bk B& R Sl BT i Y CDRLIL -~ f7 51 3% 5l 5%
27 Z Mg BB PP XU AT #E B HY CDRL2 K Fp 8l il 5% 28 Z %
E B 7 51 BT fE BBy CDRL3 -
(5K 2] MsEKE 1 2R > HF it TROP2 i 48
Eay TAEHEEHE R KK R

el @ m/l ot 12 2 E 20 £ 140 A B & B /7 51 At £
PRHVE#E A EE KA 18 2 E 21 £ 129 #Y
BB i Y P R R R S B W] B &

el ak Al st 14 28 20 £ 140 09 B2 & B 5 5 B #&
PREyEE A EE KA AR 18 2B 21 129 89
BB i Y P R R R S B W] B &

el ak Al st 14 28 20 £ 140 09 B2 & B 5 5 B #&
PROHY E OB A e K A A R SR 20 Z i B 21 129 89
BRI B E TSR 0 K

el ak Al 5% 16 2 fr'E 20 £ 140 0y Bz & B 5 5 B £
PRHYE A B e K A AR 22 2 B 21 129 89
EBRFI AR ERE -

(5K 3] MEKHE 1 ZHRE > HF it TROP2 §i 48
a8 E T 5B E A E R R

el @ A/l 5t 12 2 E 20 £ 470 Y B & B /7 51 At £
PRHYE R RN 18 2L H 21 £ 234 W AR F
B AT 8 B HY BE B

E2)

E2)

E2)
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Fe ol & Al 5% 14 28 20 £ 470 Y B & B 7 51 A £
PRHYE R RN 18 2L H 21 £ 234 W AR F
Bl BT 1 B HY BE B

Fe ol & Al 5% 14 28 20 £ 470 Y B & B 7 51 A £
RRHYE G R Rl At 20 2L B 21 £ 234 AR F
FI R R HY B 8 R

el @k Al st 16 2 fr'E 20 £ 470 0y B & B 5 5 B £
PRHYE G R PRt 22 2L H 21 £ 234 AR F
B BT 1 HY B g o
(5K 4] WEKHE 1 ZHRE > HF il TROP2 §i 48

SR YA 12 28 20 £ 140 A B & B P 5 A7 £
PRHVE#E A EE KA 18 2 E 21 £ 129 #Y
EBRFI AR ERE -

(5K 51 WEKHE 1 ZHZRE > HF it TROP2 i 48
BaFilEs 12 28 20 £ Y e & B R 51 R e
PRHYE R RN 18 2L H 21 £ 234 W AR F
B BT 1 HY B g o

[k 61 MHEKME 3 ZHE > HF it TROP2 §i 48
BB R B OK b ak /D B B BR R

(5K 7] WHEKE S ZHRE > HF it TROP2 i 48
By B 2 PR RR OK Ui R /b Bl B BR R &

[5FKME 8] WWEKE 1 27T FE—~HZHR > Hi&E
SN BY-ERYERN VT EICE L 22 8
i E -

470
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[5FKME 9] WEHEXKE 12 7T E—-HZHRE Hi &
HMEEcNBY-ERYERN VT EICE LI E 8L
i E -
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[ 25HHE = ]

FPAEEISR 7 ¢ e T I NA1GURRHEE LT

atgaaacacctgtggttcttcctcectgetggtggecageteccagatgggtgetgagecagatecag
ttggtgecagtcectggacctgagetgaagaagectggagagacagtcaggatetectgecaaggetict
gggtataccttcacaactgctggaatgcagtgggtgcaaaagatgecaggaaagggtttgaagtagg

attggctggataaacacccactctggagtgccaaaatatgcagaagacttcaagggacggtttgee
ttctetttggaaacctcectgeccagecactgecatatttacagataagecaacctcaaaaatgaggacacyg
actacgtatttctgtgcgagateggggtteggtagtagetactggtacttcgatgtectggggaegca
gggaccgcggtcaccgtcagctcagcctccaccaagggeccaagegtecttccecectggeacectee
teccaagagcacctetggeggecacagecgecctgggetgectggtcaaggactactteececegaaccc
gtgaccgtgagctggaactcaggecgecctgaccageggegtgecacaccttececegetgtectgeag
tectcaggactctacteectcagecagcgtggiyacegtgececectccagcagettgggcdcccagace
tacatctgcaacgtgaatcacaagcccagcaacaccaaggtggacaagagagttgagcccaaatcet
tgtgacaaaactcacacatgcccaccctgeccageacctgaactectggggggacectecagtette
ctcttccecccaaaacccaaggacaccctcatgatctececcggaccectgaggtcacatgegtggtyg
gtggacgtgagccacgaagaccctgaggtcaagttcaactggtacgtggacggegtggaggtgeat
aatgccaagacaaagcecccecgggaggagecagtacaacagcecacgtaccgggtggtcagegtectecace
gtectgecaccaggactggctgaatggecaaggagtacaagtgcaaggtctecaacaaagecotaecca
gcceccatcgagaaaaccateteccaaagecaaaggccageccecgggaaccacaggtgtacacccetg
cccocatcececgggaggagatgaccaagaaccaggtcagectgacctgectggtcaaaggettetat
cecagcecgacatcogecgtggagtgggagagecaatggeccagoccgagaacaactacaagaccaceect
ccegltgetggactecgacggetecttetteectetacagecaagetecacegtggacaagagecaggtyg
cagcagggcaacgtcttctcatgeteccgtgatgecatgaggetectgcacaaccactacacccagaag
agecctectececlgtcteceggecaaa

