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CEQERIUEED
[ 085 % W]
mE-Z2YHE a8 MR
[ 3805 &)
USE OF ANTIBODY-DRUG CONJUGATE
[ 5 i 46 35 ]

[0001] A & 55 (4 BH 7 A B A F & bl fE 58 &8 2 41 B8 -
EyE e HEBESYEEI » W6 K EZ W
ERBEN 2 IBHENERBLEEDE S -

[ 7% Al 5% fi7 ]

[0002) {5 H 4 fim &5 M0V K B2 Y & & b8 2 1 8 -2
Y] 12 & %2 (Antibody-Drug Conjugate : ADC)(# #i #& (4 &
e EHEFTE FFRE - BTN IE) 5
AT Sy EE SRR THSEEREAREANE
fmaEy) > HEEBEMBEILCTC(2WIIEFEFNMNIM 1~3) - #5
ADC s » fla > sl afEf CD33 mEHE FHEE
(calicheamicin) & & HY Mylotarg( & % B 5 - B £ K &£
(Gemtuzumab ozogamicin))ff H = M F M B8 MK L&
B BE o » {41 CD30 #1 #8 B4 B | & )T E(auristatin E)&%
& | Adcetris(H f@ % ¥ $i1 -4 % )T (brentuximab vedotin))

AT W T 9T AF B ] < M 2 8 (Hodgkin's lymphoma) 81
Aol RAEMKESE 2 EREE(2RIEHF LR 4) - &2
S WA K ADC T HF & AR EEY %L DNA - KM E &
RGN0
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(0003 R il M 2 &>+ & < Ml &l 3h £ %
fE li§ I(topoisomerase i RN EHBEFH L&Y EH
(camptothecin) T A ¥ K E A - H o > T~ = Fr R i &
BiEtbtae?

[0004]

Me

[0005] (f& & % ¥ (exatecan) » (£ 4 © (15,98)-1-f
2 -9-7 E - -2.3-2 &\, -9-1K B -HOE -1H,12H- 7K FF
[de] DR U 3 [3°.4° : 6,7] W my 3 [1,2-b] & U -
10,13(9H,15H)-— B ) {4 K 3 ¥ 2 = 8l @ 67 & ¥ (5 5l ¥
B 1~ 2) o BB {E B PR (B P B9 F K 55 & (irinotecan) F
A FEELEBEOFME - X BERE Y 5%
WA S SN-38 -+ UM [ K BR BE B P Y RCOE B BE 2 MR R
B L MBI EN AR ERMANSEBAR BAE R
AL AR E M o KM o B P-BEE H 2 R B ¥ SN-38
SETENE AR T ERRE - X RARZ A EE
MY THEERTE RO BRI E > B &T T HE
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Ralhe > BEREFH(Z2EIFEFRFLE 5~10) - B R K
EERARMAER ADC Z £ Al R BH iF -

[0006] DE-310 & (£ {k = & FE £ B GGFG It ik i I ¥
mMBEYTEE L REREGER I IIBEEGCYE G
HeB(FEMNXER 3) EARKEERES T T A %
brEhFesmMbFEN  XFAMHEBENELDLEZEB
MR iR BEEESFEE R RESHERIMLZ
E R - DE-310 M EBERUEBERKERY > EEAX
BHKEERAHERAREE oW REERERFTENR
MrdE - HER > #EYFHRERENE  RIEERIARB TS
B sEEMB R > B2 DE-310 Y {(kESFHRMEE KK
EERER CRAEARFFE KD BWKEERERZ&
BREE~NESHA XM - R DE-310 £ 7 /K&
B M ABHZLIAEUOEER S ABRESHE&E
EENEERESNIRE B FE > FAHABHTH
2 DE-310 REMARBZEFHY IEE H&E 2 EE
MEELAR > NMABRARINEGHOHEHREER RS (S
b JE H A LR 11~ 14) - &R K DE-310 R B> BR
RKEBRFLROLENENNEYNEREZS®A KA

A
B E °

fE &% DE-310 2B # L&Y » & -NH(CH»)4C(=0)-Fr1
NEIEEE @ A -GGFG-H BV EHRKEEREZLH > & -
GGFG-NH(CH 4C(=O)-fE A H VB ENEH G R IT HE
F(EF TR 4) > BENMEE®ESGREZ5EB SR A
=R A -

wi'
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[ A 352 15 SRR

[ A SCRK ]

[0007]
HAF B 1 HAFRREF 5-59061 5% A #
HF B 2 H AR CE 8-337584 5k A #H
HF B 3 B AR WO01997/46260 /)N fiff
B C Bt 4 B AR W02000/25825 /) fiff
[FF 5 F] 32 B ]

[0008]

JE = F] > Bt 1 Ducry, L., et al. Bioconjugate Chem.
(2010) 21, 5-13.; Antibody-Drug Conjugates: Linking
cytotoxic payloads to monoclonal antibodies.
JEHE F 2B 2 Alley, S. C., et al. Current Opinion in
Chemical Biology (2010) 14, 529-537.; Antibody-drug
conjugates: targeted drug delivery for cancer.
JEEH A X Bt 3 Damle N.K. Expert Opin. Biol. Ther.
(2004) 4, 1445-1452.; Tumour-targeted chemotherapy
with immunoconjugates of calicheamicin.

JEHE F| SC Bt 4 Senter P. D., et al. Nature Biotechnology
(2012) 30, 631-637.; The discovery and development of
brentuximab vedotin for wuse 1in relapsed Hodgkin
lymphoma and systemic anaplastic large cell lymphoma.
JEHE K B 5 Kumazawa, E., Tohgo, A., Exp. Opin.
Invest. Drugs (1998) 7, 625-632.; Antitumour activity of

DX-8951f: a new camptothecin derivative.

4
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JEHE F] X Bt 6 Mitsui, [., Kumazawa, E., Hirota, Y., et
al. Jpn J. Cancer Res. (1995) 86, 776-786.; A new water-
soluble camptothecin derivative, DX-8951f, exhibits
potent antitumor activity against human tumors in vitro
and 1in vivo.

JEE M Bt 7 Takiguchi, S., Tohgo, A., et al. Jpn J.
Cancer Res. (1997) 88, 760-769.; Antitumor effect of DX-
8951, a novel camptothecin analog, on human pancreatic
tumor cells and their CPT-11-resistant variants cultured
in vitro and xenografted into nude mice.

JEHF B 8 Joto, N. et al. Int J Cancer (1997) 72,
680-686.; DX-8951f, a water-soluble camptothecin
analog, exhibits potent antitumor activity against a
human lung cancer cell line and 1its SN-38-resistant
variant.

JEHEF] X Bt 9 Kumazawa, E. et al. Cancer Chemother.
Pharmacol. (1998) 42, 210-220.; Potent and broad
antitumor effects of DX-8951f, a water-soluble
camptothecin derivative, against various human tumors
xenografted in nude mice.

JEHE F C Bt 10 De Jager, R., et al. Ann N Y Acad Sci
(2000) 922, 260-273.; DX-8951f: summary of phase I
clinical trials.

JEHEF B 11 Inoue, K. et al. Polymer Drugs in the

Clinical Stage, Edited by Maeda et al. (2003), 145-153;

5
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CM-dextran-polyalcohol-camptothecin conjugate, DE-310
with a novel carrier system and i1ts preclinical data.
JEHE F B 12 Kumazawa, E. et al. Cancer Sci (2004)
95, 168-175.; DE-310, a novel macromolecular carrier
system for the camptothecin analog DX-8951f: Potent
antitumor activities in various murine tumor models.
JEE K| X BK 13 Soepenberg, O. et al. Clinical Cancer
Research, (2005) 11, 703-711.; Phase I and
pharmacokinetic study of DE-310 1in Patients with
Advanced Solid Tumors.
JEHE F SC Bt 14 Wente M. N. et al. Investigational New
Drugs (2005) 23, 339-347.; DE-310, a macromolecular
prodrug of the topoisomerase-I-inhibitor exatecan (DX-
8951), in patients with operable solid tumors.
[#THNE]
[ %% B AKX fig * 2 3R B

[0009]) 7 #& h DL &6 < HE B J& &% - Bl (i §n 38 ¥ & #1 [°
mAEEAEEs  TABEEIEESRIL A o0
B MAEsNRNBEEBEILEFRLENEE - X
RUEBE 2K FEEY  BIEHRBEBERRREL
NRZARIFHEEEERF 2 Z 2 LB E > B R E
TTUHERBLEEeEY  ERESLXEMNESEEREZNERE
WR BN —RE - Bl KBEHZREGEMSENLER
WRBZ M HAERE  ESEAEEZGEURDIE
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[0010] A 3% B =& 58 & LA~ & H] BE B9 5% 1 FE & M 1t
CYREERERHFEBEESYEE I o A 9] 18 E
BAREIBEeZbeYH R B-EYVESE &I
A EFBIXISEEARSEE  TEHEBEBAMNS S
By Fr Mk AT R R AT AT N A B Y R M B B R A AR
BRAMERMENRMEZE— & HE D EZ R TR
e EhHNBREARBETAEERMENRE > HAEE
BEME 2 ER > XEREBUELEEY EEE B
FEREHEAEMmE EZEeY 2 I ERE SR EE AR
BV EE BHEAERBOR ZEE SHEFE K - A2
RiiERETE e IRAEBERZ e I ER KRG E
BEVEIEZ 2T -

At > A#HEMAEES ERELESEY - B H
EESY MR ESHIEREARKEERE o R -2Y
wHol MAHXRHAMBLCoVEEEENAERROR > =B
M58 B A 2B -

(0011] B - A 2% B & Bd 7Y -
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Bpife » Mk
-L'-L?-L?-NH-(CHy)n'-L*-L°-Le-Fr /R # i& 2 H & ¥

+ A
\Z\\DIZIO

[o0R2) > iGN L' Z K& & > iEBEMEL
GUHBULE I 2BEENERRFERG Gz » MK L
Z R Ui 45 &

= F o

n' LR 0E 6B

L' ®Rox-(BR B o2 B¢ -3-& -N)-(CH2)n?*-C(=0)- »
-CH,-C(=0)-NH-(CH;)n?-C(=0)- + -C(=0)-cyc.Hex(1,4)-
CH,-(N- & -3- 3% 9 B o B¢ )- - = -C(=0)-(CHz)n*-
C(=0)-

Hf o n? kR 2282 "R 1 £ 8 28
BoontERR 1L 8 B

L2 % 5% -NH-(CH,-CH,-0)n’-CH,-CH,-C(=0)- ~ -S-

(CH,)n®-C(=0)- ~ ¢ B i
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Hf > nFR 12 6 28 n°"FTR1E 6 2

2
LP L REL 2% 7 (B & By I BL A
L® £ ;5 -C(=0)-NH- + -NR'-(CH,)n’- + -0- + = H

Hifr - n"RoR 12 6 Z2BE R B rREAHFET ~ R
1 £ 6 2 &% + -(CH,)n*-COOH ~ = -(CH,)n’-OH > {H n?®
RAVEBHEZ1EZ24- "R E 6 ZEE

L® & /R -CR?*(-R?)- » -O-» -NR*- - B H §# >

Hiff R E REHBIR AR T - BE 1 £ 6
2 i # -+ -(CH,)n*-NH, » -(CH,;)n*-COOH -~ =% -(CH;)n®-
OH > R*RMEAF TEHIRE | £ 6 Z A > n" R/ 0E 6
ZEE O RTFBHE L IE 4 0 BTREBEHZ 1R 4
B n* & 0FF » R2ZKE R A MHE -

L¢ % 55 -CH,-8% -C(=0)-

(PR BE GE BE -3-E -N)-f& TP 18 & -

O
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Q
HE3IWTMEARE s F 1 28R+ EBHSHED

BEVRBRENZEHEE S
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cyc. Hex(1,4)(Z R m 1,4-ff 38 & & >

L? {& -S-(CH,)n®-C(=0)- B - L' g B -C(=0)-
cyc.Hex(1,4)-CH,-(N-£ -3-3 15 f o2 fg )- o

[0013] /& » KEEWITBEMPHUATEZEHE -

RIW[1]E&H i E-ZWESE » HF Lo K-
C(=0)- -

[31a0 [1]E4 [2]5C & < #i A% -
L' 2 & &% ¢

T AP A - I < o= O SR Tl - 1 | ) - O R Tl -

PR 2 o B A Y B uR 8 O oy P R AV B LR B -

)
T

%W
/

H

iy

Y1 1

PAN
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g H PR

%

e R B RS BY B A BE 2 (I 8B b F AF B BE A BRI &
W Bk P P BRORY BE RBE BE -

(4l [1Z2BIFEF—HILBE oM E-EYWEGR  H
LY RN AR B RN B - R -
BE BE BE - N B BZ (citrulline) ~ S M ~ B K - RE K
% 0y R B B i B HY B A B A

[SlTan1Z2BlFEF—HILBE oM EB-EYWEGR  H
LT B DLo4 ([ R A B R By BE IR A&
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(6] [1EDBIFE—HEH LI EB-EZEWESRE  H
1 LP & -GGFG- -
[0014) [7T]— M i B - EEE > HEELHEGEA
wmETIA RS 2 EZEY -
-L'-L2-LP-NH-(CH,)n!-L2-Lb-L¢- >
fE AT rEV i EBEBEEEYH RS S
NH,

[0015] A > i@ HEN L' 2 Kimé& & > fiiEBE MG
eVMEBEUE Itz EZRE FEREGEE A > i LC

Z K U &5 &

SV

n' {RO0FE 6 2 FE

L' %7~ -(3% 30 B o BE -3-E -N)-(CHz)n?-C(=0)- »
CH,-C(=0)-NH-(CH,)n3*-C(=0)- ~ -C(=0)-cyc.Hex(1,4)-
CH,-(N- % -3- 3 1 Bf & B¢ )- -~ 3 -C(=0)-(CHy)n*-
C(=0)- -

Hfr > n? R 228 28H > RR 182 8 28
BontRoR 12 82 RE
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Hf > nRR 12 6 2BH n*"RR 152 6 2%
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L?P £ 8k GGFG Z U jf fik 58 &

L® £ R -0-2% B §# -
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O

ENE3IMBRBEES  NE IR2AET Lig
BERY L GE Y RE M Y 2 W RS
C(N-2E-3-38 94 B 95 BB )- 15 T 51 2R R A
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cyc.Hex(1, )&/ 1,4-ff32 2 & >
ks -S -C(=0)- K

cyc.Hex(1,4)-CH,-(N-%

L2 -(CHj)n® L!

[0016] [8]20 [1]12 [7]9 1 —

-3-3% 31 B 25 B )- -
HAEE E-EYE A

e Ry -C(=0)-

B . Hp L' & (3 HI R 55 B -3-% -N)-(CH,)n?-C(=0)-5 -

CH,-C(=0)-NH-(CH;)n*-C(=0)-
OIW[IZ[7T]|FE—HEH I EL-EYHEqRE  H

L' Ry - (3R B0 BE 55 BE -3-E -N)-(CH»)n?-C(=0)- -

[10]40 [1] % [7]5 £ — IH &C 8k & #i 2

H o L' B-C(=0)-cyc.Hex(1,4)-CH,-(N-%£

B )-8, -C(=0)-(CH)n*-C(=0)- »

[11]140 [1]%£ [9]9 (£ — TH 50 &k < #i /% -

HPf R 2% 5 28 L2 EHERE -
[12]40 [1] %2 [9]5 £ — IH &C 8k & #i A2

BRI E SR o

-3-3% 9 Ba

)
T

%W
/

H

iy

Y

PAN
=

i

R

Y E &R

He n? B 2% 5 288 > L? 5-NH-(CH,CH,0)n’-CH,-
CH,-C(=0)->n’> & 2 5 4 -
(13 [ E[12]F F —HEE -2 E SR

H ot -NH-(CH,)n!'-La-Lb-Le- B EH 4 F 7
0y &R 57 s

(L4140 [1]2 [12] 7 £ — IH 50 & Z 41 #2
H o -NH-(CH)n'-L*-L°-L°-(4 BEH 5 = 6
iy b o S

(15120 [1] 2 [14]9 (£
H ft -NH-(CH,)n'!

— JH Ro 8k < DL S -
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-NH-(CH;);3-C(=0)-

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

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

[0017) [16][L]IZE[15]Fh (F —HELH 2B -#EY K&
cfe HbE#Yy-2E&YBEN &G EE T EY-HLE
VIR E CBHEN 1 EY-BEEYEE

-(BE ¥9 WG U5 B -3- & -N)-CH,CH,-C(=0)-GGFG-NH-
CH,CH,-C(=0)-(NH-DX)

-(BE ¥9 WG U5 B -3- & -N)-CH,CH,-C(=0)-GGFG-NH-
CHzCHzCHz-C(=O)-(NH-DX)

-(B% ¥4 G B8 B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CHZCHZ-C(=O)-(NH-DX)

-(B% ¥4 G B8 B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CHzCHzCHz-C(=O)-(NH-DX)

-(B% ¥4 G B8 B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CHzCHzCHzCHzCHz-C(=O)-(NH-DX)

-(B% ¥4 G B8 B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CHz-O-CHz-C(=O)-(NH-DX)

-(B% ¥4 G B8 B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-0-CH,-C(=0)-(NH-DX)

(B ¥ W %5 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)

(¥ 19 BE ZE OB -3- A -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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-( 3% 1 M sz B -3- 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)

(¥ 19 BE ZE OB -3- A -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)

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

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

-C(=0)-cyc.Hex(1,4)-CH,-(N- %t -3-3% I Bf =5 B )-S-
CH,CH,-C(=0)-GGFG-NH-CH,CH,CH,-C(=0)-(NH-DX)

[0018] H & » -(BFEHABE o= B -3-& -N)-% T ¥ K AT w=
s

()

N—

O

REE3IMEAESE s B 18R FrLEHER
EHEEYRBEN I D HEE S
-(N-E -3-3R MR 52 B ) -1 T P BT R 1B S

O
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PHE 3 L& a o

T T B IVARA A B S ol 2= =g oo
& Zny

SRS N 2ol H A
cyc.Hex(1,4)FT x 1,4-f# &

(NH-DX)% & T 5 & :

W D

C & o

e

e 1t zBEZAR TR RBE G Ay &

GGFG-%& /R -Gly-Gly-Phe-Gly-Z HE Ik 52

(0019] [17]40 [11% [91 & [111% [14] £ — T8 2 # ~
M- A M H b fE ¥ WS S -L'-L-LP-NH-
La-Lb-Le-fy 3 9 -3

) RS ) (5B A T S B
1 RE B - Y

(3% 30 B uE BE -3- &

(CHz)nl-

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

(B8 ¥ Bf uE B -3-% -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-0-CH,-C(=0)-(NH-DX)
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CH,CH,0-CH,CH,-C(=0)-GGFG-NH-CH,-0-CH,-C(=0)-
(NH-DX)
X-CH,-C(=0)-NH-CH,CH,-C(=0)-NH-CH,CH,O0-
CH,CH,0-CH,CH,-C(=0)-GGFG-NH-CH,CH,-0-CH,-
C(=0)-(NH-DX)
HS-CH,CH,-C(=0)-GGFG-NH-CH,CH,-C(=0)-(NH-
DX)
HS-CH,CH,CH,-C(=0)-GGFG-NH-CH,CH,-C(=0)-

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

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

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

HS-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)

HS-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)

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

HS-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)

HS-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)

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

HS-CH,CH,-C(=0)-NH-CH,CH,0-CH,CH,0-
CH,CH,0-CH,CH,-C(=0)-GGFG-NH-CH,-0-CH,-C(=0)-
(NH-DX)
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HS-CH,CH,-C(=0)-NH-CH,CH,0-CH,CH,0-
CH,CH,0-CH,CH,0-CH,;CH,;-C(=0)-GGFG-NH-CH,-0O-
CH,-C(=0)-(NH-DX)

(Ot 0% Mg -2,5- — fii -N-E )-0-C(=0)-CH,CH,-C(=0)-
GGFG-NH-CH,CH,-C(=0)-(NH-DX)

( Mt 0% mE -2,5- = ffi -N- & )-0-C(=0)-CH,CH,CH,-
C(=0)-GGFG-NH-CH,CH,-C(=0)-(NH-DX)

(O 0% 0F -2.5- — f§ -N-% )-0-C(=0)-CH,CH,CH,CH,;-
C(=0)-GGFG-NH-CH,CH,-C(=0)-(NH-DX)

( ok g mE -2,5- = f§ -N- E )-0-C(=0)-
CH,CH,CH,CH,CH,-C(=0)-GGFG-NH-CH,CH,-C(=0)-
(NH-DX)

( ok g mE -2,5- = f§ -N- E )-0-C(=0)-
CH,CH,;CH,;CH;CH;CH,-C(=0)-GGFG-NH-CH,;CH,-
C(=0)-(NH-DX)

(Ot 0% Mg -2,5- — fii -N-E )-0-C(=0)-CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,-C(=0)-(NH-DX)

(O m% B -2.5- — @ -N- # )-0-C(=0)-CH,CH,CH,-
C(=0)-GGFG-NH-CH,CH,CH,-C(=0)-(NH-DX)

(O 0% 0F -2.5- — f§ -N-% )-0-C(=0)-CH,CH,CH,CH,;-
C(=0)-GGFG-NH-CH,CH,CH,-C(=0)-(NH-DX)

( ok g mE -2,5- = f§ -N- E )-0-C(=0)-
CH,CH,CH,CH,CH,-C(=0)-GGFG-NH-CH,CH,CH,-
C(=0)-(NH-DX)
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( M "% mE -2,5- = [ -N- E )-0-C(=0)-
CH,CH,;CH,;CH;CH;CH,-C(=0)-GGFG-NH-CH,;CH,CH,-
C(=0)-(NH-DX)

(Ot 0% Mg -2,5- — fii -N-E )-0-C(=0)-CH,CH,-C(=0)-
GGFG-NH-CH,-0-CH,-C(=0)-(NH-DX)

( Mt 0% mE -2,5- = ffi -N- & )-0-C(=0)-CH,CH,CH,-
C(=0)-GGFG-NH-CH,-0-CH,-C(=0)-(NH-DX)

(OfE 0% BE -2.5- — B -N-%5 )-0-C(=0)-CH,CH,CH,CH,-
C(=0)-GGFG-NH-CH,-0-CH,-C(=0)-(NH-DX)

( M "% mE -2,5- = [ -N- E )-0-C(=0)-
CH,CH,CH,CH,CH,-C(=0)-GGFG-NH-CH,-0-CH,-
C(=0)-(NH-DX)

( |t g mE -2,5- = f -N- E )-0-C(=0)-
CH,CH,;CH,;CH,CH,;CH,;-C(=0)-GGFG-NH-CH,-0O-CH>-
C(=0)-(NH-DX)

(Ot 0% Mg -2,5- — fii -N-E )-0-C(=0)-CH,CH,-C(=0)-

=

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

(O m% B -2.5- — @ -N- # )-0-C(=0)-CH,CH,CH,-
C(=0)-GGFG-NH-CH,CH,-0-CH,-C(=0)-(NH-DX)

(O 0% 0F -2.5- — f§ -N-% )-0-C(=0)-CH,CH,CH,CH,;-
C(=0)-GGFG-NH-CH,CH,-0-CH,-C(=0)-(NH-DX)