AEFH (1-57) ~ AJ8EE (58-420)

[HE (421-1410)

FPolaknla% 8 « ¢ T I NA 1PIHSHLS RN
MKHLWFFLLLVAAPRWVLSQIQLVQSGPELKKPGETVRISCKASGYTFTTAGMOWVOKMPGKGLEWIGWINT
HSGVPEYALEDFKGRFAFSLETSASTAYLOISNLEKNEDT TTYFCARSGIGSSYWYFDVWCAGTAVTVSSASTE
GPSVEFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDEKRVEPKSCDKTHTCPPCPAPELLGGPSVELEPPEKPEDTLMISRTPEVTCVVVD
YSHEDPEVEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHOQDWLNGREYKCKVSNKALPAPIEKTIS
KAKGOPREPQVYTLPPSREEMTEKNQVSLTCLVEKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSK
LTVDKSRWQOQGNVESCSVMHEALHNHYTQKSLSLSPGK

FUEFFH (1-19) ~ RJ4#1& (20-140) ~ [HEEE (141-470)

(55 1 [&]
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FPEEAIER 9 © e T 1 N A1 JUleSHE s B 75l
atggtgctgcagacccaggtygttcatetecctgetgetgtggatcteceggegegtacggegacatt
gtgatgacccagtotcacaaattcatgtccacatcagtaggagacagggtcagecatcacctgeaag
gececagtcaggatgtgagtactgectgtagectggtatcaacagaaaccaggacaatctectaaactyg
ctgatttactcggcatcecctacegectacactggagtcectgatcgettecactggecagtggatetggyg
acggctttcactttcaccatcagecagtgtgcaggcltgaagacctggeagtttattactgtcageaa
cattatattactccgetcacgtteggtgetgggaccaagetggagectgaaacgggectgtggecgee
cccteccghgttecatettececccecctecgacgagecagetgaagtceggecacegectecegtggtgtge
ctygctgaataacttctacacccagagaggccaaggtgeagtggaaggtiggacaacgeecctgeagtcece
gggaactcccaggagagcgtgaccgagecaggacagcaaggacagcacctacagectgagecageace
ctgaccctgagcaaagecgactacgagaagcacaaggtgtacgectgegaggtgacccaccagygge
ctgagctccceoegtcaccaagagcttcaacaggggggagtgt

HEFF] (1-60) ~ AJE (61-387) ~ [HEE (388-702)

FeollEnlat1 0 ¢+ e T 1 NA 1 i o i rRrs
MVLQTQVFISLLLWISGAYGDIVMTQSHKEMSTSVGDRVS I TCKASQDVSTAVAWYQQKPGQSPKLLIYSAS
YRYTGVPDRFTGSGSGTAFTFTISSVQAEDLAVYYCQOHYITPLTFGAGTKLELKRAVARPSVFIFPPSDEQ

LKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTIEQDSKDSTYSLSSTLTLSKADYEKHRKVYACEV

THQGLSSPVTKSFNRGEC
FEFH (1-20) ~ o8& (21-129) ~ [HEE (130-234)
Y i
[352 (&)
2
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Feylainlsi1 1 h T I NAT—H 1 ZHHERFY
atgaaacacctgtggttcttectectgetggtggeageteccagatgggtgetygaygccaggtgecagetggtyg
cagtctggecgcogaagtgaagaaaccaggcegecagegtgaaggtgtectgecaaggecageggotacacettt
accaccgcecggeatgcagtgggtgegecaggetectggacagggectggaatggatgggctyggatcaacaco
cacageggcegtgeccaaatacgecgaggacttcaagggecagagtgaccatcagegcoegacaccageacctec
acagcctacctgecagetgagecagectgaagtccgaggacacegecgtgtactactgegecagaageggctic
ggcagcagctactggtacttcgacgtgtggggccagggcaccctogtgacegtcagetcagectccaccaag
ggcccaagegtoetteoceetggeacectecteccaagageacctetyggeggeacageegecctgggetgecty
gtcaaggactacttceeccgaacccgtgacegtgagetggaactcaggegecctgaccageggegtgcacace
ttecccgetgtectgeagtectcaggactetactecateagecagegtggtgaccgtgecctccageagetty
ggcacccagacctacatctgeaacgtgaatcacaageccagcaacaccaaggtggacaagagagttgagece
aaatcttgtgacaaaactcacacatgcccaccctgceccagcacctgaactectggggggaccctecagtettc
ctetteocccccaaaacccaaggacacectcatgateteceggacececctgaggtecacatgegtggtggtggac
gtgagccacgaagacccetgaggtcaagttcaactggtacgtggacggegtggaggtgcataatygccaagaca
aagcecccgggaggagcagtacaacagecacgtacegggtggteagegtectecacegtectgecaccaggactgg
ctgaatggcaaggagtacaagtgcaaggtctcraacaaagecctceccageccecategagaaaaccateteo
aaagccaaaggccagceccogggaaccacaggtgtacacccectgececccecatecegggaggagatgaccaagaac
caggtcagcectgacctgectggteaaaggettectateccagegacatcgeecgtggagtgggagagcaatgge
cagcccgagaacaactacaagaccacccectcececgtgetggactecgacggetecttettectectacagcaag
ctcaccgtggacaagagcagglggcagcecagggeaacgtotictecatgetoecgtgatgecatgaggctcectgeac
aaccactacacccagaagagcctctecccectgtetcococcggcaaa