( ok g mE -2,5- = f§ -N- E )-0-C(=0)-
CH,CH,CH,CH,CH,-C(=0)-GGFG-NH-CH,CH,-0-CH;-
C(=0)-(NH-DX)
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( ok g mE -2,5- = f§ -N- E )-0-C(=0)-
CH,CH,CH,;CH,;CH,;CH,-C(=0)-GGFG-NH-CH,;CH,-0-
CH,-C(=0)-(NH-DX)

(O 0% OE -2,5- — Fi -N- £ )-0-C(=0)-CH,CH,-C(=0)-
NH-CH,CH,0-CH,CH,0-CH,CH,-C(=0)-GGFG-NH-
CH,CH,-C(=0)-(NH-DX)

(O 0% oE -2,5- — Fi -N- £ )-0-C(=0)-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)

(Ot 0% Mg -2,5- — fii -N-E )-0-C(=0)-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)

(Ot 0% mE -2,5- — fii -N-% )-0-C(=0)-CH,CH,-C(=0)-
NH-CH,CH,0-CH,CH,0-CH,;CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-(NH-DX)

(Ot 0% Mg -2,5- — fii -N-E )-0-C(=0)-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)

(O 0% oE -2,5- — Fi -N- £ )-0-C(=0)-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)

(O 0% OE -2,5- — Fi -N- £ )-0-C(=0)-CH,CH,-C(=0)-
NH-CH,CH,0-CH,CH,0-CH,CH,-C(=0)-GGFG-NH-CH,-
O-CH,-C(=0)-(NH-DX)
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(O 0% BE -2.5- " @l -N- £ )-0-C(=0)-CH,CH,-C(=0)-
NH-CH,CH,0-CH,CH,0-CH,CH,0-CH,CH,-C(=0)-
GGFG-NH-CH,-0-CH,-C(=0)-(NH-DX)

(O 0% BE -2.5- " @l -N- £ )-0-C(=0)-CH,CH,-C(=0)-
NH-CH,CH,0-CH,CH,0-CH,CH,0-CH,CH,0-CH,CH,-
C(=0)-GGFG-NH-CH,-0-CH,-C(=0)-(NH-DX)

(O 0% BE -2.5- " @l -N- £ )-0-C(=0)-CH,CH,-C(=0)-
NH-CH,CH,0-CH,CH,0-CH,CH,-C(=0)-GGFG-NH-
CH,CH,-0-CH,-C(=0)-(NH-DX)

(O 0% BE -2.5- " @l -N- £ )-0-C(=0)-CH,CH,-C(=0)-
NH-CH,CH,0-CH,CH,0-CH,CH,0-CH,CH,-C(=0)-
GGFG-NH-CH,CH,-0-CH,-C(=0)-(NH-DX) +

(O 0% BE -2.5- " @l -N- £ )-0-C(=0)-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,-0-CH,-C(=0)-(NH-DX)

[0031] E & > (NIE T % — B oo B -N-E )-% 51 =X A7

NZ AR T RE G ey &
O

—N I

O

XETIEERRT >
(Mt 0% BE -2,5-Zfd -N-B - T A 28 E TR~
& o Eb iz By &

39
PD1248495/ic

113112333 FEHESE A0202 1133195684-0



1870273

—N

O

-(NH-DX) & TAI X Frm 25k 1 fu Z & Z A KT K
B &8 & o Az By &

[0032) [51]—#& 3l 2 {b& P -

(IE 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)

(M T % — B& w2 B¢ -N-% )-CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-C(=0)-(NH-DX)

(IE T %% — B& 88 B -N-£ )-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-C(=0)-(NH-DX)
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(Ig T %% — B& o2 B -N-& )-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-(NH-DX)

(NE 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)

(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,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)

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

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

(IE T % — @ 55 B -N-£ )-CH,CH,CH,-C(=0)-GGFG-
NH-CH,-0-CH;-C(=0)-(NH-DX)

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

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

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

41
PD1248495/ic

113112333 FEHESE A0202 1133195684-0



1870273

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

(NE 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)

(M 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- # )-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)

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

(ME T % — B == M -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)

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

[0033) H & » (IEH T %% — Bg oo B% -N-E -5 © 71 =0 Fr
T ZERIRE T B & & Ebfir /Y A

O

—N I

O :
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-(NH-DX) & TAI X Frm 25k 1 fu Z & Z A KT K
B &8 & o Az By &

[0034] [52]— 7 T3l 2 &) -

(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) 5

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

[0035) H & - (NH T t% — BE o= BF -N-E)-% T 7 X Ay
N A S ol i i R A=
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-(NH-DX) & TAI X Frm 25k 1 fu Z & Z A KT K
B &8 & o Az By &

[0036) [53] —FfE #E H T 48 H 2 L&Y -
NH,-CH,CH,-C(=0)-(NH-DX) -
NH,-CH,CH,CH,-C(=0)-(NH-DX) -
NH,-CH,-0-CH,-C(=0)-(NH-DX) -
NH,-CHCH,-0-CH,-C(=0)-(NH-DX) * &
HO-CH,-C(=0)-(NH-DX)

X -(NH-DX)R AR 2FE 1 i 2 BEZER

R+ B R &8 & & i iy &
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[0037) [54]—FE T A A AT 2 {E&#)

HNTN N

(0038 [55]—FE THIA T~ Zziba® :

HzN\-’/\O/\fO
NH
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(0039 [56]—F&E T A A AT 2 (L&)

[0040) [57]—TE -V HE R 28 iE T x » HiF
wmEFEMME T rEEY

Q-(CH2)n?-C(=0)-L2?*-LP-NH-(CH,)n'-L*-L?-L¢-(NH-
DX)

e ERRIETETAEY R IE -

TN AP O v = S Ao TR ST i 0 AL AR T 724 4
By 5%~ B

RN EATLREN R M # EFAEEY R A K
U < B RS (B R 8B P R T R

MmEEY - HEYE THEIEBEE -

[0041] =X F - Q T (IH T M — B o= & -N-& )- »
HS- + X-CH,-C(=0)-NH- - 5

(ML 0% g -2,5- " [ -N-% )-0-C(=0)- »
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X £ OR T B R T

n?RNEH 2E 8

L2® % 5k -NH-(CH,-CH,-0)n’-CH,-CH,-C(=0)- -
B g

Hf - n*FfR 12 6 28

LY #RonLEEHENEE - OB KB - K
Bz ~ N ReBE ~ BB - B R - REAKE 2% 7 8K
ELBE R BB HE IR 7S OE

n' TR 0OE 6 2 BE

L® F & -C(=0)-NH- + -NR'-(CH;)n’- + -0- - = H
i

Hf - n"FRR 12 6ZEE  REREAHET - RE
1 % 6 2% « -(CH,)n®-COOH ~ 5 -(CH,)n’-0OH » {H n?®
Ko 12 4B PR RT 1R 6 ZEY

L® & /R -CR?*(-R?)- ~ -O-~ -NR*- - B¢ H # -

Hf »R*E RREFEBFBIRTAREF  WHEH 1 & 6
 ¥# % - -(CH,)n*-NH, ~ -(CH,;)n®>-COOH - = -(CH,)n®-
OH  R*FTTEARE FHWRE 12 6 2 E > n* R 0E 6
CEE O RT1IE 4 ZEE " RTAEH 1ZE 4 A
n® B O WF - R R RPApk /MHME -

L¢F R -CH,-5 -C(=0)- -

(BT & o -N-E)-G TV aETFE
& G B0 fir 5y B

g
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—N I

O

(UL 0% o -2,5-— f{ -N-
& B 8y &

E)ATH AR raRE TR &&E

O

N—

O

-(NH-DX) & TAI X Frm 25k 1 fu Z & Z A KT K
B &8 & o Az By &

Me
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[0042) [S81am [57]sc & ~ B & 7% » Hp EEY-=
EYH YRR BESN FEGULTTE—F

EREBEHEE £ Q BIE T I B o b &= X-
CH,-C(=0)-NH-8y (L & ¥ < FE T JP Bk o Bt 88 /Y 05 7%

488 B Q B (Wb 0% BE-2,5- " Fil -N-£)-0-C(=0)-#y
b &% R EMmP RBE R #E T E S 5

fEyifg B Q'-L"-Q* M nt &K IEE -

[ > Q'R IR (ML IFBE-2,5-"F-N-£)-0-C(=0)- -
(3- 1 B A - b 0% 0E -2.5- — Fd -N- & )-0-C(=0)- ~ R?-O-
C(=N)- + 8 O=C=N-

L'*-F R -cyc.Hex(1,4)-CHo- >~ B8 1 £ 10 Z {1 fx
B o~ xR &~ -(CH2)n*-C(=0)- » -(CH2)n**-NH-C(=0)-
(CH2)n*®- + 8 -(CH,)n**-NH-C(=0)-cyc.Hex(1,4)-CH,- -

Q> "o (E T M M e B -N-&) > H&EJFR F+ ~ = -8S-
S-(2-Mf g &)

ROETRIREM 1 2 6 2B ~n*HRR 12 82 8EH -

nPPRIR0OE 6 ZEE PP RIR 1 E 6 ZEH

(3-8 B A -ME 0% BE -2,5- Z B -N-E)-% T 51 = A = &
B+ B & & 8 fir 69 &

[0043]
O
HO. N=
|r*() 0O
50
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[0044] LG fed BZ =] 2 Bl 4 B3 - S BE - o B9

cyc.Hex(1,4)%Rom 1, 4-HER 2 & -

(2-Mf oE & )FR o 2-0 0E & ]

£ Q& SHuV{L & & i m fE B i P Rl 88 ) -
Y RIS R -

[0045) [59]40 [57]=¢ [58]50 &% <« B & 5 7k » H o 2
FH 1B - EEYESZS 2 I BN PS8
1 2 10 {# 2 &5 & -

[60]a0 [57]2k [S8]redk < B iE ik > H B FER | 1@
LEY-BEYBEZB INENTEHECER 2E 8
Z #i [ -

[61]a0 [57]=k [S8]ro sk < B iE ik > H P BEFER 1 &
LEY-BEYBEZB INENTEHECER 3E 8HE
Z #i [ -

[62]an [57] 2 [61]F £ —Hm sk B & &k - HF
M- Eck ZIEAMMNE R EEEE -

[63]an [57] [61]F £ —Ha sk 2 B iE& & » HF
PLAS & DL A33 e ~ #it B7-H3 #i# - P CanAg PG -
fit CD20 fife -~ P CD22 fiifig ~ fit CD30 s ~ #1 CD33
fife - ¥i CDS6 Jife -~ Ju CD70 i fg ~ #ii CEA fife ~ §t
Cripto JT A% - #i EphA2 i 4 ~ §T G250 fii g ~ Hii MUCI
fife - #i GPNMB fife - B = EH i ~ Jie PSMA
pie -~ JLALBE & B C(Tenascin-C)fii 2 ~ Hi SLC44A4 {j
g2~ BCIL[E K &R (Mesothelin) i 8% -

51
PD1248495/ic

113112333 FEHESE A0202 1133195684-0



1870273

[641 40 [S7T1ZE [61]1F (£ —HEL & 2 Bl & & » H
e il B7-H3 i #8 -~ 1 CD30 #i#8 -~ #ii CD33 i i -
5 #L CD70 $i 8 -

[65140 [571ZE [611F (£ —HEL & < Bl & & » H
e Bl B7-H3 fii i8 -

[66]— T B-EYWELGR  HEHBWO[ST]IE[65]F
EF—HBEEREMERS -

[0046] [67]— F& J* #1 88 < #% ## &0 A9 &7 #2 &0 7 fF 5 B
PR MESHNNEBE-ZVESE  HES LB EBR
EREBEHETEERZ  BHEHQULTZILLEYHENLEEY
2 JE -

(N T % — F@ o2 g -N-% )-CH,CH,-C(=0)-GGFG-NH-
CH,CH,-C(=0)-(NH-DX)

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

(B T ¥ — @B o8 B¢ -N- £ )-CH,CH,CH,;CH,-C(=0)-
GGFG-NH-CH,CH,-C(=0)-(NH-DX)

(NE T %% — B s B# -N-%& )-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-C(=0)-(NH-DX)

(N T % — F@ o2 g -N-% )-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-(NH-DX)

(ME T f% — B e B2 -N-%& )-CH,CH,CH,-C(=0)-GGFG-
NH-CH,CH,CH,-C(=0)-(NH-DX)

(I T ¥ — @E 25 B¢ -N- £ )-CH,CH,CH,CH,-C(=0)-

GGFG-NH-CH,CH,CH,-C(=0)-(NH-DX)
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(g T ¥ — BE 25 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,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)

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

(Ig 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)

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

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

(IE T %% — f% o8 B -N-£ )-CH,CH,-C(=0)-GGFG-NH-
CH,CH,-0-CH;,-C(=0)-(NH-DX)

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

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

GGFG-NH-CH,CH,-0-CH,-C(=0)-(NH-DX)
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(M 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- # )-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;,-C(=0)-GGFG-
NH-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,-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- # )-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)

(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)

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

[0047) H & - (I T % — B oo BF -N-E )-f&% © 71 =X Fr

NZ AR T RE G ey &
Q

—N I

O

b

-(NH-DX) & TAI X Frm 25k 1 fu Z & Z A KT K
B &8 & o Az By &
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[0048) [68]— F& * #1 88 < #% ## &0 A9 &7 #2 &0 7 fF 5 B
PR MESHNNEBE-ZVESE  HES LB EBR
ERGHEREEZ  FHEQGUL T ZILELEYHENLEEY
2 JE -

(Mg 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) ~

(NE T %% — B s B# -N-%& )-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,;CH,-0-CH;,-C(=0)-(NH-DX) o

He s (ETH ol -N-BE)-h TR ZE
B+ B & & 8 fir 69 &
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-(NH-DX) & TAI X Frm 25k 1 fu Z & Z A KT K
B &8 & o Az By &

[0049] [69]40 [67] 5 [68]5C &K £ i 75 - & ¥) £ & #& -
HEEREN |IBEZE2Y-BEEYRBREZEB BN TFEEE
B 1 £ 10 EZ2#E -

[70]z0 [67]2k [68]riL &k Z Vi MG -E M H a8 » H B =F
1R ZEY-BEYRBEZLF | HIBNTHEEE R 2
£ 8 £ #iH -

[71]1z0 [67]2k [68]riL &k Z Vi -E W H a8 » H B =F
1R ZEY-BEYRBELS | HIBNTHEEER 3
£ 8 £ #iH -

(721 [67]Z [T T —HEH LR -YE S
i HfmE-#EZYEacR B AE L EEAE -

(73] [67]Z [T T —HEH LB -V ES
iz > H P HieE B PU A33 Jiie ~ P B7-H3 Jife ~ T CanAg
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PLAE ~ PL CD20 Hi %8 ~ T CD22 %8 ~ T CD30 i % ~ i
CD33 fiifig ~ PT CD56 fii g ~ L CD70 e ~ #i CEA i
f2 ~ PU Cripto P fg - §il EphA2 fiife ~ PU G250 PufE ~ it
MUCI #i#g ~ 1 GPNMB fife - B EH R ~ R
PSMA i #2 ~ fi Al B & B C(Tenascin-C) §i 582 ~ 1
SLC44A4 i gg ~ LM K & (Mesothelin) il #&8

(741 [67] 2 [T T —HEH LB -V E S
A > T Hiae B P B7-H3 Jife ~ #i CD30fi# ~ it CD33
fife - 2Pl CD70 Prag -

(751 [67]Z [T T —HE | LB -V ES
iz > X Hiee KO B7-H3 i ke -

(0050 [76]—f&E T A Fron Z B&G Y > H{(x H L&

EL &

ﬁ% ’

-L'-L2-LP-NH-(CH,)n'-L2-Lb-Le¢-

Hg  L'G@HB &8t » LGB lEE ML
a8 a i o

= F o

n' LR 0E 6B

L' &R -(3% 30 B o2 B -3-% -N)-(CH2)n?-C(=0)- ~ -
CH,-C(=0)-NH-(CH;)n*-C(=0)- - -C(=0)-cyc.Hex(1,4)-
CH,-(N- A -3- 3% 30 Bg =2 B¢ )- -~ = -C(=0)-(CHz)n*-
C(=0)- >

Hef n? kR 22 828 T 1 82 8 28

4

2
B ontFToR 1 £ 8 LREE
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L? F /R -NH-(CH,-CH,-0)n’-CH,-CH,-C(=0)- ~ -S-
(CH2)n®-C(=0)- ~ 2 % # -

Hf > nFR 12 6 28 n°"FTR1E 6 2

o
LPRon il 2 2 7 (8 b A B R B Ay BE IR B &
L* % 5% -C(=0)-NH- + -NR!'-(CHy)n"- + -0- - =

Hf > n"HRR 12628 > RIRREARET - RE
1 £ 6 ~ f % + -(CH,)n®-COOH + = -(CH,)n°-OH > {A n®
TR 124228 " RR1E 6 ZFEHE -

L* % R -CR?*(-R?)- ~ -O-~ -NR*- - B B §# -

Hf RRE R EABHIEXZTARE T ~HRKE 1 £ 6
{7 # + -(CH,)n®-NH, + -(CH,)n®-COOH - = -(CH,)n¢-
OH ' R*FT AR FHBEHEH 1 £ 6 ZE > n*RR0E 6
CEE O " RR I E A4 CEE o FRREE 1R 4 H
n* % OB » R K R A B AEE -

L¢ R IR-CH,- -C(=0)- >

-(BR IR s B -3-E -N)-{R T A Fros &

O
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RMEF3ILHEABES R I ZAR T EHS
B EESEYEE AN 2w HEE
S(N-E-3-3R B B ) - T YA BTon &
O

—N

O

PHEIMHELES  WE I ZAEF LB S
MENEEYEEAN 2 cHEE S

cyc. Hex(1,4)%r 1 4-HIE D& -

L? % 5& -S-(CH,)n®-C(=0)- B > L' g B -C(=0)-
cyc.Hex(1,4)-CH,-(N-% -3-3F 31 i 25 i )-

[0051) [77]40 [76]50 &k < # & ¥ > #H Al 2 B
HoME o Elm B ILER WA S E A 0 AUk B EE R M
tEYH&E & L -

(3% 9 BE 98 B -3- 2 -N)-CH,CH,-C(=0)-GGFG-NH-
CH,CH,-C(=0)-

(3% 4 WG %5 B -3- % -N)-CH,CH,CH,-C(=0)-GGFG-
NH-CH,CH,-C(=0)-

(B I BE UE B -3- & -N)-CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-C(=0)-

(3% I Bf 95 B -3- % -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-C(=0)-
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~(BE B9 B uE B -3- £ -N)-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-

~(BE I BE £5 B -3- % -N)-CH,CH,CH,-C(=0)-GGFG-
NH-CHZCHZCHz-C(=O)-

S(BE I WE U5 B -3- & -N)-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,CH,CH,-C(=0)-

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

~(BE I MR B8 B -3- % -N)-CH,CH,CH,-C(=0)-GGFG-
NH-CH,CH,CH,CH,CH,-C(=0)-

S(BE I WE U5 B -3- & -N)-CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,CH,CH,-C(=0)-

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

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

~(BE I MR B8 B -3- % -N)-CH,CH,CH,-C(=0)-GGFG-
NH-CH,-0-CH,-C(=0)-

(B I WE U5 B -3- B -N)-CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,-0-CH,-C(=0)-

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

~(BE I BE £5 B -3- % -N)-CH,CH,CH,-C(=0)-GGFG-
NH-CHZCHZ-O-CHZ-C(=O)-

(B I WE U5 B -3- B -N)-CH,CH,CH,CH,-C(=0)-
GGFG-NH-CHZCHZ-O-CHZ-C(=O)-

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

(B ¥4 FE 5 B¢ -3- B -N)-CH,CH,-C(=0)-NH-
CH,CH,0-CH,CH,0-CH,CH,-C(=0)-GGFG-NH-CH,CH,-
C(=0)-

(B ¥4 FE S B -3- B -N)-CH,CH,-C(=0)-NH-
CH,CH,0-CH,CH,0-CH,CH,0-CH,CH,-C(=0)-GGFG-
NH-CH,CH,-C(=0)-

-( 3% I fE oo M -3- A -N)-CH2CH,-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)-

(B ¥4 FE S B -3- B -N)-CH,CH,-C(=0)-NH-
CH,CH,0-CH,CH,0-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-

-( 3% I fE oo M -3- A -N)-CH2CH,-C(=0)-NH-
CH,CH,0-CH,CH,0-CH,CH,0-CH,CH,-C(=0)-GGFG-
NH-CH,CH,CH,-C(=0)-

(B ¥4 FE S B -3- 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)-
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(¥ 19 BE ZE OB -3- A -N)-CH,CH,-C(=0)-NH-
CH,CH,0-CH,CH,0-CH,CH,-C(=0)-GGFG-NH-CH,-0-
CH,-C(=0)-

-( 3% 1 Mg sz M -3- B -N)-CH,CH,-C(=0)-NH-
CH,CH,0-CH,CH,0-CH,CH,0-CH,CH,-C(=0)-GGFG-
NH-CH,-0-CH,-C(=0)-

(¥ 19 BE ZE OB -3- A -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,-0-CH,-C(=0)-

(¥ 19 BE 5 OB -3- H -N)-CH,CH,-C(=0)-NH-
CH,CH,0-CH,CH,0-CH,CH,-C(=0)-GGFG-NH-CH,CH,-
O-CH,-C(=0)-

(¥ 19 BE ZE OB -3- A -N)-CH,CH,-C(=0)-NH-
CH,CH,0-CH,CH,0-CH,CH,0-CH,CH,-C(=0)-GGFG-
NH-CH,CH;,-0-CH,-C(=0)-

(¥ 19 BE 5 OB -3- H -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,-0-CH,-C(=0)-