BT (1-57) - AT (58-420) ~ fHEE (421-1410)

FPollEkalae1 2 - h TINAT—H 1 2GRS
MEKHLWFFLLLVAAPRWVLSQVQLVOSGAEVEKKPGASVKVSCKASGY TFTTAGMOWVROAPGQGLEWMGWINT
HSGVPKYAEDFKGRVTISADTSTSTAYLOLSSLEKSEDTAVYYCARSGFGSSYWYFDVWGOGTLVTVSSASTK
GPSVFPLAPSSKSTSGGTAALGCLVKDYFPRPVTVSWNSGALTSGVHTEFPAVLQSSGLYSLSSVVTVPSSSL
GTOTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVILFPPKPKDTLMISRTPEVTCVVVD
VSHEDPEVEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTIS
KAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK
LTVDKSRWQQGNVESCSVMHEALHNHYTQKSLSLSPGK

FHEFF (1-19) ~ B4 E (20-140) ~ [HEWE (141-470)
[% 3 [E])
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Pl 13 + h T INAT—H2 28R
atgaaacacctgtggttcttectectgetggtggeagetececagatgggtgetgagecaggtgecagelkbggty
cagtctggegecgaagtgaagaaaccaggegecagegtgaaggtgtectgecaaggccageggetacacettt
accaccgccggcatgcagtgggtgegecaggectectggacagggectggaatggatgggctggatcaacace
cacagcggcgtgcccaaatacgccgaggacttecaagggcagagtgaccatcagectggacaccageacctee
accgcctacctgecagctgagecagectgaagtccgaggacaccgecgtgtactactgegecagaageggette
ggcagcagctactggtacttcecgacgtgtggggccagggcacecctegtgaccgtecagetecagectecaccaag
ggcccaagegtettececetggecacectectecaagagecacctotggegycacageegecctgggetgecty
gtcaaggactacttecccgaacccgtgaccgtgagetggaactoaggegecctgaccageggegtgeacace
ttcececcgetgtectgecagtectecaggactctactececctcagecagegtyggtgaccgtgecctecageagetty
ggracccagacctacatctgeaacgtgaatcacaagecocagcaacaccaaggtggacaagagagttgagecc
aaatcttgtgacaaaactcacacatgeccaccectgceccageacclgaactectggggggaceetecagtette
ctctteececcaaaacccaaggacaccectcatgateteceggaccectgaggtecacatgegtggtggtggac
gtgagccacgaagaccetgaggtcaagttcaactggtacgtggacggeglggaggtgecataatgecaagaca
aagcocccegggaggagcagtacaacagecacgtacceggglggtecagegtectecacegtectgecaccaggactygyg
ctgaatggecaaggagtacaagtgcaaggtctccaacaaageccteccagecceecategagaaaacecatatee
aaagccaaaggccagecccgggaaccacaggtgtacacectgeccecateccgggaggagatgaccaagaac
caggtcagecctgacctgectyggtcaaagycettcectatececcagegacategecgtggagtgggagageaatgyge
cagcccgagaacaactacaagaccacccecteecegtgetggactocgacggetecttettectctacagecaag
ctcaccgtggacaagagcaggtggceageagggcaacgtettectecatgetecgtgatgecatgaggetetgeac
aaccactacacccagaagagectctcectgtotececggeaaa

VS (1-57) ~ AI5#E (58-420) ~ [HEE (421-1410)

FrolEkalaz1 4 - h T INAT—H 2 2GRS
MKHLWFFLLLVAAPRWVLSQVOLVOSGAEVEKKPGASVKVSCRASGYTFTTAGMOQWVROAPGQGLEWMGW INT
HSGVPKYAEDFKGRVTISLDTSTSTAYLOLSSLKSEDTAVYYCARSGFGSSYWYFDVWGQGTLVTVSSASTK
GPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSL
GTQTYILCNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLIFPPKPKDTLMISRTPEVTCVVVD
VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTIS
KAKGQPREPQVYTLEPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK
LTVDKSRWQOGNVFSCSVMHEALHNHYTOKSLSLSFPGK