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

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

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

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

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

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

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

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

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

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

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

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

NH-CHz-O-CHz-C(:O)-

65
PD1248495/ic

113112333 FEHESE A0202 1133195684-0



1870273

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

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

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

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

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

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

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

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

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

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

-C(=0)-CH,CH,CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-
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-C(=0)-CH,CH,CH,CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-
-C(=0)-CH,CH,CH,CH,CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-
-C(=0)-CH,CH,-C(=0)-GGFG-NH-CH,-0-CH,-
C(=0)-
-C(=0)-CH,CH,CH,-C(=0)-GGFG-NH-CH,-0-CH,-
C(=0)-
-C(=0)-CH,CH,CH,CH,-C(=0)-GGFG-NH-CH,-O-
CH,-C(=0)-
-C(=0)-CH,CH,CH,CH,CH,-C(=0)-GGFG-NH-CH,-
0-CH,-C(=0)-
-C(=0)-CH,CH,CH,CH,CH,CH,-C(=0)-GGFG-NH-
CH,-0-CH,-C(=0)-
-C(=0)-CH,CH,-C(=0)-GGFG-NH-CH,CH,-0-CH,-
C(=0)-
-C(=0)-CH,CH,CH,-C(=0)-GGFG-NH-CH,CH,-O-
CH,-C(=0)-
-C(=0)-CH,CH,CH,CH,-C(=0)-GGFG-NH-CH,CH,-
0-CH,-C(=0)-
-C(=0)-CH,CH,CH,CH,CH,-C(=0)-GGFG-NH-
CH,CH,-0-CH,-C(=0)-
-C(=0)-CH,CH,CH,CH,CH,CH,-C(=0)-GGFG-NH-
CH,CH,;-0-CH,-C(=0)-
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-C(=0)-CH,CH,-C(=0)-NH-CH,CH,0-CH,CH,0-
CH,CH,-C(=0)-GGFG-NH-CH,CH,CH,-C(=0)-
-C(=0)-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)-
-C(=0)-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)-
-C(=0)-cyc.Hex(1,4)-CH,-(N- %t -3-3% I Bf =5 B )-S-
CH,-C(=0)-GGFG-NH-CH,CH,-C(=0)-
-C(=0)-cyc.Hex(1,4)-CH,-(N- £ -3-32 I ff o5 % )-S-
CH,CH,-C(=0)-GGFG-NH-CH,CH,-C(=0)-
-C(=0)-cyc.Hex(1,4)-CH,-(N- %t -3-3% I Bf =5 B )-S-
CH,CH,CH,-C(=0)-GGFG-NH-CH,CH,-C(=0)-
-C(=0)-cyc.Hex(1,4)-CH,-(N- %t -3-3% I Bf =5 B )-S-
CH,CH,CH,CH,-C(=0)-GGFG-NH-CH,CH,-C(=0)-
-C(=0)-cyc.Hex(1,4)-CH,-(N- %t -3-3% I Bf =5 B )-S-
CH,CH,CH,CH,CH,-C(=0)-GGFG-NH-CH,CH,-C(=0)-
-C(=0)-cyc.Hex(1,4)-CH,-(N- %t -3-3% I Bf =5 B )-S-
CH,CH,CH,CH,CH,CH,-C(=0)-GGFG-NH-CH,CH,-
C(=0)-
-C(=0)-cyc.Hex(1,4)-CH,-(N- %t -3-3% I Bf =5 B )-S-
CH,-C(=0)-GGFG-NH-CH,CH,CH,-C(=0)-
-C(=0)-cyc.Hex(1,4)-CH,-(N- £ -3-32 ¥ i o5 % )-S-

CHzCHz-C(:O)-GGFG-NH-CHzCHzCHz-C(:O)-
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-C(=0)-cyc.Hex(1,4)-CH,-(N- % -3-3% I @i 25 B )-S-
CH,CH,CH,-C(=0)-GGFG-NH-CH,CH,CH,-C(=0)-

-C(=0)-cyc.Hex(1,4)-CH,-(N-%t -3-3% I @ 25 B )-S-
CH,CH,CH,CH;,-C(=0)-GGFG-NH-CH,CH,CH,-C(=0)-

-C(=0)-cyc.Hex(1,4)-CH,-(N-%t -3-3% I @ 25 B )-S-
CH,CH,CH,CH,CH,-C(=0)-GGFG-NH-CH,CH,CH,-
C(=0)-

-C(=0)-cyc.Hex(1,4)-CH,-(N-%t -3-3% I @ 25 B )-S-
CH,CH,CH,CH,CH,CH,-C(=0)-GGFG-NH-CH,CH,CH,-
C(=0)-

(78140 [76]7 & < HE &Y » HEH T % 2 8 4
e EwmGHEBNE WM GG HETERBELS
Y)Y &5 & &b AL

-( 38 39 BE %5 B -3- -N)-CH,CH,-C(=0)-GGFG-NH-
CH,CH,-C(=0)-

(38 19 BE %5 BF -3- & -N)-CH,CH,CH,-C(=0)-GGFG-
NH-CHZCHZ-C(=O)-

(38 9 BE ©5 BF -3- & -N)-CH,CH,CH,CH,-C(=0)-
GGFG-NH-CHZCHz-C(=O)-

-(3E ¥ BE &5 B -3- % -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CHZCHZ-C(=O)-

-( 38 39 BE %5 B -3- -N)-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-

-(38 19 BE %5 BF -3- & -N)-CH,CH,CH,-C(=0)-GGFG-

NH-CH,CH,CH;,-C(=0)-
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S(BE I WE U5 B -3- & -N)-CH,CH,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)-

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

~(BE I MR B8 B -3- % -N)-CH,CH,CH,-C(=0)-GGFG-
NH-CH,CH,CH,CH,CH,-C(=0)-

(B I WE U5 B -3- B -N)-CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,CH,CH,-C(=0)-

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

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

~(BE I BE £5 B -3- % -N)-CH,CH,CH,-C(=0)-GGFG-
NH-CHz-O-CHz-C(=O)-

S(BE I WE U5 B -3- & -N)-CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,-0-CH,-C(=0)-

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

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

~(BE I MR B8 B -3- % -N)-CH,CH,CH,-C(=0)-GGFG-

NH-CHzCHz-O-CHz-C(:O)-
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(B I WE U5 B -3- B -N)-CH,CH,CH,CH,-C(=0)-
GGFG-NH-CHZCHZ-O-CHZ-C(=O)-

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

(B O BE TS B -3- B -N)-CH,CH,-C(=0)-NH-
CH,CH,0-CH,CH,0-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-

-( 3% I fE oo M -3- A -N)-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)-

-( 3% I fE oo M -3- A -N)-CH2CH,-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)-

(7910 [76]3C & ~ HE &Y » HEH T 4 2 B 4 >
> EimGEIIENE ST A GEiERE®ELE
Y)Y &S & Eb o

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

~(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-CHZCHZ-C(=O)-

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

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

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

(B O BE TS B -3- B -N)-CH,CH,-C(=0)-NH-
CH,CH,0-CH,CH,0-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-

-( 3% I fE oo M -3- A -N)-CH,CH,-C(=0)-NH-
CH,CH,0-CH,CH,0-CH,CH,-C(=0)-GGFG-NH-CH,CH,-
C(=0)-

-( 3% I fE oo M -3- A -N)-CH2CH,-C(=0)-NH-
CH,CH,0-CH,CH,0-CH,CH,0-CH,CH,0-CH,CH,-C(=0)-
GGFG-NH-CHzCH2CH2-C(=O)-

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

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

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

[80]#1 [76]3C & ~ HE &Y » HEH T 4 £ B 4 >
> EimGEIIENE ST A GEiERE®ELE
Y)Y &S & Eb o

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

(38 4 R B B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-0-CH,-C(=0)-
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-( 3% 1 BE oo B -3- A -N)-CH,CH,-C(=0)-NH-
CH,CH,0-CH,CH,0-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-

[2F B 2 %R ]

[0052) 35 A /E B FF E WM& 2 B & Y im I lE B M1t
EYRERTRE N B-EYESRBMUENKEZRZDN
mEBXMNREZ MW -

[ & = & E i ]

[0053])

£ 1 BFR B7T-H3 & R2E 1 2 EEKF I (FF &
Al gE 1) e

5 2B Fm B7-H3 &R E 2 2 EKF I (F 5 &
Al 5E 2) e

5 3B Forn M30-H1 & & ## 2 g A B 7 50 (FF 51 & [l

H 9) -

% 4 B F&om M30-H2 & & ## 7 g & B 7 51 (FF 51 3 Al
e 10) °

% 5 EFm M30-H3 & 5 ## 7 g & B 7 51 (7 51 & Al
e 11)

% 6 [E F&on M30-H4 & 5 #8 7 iz & B 7 51 (7 51 3 Al
e 12) °

% 7 B Fon M30-L1 2 & g8 7 g B B 5 (FF 513 Al
e 13) ¢

% 8 [E Fon M30-L2 & g8 7 g B B 7 5l (7 51 3 Al
e 14) ¢
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% 9 B Fon M30-L3 B & g8 7 fg B B 7 5l (FF 51 3 Al
e 15) ¢

% 10 B F£on M30-L4 & g8 7 fg B B 7 5l (FF 51 3%
Al 5 16) e

£ 11 B &ox M30-L5 B & g8 7 fg B B 7 5l (F 51 3%
Al s 17) e

£ 12 B F£on M30-Lo H & g8 ~ fz B B 7 5l (FF 51 3%
Al 5 18) e

% 13 B F£on M30-L7 2 & g8 7 fg B B 7 5l (F 51 3%
Al s 19) e

£ 14 B &Rom M30 J1 /S = # 2 g & B 5 (F 51 3 4l
# 20) °

£ 15 B &Rom M30 51 /8 & 8 2 g B B & 50 (FF 51 3 Al
e 21) ¢

% 16 B*&m BT-H3 B REE | Z & T KFI(FI &
Al 5E 26) e

FIUTEHERRNIE-ZYEcRE(HE &L TEED NS
EOoREHR AS IR - BT 2HER S LM
REZHEE - BH=mA4&K M M30-HI-L4P ik - HE
GRTEB-EYEaRQQZIWR -

FIBE RV E-FEYESRE (2 &L TEED NS
EOREHR AS IR HEFRPEEAHEE Z
EE - RN APRKERTIAR-EYHESRE2)0.1mg/kg &
Bl ~ & -X-ROR 03mg/kg FBHF ~ B =8 KRR
Img/kg %% B1H ~ B E P &K/ 3mg/kg & B K Z %R -
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FIOBERTVIE-FZYESRE (2 &L TEED NS
JE /N 4l B B B tx Calu-6 i Z R - BE P &R o8 it i
EZEE BZ=ZmA&%Xm M30-HI-L4P i - HE P &
KRB -EYEcR QIR -

F20B T "I RE-EYE SR > (13) (41) > (55)
HETEHENABERGRBER A37S @EEZBR -
TeHERGE IEREEBE  BHEFPHKETIE-
Y EoR() HZAKKR - hB-#2YWHESE(3)
R-X-BrPB-#2YHERSGEGD)  AUAPRERE-
BYEGHE (S IR -

F2IBEERRE-FYESRE(13) (41) - (55)H K
A E By NS JE /D Al BE Al R PR Calu-6 AIAE Z R - B =
aErniEEE ZBHE - 5BEFE&RKREK; DE-310- 5 =
AGRAAR-EERGR(13) K-X- R E-EYHE
ERUA) - BUEUAPKXRTIE-Z2YEGEGS)ZX
= o

F 22 ERTEB-FZEVESREAT) > (18) -~ (19)
(59) ~ (60) ~ (6 ¥ T HEHAY N B EREIHR A3T5 4
2R BEBEREEFPEE A BEECERE - BIUAPR
AP -BEVHEREGEAT) AU AEAPRRRIAE-EY
HEeR(8) - HEP&ERTARB-Z2YEGRER (19 B=
ARERETANE-Z2YHRGRE G BB ER IR -%F
HE =B 60) ®R-X-RTME-BYHEHSEGL IR
= o

e
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[ &5 5 =]
[ i 3% 85 2 P R& |

[0054] K H o i EB-EZEYEREEGNEBESEY
MEN sEEBENEREERERLEYE S8 E
ey » LT erdih 3 95 -

[0055]

[$1 A2 ]

KEHZIB-ZE2VECRBERNNIIEERERE 2%
KEH  hReAHEEREEREMEESaNESES
ALy o+ o FRARABZEHZHE - T8 IgG - IgE -
IgM~ IgD ~ IgA Kk IgY Z £ —8F » H IgG B FE - X
fE B Ei B > @ B IgGl > 1gG2 ~ 1gG3 ~ I1gG4 ~ IgAl R
[gA2 2 £ —%& > {H 1gG1 K 1gG2 R - fu e 4 1] %K H
T—9E HEEITHRAE - K& >~ DR ER - 2KH
NBLIAYENEE - G/ E i il ik & b=
ANBEhEE AFHZEANBZHEHE > KA BE
PRiifE - HESRILE BIRE -

KEHZEBGILEBMHWE HENOIE BE -
Bl » A EAMEBEMENEYEBESEY MES W0
mEmE > EE S EEMAEAE M B EE A
GEemlREME - T ABBHABAMANEZLEHNTME - XGH
EEEABEOEME @M ENRM®E R E -

mEHEREMEE & aMafE AR AR E il
(flow cytometry)sK i 7 - ¥ OF A BE B 4l A N (& =] £ A
(HEASEEEREIEN - XPLE (FOSEES )M K =t &
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f 8 R OF A 4H BN RY Bt 88 FT 1R (R AV &L BB (Cell Death
and Differentiation (2008) 15, 751-761) ~ (2)ff A 4 & &
WO B Z X (ERES)Im M EMEN G AR E K
& 1Y 3% B (Molecular Biology of the Cell Vol. 15, 5268-
5282, December 200 ) EHE EaHFE R BT & & &
Z I AN - R B A A E
Mab-ZAP X B (BioTechniques 28 : 162-165, January
2000) 2K 1 51 o

mEezhEBEEIEGEHERBANR CH@EESS
M- BRHEBESRE > RNERA - LA 2 E 2 A& 0E M
KHEMmMITHER - flo > BEEBHBERENBIENEA
Bt  NEEREFTRANSERE ZHE - 7
A E LM BE TP B - BE R TP R K BRIR B8 Y JE AV 0 M OS M
RERBWN W HREsERAENED ENERBH
B PR A B R T BLEL A - A5 O E o Al M Ay B (b > ] HEEY
MERBEE XN HE-Z2YVECEGEESHEIER X
RHEYEEENGN > LB A S EHERBRRE I IFE N
HBHEABERREBELAERE HMIEBURZEE
E > BERAMBANELLNBITEEBARABNMEE &
R EYRESEHERARK TR ENE EEMENGEF O
BB EERN M BBEE -

mAE R ME > IR A3 HLE - §i B7-H3 4
B8 - Dt CanAg i e ~ Hit CD20 U fE ~ Hii CD22 i & ~
CD30 fii #8 ~ #i CD33 #i #& - §ii CDS6 Hi e - fit CD70 %
f2 - §i CEA fii#g - #il Cripto JUAE ~ PT EphA2 i fe - §T
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G250 i /% ~ 1 MUCI1 i % -~ JL GPNMB i e - M B & &
HiiAe ~ Ld PSMA LR ~ L ALAEZE B C(Tenascin-C)ij
Be - PL SLC44A4 HiFE ~ DL 2 & (Mesothelin)#i & - H
RIR A ZE -

REWHZHEEERDIL CD30HE ~ fit CD33HLE
gL CD70 i /8 &k $n B7-H3 fi e » & KL B7-H3 i -

[0056] A S BH “ i Gl (E L HE AT & ey 5
S B ETENZHEKRESY > FEHRRKRI - #dLiE
BANEEANIEMES - BLE ZKFILRKRE N AE -
MRE B RKEDNE ~ REFZ ANFEUASE Y IR KR
EEY - HER  SEhEBREcNENEEIEGHE
BLNBESRE 2 XM o] 2 WA @R AN E RS DL
ﬁ% o

> ¢4 B &1 5 & (40 > Kohler and Milstein,Nature
(1975)256,p.495-497 ~ Kennet,R.ed.,Monoclonal Antibodies,
p.365-367, Plenum Press,N.Y.(1980)) » % 1 &5 & 4 B 1 B
NENEELA@AEHE FHEBEMIERM S mME LR S
B N EEFJEKILE -

X o fFEG&AKEESHEEOEBNERERE R
EMERBEFTHMEFTEEMERS - BEEMmMSE » BETX
HIMFERERNEHRE  BHEBIABITHABmMMEZRZERE
Ho bR H"HMERE -

i CD30 Hi 8 ~ JL CD33 i #E ~ 1 CD70 i 8 & H &
7 W02002/043661 -~ E B H F] % 5,773,001 9
WO02006/113909 » $5 HH E & FE v L& -
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(0057 sk e A S BAFT £ Ay B7-H3 il s » HA
U Fr By o s & BT A BT -

(HO—H ke ERFEAEERUTHME

(a)ff ZM: & = B7-H3 »

(W EAMBKEFELEANEE T ®E M (ADCP)JE

\

()N ERNE A I EREEME

(W R (HEH BB ZIiE » HF B7-H3 (&
By B Fe A 3 B 5% 1 B0 2 BooE 2 B A IR O B R RY

(3w kot (1)E (2)5C & ~ FL 88 - H B A F 5l Al 5%
3Rl #E 2 MR P A Ay CDRHI ~ 7 7l &8 Wil 5% 4 50 &
< M BB R A Rk By CDRH2 K fp %1 & Al 9% 5 &0 & 2 B2
EBRFY MRy CORH3 fEHBE#H TN OLMAERE - M
KB H AR5t 6 50 & <« B A B A im B By CDRLI -
Fedl @ ml gt 7 sC 8 < B B BE Fp Al i jk By CDRL2 R F7 %
oAl 5 8 R Bk Z M A M B AU ifn B Y CDRL3 fE B & g
N fAEEE -

MHW EHR(HEGFFE—HELH 2B HEEE
MR B NBENEEERK -

HW Rk (HEMMFPEFE—HELH 2B > L& AHE
& e

(6)an LAt () &k < Hife > HE AFEBE NI AN
Br BB Fp 5 T Bk /Y B B 2 TT 2 |

()X FP Pl Al 5t 9 B A &St 20 £ 141 Fo & &
BEBEREY - (DR FH &SR 10 2 ARSI 20 £
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141 e 8k 2 B 2 B 7 51~ (o)t P Bl &k Bl 5t 11 2 By & B2 4R
Bt 20 £ 141 B 2 BERFY - (O F PR 12 2
BEEE 208 4l B2 BHERFTY - (B R ()&
(DHZFINEFZEDL ISR E2HBEENEEBEFI - &
(OP ()2 (D FF Al H 1 208 (F e A B gl il B - B EL
WY B BB F A LR

B A ES THI B AR F YWY 2 o]
&

(N F ARG 13 2 FEBRER 21 £ 128 L& &
BEMRFY - (WA FIHBE 14 2BERER 21 &2
128 se 8k < M2 B W 7 5 ~ (DR e 3k Bl 9% 15 2 B A % 4R
Bt 21 2 128 s El o ERFEY - (ORFIIHEMGE 16 Z
Be E e dm 9% 21 &£ 128 s 2 B E B 5 5 - (KR 7 5 &%
RISt 17 2R EBES 21 £ 128 & 2 BAEBFEH - (1)
NFEHI AR 18 2 ARG 21 £ 128 st & « B A&
FA - (m)RFH @A 19 2 AEBEER 21 £ 128 32 &
ZMHEEBRREY - (MHF(DEmZFIEATED 95%LL E
ZAAFEMEAEERFY - K(OR(@Em)ZFIF 1
B R B BE W M0 OBR - HUOAL BRI EY RE A B R I e

(MW Fm)ie&EH g HEFEH THHKZ
PR EE B R KK R

PR R R 9 R AR 4R SR 20 2 141 F0oEL 2 B
EBEFImpkiWERETEE KPR FI&EE 13 2 FE
Bz 4m 9% 21 2 128 G0 & 2 B A B e 71 M Bl /Y B8 8 o] # E -
NFEHIEHAGE 9 2BERER 20 2 141 L& 2 B ER
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FP 5T OBk By BEHE R 2 & K BY R A AR I SR 14 2 Fg A R 4R
Bt 21 2 128 Lk L e A B e FI i gk By BB AT = - R0
FEAlE A S O AT 20 £ 141 L& 2 EBFF
BT B BY B2 W] & K B R A AR R R 15 2 BE Ak R 4R OOR
212 128 s < EBR FI MBI KETZEE - R F5
oAl gE 9 2R ARG 20 £ 141 wE 2B ERF M
PRHYE ] B R R R A A A BT 16 L g A IR 21 £
128 a0 &k <« B B B e A i B BY B 8 o] B & - Y B A0 R A
9t 9 R AEMEI 20 £ 141 L& Z AR F Y MK EY
Eg o EE NI EB S 17 AR 21 £ 128
A Ek Z Bg A BR R S o Bk HY ES B AT SR - B AR AU R 9
<M EB S 20 £ 141 LS 2 M A B Y i R RY B
s E kR R R 18 Z AR 21 £ 128 5
ZHEEBRFA M EETSERE - REIER 9 LK
EB&EIT 20 £ 141 s o ERPF Y Y H# 0] &
B KAl ah st 19 2 ERES 21 £ 128 sf & & i
EBEYIMmpy EaETERE - REISENR 12 ZFE
Bz 4k 5% 20 % 141 L # Z M & B P %1 i B /Y B 8 1] B &
KRR A A 5t 13 Z e B BE 4w ot 21 £ 128 50 & £ i &
Bz Fp Fifn B BY BS s mT 2 |~ R A E Rl st 12 2 R AR
ot 20 F 141 ARV MR E# ] B E K
YR A E A SR 14 Z B BB AR SR 21 £ 128 AL & L I & R
FPAlmpc Ry @ EE - RSN 12 ZBHERE
i 20 2 141 L #k 2 fBr A B P i Bk By E O A B e R Y
PRl Aot 15 2 MEREY 21 £ 128 s 2 HAERF

H
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BT P BY B g m] & - DL RS R A @A) SR 12 2 BE A BR
ot 20 F 141 ARV MR E# ] B E K
YRR A Ek A SR 16 Z e B EE 4R st 21 £ 128 AL & L I & BR
Fe BT Rk HY 8 g AT B & e

(8)#n b #i (6)sk (7)se &k < i de > Hixm B H T 5 &
Rk Z B AH HY B g R EE8E I Rk o

R 9 ZHERES 20 £ 471 & 2 #
BB P A M opk By B OBE R B R A AR R BR 13 2 Bg Ak BR 4R OR
21 %2 233 s 8k & B B B 7 5 i B Y B g~ 0 B 1R AU 5
O Z M AWMt 20 £ 471 S Z BE A B R Y 1 B By &
KRR A @ Al 5t 14 Z e B BE 4R 9t 21 £ 233 A& L B &
Bz 7 51 I R B B g~ 0 R Y AR AU Bt 9 Z Mg A IR 4 IR 20 £
471 0 &L 2 B A EE R AN i B A B B R A R AN R A 5R 1S 2
M B BE 4R 9T 21 £ 233 el X B AR A Rk Y BE O
RIS 9 ZHERFR 20 £ 471 & Z AR
FP 50 Bk BY BB g KBS R A AR A SR 16 g AR 4w IR 21 =
233 soEk 2 R A BB MY E#E - RIS A5 9 Z
B B BE AR 9T 20 £ 471 s 2 B AR A im pk By E K
PR Al E R SR 17 Z B B EE AR SR 21 £ 233 AL 8 L A B
FP Al Bk By RS g - YRR A AR AT SR 9 Z B A T 20 £
471 0 &L~ B A EE R AN i B AY BB R A R A R A 5% 18
M B BE 4R 9T 21 £ 233 el X B AR A Rk Y BE O
YR A E A SR 9 Z B A BE R R 20 £ 471 R o8 L A R
FP 5l Bk BY BB e R BY R M AR A SR 19 2 BE AR 4R 21 2
233 G Bk & Bg BB P A M R R BE B~ B R A AR A R 12 &
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B B BE AR 9T 20 £ 471 s 2 B AR A im pk By E K
RIS 13 ZHERES 21 £ 233 i Z AR
FP 50T Bk Y RS g - BY R A AR A SR 12 2 BE AR 4 IR 20 £
471 0 & 2 B A EE e AN i B A BB R A R AN R A 9% 14 2
M B BE 4R 9T 21 £ 233 el X B AR A Rk Y BE O
RIS 12 ZEEBRES 20 £ 471 sl & Z AR
FP 50 Bk BY BB e R BY R M AR A SR 1S L BE AR 4R 21 2
233 GO BV Z M A BE R AN i Rk Y ES 8 - DL R Y B AR A SR
12 2 E BRI 20 £ 471 so sk 2 B AW B 5 i B AY =
s R R A B 16 Z B E B R 21 £ 233 Gl L
BB B A1 R HY R g -

(O Em (e (6)FE—HEL & 2 - KAl
#H N A p B AH A B O R RS TR

Fehl skl gt 9 si s < e BB e Al i B /Y K R A
kAl SR 13 AC B < B BL BE A OR R B g~ R A1 R 0 SR 9
ok Z B AW R A O RY B R B AR A B 14 RCE 2
e B Bk B H1) i Rk BY S B - R F Rk AU SR 9 AC Bk 2 B B B
Fmm Bk By B OB K P A Ak R SR 15 R Ek 2 B A B F Y Mok
Y S g~ B A AR B SR 9 ROk 2 M B BR P AU i Rk B B8 K
Fe F & A0 B 16 A0 &k < Bg B B Fr Y1 i B By B 8 - B A1 3K
Al sR 9 R0 Bk Z Mg A R P AU i R B BB 8 R B AU AR A SR 17 R
sk B BB R AU Rk B RE B - PP FUER AU SR 9 R0 B L B A
Bz 7 50 I B By B8 K B A1 Bk R SR 18 EC #k Z Bg A R A
MBS -~ FHEAI T 9 E o ER T MmN E
s R PP Al Al sE 19 el 2 B EMAE YR E#E - F
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FIE AU 5t 12 AC &k 2 e & BE P %1 ifn B RY B2 8 K B A1 a1
st 13 R0 Ek 2 BE A BE P AU i R B € 8~ P AT AR AR 12 R
sk B AR R Y gk /Y BB OB R R AR B B 14 ARk 2 B
EBFAlmopkHy EE - AR 12 R HERF
Fmm Bk By B OB K P A Ak R SR 15 R Ek 2 B A B F Y Mok
Frdc g ~ LRSI AI5E 12 L& 2 & F5 e
B g & B Al Ek Rl B O16 R0 Sk BE B BE P AU i Rl HY BE 8 o
(1) Bt () (Nric sk e » HPEHEBNF
UG AT SR 9 B0 12 R 8k 2 B B B Fr 71 ot |/ F8 A K Ui Y %
BB PR By =g -
(IH—fse > HEEM TR Z®E L EIMNE
FoBZAhZEaBEEDEeAGH LA (HECA)F E —
HE S EBNW I RZREFRBRARESE M HEBE P E 4
BT R kOZTHRESHEEYRNENAEND

B
MWAIA

(1) B (HE ()P E—-HE &S 2 - BT
ife & M A AT 15 F R MG R o ifm 3 A OBE OB 2 A -

(00581 DA - & B A 8% B BT £ A #Y B7-H3 i -

NABEHEEFS - T8, B TEE, GAUMHEEEEME
=l

NARSGHEFS > sl " ERN L WAEANERS
DNA > 7 HE & H mRNA -~ ¢cDNA K H cRNA -

NABBEEFEF " FRER, ARASEGRILERK
BeAHE R EEAKHEM > "B & DNA - RNA -~ & ~
H B - ks5lT -
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MASHEZIS - T ZHK, BT EBHEH ) IR EH
KEEA -

NABHEEFFT > "THHE, FTrE8?HEEAN A
B - BEAE -

PRAZRHEZEZS > "B7-H3, (s # B7-H3 EHEHMEE

EEMEMH X BEfE H3 & ® g 1 K /o B7-H3 & %
g 2 o

A BEFAH " CDR, (24 5 # £ E E (CDR :
Complemetarity deterring region)  §L#5 77 + & = #f Kk &
WS HA 3 KA CDR BE A - CDR JRfd B o] & &
(hypervariable domain) » fif J¥ $i 88 2 H ## K & #f o] & &
N> F—RXRBEZEEMEaE i 0 PEH#KKEH
ZHEREZ —RXRBEE L NEE 3 EMTEE - N ASH
EH o R iB L CDR> Hff 2 CDR HEHEER F
5 > B £ K I Il 3£ 3t B CDRHI - CDRH2 - CDRH3 » #§
# ~ CDR & ¢ W & B 7 < B & R by fl 352 8 5
CDRLI ~ CDRL2 - CDRL3 - WE WU NIIEREZ L1

M AEHSESWIENRE E®

PAZH "TEEREBEFETERS  GERNTEREXE
7% ExpressHyb Hybridization Solution(Clontech 4% ] %)
o Y 68°CHER » EN{E R B E DNA Hy#@JEas » N 0.7-
1.0M 2 NaCl 4 T 68°CH TR » M 0.1-2 &

B 2 SSC IR (1 {52 SSC {4 150mM NaCl ~ 15mM
faE B BR8N o Rk ) 0 By 68°CHE JF i o] #E E HY R 4 B¢ Bl H [
T 2R D KEES -
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[0059])
1.B7-H3

B7-H3 {5 ¥ 51 5 #2 o% 40 B % B (6 & 00 3 % 5 T 9
BT XM r —% > — M@ e T 4228 ERmNR
R e (R

BT-H3 (4 EH | REEEHENEAE > B BI-
H3 2 N KBRARSERER 2 ME R - B7-H3 &
=g |(41g-B7-H)F EH S 2 MR 2 VI CHE Ig )
bl > B7-H3 R 2021g-BT-HHT EH L | (K~
VB C K Tg BhEE

K#EEAE BT-H3 i AE - EAEHALEY
(KB - NE%)” BT-H3 EHAME BALLHEH » =
% T 3 B R 40 R 40 B B I Sy A BE R 0 X > B7-H3 R E
BEON SR BLE RE R R HRME T OE RN 75 E 40 MR P B 4 W
e o BEETE > BEBIEGE B7-H3 cDNA ff A W%
HEOHmE  ROeABSRE RN TARE  BERE
BEYEMNERTON  REHEBEMEREY - RE
MAEYEEEREBmE B7-H3 RE > THE%E D
Eg o

A B7-H3 % R 1 5 H 2 B S B (ORF).Y B
EBmEFIGHEZHR BRI R FIBANE 1o L Fl
BRI EM RN E 1 E -

A48 B7-H3 # H % 2 E K~ ORF 2§ % i 7 51l
SHANFN R FEEHRE 2. L FAHE 2 2R
Sl AN E 2 E -
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B Rt & B7-H3 R ERFIF 0 1 58 (B
BRI A MBERR/EANOEERFImMBEZ BA
HZEOBRSEAYEENELEIRE SN B7-H3 -

MW AR A AR B7T-H3 2828 1 HER
Rl Eal a8 1| R iV ERTFI 258 27 51 2% 534 5
2 BB ROV RS ORK AV RE B BE e A - 2 ROSR R A M A BR
AR # N8 B7-H3 2R B 2 HE N F &M 2 FT s 8y
R BB I ZFE 27 SRESE 316 9t 2 B A B A R
W B B Fp A e

[0060]

2.4 B7-H3 #if2 ~ 8

AW 2P B7T-H3 iR H & 7% - DL B7-H3 =
B7-H3 “HEBFIEENEEZHRETY RIE -
HEEWN - @R EBANEEANPEBM T ER - KA HKE
) B7-H3 2 &Yl KRR EN AE > IR LLKE/NE -
RKEFZANBEUIIZEYWE BT-H3 E&HY - N IEHE
Foo#wrmdBEomMEBENETRE B7-H3 (Wi EH AME B7-
H3 7 X XM > aTER T3 H NBEERBNIE -

oo k¥ B & A (B W > Kohler and Milstein >
Nature(1975)256 > p.495-497 -~ Kennet > R.ed.
Monoclonal Antibodies > p.365-367 > Plenum Press >
N.Y.(1980)) > #5HE £ B7-H3I BB I & E & 4 i
HEEBAEmemEIIRGE S EGEKERE -

X oo g BHURE B7-H3 B fE M &R EME B7-H3 &
RpE L@ fREmTES -
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BRmsE > HAETRHE B7T-H3 ERNBHEE - FF HE
AfEEMEMmEZERFZKR > mMaibRHEA B7-H3 K
H oo LN BRI B7-H3 fii 8 £ BUfs A

[0061]

(D 7 2 36 %=

gt LB EHT B7-H3 G RV R M =S » o] 82 4] B7-
H3 B¢ H o2 /b 6 il 2 &8 & 7y g 2 B 7 5 ifn By 2 BE IR ~ B¢
EFEREFAMEEZLIEERBRFPINERBOCTEY -

B7-H3 w1 N#H 2 B &8 4 & =k & M /8 dl B B 2 i (&

KER > X > B7-H3 WRIEEBIN &R ~ ot & # i A N & FE
IR AR Il - I =
BERmE @ ENHE

N #: {E & & B7-H3 Z c¢DNA ff A H %
IRy AR R

NeErFEEAkEHEELENEER  AEHK
EEVENERT ol  HEEMELMEZEY - K
HEHZEYMZHEETHAEE R

i

mfE B7-H3 R\ > 9] &7 I

FEHBEEE O E B7-H3 2 40 8 4 & 35 Bl by gl
<L HMEERESHBcEAERBECNHELE - S8 A&
TRE N ESESLAEHENRE

B7-H3 2 ¢DNA {4 #l«0 >

# #3 B7-H3 2 ¢cDNA 1y
cDNA & {E & 5 R >

i P45 & 3 % g B7-H3 c¢cDNA Hy 3|
TmETEEMMELIELTHE " PCR, (2R
Saiki » R. K. > et al.Science(1988)239 > p.487-489) > T
AT EY PCR AWM L -

PD1248495/ic %

113112333 FEHESE A0202
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W% NE K 2 U5 B8 S (in vitro)& gl ifi & > B 40 =] 2
Roche Diagnostics K.K./2y 5 8 >~ fft ¥ ## 2 Z 4 (RTS) >
B AR E R -

mE @R 2Em ETmE > flwm - 9#EGKERE
(Escherichia coli)®X i &1 & (Bacillus subtilis)% - ¥ H 9
ERPLEEEIT@HRANER > D TBEkE 008G N E
< 18 3l (replicon)Bl 7 B R BE ~ &1 F F By H & & &
fEE THMEEY - X #MEBNs  PEPAREAT
ME XA PE(RHERA NWEEENFIE B E -

HZ#EM s BmETHRB sty - B&  BLOE
MR o mEMEYAERTE > Gl BEHE COS A
(Gluzman > Y.Cell(1981)23 » p.175-182 - ATCC CRL-
1650) ~ /N B %% 4 £} 40 B8 NIH3T3(ATCC No.CRL-1658)%
F B & B U & 4 AT (CHO 4l g - ATCC CCL-61) — & ¥
i 2 & B & & 8 &% (Urlaub > G. and Chasin
L.A.Proc.Natl.Acad.Sci.USA(1980)77 > p.4126-4220) %
WEEMER  HiIRRE R -

WmEMESHERPEIRBE ZKER®  HHh&zH
BEPEBEA - S EE B SRR -

MANZEENEEEME r NERMAO®E £ A
MEHEZEBEANNEEBEEE S AKBE - #la - 7
7> LB & AN JE L Z A & EL 78k (ampicillin) % 57 &£
V) '8 5 IPMG %K i A -

EHmbhidE EEBoABAKHABINEELEN S
HEOBEGAITHEONAZEOE Y EEENLEEE
SHY S TEE Ry oy iR ORI O gy B - 4G -

89
PD1248495/ic

113112333 FEHESE A0202 1133195684-0



1870273

EReZzhEk EBERms  fl0- sJRFAEMERZ
EHEIBREANREHE - BAE S TEEETEES
B W EAS o BT BREN - ENMEENE S
REREN -ZEHRME BFZ2HEF -

X > HEHRRAENEHEHESRE REE 6 2 A W
WHERER  TRE\EFERMOEERET R - K
HoOBMBRRAWEHEHE FER [gG Z Fe &H -
REBE AERETAHRRM LA -

el A AIFESGHERESER  SHET
REHBEHNZ ZHERK -

[0062]

(2)51 B7-H3 Htr i fe £ H &

W B7T-H3 R EME R Zims » o £ 45
B7-H3 " EMGEGoWERIE  BHEWNGEHFEABOUT
50 EK e

REGREZ®HE > —KRINE > W TNEAFERSD
%o ZHY o

Rl

(a)fE RMEERABNERS > Z4&1b

MEEAHEENEZESHD M R ER > BRI @KW
EHBENE HFEMERD CHW®K  FHEAREE
A4 4l BE HY 2P

(OOFHEBABBCATHEE " FHEE L ) FHH

(i ELdAEAsERE A/ -

(e)ELZHW PR R o & LK -
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(D)8 — 4 g Pk 2 77 & (BEJE ) ~

()RBEN  HAUREHRSEERRAEBEORGCRE ZH
E CHNBHEBEENEYZEE -

(Mo HENERIB AR ENE - RHEEH
B N EFEMERIE B ZIEHEZRES -

LT - Bk Pife £ B AE A & KB L 25 55 i & 4t
B8 i B8 < B AE AW KRR E R I > B 40 78 5 (£ FH B 4 i
DAhZ e E A Mg #EE -

[0063]

()i ] 2 &l {E

gt PR IS > A fE A LA A AT At 5 A EH B Ay B7-H3
Ho— & 7y

S JR ] fE R FE 1 B7-H3 % 3 E 4H S A AE AT A B AY
BRElfr ~ B B7T-H3IRBEHABARA S > X EHAEK
flirHZRAN ZHE > BEEEROAEHELTE 2
THERERTEKER -

[0064]

(b)) #8 & 4 4 By < 38 B

RBREF B (@QESHRE » & K (Freund) Z 56 £ A
cEEE - RHHEBE ZCHNDE  FRRERSERH
ek BERSVGAEMNSGERMER BN S EEE
ERERBESY - BERRms > MO EMFNE - K& -
W= -S&F -+ FEF M mHEHELUOEELAK
Mo EFBEBARNREEZEFE @B - U/NE IR
BIFER W RBREBY R EE -
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oo BEME A /DNER R KE Z &SRR GRS
R/ANEBER > #l4d & &R A~ AKR -~ BALB/c -
BDP - BA -~ CE ~ C3H - 57BL ~ C57BL ~ C57L - DBA -
FL ~ HTH ~ HT1 - LP ~ NZB ~ NZW ~ RF ~ R IIl ~ SJL ~
SWR ~ WB~ 129 F » X REWBEE  #la - o9 H
Wistar ~ Low ~ Lewis ~ Sprague ~ Dawley -~ ACI -~ BN -
Fischer & o

e F/NE KRKEB @A E H A CLEA - H XK
Charles River F ER# Y s IRE X & -

Hfr > R FEHARK  SHEBEAERMREE ST
g0 /N E DL BALB/e 228 ~ B KB Bl Wistar & Low %
FERNRBEDD RS E -

o> ZFEREZABHB NG ZMEEM  EHERA
R ZEEERERMEN/NE - BE &R EEIRF /DR
VINVEN Y E

> HFENMNBRRBZRER ZBBRTER 5~ 12
ik » EERH 6~ 8 Bk -

LU B7-H3 s HEMHB KR EF Y &G 0 > o] /&
afl 3¢ = ¥ Weir,D.M. Handbook of Experimental Immunology
Vol .I.I1.1II.,Blackwell Scientific Publications,Oxford (1987) -~
Kabat,E.A.and Mayer,M.M. Experimental Immunochemistry,
Charles C Thomas Publisher Springfield,Illinois(1964)% ~ & &I
7k e

EFEzREET  BBETSAZHZIEEL XL > B
o4 BLT A &k e
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B> B BRENEEA B - NEREFHGTFED
MRS Y 2 FAEEN -

M BIrEESREWAR  FHWEBBEE > AT1ER
AT AN 1R R BRSO TIERE A& EE
a] R A PR S e R R

MERZEBAADEMRERESY 2EE - HREEFM

B —fgins > MERBERXE 3~6 X -~ HEEE 2~6
HRWE RBERE 3~4 - KEREE 2~4 BRE
(€3

X R EREBEEXRYES  EREEZ2SFEME > H
— MM E R 005~5mg > BERK 0.1~0.5mg £4 -

BEmMeEtOl b2 FEERLY 1~6 Bk &{#
By 2~4 FHig » HER 2~3 HkE

X #TEMREEZNAREHRE - KB Y E
M- KRANEME > —fFmsE > GIO0RNENEFRG 0.05
~5mg > BERK 0.1~05mg> FEL 0.1~02mg £ H -

MmEMBER 1~10 H > @ER 2~5 Hig > &

R 2~3 HE > B#REIHYME N T & 508 E £ A
R R N s MEE - KB ERENE ZERB
NEENEESNVHYIEREE S @I 2 #4545 K KE
o wiReE 2%y % IERE -

MAXHERAMNRBEIEZNEEZNS > Bl > o] #
il RIA J£ 3¢ ELISA % » {H U KRR K L& 75 & -

AEHFTWNRBNENHNE » fl0EMRE ELISA
Ao AL MR E - EWIE T
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B Jo o i Ab B oy 4 AL AV BT R B M Y ELISA R 96
LBESF EMEER  BHERREIEGBMEEXRDE S P
mMEmMMBGHNELDE r 0 fmMBEAEDI(LTHE
"BSA ) BFmEmEEFER FHAELRE -—HEFMHE
ISR N A A N == R 117 SO 530 - BRI TN w1 G o
PR S -

BANMERSE i 2 BEEEHBEN /D ETRN I
BmEE NRIIEBES  TFEANZBERE ZEE » #5
mMAHMEENEE T RN ECNRLEEEL  BHILEDN
g -

% % 8 Y 2 BE e 4H A B M 2 BR 2 B R E 4 # R
Z oy #E o AR B A A (B4 - 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) % # 17 - a0 - B> BF B 40 g A9
B - w8 A K BE Bt 4B U ifn d A DL f g o 49 | R 1 0 U
HE 7Y Eagle #x /N 7H 85 B B (MEM) i o7 8§t fe & 4 4 A
Hy — e 5k o

[0065])
(c)BERMBHMELT - WEhE " HH#EE, )&

O e I S E I = g = A A N =3 1| I R I I I 6 £
ARk EE EEARKEN - B FEMOASMEEE
e BB 2 FE MM HEREFED I
HGPRT (%= "§ % - & I 1% 5 B #% & # B I8 (Hypoxanthine-

guanine phosphoribosyl transferase))ft 8 % & # (£ -
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Bl > 3k B /) B X63-Ag8(X63) ~ NSI-ANS/1(NS1) -
P3X63-Ag8. UI(P3U1) -~ X63-Ag8.653(X63.653) - SP2/0-
Agl4(SP2/0) ~ MPC11-45.6TG1.7(45.6TG) ~ FO » $149/5XXO -
BU 1% ; 5k K E 2 210.RSY3. Ag.1.2.3(Y3)%E ; sk & A
¥~  U266AR(SKO0-007) -~ GMI1500 - GTG-A12
(GM1500) -~ UC729-6 -~ LICR-LOW-HMy2(HMy?2)
8226 AR/NIP4-1(NP41)E - Ik % 2 HGPRT @k & &k - fi
%0 > 8] H American Type Culture Collection (ATCC)Z H

45
= °

HEHBEGEGERNEESEERE > TULMN 8-A BIEK K
B E[N RPMI-1640 BE AR NN REEE - 2-5H &
LB~ B KRB & (gentamicin) ~ R4 M F (LT A
"FBS )W EEREDT RN -A 5 EBEIEEE] 2
e o BLH B H O] 8% % £ (Iscove’s Modified Dulbecco’s
Medium ; DA T & " IMDM , ) ~ B Z B 8 5T it B 7+ 55
% M 1 % £ (Dulbecco’s Modified Eagle Medium : L T
WA "DMEM  YERE®E  HHMEmMEe 32 4H5A1L

FEREEBEL[FWM > & 10% FCS Ay ASF104 £ & H (% 2
ZBROEHIEREE  ERMaeEDEKR 2<107HLL EZ
4 A & e

[0066]
() HE Bt &

mMieELfdERsBEREAR B  REBR T A

(Weir,D.M. ,Handbookof Experimental Immunology

Vol . I.II.II1.,Blackwell Scientific Publications,Oxford
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(1987) . Kabat,E.A.and Mayer,M. M., Experimental

Immunochemistry,Charles C Thomas Publisher
Springfield,I1linois(1964)% ) » | A 4 fE & &F X K 1
EREAENEENRE TS EETE K -

W 2% -l AR N EL _BEE2aRER

EVERTREESLAHABEE T ERBARESENIEE N
A MHEEBERNBROOE G EE - Hd » FE R E#t(bE2
ik 2 Bodg B Al 40 BLR By At

Bl - SR ASREEEYERNEL _BENBE
g T+ = 1500~ 6000 {E A 2000~ 4000 2 B 2 %
B o A 30~40°C > BEfE R 35~38°C IR E T 0 K
RMELAAMBE SHEEAMRES 1~10 08 » WELE 5~8
vk

[0067]

(e)Rh & & BF & B 4%

e EMAER S M ESNR G T ZEE N ALK
Tl R&) > HEEEH HAT(R=E K -jE & &K -5 EH)
#E % )£ (Kohler et al.,Nature(1975)256,p.495;Milstein et
al. Nature(1977)266,p.550) ¢

B A R RO B B R e iR 4 £ HY HGPRT @t X
e gHmBARMEGR SBEINER KAWL -

Bl - R R &AM k& "R HAT B & & 55
B OEEMNEFEYREGREMMENRMaE > 0ol
Y hE -

[0068]
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() B — 4 Fg %k = o0 & (T

PR aEEEEME 0 Glm A AR
ECWMEXE - ARBEESE RN A MO 2 E
Barbara, B.M.and Stanley,M.S.:Selected Methods in
Cellular Immunology,W.H.Freeman and Company,San
Francisco (1980)) - I ZFE HEF » THHEHEREZSE
CERTLEBEERWE - Bl o & FE D AR S FTEK
B9 B & B BE % )% 7 ClonaCell-HY Selection Medium
D(StemCell Technologies 4\ 5 # #03804)% » H E 4 4 =
SEEMBE  HNWPEKNR GBS ERRSHEZ
BRETEN BERNWUNSHEERK  BFREGHNRS
BEELERFPAELXZEMMB HTE®RITEEENRES
B7-H3 Btk #i 88 & £ Rl & Bt -

(000 Gk Wt E W B & Bk 2 Bl 5 » 7 2 f
B7-H3 fit & 8 M30- X » AARFHFF - ¥ B7-H3 fi &
B OM30 EAMMBRCELS " M30 ifE, NEXEE
" M30 |

M30 i E#H EAFI R ZFIIHAIHE 20 TR
MEERFY - X > M30 il 2@ B A FIIXRZFI
ol sR 21 TR EV R AR T o X o AR Z A
S 20 TRV E BB ER TP o 1% 19 9% 2 B A %
HEMBKNWEERFI GHRFEFI > F 20 £ 141 55 2
R EBBEMMBKAEERFIGITERE > 5 142 2 471
o REBRBAEAMKOREERFI GREREEE - X - F
iR Z PRl nl gt 21 Fron Ry RS o g B e e 51 o 1 %
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22 SR MR R E TR B B E R T GRS F Y
238 130k A EMBEMMUKNEER I GAJEE
£ 131 £ 235 o MABRBEMMKNKEERF I (GEE
& 3 o

[0070]