B (1-19) ~ A[%#E (20-140) ~ HEE (141-470)
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FeoladnlsE1 5 * h T I NA1—H3ZEKEHRFY

atgaaacacctgtggttcttectectgetggtggeagetececagatgggtgectgagecagatecagetggtyg
cagtotggcgccgaagtgaagaaacccocggcegagagegtgaaggtgtectgcaaggecageggetacacocttt
accaccygccggealtgcagtgggtgecagcagatgectggecaagggcectggaatggatgggetggateaacace
cacagcagcgtgeccaaatacgecgaggacttcaagggecagagtgaccttcagcctggacaccageacctcec
accgcctacctgcagcectgagecagectgaagteccgaggacaccgecgtgtactactgegecagaageggette
ggcagcagctactggtacttegacgtgtggggecagggecaccetcgtgaccgtcagetcagectcecaccaag
ggccecaagecgtecttcecceccctggecaccctoctoccaagageacctetggecggcacagecgecctgggetgaectyg
gtcaaggactacttceccecgaaccegtgaccgtgagetggaactcaggegecectgaccageggegtgcacace
ttcccegetgtectgecagtectcaggactectactecectcagecagegtggtgaccgtgeectccagecagettg
ggcacccagacctacatctgcaacgtgaatcacaageccagcaacaccaaggtggacaagagagttgagecce
aaatcttgtgacaaaactcacacatgcecccaccctgeccageacctgaactectggggggacectcagtette
ctctteccecccaaaacccaaggacaccctcatgatctececggacececctgaggtcecacatgegtggtggtggac
gtgagccacgaagaccctgaggtcaagttcaactggtacgtggacggegtggaggtgecataatgceccaagaca
aagcceccecgggaggagcagtacaacagceacgtaccgyggtggtcagegtectecaccgtectgeaccaggactygg
ctgaatggcaaggagtacaagtgcaaggtctecaacaaagecccteccagececccatcgagaaaaccatcectece
aaagccaaaggccagccccgggaaccacaggtgtacacectygececcccatceeccgggaggagatgaccaagaac
caggtcagcctgacctgectggtcaaaggettctatceececagegacatecgecegtggagtgggagagcaatgge
cagcccgagaacaactacaagaccacccctececgtgectggacteecgacggetecttettectctacageaag
ctcaccgtggacaagagcaggtggcagcagggcaacgtettctecatgectececgtgatgecatgaggectctgeac

aaccactacacccagaagagcctctcectgtcteeccggcaaa
SUEFF (1-57) ~ AJ8EE (58-420) ~ [HEE (421-1410)

Feolanlak1 6 : h T I NA1—H 3 ZEERETY
MEKHLWFFLLLVAAPRWVLSQIQLVQSGAEVKKPGESVRKVSCKASGY TFTTAGMOWVQOMPGKGLEWMGWINT
HSGVPKYAEDFKGRVTFSLDTSTSTAYLQLSSLKSEDTAVYYCARSGFGSSYWYFDVWGQGTLVTVSSASTK
GPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVIVSWNSCGALTSCGVHATIPAVLOSSGLYSLSSVVTVPSSSL
GTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVEFLFPPKPKDTLMISRTPEVTCVVVD
VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTIS
KAKGQPREPQVYTLPPSREEMTENQVSLTCLVEKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSK
LTVDKSRWQQGNVESCSVMHEALHNHYTQKSLSLSPGK

FUEFEFI(1-19) ~ AI#EE (20-140) ~ fHER (141-470)
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Frolaalaz1 7 + h TINAT—L 1 2R
atggtgctgcagacccaggltgttcatctcecocctgetgetgtggatetecggegegtacggegacatccagatyg
acccagagcectagcagectgagegecagegtgggcgacagagtgaccatcacatgcaaggeccageccaggac
gtgtccacagcegtggectggtatcagecagaagectggecaaggceccecaagetgetgatcectacagegecage
taccggtacaccggegtgeccageagattttctggecageggeteccggcaccgacttcaccctgacaatcage
agcctgcageccgaggacttegecgtgtactactgeoccagecagecactacatcaceecectgacetttggecag
ggcaccaagctggaaatcaagcgtacggtggccgeccecctecgtgttcatettecececeectecgacgageayg
ctgaagtccggecaccgecteegtggtgtgectgetgaataacttctaceccagagaggccaaggtygcagtygy
aaggtggacaacgcccectgcagtecgggaacteccaggagagegtgaccgagecaggacagcaaggacagcace
tacagcctgagcagecaccctgaccectgagecaaagecgactacgagaagcacaaggtgtacgectgecgaggty
acccaccagggectgageotcecceccgtcaccaagagettcaacaggggggagtgt

AUEFFS (1-60) ~ A% (61-387) ~ [HEE (388-702)

Feylanlat1 8 : h T INA1—L 1 IR TY
MVLOTQVFISLLLWISGAYGDIOMTOSPSSLSASVGDRVTITCEKASQDVSTAVAWYQOKPGKAPKLLTYSAS
YRYTGVPSRFSGSGSGTDFTLTISSLOPEDFAVYYCQOHYITPLTEFGOQGTKLEIKRTVAARPSVFIFPPSDEQ
LESGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEV
THOQGLSSPVTKSENRGEC