(b mMEeEEE B E 2 #8#

M EFNREBEGEDSHLERE » 0] %X F i &
FHEKDRE  BAEEEZH > BZEESE BN EKD S
A& & (% T ACEY -

I EnOBE B BR A H AT BE R & & -

ARZEHFHILE TENE TIRE D EKDbD 2
IH H R BE Ay ELISA £ 2K i 17 o

WBEBUL ETERMESHNBERE » 7 N RERF -
SOCLL N 2 A REFUHRERETREF -

ERBEENRMAGEGREREEMN HT 5 & B %L IE
BmEAKEE -

REBEGREHREEERVEEZEE - &K

HaEesKRET MEREHEBEFTNELBER  HFEERE
BEFEAALHERMMAR ST R EE NS EANZ AR
b ol ESREHAZH L EOERENRESNEERE -

X BN E &A% /NE MBI wm - Eat 2 BALB/c) ~ H
Nu/Nu NEZBEBENEIHNBSE > #FHEZREEY
B nEREREALAGHEKRIEREK -

o OB E NEY B R 0 F RT3~ 7 H AT & A
2,6,10,14- 0 B B + A K (2,6,10,14-tetramethyl
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pentadecane)( % # Kt (pristane))FE Z W ¥ W B - °] & 1§
B EZEK-

Blan > FHAEREBGHERE 2% 2 /NEBEEN TR 2
T A K TR R S (LR - 20 H{R{E 10°~ 107 &
ZREEEE - HRAERZEFEANAEMBNEEEF (0.5m)m
BN BEBS R M BFEKE B /BRI
REK - Mm%k BEERFHEHLE - TEFL 100 &
LERBEZBEERILE -

Wi Ft A ESHEERGIE - o] P m Weir o
D.M. : Handbook of Experimental Immunology > Vol.I » II >
IIT > Blackwell Scientific Publications » Oxford(1978)3 &
Wy 5 A AR AL -

WML ESNESRIES BT-H3 EASHERE2

[0071]

(M E R 88 =~ & E

WHESNERNB R EREFZRAETOLT
i 2 AT

B Y% o0 fF R & E & 9 # il Bt K (Ouchterlony) % -
ELISA £ - 2 RIA J£ -

BRI EZHEE EREERIERERNEBEEY > B
HEE R EH o

5 —JiHE > R ELISAEZ=E RIAZWER » B8 k
BRERBEGUE R EAAERE - FEMRELSE - XHRE
CHESERERELOES - EEHENRE 0 & B KR
B 2 [m B - mEE R TRERN -
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X - fEREBENFENS » FAOFMAGTE ZEE
HEHMW W /NeE o2 EH 5 Bio-Rad & 7 & )FE -

H#E - &EHEZESE%KHA FMZE M -% Iw A (Folin
Lowry assay)~ % 280nm 1 (I Y B [1.4(0D280)=" J
BREH Img/ml]ifn & & #Y 7 75 2K #E 1T -

& > BEFEKQZ(a)ZE ey Eimhm 54 7 =
BWIIMEBEERDLENEE > Ao WEREHAFE M30 14 [
ZECHBEEEEMENNE BMAOLEZ —FmE > 1
B MIOIIEEE CHERAEMESHNIE - M30 %
Prek B7-H3 Z 4H A Fb & s By oh g B0 1gC1 Zf) A8 3 =
IgC2 e RV IR A EM > &5 & 1gCl ) Ae Bk B¢ 1gC2
WrHENEEWE > IR AEmE - 5 5l & 2 4
FAE R B7-H3 2 1gC1 3hgs B =20 1gC2 Iy g 3 0y #1 [ IR &
fir - EMFWERMEESESE S M3I0ILE & a8y o i
RECER LB iE > A A EZ BRI ESE & B M30 #i i
MEZPLRERREAM - X > FFERHAEHEE K M305 8 2 ¥
B7-H3Wy&i& @ Z BB AHma(E  ZEHRILB G
BE M30 §i A% B2 B7-H3 2 & &) Bl H Ay 5 R R E fiI
CHRAERBEERGEAE  JHEZEKRIESE G B M30
MEMEEZHEREM - FLREFIETEB & ®EXE
B ZEHKIIEERFE MI0IEEF ZHKNEEFS MK
5 ZUHA fRF o

[0072]

(3) At #7152

100
PD1248495/ic

113112333 FEHESE A0202 1133195684-0



1870273

REWHZHER T Lty B7-H3 Z B Z I
DUEE NENWEEREEREESZE BEB  THEEALBN
BEHEREBEHMEBE > W0 > &k & (Chimeric)$T 8 - A
M (b (Humanized)$i 8 ~ AE B E - KEHEITEMR
2R A K B s

M emBEmE > ARAE T8 EBKEE &K
M AFEEBNIE O FKEB/DNERBIKREBENIE Z A
BB kA ANENEE B SN EG e (2R
Proc.Natl.Acad.Sci.U.S.A.,81,6851-6855,(1984)) o

g ANB b BEBmE » o] 80 (EKZ/HEE
(CDR ; complementarity determining region)ff A %K & A
S GBS Y P18 (2 18 Nature(1986)321,p.522-525) « #4
H CDR Bt Am ) CDR Z F % i0 & — &6 47 18 22 /9 g &
BB ENBEE 2 ANEILEH ILE (BB LSRN
W090/07861) -

@2k E M30HLE 2 ABELEIENS » REIREF
M30 $i#E 2 6 fH & 518y CDR 4 » H A il lEBEIE M
A RBERRFEZ ANBFEEIE - X > M30 18 2 &
Mo EEEGRAFIANER ZFIIHENGE 3 Ty EBEF
Flim pk By CDRHI(NYVMH) ~ FF 4l &k Bl 5% 4 Frors 89 B &
i e %1 ik By CDRH2(YINPYNDDVKYNEKFKG) -~ K FF
& ml 5% 5 B oo~ 8y B OE B R oA M ok W
CDRH3(WGYYGSPLYYFDY) - ¥ > M30 I #8 2 & ## o] &
& & ir A FAI R ZF VR 6 Bron iy B A B A1 M Bk
7y CDRLI(RASSRLIYMH) -~ F¢ 5l & Al 58 7 BT /= HY B & B&
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fr 5l i g By CDRL2(ATSNLAS) ~ R Fp 51 &k 5l 5T 8 Bt oom By
Re A B 7 5 i B By CDRL3 (QQWNSNPPT) -

(0073) sk /NEE Pi e M30 2 AN BB &= >
AR as (PRI R RIS 9 10~ 11 5 12 Z
F 20 F 141 58 2 Bg A B B A R Y B A B R AT - (2)M
AR Em(HzEERFINEZDEA 95S%EL B ZMHE M
ERRFY - RGP E@ (D) ZEERF I+ 1 ECH
M B BE o M Br - AU A IR B AR F A ZE— &
WE#TEEBENEH#E Uk a @R Y& 5 13
14~ 15~16-~ 17~ 188 19 22 21 £ 128 57 ~ M B ¥
Eomn gk By Be &2 B R Y - (S)M B R B Al (4) 2 Bg AP
E2/DERH IS EZMHE MR &RV -~ K6 Bl
(4)2 B A B Fe %00 o 1 B B (W e & B 67 i P~ HU R EOR

Wk ERRFPIN 2E—FBMBKAKHE TS ENKHE (R
HE -

N KGHESRH "EME, BE1LE I0H 1 %29
ffl~12 8 ~12 7@ 1261 -1%25#- -1%4

f\~ 12 3 -2 1% 2H-
[0074] 3L - 5t A& B & J 8 Bz &

bR 17 By B B B2 AU R B - R 17 AT B B R IR & 95 70 %
EBME EARENEEERENRE LR - WE
e EBREOQUL TN BRUEERBE=RXLERKR 2%
Bz © de ME A B =k R B - RS B BR - dH BE BR
Nhl @l - Bk - £8

Be - Hmhele - Gl RIFEWEBERE=-H KK -

Be < BLUmsE @ LA
%

X
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REMmER - BRHEER - FHREER - G - & KR
Ml - Htt B EREREEBO MR R © B ERSEE
—p Rk MER S ABE I EE-RXERER EEBER
B BRI REE=-WNWKEK @Kk BERELEEER
B - UERFTEHREE=-FWNWEEK Gl xBEKR - &
EBIDARBERNAERKRKESOEERFIONTE 25

MRE(EAy BN ETERKE -

Wbt B R EAeNET S o A 2
BARFISENS 9 2R ERES 20 £ 141 s 2 &
Bz e 5 i B Y BB #E W] B IR Ry EH o K BOA A Bl at 13
ZMEBES 21 £ 128 ek L M & B Y i B AY B
A EAVEHE TR LR BRSSO SR 9 L AR
ot 20 F 141 L E M A B P i R BY B ] B & AY
E@ R E ARG 14 ZEERERSE 21 £ 128 50
Z M B W B A OBk BY BE B A] B B A R By LR - B
AR 9 ZHERFR 20 £ 141 s Z AR
FPAlmpc Y EE T EBAEHE KB AFIHEE 15 2
B B BE AR 9T 21 £ 128 RoEl < B A MR A pR By BR8]
SEAVKEMKRKODE  BEAFPIENR O ZBERE
20 £ 141 S I ERFY MR EHRETZEENE
Rk B RISt 16 Z B EBRGR 21 £ 128 st & Z
AR MEBEEE TS By EEMMBEYTE  BA
FEAlE A S O AT 20 £ 141 L& 2 EBFF
Pl Ry EE A S AV EH#E K EAF FI &G 17 2K
EB&EIT 21 £ 128 soa <l AE M Y BBy & # 0] &

103
PD1248495/ic

113112333 FEHESE A0202 1133195684-0



1870273

B HY S i sk By B AR - B BRIl Bt 9 2 Be B BR 4R R
20 % 141 50 & & g B B 7 50 B /Y B o W] 2 & BY O K
BERARFA#ENS 18 2 ERKES 21 £ 128 so & & &
B B 5l I Bl Y BE B 0] B [ RV RS T R BV AR - BOA A
oAl gE 9 2R ARG 20 £ 141 wE 2B ERF M
REVE#ETSENERE K E TR & 19 2K E R
dwr 21 F 128 FEEk Z M A& BE P AU i B B B A] B & AY
gAY iEE ~ R A FIIE R 12 Z ARG 20
£ 141 o 2B E B YAk By B 8 0] 2 & Ay E#E KA
ARSI EA SR 13 2 &GS 21 £ 128 5C & £ I & B
FPAlImMpc Ry T BB KEEMMRBE - BAF I #H
AlaR 12 2 B A B 4w 9% 20 £ 141 GO &k 2 B & B B 51 1 Al
WEEIJZSENVEELAARIENR 14 ZHEERE
st 21 2 128 0k L e A B e FI i pk By ES B ] Sl Ay
R EY L AE - BRSSO ST 12 Z g A IR 20 £
141 o EBRFIMMANE#ETEZENERRER
FEAlE A S 15 ZEMES 21 £ 128 S W EBFF
Pl g Ry B n S B AV E MR LR - LR B A KR
e Al B 12 2R ARG 20 £ 141 wEl 2 AR F M
REVE#ETSENERE K E TR &S 16 2 A B
dwr 21 F 128 FEEk Z M A& BE P AU i B B B A] B & AY
HEGE I RR HY BT RS

[0075) wt B FEdH & Z Hi A it 5§ > = 2§ B¢ 51 & 5 97
O Z M A B4R IE 20 &£ 471 SR # 2 e B M B I Rk By =g
KRR B E A SR 13 Z B B EE 4R st 21 £ 233 AL & L B & R
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B BT Bl Y S S 0 B BY BT RE - R AU BRI SR 9 Z e A R 4R
Bt 20 2 471 ELEk L Mg A B R Y i Rk By E O K R A1 ER Al
Bt 14 2 ARG 21 £ 233 so &k 2 A B R A i Y
FEHE MY B AE ~ AR R O X B AW Rt 20 & 471
Rk 2 AR AR E#E RS SR 15 A
Bz 4k 5% 21 % 233 EL#k Z M A& B P A1 i B Y S ifn B AY
ife > AN 9 I AERES 20 £ 471 ME LK
BB B A Rk BY B8 K R A AR A SR 16 2 B BR R 4R AR 21
£ 233 FoEk 2 B A B R A Rk BY B8 T B RY L Re - A
Al gE 9 2R ARG 20 £ 471 mwE 2B ERF M
RCHYE R R AT A SR 17 2 ARG 21 £ 233 S0 &
L Mg R B B A T R B S B T R B BLES - P ATER AR 9 Z
B B BE AR 9T 20 £ 471 s 2 B AR A im pk By E K
PRl nlar 18 2 mEBREY 21 £ 233 s 2 AR F
FI T pR BY BEHE T R BY BT AR~ PR AU ER BN SR 9 Z e Ak R 4R OR
20 %2 471 L 8 2 B B B A i R B BB o K B A1 R AU SR 19
ZMEBES 21 £ 233 ek Z M AR Y R Y B
meEcHy Fide ~ FRAIEAI R 12 2 ARG 20 £ 471 &
oo BEBRFI KR EHERFI SR 13 Z2BER
dor 21 F 233 XM AR R i R AY BE i B BY IR
FEAlE A S 12 2 EMES 20 £ 47Tl s 2 EBFF
FUam pk By BB R FR A ek Al gk 14 B E B &I 21 £ 233
< Mg Ak B R AU RN B RS B 0 ER BV PR RS - B AN AR Bl AR 12
<M EB RS 20 £ 471 L Ek 2 M A B Y R RY B
KPS E A SR 15 Z B B EE AR st 21 £ 233 AL 8 L & R

105
PD1248495/ic

113112333 FEHESE A0202 1133195684-0



1870273

Fe Famm B /Y S S T gk By L AR~ DA R R AR A SR 12 2 B
EB&EIT 20 £ 471 @ 2B EREF I MR HEH#EKF
PG Aot 16 Z g B B 4F 5t 21 £ 233
1 R Y BE $E T Bk B 9T RS
[0076)] & > &

gt H g S

aC B 2 B E B Y
5 9

a0 Bk 2 B A&
B < b A

=R 0 N ol |
Bz B 5l 0 opk By BB e K R AR B0 B 13 RC
B Fe 510 e B BS B R BY B AR - B AN AR A SR O9
ok Z B AW R A O RY B R B AR A B 14 RCE 2
M BB B AN R R B ok BV DL RS~ B AU ek Al 9E 9 R0 OE
Z W AW e A R By B OB R P A1)k Bl aR

15 30 & 2 B &

Bz 77 50 T OBk BY B S T OB B LA - R IRk A SR 9 RO # & B
EBFIMBEHEERFIHENGE 16 Lo BHERF
FIT R B B S T R BT HL AR - Fr P AR A SR 9 RO 2 BE A IR
Fe 71 im B Ry O K P B Ek A SR B /7 31 1
% R A

B B 5 I B #Y

17 &0 &k & g &
PROHY ES B IR BY P AR~ A AR R SR 9 RD Ek L Mg A

Mok BY B O#E K B A1 Ak M SR 18 RC Bk Z g &
BEE MR Y B AE ~ B AU sk B BR 9 ROk 2 B A B B A I Rk
WY O K R A R SR 19

s 2k 2 BE B BE A I Rk HY ES
MR E BB - Al sk A5 12 L& 2 M EB F 5 ik
B R P A A st 13 RCo#k 2 M A B R A Bk Y R I
BRI s A @A 12 & o BERF S NN E
s K Fe A Rl s 14 FCEk Z B A BE R A Mok AY S I ER
Hy i Be ~ B AU ER Wl 5 12 &0 &k 2 B A
ke F7 B a0 SR A0k & B B
- SR N- s R  7

B B 5 I B HY
15

B% B A p A B T pk /Y
12 &0 & & K &
PD1248495/ic
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s K Fe H Rl BE 16 R0k Z B A BE R A MRk HY S I RN
SN

[0077) #& b 4H & BA or B b ol 25 9 g A B 7 5l R B o
mEBREFINASHEHEBMEORY H EEEAR LRSS R
HEMESEE ST R H AT RER - Wik ZHMHE MK
— ki E R 80%LL EZMHEM > BER 90%LL E ZMEE
M FER ISWUEZHEME  &ER/ 99%LL E ZMHH
e X BHEENERENEE LS HERFINZ 1 28
(6 Mz 2 B 2% A o AT ~ M BR BCOR oy B BB Fe Y 0 R A
EEEABRLEAZIBMEREFZAREGSFTMHEESENNR

LT(T

i

[0078) — i ¥H ~ B B B Jr 5 ) < M A M o7 # /B (£ H
Blast H & ik & 2.2.2(Altschul,Stephen F. Thomas

L .Madden,Alejandro A.Schaffer,Jinghui Zhang,Zheng
Zhang,Webb Miller,and David J.Lipman(1997)
" Gapped BLAST and PSI-BLAST: a new generation of
protein database search programs ; > Nucleic Acids
Res.25: 3389-3402) .~ Bk 5 2 8 (default parameter) sk A
£ o Blast @ B v "1 B b M M @ FE @& B
www.ncbi.nlm.nih.gov/blast 2K {f F o

[0079) X - AR Z FFAlak sl 5% 9~ 10~ 11 50 12
AN e s e 1 £ 19 5% 2 g BB 3 A i
RRHY B BB A REN S P A > R 20 2 141 5t Z AR
BEMBEHEERRPI G EE > $ 142 £ 471 58 2 B
EREEMBENYEERFPIGEEERK - & B & F 5 &
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AlsE 9 Z Al EE R E 3 - Al E Rl sE 10 2 Al A
N E 4 s A E R EE 11 2 A EE N E S - P
Sl hl gt 12 Z Al &N E 6 °

X A FRZFAIEMNSE 13 14~ 15~ 16~ 17~ 18
519 Fr o HY BS 8 B AR B O A1 o 1 2 20 5% 2 B & %
WEMMBONEERFIGHRIFFI > F 21 £ 128 58 7
e EEEEMMBKANEERFI GaIEE > F 129 £ 233
SR BMEBRBAEMMBKNEERFP/NGREEE WK - & 8 &
Pl a9k 13 2 Al &N E 7 - Ak Rl sR 14 2
Fr Al a0 & it 5 8 - AR sE 15 Z AR E N E 9
- AR SE 16 2 AR E N E 10 - B Ak Rl R
17 2 5l &N E 11 - B Al Ek Rl sR 18 2 Al AL # R
£ 12 - AR SR 19 2 Al E N 13 °

[0080] Wt A3 B Z g m & >~ X o] 2 il Bl M30 $1 58
MERERAEME SN ABEHE - L B7-H3 A HiE %
SEHEEREAKAABERLEE B CERFIHN ANED
B - PLB7-H3 NEIEGITHEMERNEARE ABEILRE 2
Ha g AR ABRLEORE RV AETREE £ /N
S0y 5 5 (28 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 % )ifi Bl & -
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[oos1l bt AN EE/NE > ERME - #HH KN
THREREOE#ERKEE CEREWHKEE  BHHEUE
R22FEMDOBERS A LS EE (Yeast artificial chromosome -
YACO)HBEEAANBRENREOERRERKRHE 2 ERE
WEREBEHFY  BEHERIKSYEAEERGY 2 &
fE ~ R F M R It % B Y 0 B RS T AT AR e

X FEMmEAEREHRMN - Fi &N &EBE O AER
B B R AE cDNA - (£ B &% cDNA By & & -
HEZAMBEEY HEhEaELstAREHABEEERRB
WEPME FoOmEE LS RFTERILE -

Hbh EhBEETEHRAMNOEZMAN - &K CHO
A - MEREEREESE WAL BYHAE -

[0082) X - JRE X1 HL 1§ 2k B M1 A ¥ 5 #8 [ #E 1 /Y E
HREETRENABENRNBNLN FA(28 Wormstone, [.M.et.
al, Investigative Ophthalmology & Visual Science.(2002)
43(7),p.2301-2308;Carmen,S.et.al.,Briefings in Functional
Genomics and Proteomics (2002), 1(2), p.189-203;
Siriwardena,D.et.al., Ophthalmology(2002)109(3), p.427-
431 %y o

Blan > NP8 2o 8 &E 0] A — #5188 (scFv)
NEFEBEERE  ZHEHERFEANBREBNEER
B & Bf £ (Nature Biotechnology(2005),23,(9),p.1105-
1116) -

HERFEE&EET HhBWTEENEERS 2 ER > 7
AERWBHENEE S ABERB ZTEER DNA F
F e
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EEREEPIFER scFv 2 DNA %) > o] # i & (E
BEAZRFPINEREE  BEAFEBEBIMERE  HE
A M8 B B (W092/01047 ~ W092/20791 ~ W093/06213 -
WO093/11236 ~  WO093/19172 ~  WO095/01438
WO095/15388 + Annu.Rev.Immunol (1994)12 > p.433-455 -
Nature Biotechnology (2005) 23(9) > p.1105-1116) »

MEEFANEIRESEE S MI0OIIEB & a8 7 1
RECER LB iE > AAIEZ AFEHESE & B M30 #i £
MEZEREM - X > FE5 A ENE SN M304H 8 2 %
B7-H3IW & & @  Z ANBEIILBEBEE Bl ZANBFEIESD
B M30 fifG Bl B7-H3 2 &i& ) BIfEREE BRI IE
HEM ZFRIEEE > Ao EZ ABRLES S M30
piREEEZIEREMT - AR A E WA EE B F
oo Il FZ AEEEA R M3I0ERHEZF 2 @&
D e

Sl EnEER&KREE - ABEMLILE - A
Bl #hBEATEFFEHNENSE M o 7 2R
e e -

[oo83) i th i B M8 2 B 2 55 — 5 = 8y — ¥l 1
S B ELLZENE - Er-fFHEEZEDSC)E A
RN EwAWENR HEQD ZHEHHENEESZEMW®ENEE
BB M BE (T E - (EH DSC KM E Tm {H - #&
M HEE > AIERBAZEMENER - CRAEZIRF
ZE MBI Z BE E M A X R E M B (Lori Burton,et.al.,

i

Pharmaceutical Development and Technology(2007)12, p.265-
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273y R ZEMFERER  WERBEcHORE - FH
ALUEFER HMER > TEABUAEZAETH
EEE KKBRFZEEMEEKSE - PAORASRREE
REBTIEENRS AT ENE > &R E AT R
cHHE > ALEEERBECH ABRKENARE -

[0084) A & s Hi e /N B &8 < B Ei i - & & i
RMHEEHNAZRHIIRBE TEENNEDENEHE -
2N dBEERSTRNLER>HE T ~ N-
BEN O-BERKEWBWVEEZEECHIBES - £VEDNE
Bide B 2 W EREH (PO - B N-E4 O-f 45 2 iR
MR ~ NoKEgsk C R Z LT ~ KL - REXEREZ
UL HikERZAEC) EHAEREZEYHE EWA@EM
fE =ML NAKEG MR i EREESE - X BT HER
HHZMBEBRIIR 2 HECE BRI > EEEE
plan > BEREEE - BOCERE  EANMESREBTLE S
NZEHENER  WHAZH AR ZEHSEAHRK
FRAZAZFH B ZEERID T FEENEE - T
Ry D - iR EREE -

[0085) 5L - #& 1 &R &0 B2 A 3% B 2 i #S i &5 Y B i 2
B (AL  MEEZMWETST) EEABKFLEAREE S
EEGAER - BB I WMBEMH ZFHGRMME > E
1 WO099/54342 ~ WO00/61739 ~ WO02/31140 % > {H x
[RENIF - A8 2GR E S R G & E & ey
flfg e