SAEFRA(1-20) ~ B84 (21-129) ~ [HIEE (130-234)
[ 6 &)

FeolEkalsE1 9+ h TINAT—L 2 28HKFY
atggtgctogcagacccaggtgttcatctececctgetgetgtggatcteccggegegtacggegacategtgatyg
acccagagccctagcagcctgagcgecagegtgggecgacagagtgaccatcacatgcaaggccagecaggac
gtgtccacageegtggectggtatcagecagaagectggcaaggcccccaagetgetgatctacagegecage
taccggtacaccggegtgeoccagcagattttectggecagecggectcocggecaccgacttcacecctgacaatcage
agcctgcagcecccgaggacttecgeecgtgtactactgecageocagecactacatcacecccectgaccttitggecag
ggcaccaagctggaaatcaagcgtacggtggeccgeccectecgtgttcatetteccceccctecgacgageag
ctgaagtccggeaccgecteceogtggtgtgectgectgaataacttetaceeccagagaggccaaggtgeagtgg
aaggtggacaacgccctgcagtccgggaacteccaggagagegtgaccgageoaggacageaaggacageace
tacagcctgagecageacccetgaccotgagcaaagecgactacgagaagecacaaggtgtacgectgegaggtyg
acccaccagggcctgagctcecceegtcaccaagagettcaacaggggggagtygt

AEFF (1-60) ~ AJHEEL (61-387) ~ {HEWE (388-702)

FPAEilat2 0 © h T I NA T — L 2 7R85

MVLOQTOVFISLLLWISGAYGDIVMTIQSPSSLSASVGDRVTITCKASQDVSTAVAWYQQKPGKAPKLLIYSAS
YRYTGVPSRESGSGSGIDFTLTISSLOPEDFAVYYCOOHYITPLTFGQGCTKLEIKRTVAAPSVFIFPPSDEQ
LKSGTASVVCLLNNEFYPREAKVOWKVDNALOSGNSQESVTIEQDSKDSTYSLSSTLTLSKADYEKHKVYACEV

THOGLSSEVTESFNRGEC
HEFA (1-20) ~ A8 (21-129) ~ [HEE (130-234)
Y i
[371E])
6
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Feolaalst2 1 0 h T I NA1—L 3 ZHMKTY
atggtgctgcagacccaggtgttcatctecctgoctgotgtggatetecggegegtacggcgacategtgaty
acccagagccectagcagcecectgagegeccagegtgggegacagagtgaccatecacatgcaaggecagecaggac
gtgtccacagccgtggcctggtatcagcagaageccggecaagcageccaagctgetgatctacagegceage
taccggtacaccggegtgeccagecagattttetggeageggetecggeacegacttecacectgacaatcage
agcctgcagcccgaggacttcgecgtgtactactgccagcagcactacatcacceccctgacctttggeceag
ggcaccaagctggaaatcaagecgtacggtggecgecccctecgtgttecatetteccecccteccgacgageadg
ctgaagtccggecaccgecteegtggltgtgectgetgaataacttetaccecagagaggecaaggtgeagtygy
aaggtggacaacgccctgcagtcecgggaactoccaggagagegtgaccgagecaggacagcaaggacagcace
tacagcctgagcagcaccctgaccctgagcaaagecgactacgagaagcacaaggtgtacgectgegaggtyg
acccaccagggectgagecteccccgteoaccaagagettcaacaggggggagtgt

FAEFF (1-60) ~ AW (61-387) ~ [HEE (388-702)

FRolEkalai2 2 - h T I NA 1 —L 3 2GR
MVLOTQVFISLLLWISGAYGDIVMTQSPSSLSASVGDRVTITCKASODVSTAVAWYQOKPGKOPKLLIYSAS
YRYTGVPSRESGSGSGTDETLTISSLOPEDFAVYYCOQHYITPLTFGQGTKLEIKRTVAAPSVEIFPPSDEQ
LEKSGTASVVCLLNNFEFY PREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEV
THQGL3SPVTKSFNRGEC

AEFY(1-20) ~ a8 (21-129) ~ HEWE (130-234)

[ 8 [E]])

FPolEkaEE 2 3 « T I NA TG CDRH 1 ZfZER 75
TAGMQ

FrolakalaE2 4 © T I NATHEEZC D RH 2 2G5 5]
WINTHSGVPKYAEDFKG

FRolakalsE2 5« T I NA 1[G C D RH 3 ZfZ5 M 5]
SGFGSSYWYFDV

Frolakalae2 6 © T I NA1ifEZ CDRL 1 ZJEERR 7]
KASQDVSTAVA

FRolEkalEE2 7 + T INATHHEZ CD R L 2 Zfg Y]
SASYRYT

Feolkalaz2 8 © T I NA1HEZCDRL 3 Z[FER Y
QQHYITPLT

[ 9 [&]])

PD1227503/hy
111132669 FERLE A0202 1113312514-0



1812438

W
U
%

w

i
”

N2

MM 4(OD)

1
0.5
0 oy gg;:\sﬂ,g“ﬁ;&ﬂn -
N Q9 O b O N Q &
AT W A RO e I e A C IR ¢
? @0(9(9(900(90”6"(?&&@0
0l
[55 10 [&]
8
PD1227503/hy

111132669 FTEHESE A0202 1113312514-0



1812438

130 - 128 -

J ’ oy T
100 - F3 100 - Flaghen

80 80 y 80 -
80 - 3 60 - )} 60 -
a0 - % 45 - 40 - s

20 - 30 - 2 -

0.001

129 - 120 -

100 < Frt e T 100 4F

R (%)

80 - s 5 o A b ( -)
0 w0 = ControlgG
40 -:,._51".4' - ;-;‘:-5! SR Abs

20 W, s

88 -

0.01
0.1
10 | @
0.001
0.01 ’,,
g1 i

| o.o01

DT3C conc. (ug/mL)
[ 11 5]

PD1227503/hy
111132669 FERLE A0202 1113312514-0



1812438

120 -
100 - ~s-Abl(-)
~ P3
% 80 - =#=TINAL
) -~ KCI2D6
@ 60 ~—KCI7A3
% ~-Pr1E11
<40 - ~-Pr8H10
~~NY16
20 -
~-77220(R&D)
B 3 £ H i £ 13
0 0001 0.01 0.1 1 10
DT3C conc. (ug/mL)
[55 12 [E ]
2000 i
—— AR
1800
= 1600 —e—hTINA1-H1iL1 25 mpk
E 1400
ﬂ@f 1200 —a—hTINA1-H1L1 ADC (1)
Ei!:“i 1000 10 mpk
| *;;E £00 —=—hTINA1-H1L1 ADC (6)
= N 7 . 1ompk
% -+-hRS7 25 mpk
& 400
| 200 -4-hRS7-CL2A-SN38 (12)
5 f 10 ?15 20? 25 30 P
B H ()
[%5 13 [E ]
10
PD1227503/hy

111132669 FTEHESE A0202 1113312514-0



1812438

| | —— BT
. 1200 4
| & —e—hTINA1-H1L1 25 mpk
§ E 1000 !
B goo | —a—hTINA1-H1L1 ADC (1)
i 10 mpk
%ﬁ 600 - _ —m—hTINA1-H1L1 ADC (6)
E 10 mpk
I 400 - -+--hRS7 25 mpk
E
200 e -4 -hRS7-CL2A-SN38 (12)

o4 & B . 10mpk

13 20 25 3 35 40 45
FE R H#(H)

1200 - S
| f AR TE
1000 |
Ex | —e—hTINA1-H1iL1 25 mpk
E
£ 800
K | ——hTINA1-H1L1 ADC (1)
Ex 600 10 mpk
% j —=—hTINA1-H1L1 ADC (6)
3@; 400 é 10 mpk
& ‘ -+--hRS7 25 mpk
E

-4 -hRS7-CL2A-SN38 (12)

o ““fnn_ unfmm t 10 mpk
15 20 25 30 35 40
R HB(H)
(=5 15 &)
2500
—— R

fEE R (mm?)

—a—hTINA1-H1L1 ADC (2)

10 mpk

-#-hRS7 ADC (5) 10 mpk

—=—hTINA1-H1L1 ADC (7)

3 mpk

-#-hRS7 ADC (10) 3 mpk

PD1227503/hy

111132669

Y S S S
20 25 30 35 40
FEfEE HE(H)
[=5 16 [E]]
11
FE 5k A0202

1113312514-0



1812438

. 1000 - S
200 —RTE
-
- E 700 —4—hTINA1-H1L1 ADC (2)
& s00 - _ -=-hRS7 ADC (5) 3 mpk
% 400 -
@ 300 — —8—hTINA1-H1L1 ADC (7)
£ 200 | = P
100 _ -#-hRS7 ADC (10} 3 mpk
0 —
20 55
R HE(H)
Y
(%517 [&]
1800 e e R T
| 1600 -
S
= 1200 | 0 10mpk
& f _A
& 800 10mpk
ﬁ 600 -B-hTINA1-H1iL1 ADC (8)
L 400 10mpk
; 200 o & - -O-hTINA1-H1L1 ADC (9)
o f f - ——a 10mpk
5 10 15 20 25 30 35
R HE(H)
SSs
[ 18 & ]
1400 7 =R
__ 1200
E -&~-hTINA1-H1L1 ADC (3)
?E' 1000 3mg/kg
8 800 -4-hTINA1-H1L1 ADC (4)
| B 3mg/kg
B s00 |
T —-=-hTINA1-H1iL1 ADC (8)
:% 400 3mag/kg
P --hTINA1-H1L1 ADC (9)
200
3mg/kg
o t t | .
20 25 30 35 40 45
BEfET% HB(H)
Vv
[%5 19 [&]
12
PD1227503/hy