111
PD1248495/ic

113112333 FEHESE A0202 1133195684-0



1870273

—HHEEBEHNBEREZ ZEABEBFEIMBEEREN
B A EHEERTITARAEHE 2HEG - i EER
ZEBAUMSE I RBHEGEBASRHELHENIIEE
HF VN ER - RGHEKEFIVERE - P E T M
2 EfriERBEK#E R ER M A MR R
AT RN XA giEASHBREEEF -

HEZEREELRE ETERHNER > 8 E K8 Y H
- EYdHlE - ExmEY - LHEZ2ERBSYHKE - A
B ALEME - P EHAEE COS 4 A (Gluzman >
Y.Cell(1981)23 » p.175-182 -~ ATCC CRL-1650) ~ /N &, 4
4 B 40 B8 NIH3T3(ATCC No.CRL-1658)% o B & & o &
4 A (CHO d A ~ ATCC CCL-61)Z — & ¥ B 2 7 BF & 6k
8 # (Urlaub, G.and Chasin, L.A.Proc.Natl.Acad.Sci.
U.S.A. (1980)77,p.4126-4220) -

ERHEZAROSER > 0 TEHRBE - R
Ei o

EhHEPRNLESFHEHMEFEABNZEER - # 1
RERBIEELEEFPANAMEGIE  RNaE® > AR
mEZFIMEEBARANERY  BEFHEAFHSESEME
NIEFUEEFREEXREBEFREEF LCEAELET S
ZHEER - B AR IO ETEEERAFTEAE
aEa LB RENE THMENTEE - REBUZTRES
NEEYRINBWNESNZIE e hE R VPR 2
ZomBEscHMERAMESNILE -
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[0086] X » WA BB EMMMAEENNE 2 2 # 2
2 0A K b 09 BE B MR B OE s & B B & (Journal of
Chromatography A,705:129-134(1995)) » ¥ - 1@ [E = &
BRERmHTER BMERZ 2EERBESEL - R
oAy 2R OR U BV BE BE R 7R OB & MR B2 (B B 2 %0 (Analytical
Biochemistry,360:75-83(2007)) « 2K » It % ~ &= $# & 5
sk RIEET > EREZEMB 2RSS/ K NE T %
(B ENLLX B RETEHEBRESHFERE) -
Mmoo A IH A B2 B ETE R K PR PR AR MR B
RN E & 2 E B R ORI Ay 1 B¢ 2 [ B B BE 4 PR AT
b B8 ~ S & R B (b AV 2z M BR RS (B a0 - 3RO R i &R &
R REEEELERE)E - RERFHES
R K EFHRE > ARH B 2 E K E K Ay
PrAS I ARR P R FEE - KA 2R H 2 fkE
AT REKES LAMEEEERK < BFHNE# T
— N BHAE_EE - SMERBZELT2ZIE
EFARFH BN HABSEMABE CEE RS & RGO
CECFERAER B TR 0 TTRY 2 fFEHEE
TN BERG 1 HEERBEMBHNHR -

[0087) 5t A & BF 2 i 8 < A A im 5 - 40 1] £ f§]
[gG (1gG1 ~ 1gG2 ~ 1gG3 ~ 1gG4)FH - B £ 9] 2 ] 1gG1 =
1gG2 o

(0088 WL Hi A w M AE I & - —Mim = - 7 & f fil 7

GEME - PRHREEENENE - MR EE %N E
M- iR K EMEH G E (ADCC)IE M & i K 77 M 4
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R % E(CDC)E M » KEH B EANEEGYE B7-
H3 W& & E % > WELSBKRGEEHAEEEEFHA
(ADCP)J&EM: » HER/HFE M E AL ADCP JE /Y 48
G EEM(EREBELE) HEF  AEHZIERT
ADCP JE M 4 » o] — #f BH ADCC & 4 & /3 CDC /& ¥ -
[000]) E BN T (bEY— - iiE 2ok - 4
Lo ERBEEEMNMMFERNE - drE - fl0s
HOEHEE  CHaBEMREN - #IEBRAEIE - BB IE
- &M HAEHAENMEBERE R  FEB&ELXKE 7
Y BT BE 4> B - 4 (L (Strategies for Protein Purification
and Characterization:A Laboratory Course Manual,Daniel
R.Marshak et al.eds.,Cold Spring Harbor Laboratory

Press(1996);Antibodies:A Laboratory Manual Ed Harlow
and David Lane,Cold Spring Harbor Laboratory(1988)) >

BARRERIESF -
wmE s o WS BRE AN - BT ]; g T
oK MEREMN - BB IEREN - BEHEN - WHEHREF -
fFEMH /M HPLC = FPLC F 2 K %2 & it 2K &

MAMMEENMERANEENS T2 EODE A
B -&EB8EH GEMR - -PIAOBMERNNEDE A BN
= > ® # fil Hyper D > POROS - Sepharose
F.F.(Pharmacia)& -

XEMHBEREB ELNEE  AHESRENSEE M
IR 7
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[0090]
[(TLEBMHEEY]

BRALBE N E A B H N E-EYESCRNIES
MiteEy  -SiEBMEEYNE r REL A AL EE
WERNEEY  EAVHEHBEZYRBESE R MAE - &
oEE BRI o WARFAHRS - iEBMEEY N ER
WHREAGTEEY 2 W2 UBmnnEEELEeY
ok mREERENR - HEYBEHEY & aH 2
EWUE  iEEMEEYRELRNELE T KR MW
fEHFE AR P B SRR -

b EEMEEEYmE > Mmoo MO &
(doxorubicin) + ¢ 4T #( & (daunorubicin) ~ 4 X E &= C
2K # & (bleomycin) ~ ¥ il H (cyclocytidine) ~ & F ¥
(vincristine) ~ & F (vinblastine) ~ H & &
(methotrexate) ~ H < % % & & A (I $5 (cisplatin) = H 177
AY) - B R (Taxo DR H T A Y ~ EB @ KH T EY
(H A% B P 6-87746 SR AL SV BEE)IF - RN
KZEHR M EB-EYEEGR  TREEHEBOIEY
= B B ((18, 9S)-1-H§;E§-9-Z;EE-5-¢ -2,3-ZF -9-%K

Bo-4-H F -1H,12H- 2% 3 [de] Ok B 3 [3',4' © 6,7]10] 0 3
[1,2-b]®E Bk -10,13(9H,15H)-_fd : F ¥ = )
[0091]
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(ool k=& E A A EEEREN > B
RERVIBERBERRE - HELCEWITLUEN T EES
T WEAERSE 1L 2BEEFLAHEESEYREEN
Ge®i - XN  REFFRISIFHEGEY 2 —H4& G 8K
ETHREBABRANEERENFEERE > HEBILEEEORE
NEERENIEEIRNFENEBELEY -

Nk -BYEcR > BEVYHIER DT 28 a8
R BHAWNE Z2MMHWEERT - iR-FEYE:S
L BHEBRUEY G BN -EBO A > HEK
RN B EHESF ZREREME K > A 8K
TribtemzttB2REARE > ESEMHEHZEHNEYS
EHEEYHRETN  HAE 1 0728V 2E G 8K
THEE B R E - RERTHEYESHE - RA L
AZFHABEREW BREINREMHENRYSES B IE
-EYEEREEYTH N ER EEYE S BWHE-
HEYEoRNWEY B2V IECBERTHE REF

iy
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BHIBED T ZIE&EcBGAIZESNG  BE
mrEeBinE  AEa 12
WwERE 22 8

flir 8 3 B

1l 1 fe < %
HER 3

10 il 2 5B ik E & &
£ 8 fH - X H
BRI E AR A ZEZE G RS

E RN
EHpREE L ZHHEY Y K E - 1 BE &S K
EERLIECRBIE

nSl a
B )
)

fE > o
WEBZFEKREHF = B S
f& o ()20 pH3

Y & &0 0 Y BR MR KM 2
EA) FEg e N ERP RS EE (F
G- E > REMEKEERE T (H @ pHIO &
THEHEgREABERAMBNEE(GHIRE)ARE A
- BEAHEORAREREERARBEENREEREREE
WEEcRB P HIFEARF Z 5 E &R -

AN QSR - N = N =
[0093]

T—F&
&Y |
MR AZH I IE-ZEYVHESCETIIRE SN E
BMUHEEYNEEYEES ZEEYH
=
L'-L2-LP-NH-(CH,)n
olAe R
bt fE &g |

B A T A ZE
IJZi-IJb-IJC
VR U & &

gz
Z A Ui &5 &

By L2 & & 0y ROE Al 2 K U
BEY) G & L Z oK - B L4 Y Kz
n'FTOoRO0OE 6 LR BRERS 1 E
E A
[0094]
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1.L!
L' %
-(3% 31 BE o2 B -3-% -N)-(CH2)n?-C(=0)- »
-CH,-C(=0)-NH-(CH;)n*-C(=0)-
-C(=0)-cyc.Hex(1,4)-CH,-(N-%t -3-3% I g =5 % )- -
=

4x=oy(CHgntcpﬂn-

JEMERMTREEZESEY Hf o2k 2% 8 2
B " RRI1ESZEH ntRR 12 8 28E -

[0095) Z# & ¥ L' o = -(3% 39 BE oo M -3- & -N)-
(CH)n?>-C(=O0)-Frm ka2 #E&GY) » T -(IX 3 BE oo B -3-
BE-N)-5 B E A NI XA~y EE

[0096]

O

N—

Q

(0071 D EEFTHE 3 TAEHAEBNGE G H
fir - H& WMFEIMLERBZEEHIUAP K GEMEINE S
BRE - mZ—hmEm BEEHNTZFE 1 LZaFETHHA
EEEMENESEYNGFLENEREZRE & &
BT > (3% 31 B 58 B% -3-% -N)-(CH2)n?-C(=0)-L*-f& T 51 5
FinE P - "THE-S-, BRkBEHE) -

[0098]
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— (CH)n>-C(=O)-L>

O

[009] X F > n* (B2 8 2B HWER2E 5-

[0100] # L! 1 > -CH,-C(=0)-NH-(CH,)n?-C(=0)-Ff
NHRBECEEY R 1 2 8 ZRE  WER 2 &
6 - ILEEYHGBHEIEBEN R 2o HEZKREF L&
& MamMEE®ELAEEMES 2 BAH IEZ(H
7 THE-S-, GEKRKEAHE):

$ #% -S-CH,-C(=0)-NH-(CH,)n3-C(=0)-L2- o

[0101]JL! th . -C(=0)-cyc.Hex(1,4)-CH,-(N-% -3-3¢
Mo k)-fr s 22y > Hp F-(N-E-3-32 10
whE)-0 BA MAIX T RiEE

[0102]
O

—N

O

(013l itEiEa 7 F 1 T 2R R T+ HEGSEH
ENWEEYANEENGSHFEREFSE S - £ 3 il 2
R HEEGY L2F Z-5-(CH2)n-C(=0)- > & H K ki 2
e o X L2 ZEEY R -S-(CH)n®-C(=0)-4 ¥ ik
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PLLVEGE Y P Z-C(=0)-cyc.Hex(1,4)-CHy-(N-% -3-3f 1
R )-HewEEYES - Hd - BEYHR A T -
cyc.Hex(1,4)- 4 Rox 1 4-f 3 C & - H&E Y -C(=0)-
cyc.Hex(1,4)-CHo-(N-%5 -3-3f 9 Bf of B% )- & B i 2 DL K
hitg < PR AR TP RN EE B M & & (M AT Hod o T e -
NH-, A2k H &) -

[0104]

0
—NH S-(CHz)ne -C(=0)-L"-
o)
o}

(O105) st o sk M MR Rz B BV fife < B & it 5 > 2 R It
B o R EE B KN EE - RNEFERIE N Kk
ZHE N >  ZEEBEZEGSYHERKE NI BRGIEZ
B BB LR REEKRKES -

N ZEESYA &/ 7 -cyc.Hex(1,4)-4 W E & 7
 LA-HmIBCOEZH - T BRI ZIEY 2 &880 IRE AR M
e B 2B T A MEBKE  FEBEERE MERERFEFZ
2 BRAREAMLE - Rl M EE - FEEFZ 2 B
EHRERE X w R 5 B3 60 AR BN 76
-G EEZ2E 1 2 MHERTR 2 BHRRE - H
oM BB 1242 2@MEE X H2EEZE
B R EALE > AR TERNMTE -

[0106] fr #E & #) L' Z -C(=0)-(CH2)n*-C(=0)-F1 'R
WS ZBEEY o0t B 1 2 8 ZRE . BEER 2 F
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6o BLE&G YN R E Y E R N R 2 Bk & B
Mo EEPKERSZM&E S (N 5 Rz EEs -
"HLEE-NH-, K EHE) -
i #% -NH-C(=0)-(CH,)n*-C(=0)-L2-
[0107) L E &Y L' Z E @Bl E - 7 24
-(3% 0 B o2 B -3-% -N)-CH,CH,-C(=0)-
(38 ¥ B B5 BF -3-% -N)-CH,CH,CH,-C(=0)-
(38 ¥9 % ©5 B# -3-% -N)-CH,CH,CH,CH,-C(=0)-
(3 IA BE 25 M7 -3-% -N)-CH,CH,CH,CH,CH,-C(=0)-
-CH,C(=0)NH-CH,-C(=0)-
-CH,C(=0)NH-CH,CH,-C(=0)-
-CH,C(=0)NH-CH,CH,CH,-C(=0)-
-CH,C(=0)NH-CH,CH,CH,CH,-C(=0)-
-CH,C(=0)NH-CH,CH,CH,CH,CH,-C(=0)-
-C(=0)-cyc.Hex(1,4)-CH,-(N-% -3-3f Iq ff 5 B )-
-C(=0)-77 £ -CH,-(N-% -3-3% 39 i us B )-
-C(=0)-cyc.Het-CH,-(N-£: -3-3% I fif 25 B )-
-C(=0)-CH,CH,-C(=0)-
-C(=0)-CH,CH,CH,-C(=0)-
-C(=0)-CH,CH,CH,CH,-C(=0)-
-C(=0)-CH,CH,CH,CH,CH,-C(=0)-
-C(=0)-CH,CH,CH,CH,CH,CH,-C(=0)-%
(HFEER2EBEZHEBEKE > cyc.Het Tm 2 B 2
Rk AR E) -
[0108]

121
PD1248495/ic

113112333 FEHESE A0202 1133195684-0



1870273

2.12

HEEY L &

“NH-(CH,CH,0)n%-CH,-CH,-C(=0)- + =

-S-(CH,)n®-C(=0)-

FinEE 2BEY  HEEY L ANEFEL > BEFR
L2k R EE§E - X > n° 2 12 6 28 > n°% 12 6 2%
B oo

[0109) 7 & & 4 L2 o > -NH-(CH,CH,0)n’-CH,-
CH,- C(=O)-FiniiE 2 &Y »n 1 2 6 2 BE > I
ERE224 - ZEEYHURmBEEBREBLEY L'E & >
DS 2 KRl EBREEY LVE & -

[0110] * # &5 %) L? 2 2 -S-(CH,)n®-C(=0)- - n° f% 1
o6 2R HEER 22 4-

[O1] g E&EY L 2 E@flms > 1o 24l

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

-NH-CH,CH,0-CH,CH,0-CH,CH,-C(=0)- »

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

-NH-CH,CH,0-CH,CH,0-CH,CH,0-CH,CH,O0-
CH,CH,0-CH,CH,-C(=0)- -

-NH-CH,CH,0-CH,CH,0-CH,CH,0-CH,CH,0-
CH,CH,0-CH,CH,0-CH,CH,-C(=0)-% -
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(0112] /& » BE& Y L? B -S-(CH2)n®-C(=0)-Z 1%
o e EGEY L {4-C(=0)-cyc.Hex(1,4)-CH,-(N-%
S3-IRMER R M )- o W -L-L2-BEY 2 BRAmE 0 W8

1

-C(=0)-cyc.Hex(1,4)-CH,-(N- £ -3-3% 9 B us B& )-S-
CH,-C(=0)-

-C(=0)-cyc.Hex(1,4)-CH,-(N- £ -3-3% 9 B us B& )-S-
CH,CH,-C(=0)-

-C(=0)-cyc.Hex(1,4)-CH,-(N- £ -3-3% 9 B us B& )-S-
CH,CH,CH,-C(=0)-

-C(=0)-cyc.Hex(1,4)-CH,-(N- £ -3-3% 9 B us B& )-S-
CH,CH,CH,CH,-C(=0)-

-C(=0)-cyc.Hex(1,4)-CH,-(N- £ -3-3% 9 B us B& )-S-
CH,CH,CH,CH,CH,-C(=0)-

-C(=0)-cyc.Hex(1,4)-CH,-(N- £ -3-3% 9 B us B& )-S-

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

[0113]
3.LP

HEEEY L% 2 £ 7 (8 B A B AT R ACHY B BL R A
Bl » 2 % 6 [l EREAMEINGE a0 FE MK 2B EmHE
B BEEY LPHEN N KRG EEY L2 v C K by #
&Y 2 -NH-(CHy)n'-L*-L°-Le-8 > By B B2 45 & - 8 HK
BEY LT ERIL RFHRE - #lw > L-5 D-B &
B » W R L-FEAER - X > o-FFEBK Z4 > 9Kk B-N K
B e-ECHK yvHBMETERESZ OB ENKEER > X7
Plsan ks N-HELWHERSE ZFERXRAE 2 AR -
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[0114) E &E Y LY 2 B E B At R Al IR & > 3L 1#
ey e BB E 0 W 2 B R W K B (Phe s F) ~ B Bz B2
(Tyr: YY)~ B W BE (Lew: L) H KB (Gly: G) -~ N I E&
(Ala : A) ~ 4 g Bg (Val : V) ~ HE B B (Lys » K) ~ JI\ BZ B&
(Cit) ~ % M B& (Ser 5 S) ~ B M B (Glu: E) ~ R & B
(Asp: D)EFE « MEFWETRBARXNERE - BB - 4
We B ~ BEMCEE - N BE -~ 0 BE - B BE - REKBE
e BB < fEAH » Al PRI EY) AR - AR &
Hea B 22 7@ -

[o115] st &Y LY ~ B @i s » o] 8 4l

-GGF-

-DGGF-

-(D-)D-GGF-

“EGGF-

-GGFG-

-SGGF-

“KGGF-

-DGGFG-

-GGFGG-

-DDGGFG-

-KDGGFG-

-GGFGGGF-

[Fut 2 T(D-)Dy Ef D-REAMKE]- A% HH
B-EZEYECBZRFEESEY L"ME » 7 £ 4]-GGFG- -
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[0116] ## & ¥) Z -NH-(CHo)n'-Fr ;R & & &8 57 > n'! (&

6 2EE BRER1ZS 2B FEEI1IE 3
Ay o B E A oy BLEGEY LY 2 C K4S & o

[0117])
412

W 4EY 2 L* £ -C(=0)-NH-+ -NR!'-(CH,)n"-+ -0-~
SERENE—F HEHEH nHh1ZE62EH  R'EBES
BRF ~ k¥ 1 2 6 2 kA& - -(CHy))n*-COOH - = -
(CH)n’-OH - n* % FBE 1 £ 4> 0% 1 £ 6 2 FEE -

&Y 2 LY o 2 B R & -C(=0)-NH-% & & F #l
BLOLY 4E & - Y 2 L f 2 -NR!'-(CH,)n"-fy % #& &
don’ R 1R 6 2R kR 3¢ g% Eh 57 & 5 H
HEM&ES L  RIGEFRTHHERE1ZE 6 2EE > HIEHK

1 2 6 ZENBE I BEBRINAT L >ER - B
wo W EEHE S 2K NE - BNE - TE-RT
B~ osec- T A o~ tert- T A o~ KA - RJKA - 2-FH AT
E-HmKE - -1I-2EWNE -CE - -E2CE - 4-HEK
B o 3-H A X -HOERKE C I-HERE - 3,3-2H

o WEREERH Z ' {4 -(CH,)n®*-COOH Fy
TAREER o0 REE 1 E 4> WER 1 K 2 R' B-
(CH)n-OH Fr &R > 0’ R 1 2 6 2 BE » HIRER
152 M R'ME > &R+ - HE - 2 & - -CH,COOH -
-CH,CH,-COOH ~ = -CH,CH,-OH B & & » F £ & & &
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+ - HE - -CHh,COOH - EERGEAR T+ - X » BEY 2
L* & 73 0] R -O- ~ B B & -

[0118]
5.L°

BaE Y 2 L® & -CR?*(-R%)-+ -O-+ -NR*-Z & & £
— % HEAEHE# R*EREZABIFZTRAKRT - RE I
ZE 6 2 f% & - -(CHy)n*-NH,  -(CH,)n’-COOH - = -
(CH))n*-OH R* G &EE FmE 1 £ 6 Z & > n* {4k 0
£ o6 2B > "HGER 1 E 4> 0 RBEEE O0ZE 45 H n?
S ne B 0B o R? % R KBk & M A -

R> & R B fe BB - e BB R' f 8y e & [F & i
WREBA A - R2E RPE -(CH)n*-NH, Z B E K > n* &
02 6 23  rHEER O HF K325 X > n* R0
B > R2 & RPA R ABHMEE - R & R K& -(CH2)n®-COOH ~
MEERF > n"HEE 12 4> HiEERS 132 R2KE R A
-(CH)n*-OH 2 B EWR »n°HEH 02 4> BRER 15
2 o

M RPE RME WEALREF -HE - 2 - -
NH, - -CH,CH,CH,NH, - -CH,CH,CH,CH,NH, - -
CH,CH,CH,CH,CH,CH,NH, - -CH,COOH - -CH,CH,-
COOH - -CH,0H ~ 5 -CH,CH,-0H Bk » F & h & &
¥ - H £ « -NH, » -CH,CH,CH,CH,NH, + -CH,COOH - -
CH,CH,-COOH + -CH,0H - = -CH,CH,-0H - & (£ & & &
% o
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R BIRE 12 6 ZE  HiEkEAE R' 78y KE
W R R - B RS 0 A E Tk R B &
= > EEAFIDLRET -