111132669 FTEHESE A0202 1113312514-0



1812438

| 20007 i
. 1800
| g 1090 T/ " —A-hTINA1-H1L1 ADC (3)
i ﬂ‘:]f_’: § mg/kg
= 1200
| | -&~hTINA1-H1L1 ADC (4)
& 1000 - :
L ; 3mg/kg
= BOO -
| 41 1 -
| ﬁ a0 | -0-hTINA1-H1L1 ADC (9)
= 400 3mg/kg
' 200 _ --hTINA1-H1L1 ADC (8)
0 A ) 3mg/kg
20 30 40 50
Pt FH(H)
Spe
[=5 20 [ ]
800 - R
3 —de-{E T
700 -
- E 600 - : -&-hTINA1-H1L1 ADC (3)
| % 500 - 3mg/kg
& 400 - —-A-hTINA1-H1L1 ADC (4)
| 3mg/kg
= 300 -
i ; -O-hTINA1-H1L1 ADC (9)
iﬂ 200 3mg/|.(g
. 100 - . —@-hTINA1-H1L1 ADC (8)
o ‘ 3mg/kg
0 30
PefdER HE(H)
St
(=5 21 [E]]
1000 iR
900
T 800
E oo _ -n—:nuﬁ:-mu ADC (3)
I - mg/Kg
5 %E 600 -
= 500 ~ —A—hTINA1-H1L1 ADC (4)
o 400 3mg/kg
& 300 - -O-hTINA1-H1L1 ADC (9)
| :|£ |
200 - 3mg/kg
100 -8-hTINA1-H1L1 ADC (8)
o +—0»F ey « 3mg/kg
0 10 20 30 40
FEfdE H¥(H)
St
[=5 22 [E]]
13
PD1227503/hy
111132669 FEHL A0202 1113312514-0



1812438

5 p— e iR
"*E" 1600
f é 1400 _ —&-hTINA1-H1L1 ADC (3)
£ 1200 3mg/kg
' E 1000 ——hTINA1-H1L1 ADC (4)
% 800 3mg/kg
qIT
ifg 600 | . -O~hTINA1-HiL1 ADC (9)
T 400 3mg/kg
200 -8-hTINA1-H1L1 ADC (8)
0 = 3mg/kg
0 10 20 30 40
PR HB(H)
Y v
[ 23 [E]]
1600 o
| == FE
1400 - = -
& 1200 I/V( —&-hTINA1-H1L1 ADC (3)
E
= 1000 3mg/kg
B ; —A-hTINA1-H1L1 ADC (4)
& 800 -
o 3 3mg/kg
p 6007 -O-hTINA1-HiL1 ADC (9)
£ ao0 3ma/kg
T aam 4 -8-hTINA1-HiL1 ADC (8)
| 3mg/ky
o - - ; :
0 20 40 60
R HE(H)
Vv
[ 24 [E]]
1200 e AT
% w000 A
£ -O-hTINA1-H1iL1 ADC (13)
gﬂg 800 1mg/kg
| BE i -8-hTINA1-H1L1 ADC (8)
& 600 -
| 1mg/kg
I 400
e |
200
10 20 30 40 50
EREHHE(H)
Jepe
[ 25 [E]]
14
PD1227503/hy
111132669 FERE A0202

1113312514-0



1812438

1800
1600 o FRTHTI
T 1400 A ,
.§, 1200 -O-hTINA1-H1L1 ADC (13)
i \ 3ma/k
$ 1000 mg/kg
% 800 -B-hTINA1-H1L1 ADC (8)
2 00 3mg/kg
i
£ 400
200 1— -
0 10 20 30 40
FEfE H#(H)
Yo
[ 55 26 [E ]
1600 —
1 ==
1400 -
¥ 1000 (13) 3mag/kg
% 800 - -8-hTINA1-H1L1 ADC (8)
B oop - 3mg/kg
,%R i
i 400
200 -
20 30 40 50
BEfEE HB(H)
Yo
[%5 27 &)
15
PD1227503/hy
111132669 RER A0202

1113312514-0



	Page 1 - First Page
	Page 2 - Abstract
	Page 3 - Description
	Page 4 - Description
	Page 5 - Description
	Page 6 - Description
	Page 7 - Description
	Page 8 - Description
	Page 9 - Description
	Page 10 - Description
	Page 11 - Description
	Page 12 - Description
	Page 13 - Description
	Page 14 - Description
	Page 15 - Description
	Page 16 - Description
	Page 17 - Description
	Page 18 - Description
	Page 19 - Description
	Page 20 - Description
	Page 21 - Description
	Page 22 - Description
	Page 23 - Description
	Page 24 - Description
	Page 25 - Description
	Page 26 - Description
	Page 27 - Description
	Page 28 - Description
	Page 29 - Description
	Page 30 - Description
	Page 31 - Description
	Page 32 - Description
	Page 33 - Description
	Page 34 - Description
	Page 35 - Description
	Page 36 - Description
	Page 37 - Description
	Page 38 - Description
	Page 39 - Description
	Page 40 - Description
	Page 41 - Description
	Page 42 - Description
	Page 43 - Description
	Page 44 - Description
	Page 45 - Description
	Page 46 - Description
	Page 47 - Description
	Page 48 - Description
	Page 49 - Description
	Page 50 - Description
	Page 51 - Description
	Page 52 - Description
	Page 53 - Description
	Page 54 - Description
	Page 55 - Description
	Page 56 - Description
	Page 57 - Description
	Page 58 - Description
	Page 59 - Description
	Page 60 - Description
	Page 61 - Description
	Page 62 - Description
	Page 63 - Description
	Page 64 - Description
	Page 65 - Description
	Page 66 - Description
	Page 67 - Description
	Page 68 - Description
	Page 69 - Description
	Page 70 - Description
	Page 71 - Description
	Page 72 - Description
	Page 73 - Description
	Page 74 - Description
	Page 75 - Description
	Page 76 - Description
	Page 77 - Description
	Page 78 - Description
	Page 79 - Description
	Page 80 - Description
	Page 81 - Description
	Page 82 - Description
	Page 83 - Description
	Page 84 - Description
	Page 85 - Description
	Page 86 - Description
	Page 87 - Description
	Page 88 - Description
	Page 89 - Description
	Page 90 - Description
	Page 91 - Description
	Page 92 - Description
	Page 93 - Description
	Page 94 - Description
	Page 95 - Description
	Page 96 - Description
	Page 97 - Description
	Page 98 - Description
	Page 99 - Description
	Page 100 - Description
	Page 101 - Description
	Page 102 - Description
	Page 103 - Description
	Page 104 - Description
	Page 105 - Description
	Page 106 - Description
	Page 107 - Description
	Page 108 - Description
	Page 109 - Description
	Page 110 - Description
	Page 111 - Description
	Page 112 - Description
	Page 113 - Description
	Page 114 - Description
	Page 115 - Description
	Page 116 - Description
	Page 117 - Description
	Page 118 - Description
	Page 119 - Description
	Page 120 - Description
	Page 121 - Description
	Page 122 - Description
	Page 123 - Description
	Page 124 - Description
	Page 125 - Description
	Page 126 - Description
	Page 127 - Description
	Page 128 - Description
	Page 129 - Description
	Page 130 - Description
	Page 131 - Description
	Page 132 - Description
	Page 133 - Description
	Page 134 - Description
	Page 135 - Description
	Page 136 - Description
	Page 137 - Description
	Page 138 - Description
	Page 139 - Description
	Page 140 - Description
	Page 141 - Description
	Page 142 - Description
	Page 143 - Description
	Page 144 - Description
	Page 145 - Description
	Page 146 - Description
	Page 147 - Description
	Page 148 - Description
	Page 149 - Description
	Page 150 - Description
	Page 151 - Description
	Page 152 - Description
	Page 153 - Description
	Page 154 - Description
	Page 155 - Description
	Page 156 - Description
	Page 157 - Description
	Page 158 - Description
	Page 159 - Description
	Page 160 - Description
	Page 161 - Description
	Page 162 - Description
	Page 163 - Description
	Page 164 - Description
	Page 165 - Description
	Page 166 - Description
	Page 167 - Description
	Page 168 - Description
	Page 169 - Description
	Page 170 - Description
	Page 171 - Description
	Page 172 - Description
	Page 173 - Description
	Page 174 - Description
	Page 175 - Description
	Page 176 - Description
	Page 177 - Description
	Page 178 - Description
	Page 179 - Description
	Page 180 - Description
	Page 181 - Description
	Page 182 - Description
	Page 183 - Description
	Page 184 - Description
	Page 185 - Description
	Page 186 - Description
	Page 187 - Description
	Page 188 - Description
	Page 189 - Description
	Page 190 - Description
	Page 191 - Description
	Page 192 - Description
	Page 193 - Description
	Page 194 - Description
	Page 195 - Description
	Page 196 - Description
	Page 197 - Description
	Page 198 - Description
	Page 199 - Description
	Page 200 - Description
	Page 201 - Description
	Page 202 - Description
	Page 203 - Description
	Page 204 - Description
	Page 205 - Description
	Page 206 - Description
	Page 207 - Description
	Page 208 - Description
	Page 209 - Description
	Page 210 - Description
	Page 211 - Description
	Page 212 - Description
	Page 213 - Description
	Page 214 - Description
	Page 215 - Description
	Page 216 - Description
	Page 217 - Description
	Page 218 - Description
	Page 219 - Description
	Page 220 - Description
	Page 221 - Description
	Page 222 - Description
	Page 223 - Description
	Page 224 - Description
	Page 225 - Description
	Page 226 - Claims
	Page 227 - Claims
	Page 228 - Claims
	Page 229 - Claims
	Page 230 - Drawings
	Page 231 - Drawings
	Page 232 - Drawings
	Page 233 - Drawings
	Page 234 - Drawings
	Page 235 - Drawings
	Page 236 - Drawings
	Page 237 - Drawings
	Page 238 - Drawings
	Page 239 - Drawings
	Page 240 - Drawings
	Page 241 - Drawings
	Page 242 - Drawings
	Page 243 - Drawings
	Page 244 - Drawings