[0119) L # &5 ¥ < -NH-(CH)n'-L*-L°-ff /x #Y 1 &
Z B EHimsE o 6] 24

“NH-CH,-

-NH-CH(-Me)-

“NH-C(-Me),-

“NH-CH,-CHMe-

-NH-CH(-CH,OH)-

“NH-CH(-CH,COOH)-

“NH-CH(-CH,CH,COOH)-

-NH-CH(-CH,CH,CH,CH,NH,)-

-NH-CH,CH,-

-NH-CH,-0-CH,-

-NH-CH,CH,-0-

-NH-CH,CH,-0-CH,-

“NH-CH,CH,C(-Me),-

-NH-CH,CH,NH-

-NH-CH,CH,NH-CH,-

“NH-CH,CH,NMe-CH,-

“NH-CH,CH,NH-CH,CH,-

-NH-CH,CH,NMe-CH,CH,-

-NH-CH,CH,N(-CH,COOH)-CH,-

-NH-CH,CH,N(-CH,CH,0H)-CH,-
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-NH-CH,CH,N(-CH,CH,0H)-CH,CH,-
-NH-CH,CH,CH,C(=0)-NHCH(-CH,0H)-
-NH-CH,CH,CH,C(=0)-NHCH(-CH,COOH)-
-NH-CH,CH,CH,C(=0)-NHCH(-
CH,CH,CH,CH,NH,)-
-NH-CH,CH,CH,-
-NH-CH,CH,CH,CH,-
-NH-CH,CH,CH,CH,CH,-
-NH-CH,CH,CH,CH,CH(NH,)-% -
[0120] It 55 A 4 (& 0] 22 f]
-NH-CH,-
-NH-CH,-CH(Me)-
-NH-CH(-CH,0H)-
-NH-CH(-CH,CH,COOH)-
-NH-CH,CH,-
-NH-CH,-0-CH,;-
-NH-CH,CH,-0-
-NH-CH,CH,-0-CH,-
-NH-CH,CH,C(-Me),-
-NH-CH,CH,NH-
-NH-CH,CH,NH-CH,-
-NH-CH,CH,NMe-CH,-
-NH-CH,CH,;NMe-CH,CH,-
-NH-CH,CH,N(-CH,COOH)-CH,-
-NH-CH,CH,N(-CH,CH,0H)-CH,-
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-NH-CH,CH,N(-CH,CH,0H)-CH,CH,-
-NH-CH,CH,CH,C(=0)-NHCH(-CH,0H)-
-NH-CH,CH,CH,C(=0)-NHCH(-CH,COOH)-
-NH-CH,CH,CH,-

-NH-CH,CH,CH,CH,-
-NH-CH,CH,CH,CH,CH,-% -

[0121] & & o] £ {5

-NH-CH,-

-NH-CH,CH,-

-NH-CH,-0-CH,-

-NH-CH,CH,-0-

-NH-CH,CH,-0-CH,-

-NH-CH,CH,NH-

-NH-CH,CH,NH-CH,-
-NH-CH,CH,N(-CH,COOH)-CH,-
-NH-CH,CH,N(-CH,CH,0H)-CH,CH,-
-NH-CH,CH,CH,C(=0)-NHCH(-CH,COOH)-
-NH-CH,CH,CH,-

-NH-CH,CH,CH,CH,-
-NH-CH,CH,CH,CH,CH;- -

[0122] & & &

-NH-(CH3);3- »

-NH-CH,-0-CH,-

-NH-(CH;),-0-CH;- «

[0123]
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6.L¢

BEY L L B -CHy-H-C(=0)- ~ Nz H &Y B Pl &
BHELaewaEs  BMESEYW 2 LM E > -C(=0)-5 &
(EE

[0124] ## 45 %) 2 -NH-(CHo)n'-L*-L°-Lefa g &R & 4 &
TR FHBERBRE FEAEEASHNOERFZHEE -

[0S} K EFH B -#ZEVECEBGEE 2E T
B 1% B 45 Y &0 0 # U0 B » NH,-(CH,)n'-L*-L°-L°- (NH-
DX)VFr mEV B E 2BV TTAE Y R MEBEMBEBEER
MEBAZFH I B-EYESBIFRNVREER SR
Wi EETEYmE > TEMEmP T~ EEY 2 -
NH-(CH)n'-L*-LP-Fr R f & R Bl L& & > B A K 5
BENBEH T RBEREECTEY  FEEOT

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

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

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

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

¥ » NH,;-CH,-0-CH,-C(=0)-(NH-DX)Z B ¥ - ® H
7 F W HY B 48 BE (aminal ) f§ & B A & E—FEHCw
& T A Oy BE HO-CH,-C(=0)-(NH-DX) % #7 i 58 - It % (G
GV REFERAFEEASH B -EYECR Z B E

EF‘FEﬁﬁ%°
(VI N IRKEBEREFEHEYNNAZH L E-2Y
wHelR MMM BE S EY-EEYREENT[-L'-L>-L°-

NH-(CH)n'-L*-L*-L°-(NH-DX)|Bl i i@ && & & B & &£ -
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HEEY-BEEYRBEX 2P GE INEBENEHESH &
FE1ZR2I0ESRE  WEHK228 EER 3IE 8-

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

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

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

-(3E 4 R o B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH2CH2CH2-C(zO)-(NH-DX)

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

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

(B 1 BE TS B -3- 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)

-( 3% I fE oo M -3- A -N)-CH,CH,-C(=0)-NH-
CH,CH,0-CH,CH,0-CH,CH,-C(=0)-GGFG-NH-CH,CH,-
C(=0)-(NH-DX)

-( 3% I fE oo M -3- A -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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=,

-( 3% 1 Mg sz M -3- 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,-C(=0)-(NH-DX)

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

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

-C(=0)-cyc.Hex(1,4)-CH,-(N- %t -3-3% I @i 25 B )-S-
CH,CH,-C(=0)-GGFG-NH-CH,CH,CH,-C(=0)-(NH-DX)

EFEEDT -

-(BE ¥9 WG U5 B -3- & -N)-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-(NH-DX)

-(B% ¥4 G B8 B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,-C(=0)-(NH-DX)

-(B% ¥ G B8 B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,-0-CH,-C(=0)-(NH-DX)

-(B% ¥4 G B8 B -3-%# -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-0-CH,-C(=0)-(NH-DX)

(¥ 19 BE 5 OB -3- H -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)

(¥ 19 BE ZE OB -3- A -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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-CH,-C(=0)-NH-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-(NH-DX)

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

-C(=0)-cyc.Hex(1,4)-CH,-(N-%t -3-3% I @ 25 B )-S-
CH,CH,-C(=0)-GGFG-NH-CH,CH,CH,-C(=0)-(NH-

DX) -

X - wmEROTH -

-(3E ¥ BE ©5 B -3- % -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,-0-CH,-C(=0)-(NH-DX)

-(3E ¥ BE &5 B -3- % -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-0-CH,-C(=0)-(NH-DX)

(¥ 1§ B %5 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) -

[OI27) PR EZHB-F#ZEYHRGE &6 5.
Mo BEEES  GESCNWEA LN ESEY & F
TR EREE P BEAREESY - MO ESEYEE

)
T

By

ch

MmME > JREFEHML THEER - XNHE 2L AP TR
ZEEH A Al BHELEY &S H L -
(B 39 BE 5 B -3- & -N)-CH,CH,-C(=0)-GGFG-NH-

CHzCHz-C(:O)-

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

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

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

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

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

(B O BE TS B -3- B -N)-CH,CH,-C(=0)-NH-
CH,CH,0-CH,CH,0-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-

-( 3% I fE oo M -3- A -N)-CH,CH,-C(=0)-NH-
CH,CH,0-CH,CH,0-CH,CH,-C(=0)-GGFG-NH-CH,CH,-
C(=0)-

-( 3% I fE oo M -3- A -N)-CH2CH,-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)-

(B 1 BE TS B -3- 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,-C(=0)-

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

-C(=0)-CH,CH,CH,CH,CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-
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-C(=0)-cyc.Hex(1,4)-CH,-(N- £t -3-3% I {if 55 B )-S-
CH,CH,-C(=0)-GGFG-NH-CH,CH,CH,-C(=0)-

EFEEDT -

-( 38 39 BE %5 B -3- -N)-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-

-(3E ¥ BE &5 B -3- % -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,CH,-C(=0)-

-(3E ¥ BE ©5 B -3- % -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,-0-CH,-C(=0)-

-(3E ¥ BE ©5 B -3- % -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-0-CH,-C(=0)-

-( B ¥ EE T B -3- B -N)-CH,CH,-C(=0)-NH-
CH,CH,0-CH,CH,0-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-

-( 3% 1 M sz B -3- 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)-
-CH,-C(=0)-NH-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-
-C(=0)-CH,CH,CH,CH,CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-
-C(=0)-cyc.Hex(1,4)-CH,-(N- £ -3-32 I ff o5 % )-S-
CH,CH,-C(=0)-GGFG-NH-CH,CH,CH,-C(=0)- -
XgETJEALT E&H -
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(B FfE 5 B -3-% -N)-CH,CH,CH,CH,CH,-C(=0)-
GGFG-NH-CHZ-O-CHZ-C(=O)-

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

-( 3% 1 BE oo M -3- A -N)-CH,CH,-C(=0)-NH-
CH,CH,0-CH,CH,0-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-

[0128]

[#L 35 J7 7% ]

HX  -SHHAZEHZZIOIE-#Z2EaRCHHEEF
g o FEmERE T E - X RLT T ERES
Voo FERASKRIEXNFTR RV LEEYE&EE - Bl > B E
Pz eE&ET ~ "EEW () F - X Br DGR
Sk AV AL & ¥R [ B s 50 &K -

[0129]
18LE A 1

AN miE-EWESET - & BB Wi E o

BEEVRBEE S F GO B OO T @ 7 EKEE

[0130]
AB

1 2 P 1 a b ¢ 3a 1 2 P 1 a b ¢
L -L-L -NH-(CH )n -L -L -L -(NH-DX) ————>  AB-L -L"-L -NH-(CH )n -L"-L -L -(NH-DX)

2 1
o1} [z » ABR"EAEWENIE  LVEHER
LB EYEESE  RrBEEYRERHIET & = B
B B (8 30 08T &
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[0132]

—N |

O
0133} (H 7 » H IR 7”& & & i) ~ =K b A K
EHRENESEY > B L' b2 -(FEHER R E-3-%-N)-

(CH)n?-C(=0)- > (¥R I B oo B -3-B -N)-88 70 B & IH T
W e B EME > 5 L' 9 -CH,C(=O)NH-(CH,)n’-
C(=O)-Z R HELNFELMA BN LBRE ZHE
-CH,C(=0)NH-(CH,)n?-C(=0)-£ » -(NH-DX){& T %l
I FT o 1S

[0134]
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[0} KEBTFRELF 1 NWEEZSEREF 1 M # L
bR 1 4 B BY & - RN Rl 2 R ESX > (D)2 EEY
B WEEBEYEEEY R BEN s 1 HH 1 [
mMESGCHEE  HBHIEGE THHEMmMTENLE R
FZBESTHILEY P REBERBEEENEER - I
AR TN 2®EBEB R EZSHERAIRNBREREN] -

[0136) BN » #{ HH E R 2 E NS Q) H
BEAEmENIEGCaRE  fJHENE-Z2YWES
(1) -

B A < 0 A 8 P Ae (3a)a] DA IH #% fig <8 B o B &
¥ & B % 2 F A% 1F (Hermanson,G.T ~ Bioconjugate
Techniques * pp.56-136 + pp.456-493 + Academic Press
(1996)) o il 40 » =] 28 @ {F Traut’s = 8% {F A N & 2 B
ECN-IRHOBoBE S-ABMAEAEWRGCERESEMFANINE &
W B e » R EREMN S N-IRIHE = KA 3-(HE A
THONEEFR®ZE > EEERBIEMR O E R &M E
2- AL - 2Q-BELE))ME KRB (TCEP)E 2 &
BB P RS fF A R B AR N BB BD < BB AR 8 2 R =
MEAEKEZFZHE  HIUKRRKESEH -

EEms > #EBRERE 2 TCEP> HE NI E N
wEHE—M® WY EH 0323 EHEE N
ZoefsEmRrd  FEIIERE > "JESILE N K H#E
MEFRER T Ty TE2EBRINE MEEHmMST > H
Wwal P L E UL (EDTA)E ML E =K 5 £
B (DTPAYZE - LEMFEH ImM £ 20mM X BE B H -

HJ

?u”ﬁ

ﬁl

alll
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EEmKRIME > JEHABRBRMNEHERN - JBRANBTRSF -
RERE - LK 4°CE 37°CfEE TCEP KJE 1 £ 4 /)
ke > Al S B A e & E R SR &SR

8 e R b A Y R B2 ) - & ) D
Ml o EY-BESEYWEL T -

HX -HF1HEAEAFamEIRGa) > H£H 2 £ 20
RHEEZLEGYQ) AdHEE 1FHEEE 2 M2 8
MY E —#EEEGRA) - BEWE > 2 EAFam
EHNRBECONEEHRT » SMNMELEEYQ)EBRENER
mERERFE - HF > HBEBHREMSE »  EHIEKWANE
R RN BE R FERE - RIERZ pHRE 52 9
EER pHT W TRERHE - SiELEYW (2)E®BRE
gm = o " A - H & o )l (DMSO) ~ L H B H R
(DMF) ~ — B & Z B B (DMA) ~ N-H & -2-0f 0g fi (NMP)
FLHAWMBE HEEFERBELEYQBAE®BEEERIEIN
REaBEamBZBNHfRCaWE&ERY | £ 20%v/v il £ &
ERHE - KEMREMR 0 £ 37°C> FERK 10 £ 25°C> K
ERE R 0.5 2 2 /NEF - SJE &R AR R IE Z B & P(2)
R EMERER & WA M RIERE R - & ERY
e BE a0 o P ORBE BE BE BC N-Z R A -L-cF B R BE (NAC) -
FHEBIMS > NAC> HENEMRNEEY Q) Hml1=E
PEHEE G REMREEEF 10 £ 30 77 8# M &5 K g -

HEWRE-Z2Y®E R (BB LT L EEEE

R EERXHB A - TBEREREGE -EHE ST
139

PD1248495/ic
113112333 FEHESE A0202 1133195684-0



1870273

ZEYTHESHIHE  qJETHE-EYE SR ()
oy 2 -

[0137]

LEEFE A BRI E-EYESR KERZIES

7> Amicon Ultra(50,000 MWCO » Millipore Corporation)
ZEGHWNEADBNREG-EYE SR ER - £ HH L
f& (Allegra X-15R » Beckman Coulter » Inc.)HY B O £ {F
(7 2000G £ 3800G EE.Lr 5 £ 20 57 $#) » )& 45 i #5 =0 1
BE-EEYE B RE R -

L B file 2R EME

5 A UV Ml £ 25 (Nanodrop 1000 > Thermo Fisher
Scientific Inc.) - {18 8 & p§ 1 & WY )7 & - # 17 i B8 &
RV E - Wi > REEMEHEREAD 280nm & % % B
(1.3mLmg'em ' %2 1.8mLmg-'tem™') -

HMEEE C-1: e 2 & &KX’

{5 F§ Sephadex G-25 & #8 Ay NAP-25 & ¥ (Cat.No.17-
0852-02 > GE Healthcare Japan Corporation) - fX & &1 #&
Mot HE Z A Da &b (137mM) Kk £ & = M
Z B (EDTA » SmM)#y B 8 % % (10mM > pH6.0)(A
95 % b f% & PBSG.0/EDTA)H & 5 5 {L « W It NAP-25 &
tEs - R - &2 & 1k KKK 25mL & - I
PBS6.0/EDTA3.5mL 43 HUA H 89 & {5 (3.5mL) b & {5 fi©

MiEE AR - EHELERZEBETHEREDN
A E & - £ A PBS6.0/EDTA 1 3 %2 1 & & B &
I0mg/mL o

lll\'
"/

o
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HRBEBEREEFC2 R Z2EBHRXHE
{5 F§ Sephadex G-25 & #8 Ay NAP-25 & ¥ (Cat.No.17-
0852-02 > GE Healthcare Japan Corporation) - fX & &1 #&

R E 2 L 4 S LM (SomM) R EDTA(2mM)HY B
B % i1 ® (50mM - pH6.5)( A 5 B F F W K

PBS6.5/EDTA) V- i {k - fX Itk NAP-25 & —MHRHf - &
B2HEH B KEBER 2.5mL & > 2L PBS6.5/EDTA3.5mL 43 I
BAHEE f (3.5mL) - HHEImAEELEBRNE A BREH (£
HE@EFEHE B RETHEREZWNE ® - EH
PBS6.5/EDTA A I EE & 20mg/mL -
LIERED-1: IR-EYEGR ZAL
DL E ~ W 8 4% 7%k (PBS7.4 > Cat.No.10010-023 -

Invitrogen) ~ & & fb & (137mM) Ay B B o & & &
(10mM > pH6.0 : AW F F MK PBS6.0)=k & Ll 5L K2
(5%)Hy 2 B % & /" (10mM - pHS5.5 5 K HFF W A
ABSYZE—& /R - £ NAP-25S B # V- ffr {b - 7 b NAP-
25 BEHT > FRENE-EYESRKEKERKY
1.5mL) > DIBE A EER/ & & /RE D > it o ISR H
for o B WS (0 RN AEKERE NAP-25 EH F
AU EBBRBIEMLCRFRLTER 22 3 X > BE LR
REECWEYEESYNETTEEY (2 Q-FRELE)HE
B Mk B (TCEP) > N-Z B & -L--F Bt g B2 (NAC) » — H E &
ORIl - G’ -

BEBREFE-IRB-BYEcREBTHARRERARES —
DT LB E s B LN E
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NME-Z2YECRBRTHNECEYRE G T HE -5
VAR AKEKRZ 280nm & 370nm O & A UV L
EiilET MR EE > AT EH -

AHERKETHNERECEGEHFNRRAENFLEDN 2
e W b 22 T HY B Ot RV M [WR Ot RV ID Rk ME] 0 B A B
BEYNEEGHE  TENRBREVIEHRLEGH RS
bl > HiE-FEZYESCBTIPNINBEE REYRE %LU
it B & 2RO

Ar50=Ap 2s0+tAA 250=€p.250Cp+ea 250Ca  Z0 (1)

A370=Ap.3707AA 370=€p.,370Cptea 370Ca T (2)

Hof o Aygo Bor 280nm FHHE-EYESEKE
B HTE » Asso Ron 370nm FHIHLEE -FEYE & 8 K
BRI E > Aarso Ron 280nm 1 HY i BE X R O E
Aas70R R 370nm FEYHL B8 Z WL E > Ap.aso R /n 280nm
THESGRAEY WL E > Apsro Rox 370nm F Y &
CEABY 2 EE > earso Forn 280nm FHY LB 2 H
HEEHE - easro Ron 370nm 1 8y 1 fe 2 5= H Kk ¢ (&
B > epaso "o~ 280nm FHE &K ATEY 2 HEH K &
8 > eps70 Ron 370nm HEE SRR ATEY 2 EEH K&
B oCakmiB-EYWHESEETHHBRE » Co bt
B-EYEEBTNEYRE -

H g > ea280- €a.370 €p.280- €p.370 & [ FH & AT % 69
BEGEGFrEEETEXDLEEw 2 UV JIEESHAENHE)-
BIa0 > eanso TEHBEBNBZREERFY > KCHREE
# 3£ (Protein Science, 1995, vol.4, 2411-2423)fn LL ¥
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E o easto BRAEE BT o epaso K oep.s7o B FE M E A AV &
CRABYVHESTENEEHERENB R LK CE &
A EC # -BA {8 2 # (Lambert-Beer law) (W 3¢ & =5 H )R & ~
EHEEHB R EENCRR)MNERS - HERE-2Y
HEG R KBRZ Ao & As7o #HIEFEMNAF(DRK(2)
moEE L AR AIKE Ca K Coe & - M Ca bk
CodlkKE&Eg | B LIEBYTFHEaHE -

(01381 W5 5 A 1 #F YA ) n 8yt &% % T ¥ 5
ZIE—F -

[0139]
0

[j\:w— (CHg)n2-C(=0) L2 LP-NH-(CHy)n' -La-Lb-Le- (NH-DX)
0

Halogen-CHC(=0)NH-(CH2)n3-C(=0)-L2-LP-NH-(CHg)n'-La-Lb-Le- (NH-DX)

[0140] | #i st b > n'~ n2~ n?~ L2+ LP - Lo+ LY R
L WEERE » LBk BBlEY & &80 fir -

[(0141]7F B Wt A F HEL &Y E LA BN F E
B mREFEGALEEE 2% 50 L4 -NH-(CH,CH,0)n’-
CH,CH,-C(=0)-5{ B # > n°{4 2 % 4 » LP {4 GGFG » -NH-
(CH,)n'-L?-Lb-L¢-{% -NH-CH,CH,-C(=0)- + NH-CH,CH,CH,-
C(=0)- + -NH-CH,-0-CH,-C(=0)- + 5 -NH-CH,CH,-0-CH,-
CEO)-2H R ERERME  XBMHEEIMES > R 5
= - -BMPREFLEYw  ERBMEAMNTRUTSE[H
EP’(HETXZE*?EEEH%-N YR E R IET % oA
(2,5-— {1 & £ -2,5- 7 & -1H-0 1% -1- % )(2,5-dioxo-2,5-
dihydro-1H-pyrrol-1-%)] «

143
PD1248495/ic

113112333 FEHESE A0202 1133195684-0



1870273

(N T % — F@ o2 g -N-% )-CH,CH,-C(=0)-GGFG-NH-
CH,CH,-C(=0)-(NH-DX)

(ME T f% — B e B2 -N-%& )-CH,CH,CH,-C(=0)-GGFG-
NH-CH,CH,-C(=0)-(NH-DX)

(B T ¥ — @& oe B¢ -N- £ )-CH,CH,CH,CH,-C(=0)-
GGFG-NH-CH,CH,-C(=0)-(NH-DX)

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

(N T % — P o2 g -N-% )-CH2CH,-C(=0)-GGFG-NH-
CH,CH,CH,-C(=0)-(NH-DX)

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

(B T ¥ — @B o8 B¢ -N- £ )-CH,CH,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,CH,CH,-C(=0)-(NH-DX)

(N T % — F@ o2 g -N-% )-CH,CH,-C(=0)-GGFG-NH-
CH,CH,CH,CH,-C(=0)-(NH-DX)

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

(B T ¥ — @B o8 B¢ -N- £ )-CH,CH,CH,;CH,-C(=0)-
GGFG-NH-CH,CH,CH,CH,-C(=0)-(NH-DX)

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

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

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

(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)

(IE T %% — B& 88 B -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)

(IE T % — @ 55 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)

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

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

145
PD1248495/ic

113112333 FEHESE A0202 1133195684-0



1870273

(ME T % — B == M -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)

(ME T ¥ = B == M -N- & )-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- E )-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)

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

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

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

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

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

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

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

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

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

Hf X2 XEREEFHBETF - LFERALE
VRkMbEEaEE—FE T ESCERNELESERERE -

XN BT HERESCEBZE  BaHEEEETEEMD
EENFPHEYYHELLAEENEBRESE M0 £45)
meafERFHAtR - RIELFEE > TPTHEYERGENRES
A P EYE ZHE -

[0142])
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2.8 BN A 2
A rW R B- BV EcRT  HEABEZEER

Ml E  GHGRNEEYANEBEARBENESEY > BEBEBMm
= » -L'-L%-{4-C(=0)-cyc.Hex(1,4)-CH,-(N-£ -3-3% 17 i
g8 B# )-S-(CH)n®-C(=0)-Z fE & & » o] #& M T M 7 & %K
Bl o
[0143])
AB-L
3b

2P 1 a b ¢ 1 2 P 1 a b ¢
L -L-NH-{CH)n -L-L -L (NH-DX) ———5  AB-L-L-L-NH-(CH,)n -L-L -L-(NH-DX)

2a 1

(0144 [=0 & » AB-LUVER "B ELEY L' & &

N L' ZRimEHRE N-JHTH _BuEENE > BEM
= > ¥ AB-C(=0)-cyc.Hex(1,4)-CH,-(N-% -3-3% I fi oo
B )- o -(N-A-3-BR IR oo e )-# B &K IH T M — FR of B

s

R E - LR R Kim ik B & 0 & B HS-(CHz)n®-
(=0)-& » ABELRRPLE] -

[0145) B » FEH & AW E L&Y (2a) ~ H
ERABETHE __BuEENESEYE G ILE Gb)KE -
AHENE-EYMESR () -

HAIET & Z B oo B A BT P (3b)8 0] DLUA I8 £ fir
EEH A EBEFREE AN /L JER (Hermanson
G.T - Bioconjugate Techniques * pp.56-136 -~ pp.456-
493 ~ Academic Press(1996)) - fij 40 #] 2 ] B 7 H ¥ iz
BEoRE S SMWWIE T % ZBE oo B & AV IR0 g w g A
-4-(N-JE T M B AR E)RCKE-1-H B BB (SMCC)

@
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S _ERMESY R BEEY AR EFAME AT B
“EHuEREEEZFE O BRRENKRFE -

Blan > BB HBEE REEE > - HEKEEEZ
RIEMET LN EBEEYE N bteTRELER - L4 H
PR RIEEES > GENEDRE BuREZSAHE > XWHE
RIEEH THIETH _BaREE  NELILBEBE  KZE
fere & ~ X _FntiEEE /A -

MR BRI EBYEER CBEAXSE > LHEZE
E o mBREMAMLDEBRELEYN FEAME @ § %t B
mEeRENLEY ERTINAXAEXRTNLEY HHE

Q'-L'*-Q?

[ > Q'R IR (ML IFBE-2,5-"F-N-£)-0-C(=0)- -
(3- 1% B AL -0 0% BE -2,5- @] -N- £ )-0-C(=0)- ~ RQ-0O-
C(=N)- - 5 O=C=N- >

L'*-F R -cyc.Hex(1,4)-CHo- >~ B8 1 £ 10 Z {1 fx
B o~ xR &~ -(CH2)n*-C(=0)- » -(CH2)n**-NH-C(=0)-
(CH,)n*®- + = -(CH;,)n**-NH-C(=0)-cyc.Hex(1,4)-CH,- >

Q* B (ET M B fg-N-F) REFF - =-S-
S-(2-Tf BE £ ) >

ROETRIREM 1 2 6 2B ~n*HRR 12 82 8EH -
NIRRT 0E 6 ZEE PP RIRTE 6 ZEH] -

Hi - RUHBIRB 12 6 2 ERE > 45 HER
Z oo

LM EEAmNS BRE 1 E 10H 5 H - 5
KEMST > W A - B~ BaE—F BT - 5
E fir By B EE e

Ei s

\
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fE R L' B o] 5 28 -cyc.Hex(1,4)-CH,- ~ -(CH2)s-
NH-C(=0)-cyc.Hex(1,4)-CH,- ~  -(CH,),-NH-C(=0)-
CH;,;- ~ -(CH,;)s-NH-C(=0)-(CH;),- ~ -CH;,- ~ -(CH3);,- ~
(CH2)3- ~ -(CH2)s- ~ -(CH2)10- ~ -(¥f -Ph)- ~ -([E -Ph)- ~ -
(¥f -Ph)-CH(-CH;3)- ~ -(CH2);-(f& -Ph)- ~ = -(f&] -Ph)-NH-
C(=0)-CH,;-

B B Q' » W £ & (W 0% BE -2,5- — Fd -N- & )-0O-
C(=0)-> Q> B (NH T M — BE oo B -N-E ) B g £ - {H (i 2
b % B B B (% (8 A -S-S-(2-Mt e B )/ H -

B (O U% BE -2,5- 7 ffd -N-E)-1&% T AR or 'R
¥ B &5 & Bb fir BV &

[0146]

O

N—

O

[0147] (3-tis BE & -0k 08 0E -2,5-  Fd -N-& )-{& T 5 ={
SINEA S R R A O

[0148]
O
HO N=
u‘?o 0O
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[0149] H ted BE w2 B L B ~ S ED ~ S ER > BLE /R W
v cyc.Hex(1,4)For 14-ff 3 C & >

(ME T %% — B 52 Bz -N-Z )R T AR ZRR TR
& o Eb iz By &

[0150])

[O151] (2-0f BE & )Fon 2-HE 0 & > (¥ -Ph)FR ox & #
A& o ([ -Ph)yFow H i 58 &
EROayEEy - B - fs B A 35 30 B o B &

A-(N-JE T % — B oe B 2 B A )R C e -1-H & B (sulfo-
SMCC) ~ N-3f i B o2 & & -4-(N-JH T & — B oo g B W
BE)-BOk-1-F8 & -(6-F B C B 5 ))(LC-SMCC) ~ x-lE T

M B onE B B — B N-3E 38 BR oE Mg B Bs (KMUA) ~ v-JH
T s AT B ON-3F B MR o2 B & B (GMBS) ~ ¢-JH

T e EC K N- ﬁbfﬁﬁﬁiﬁﬂﬁ“ﬁa(EMCS)
e T M — Ba of B A & H R -FE A 3R A MR e MBS

(MBS) » N-(o-IHE T % —BECE B B £ BE & £ )-JR I BE 55
Bs (AMAS) ~ 3F 30 B 55 B A -6-(B-IE T X% — B oF B2 & W B&
M A )C B Bs (SMPH) ~ N-3E I BE o Br A 4-(p-IH T 1% — &
ol BE AR A& )- T BE B (SMPB) ~ N-(p-JIH T & — B o= B &
AR S B B (PMPI) ~ N-3f 10 B o8 B A -4-(0 £ B & )-

—
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B A 7% B B2 Bs (SIAB) ~ N-3% 39 B o By & Bt £ & s
(STA) ~ N-3% 30 B us g R £ B B5 (SBA)N-IF 31 B od bz &
3-(R 2 B Bz )W B B5 (SBAP) ~ N-J% 3 Bf oo B & -3-(2-0t
e B A )W B& Bs (SPDP) ~ K 3% B9 AR oE g A S| OE PR A -
O -a-(2-0E 0 Z W B D)H KX (SMPTHF 2 {ba ¥ -
BERms MO HEEBOG) H 2 2 6 EE L
SMCC iy pH6 2 7T 2 B&m AT > EFRERKIE | £
6 /NHfF - SMCC ZEMERIEREMITESEAIET

M ZBRsE B ARV PTAE (3b) - G HI SR 3b) B E T
L D-2 Mgt JARBEUNTLEEYRaZLK
fE

dEE R E D-2 0 BRI ER nE B A 4-(N-JIE T % FE oE B
EHE)-EOR-1-HFRESMCOTTED LR LML

L PBS6.5/EDTA ff NAP-25 %+ 1 o 7 Ik NAP-
SEMT > B ESIRBAMERE 4-(N-JE T % B o i

HE)BCOCKE-1-FEBEE(CASRBEFPTHE SMCOTT
EVLERBHRKERE 05mL) > DHEFEMEEE Z &
fErommEAEE > oW &7 -

e ESYE R IBEE R ERLRA N Kb g
ER/REERZEENREENT L RRENESE - &
o JNH AR &5 e BR R A B A Y FE A I 6F B 88 P E B
BEVE T -

te®Ra)- MAFIE T _BulEEEY S
EHPREOCHZ KEGLIEIE A 1 i - 7 8k &Y
() R ERA@RENIE Ga)Z RIE T AT E K
HEAT -
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HENME-Z2YE R (DTN ESE  &BHEX
@it - MERERMEE o T Z2EYPFHEGHR
WHEMBZE-EYERGRB(DHZEE > JTHEIEH
Pz W = LA e

REESE 2 @) REEYHER T EE
(FA= e EiE > "l -NH-, BKRKERE) -

[0152])
III O
L EH;_N
i 2 b—<:>—CH2—N |
o
0

[OIBIAH LU BEAFH o MB-EYWECE 2T M
g B Ll EntewiraO TG F  nETR1TE
10 2 8% > BiRERLR2 2 8 EfEE3IE 8)-

[0154]
O _o }
M30-H1-L4P —Ab’ M30-H1-L4 ——(Q(
o) o)
_ © _In ’ B o n
0 _O ]
anti-GD30 ?ﬁﬁ% _Abio anti-CD33 ?J:L‘E% _Ablo
L O An B O  n
0
anti-GD70 7 i —Ab\f
*
L ¢ 1n
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(O155] S %L K Ui bk B @ i BRI K FH Z(E & ¥ i
g5 BT EE -

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

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

HS-CHzCHzCHzCHz-C(:O)-GGFG-NH-CHzCHz-
C(=0)-(NH-DX)

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

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

HS-CHzCHzCHz-C(:O)-GGFG-NH-CHzCHzCHz-
C(=0)-(NH-DX)

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

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

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

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

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

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

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

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

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

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

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

HS-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)

HS-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)

[0156]
3.EIE L 3

XD~ -EYE 8. > 35 h g &Yy HE
i BEeE > LTI HERE - flL'E
-C(=0)-(CHy)n*-C(=0)-» Hpk B EMEH L' - §l 0
0§ BE -2,5- " Fd -N-% )-O-C(=0)-(CH)n*-C(=0)- 1] &g {£ it
fEAH - X L*> BEESONER > P08 d T ® %K #
e
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[0157])
AB
2 P 1 a c 3 1 2 P 1 a c
ULl -NH-(CH_)n -L LUNH-DX) —————>  AB-L-L-L -NH-(CH ) -L L (NH-DX)
2b 1
(O1S8Y BN » #E M ELL &R M K AT M EHEaEY

I

(2b) - B OGKE HHEREB-ZYESRE() -
e ERREGRRB ZIEE  REZEGMH -
ez E - REGOHEE XA 2E > &EHEXRHAA
e < B ARy N K hn Bg A R /BB Br B B A B A B i
E GHEBREEANKEE HBRBREREF -
&% (2b)fa i1 N-FE & 37 30 BR of B A s & 1 Bl /Y U5
Ml > B8 A H H S B - B 40 ke B2 A 3E 30 BE o0
B BE A - N-J B BR MG oo B A s > N-JE At B8 & BROBR o0
B M- EFER H-BWEFER - 24-"HERF
b R R -4-0 B R AR - 3-FR A -4-00 B R A

]ﬂt@mﬁ“

EEwCCHERRBEOG)ZRIERS 1 HE G)EMH 2
22002 HEE Z{EaWQb) TRES 1 #HAREA 1 #H
£ 10 MEVEGECHHE—E2YEacR) - BRME -
RamEOGB&ER BB ANELSYQb)EERE
RMmMERE  HEEBEAB-Z2WEcRO) - Ed - R
WK AMEMNLIMMABER  BEMANWBERNRET - KIE
kP2 pH &2 5 2 9 BhEH > F&ERK pHT £EA THERER
H -#MELCLEDCOHBFHENEEMS > TEMHZH A
i (DMSO) ~ = H B H ff & (DMF) ~ = B B 2 B W
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(DMA) ~ N-H A -2-T 0g il (NMP)ZE 2 A #5 &

° & E AL
B (2b) 5 B HY 7 W E & E K

2 E AR (3T & R
FRE 1L E 20%v/ive MERERHE - REEER 0 =
37°C» & 10 £ 25°C

 RFERFEI R 0.5 2 20 /NEF o

HENHE-Z#VWESRB(DFTHRE - EH R
it -TNERERINEE T T ZEY THE SR
ZHIERmBHNE -Z2ECREB(DHZEE
&1 [E B AT o

EA ?EU

u] BB g
i 0% 3 (IR nE -2,5- Z FE -N-
-C(=0)-% B H T ¥l 1 &

[0159]

 )-0-C(=0)-
(CHz)n4

O

N—Q-CO-(CHz)nz -C(=0)-

O

(01605t B A LA o BENAFHZLEGYM
5 RBHAMLTEHE -
(OfE Bg 0% -2,5- — ffl -N- % )-0-C(=0)-CH,;CH,-C(=0)-
GGFG-NH-CH,CH,-C(=0)-(NH-DX)
( Tt g mE -2,5- — @ -N- £ )-O-C(=0)-CH,CH,CH,-
C(=0)-GGFG-NH-CH,CH,-C(=0)-(NH-DX)
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LR - s Bl A 4 od 28 EPHEERF -
n'=1-1L%=0- K L'=CR*(-R)Z{b&aW Qc)z BE T & -
NQoOFrAWbtEY s HBXREFZEFEHKGY A DAL
Ntz gy A B

[0183]
L"-12-0H
GRPRT AR (11) FR{TEELE
PS-Z-()P9 - H-Z_OP9 — . Ll\_LZ_Z_OPQ - Lll'Ll-Z-OH
(31) (32) (33) (34)

H-X-NH-CH,-0-CR(-R¥)-C(=0)-(NH-DX)
(29)

> M- %L"-NH-CH,-0-CR*(-R?)-({=0)-(NH-DX)
(2¢)

(01841 [ # - L' ~ L?~ L"+ R*+ & R* Fox ¥l A i
FAEE ZR7-1E23MoBERMMABNEREK  PPE
MR REE  PRINEEZIREE]

[0185] #& 1 2= Pr oK i Bz B K 32 & & & O & 7Y i & B
KEMRKOCHZREE P> TR ELaY(32) BHE
EEHRERECHELE (AR E > HHELEY
(33) - %t PRIV R ZRERNS > RELEE KE

~N
7

8-
8-
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ZERFERTE A AR > WARFHRS > S ARMESE -
RS R AR E AR REE - X REE PP
<R B 2 BN BN E L OR 58 ARy B8 SR A B AT - (B
EYGEHREZRADZE - EHBERE ST E 4 BTl R
g2 B\ S JE R (F A E & R A -

R EAERBRLEEOCHZREE P A B E (L
B4) BMHEESHRKCHEL Q)X E -
m P fE AR (20) - BLIER PP 2B REY R A Z PR BN
REMBEREEZ T A 4 508 - HIREOREKIEFEH
BAHA AT R EREEEBEZRAT - X EEY
(29)ER F2 B (34) 2 K E > fE A ME IR & Bl B3 & £ B
Fﬁ%ﬁ%’ﬁ?%ﬂ%ﬁﬁﬁﬂﬂoL‘ﬁﬁxiﬁﬁ*” it & % (2¢) 0 W
KB LS T EAERAZFHAEEGYA) -

[0186]

9. % 3E 5k 9

LU > g s 4 el 2B P REEA7)F
n'=1+ L*=0+ K& L°=CR’(-RHZ &Y (17c) 2 B & H
o (1T et a? > HERKFZBEESGYIR
AR B T 2 R K B

oy &= o
il

> E
2

[0187]
P7-Y-OH
R iT b e - . (30)
P5-X-NH-CH,-O- CRY(-R*}-C(=0)-OPS——————=  H-X-NH-CH,-0-CR¥-R?)-C(=0}-OP
(26) (35)
LY-12-0OH
P7-LP-NH-CH,- 0-CRY(-RY)-¢(=0)-Opt e LI H-U-NH-CH,-0-CR(-RE)-C(=0)-oH__ )

(38) (37

L"-%-L"-NH-CH,-0-CR*({-R®}-C(=0}-CH
{(17¢)
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[0188) [# & » L' ~ L2+~ LP+- R+ R*+ X+ Y+ P35~
P°~ K PTRORBLFT A AHE & ] -

[0189) #5 th A R Be B R Rl B AR Lk EWN L&Y
(6) M frEE P M iriE > s B ELEY3S) F
M & 15 /Y BE B8 (35) B oK Ui R B B0 R B &K IR 7 89 F B X
(BO)R JE » ATE B L&Y (36) - 5t P> Bl mAy g & 2 k&
EmMmE r RELLBEAFTEEZRERMEAGEN » 3K
BAIMRE » R RMEETREMEEFLE 4P HOEE 2
R B - X HIERGRBEP ZEBR K > EEREHXK
PR BERYG BE B R B AT « EoH - BE PRI R AV BB B 2 R

ERP U R E REEME - FME T E YR
EHE AP RENEREREBEEZREE  HREZRE
B PO HBEE Y IRERE PTGUMEMEGEIKEET T ERK
PR E B PATAREY - Bl P BEH EREAE P BEH
ERERENHEHEGETEMNFERARE

GO EREZRILEAEYWCGOZEE Z k#EE
CHARE R riERE PTMBE HAKAEEZIREE P

ZIREE PP EEHKRFERAOATHELEY (37)

POl PT B DIMBE FARMBGHETITLENRERE > W
EAUL—FBEERmMEZELED 3T -

HOEESHNLEEYEDEAEs Y (1)K JE i = &
Bl - Ea¥OCHELELEMADNZLKIE - E A
B A 4 BT it e BE SR FE R (4 M 1A & BN ] o

(010" AFH B -EY RSB ZHE  FE
AR EFER  ERBEATIAHATLEEY
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[0191]
: 0
i fe );—<:>—CH2—N |
G
o

[0192] B pt 4F » T 5 = -

Q-(CH;)n?-C(=0)-L?*-LP-NH-(CH;,)n'-L*-LY-L°-(NH-
DX)

TRy — B ZLaYIA B ABZTH LB -EY E
cEoHEBEPRBAFRANEETEHENEEY -

Bl > A Rt =X - Q B (E T % — BE ot B -N-&)- -
HS- + X-CH,-C(=0)-NH- ~ = (0t 0% 0F -2,5- — i -N-£)-0-
C(=0)- >

X B8 R+ =5 R+ o

n? LB E 2 F 8

L2® % 5k -NH-(CH,-CH,-0)n’-CH,-CH,-C(=0)- -
B g

Hf - n*FfR 12 6 28

LPRoR M 2 & 7 (8 B A B RS RC Ay BE IR B A

n' TR 0OE 6 2 BE

L® F & -C(=0)-NH- + -NR'-(CH;)n’- + -0- - = H
i

0

Hf o n"Rom 126 288 RIRTRGQFET - E
1 % 6 2 k% -~ -(CH,)n®-COOH ~ = -(CH,)n’-OH > {H n®
TR T E24ZBE "R 1LE 6 ZRE
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L* % R -CR?*(-R?)- ~ -O-~ -NR*- - B B §# -

Hf RRE R EABHIEXZTARE T ~HRKE 1 £ 6
{7 # + -(CH,)n®-NH, + -(CH,)n®-COOH - = -(CH,)n¢-
OH ' R*FT AR FHBEHEH 1 £ 6 ZE > n*RR0E 6
CEE O " RR I E A4 CEE o FRREE 1R 4 H
n* % OB » R K R A B AEE -

L¢ % 5% -CH,-5% -C(=0)- >

(IF T M —FuwlE-N-E)-R T rnayfEE A
(R + B4 &8l fir)

[0193]

[0194] (Mt 0% BE -2,5- = B -N-F)-{& T 51 = By om 69
BLEEERTREEGH M)

[0195]
O
N—
O
[0196] -(NH-DX) s T~ 5 =X At 1 Y & 2 &
[0197]
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; O

(0198) (1 fr 2 EZARE T AEE W) -
[(019] s B EFHEEBIME > L° %B-C(=0)-BW{EEY
B BE -

Moo LP Z2HEREEMNS  BEEFNER - HH
B ~ @AM BE - MERCBE - KB - sale e - BB - KX

B EEBMANEEREEENLLEaYFE R E FE
B R E - WHEHEREBES L' 4 EEEBRAERD
HEHRERAEANLEEYF AU EFTRAESTRE - EEBEM
5 L' % -GCGFG-WLaWEAEEFTRE B F -

B % > % -NH-(CH,)n'-L*-L*-fj & » -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,-WNft&aWE R EFTHEBEHEE > FFER-NH-
CH,CH,CH,- ~ -NH-CH,-0-CH,- +  -NH-(CH,),-0-CH,-
C(=0)-8y{t &% -
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olimE BE 22N btaeELEETHER
o e

L2 (R B ~ n° B FE 8L 2
HAE & B E -

E2)

4 ZAEEUERBEIE T

(02001 3 > Q & (NE T f& — B =5 B% -N-& )-8y 1% B >
n® BE% 2 % 5> L BEHEE > -NH-(CHy)n'-L*-L°- B -
+ -NH-CH,CH,CH,-
-NH-CH,CH,CH,CH,CH,-

NH-CH,CH;-

> -NH-CHzCHzCHzCHz-

-NH-CH,-0-CH,- 5 -NH-
CH,CH,-O-CH,-#V{b & E R EFHEBEB hEFE - F £
B -NH-(CH,)n'-L®-L®- & -NH-CH,CH,- “NH-
CH,CH,CH,- -NH-CH,-0-CH,- 5 -NH-CH,CH,-0-

CH,-tyfb & - H%& > n? BEE 2 X 5 Wbte¥WhR

£ -

(0201 & - Q & (IE T & — BR of g -N-& )-87 &
oooon? B EE 2

CH,-C (=0)- > n°®
NH-CH,CH,-

% 5, L2 A& -NH-(CH,-CH,-0)n%-CH,-
BEE 2 % 4> -NH-(CH,)n'-L2-Lb- 5 -
> -NH-CHzCHzCHz-

M -NH-CHzCHzCHzCHz-
-NH-CH,CH,CH,CH,CH,-

-NH-CH,-0-CH,- 5 -NH-
CH,CH,-O-CH,-MW{L & EF BB EFHEEB HEE - F(F
Bon HEY 2H 4 2" --HF > -NH-(CHy)n'-L?
Lb- & -NH-CH,CH,CH,- -NH-CH,-0-CH,- - & -NH-
CH,CH,-O-CH-WJ{E & ¥ B & (£ -

[0202] Q &% HS-MIHF » n* B H 22 5> L H &
ﬁ% ’ -NH-(CHz)l’ll-La-Lb-%-NH-CH2CH2- > -NH-CHzCHzCHz- >
-NH-CHzCHzCHzCHz- >

-NH-CHzCHzCHzCHzCHz- N -NH-CHz-
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O-CH,- ~ 5(-NH-CH,CH,-O-CH,-#y 1L & ¥ {F & # & + i 88
B o@ f# o ¥ O & -NH-(CH;)n'-L?-L°- & -NH-
CH,CH,CH,- - -NH-CH,-O-CH,- - # -NH-CH,CH,-0O-
CH,-tN b &) -

[0203] Q & X-CH,-C(=O)-NH-®yFF > # X i 5
BRFHUEEYEREETHBHRTENLEEY - 1%k
BE 228N hRE LPHERBLEY BT E
-NH-(CH;)n'-L?-L%- {4 -NH-CH,CH,CH,- -~ -NH-CH,-O-
CH,- »~ 8(-NH-CH,CH,-O-CH,-WN{L & ¥ {F & 8l & + & 88
By o -

[0204] Q & (WL 0% OE -2,5- Z Fd -N- & )-O0-C(=0)-89 1%
oo BEER 2 % 5 L B BE# > -NH-(CH)n'-L*-L°-
B  -NH-CH,CH,- - -NH-CH,CH,CH,- - -NH-
CH,CH,CH,CH,- - -NH-CH,CH,CH,CH,CH,- + -NH-CH,-
O-CH,- ~ 3 -NH-CH,CH,-O-CH,-fy (b & ¥ 1F & 8 i& F
B Rk ®m o o E f# & -NH-(CHy)n'-L*-L°- {% -NH-
CH,CH,CH,- - -NH-CH,-O-CH,- - # -NH-CH,CH,-0O-
CH,-tN b &) -

[205] F ERME » U TLEaY 3 Ef HEB LR
E (= 7/ B

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

(M 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)

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

(ME T % — B == M -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)

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

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

CHzCHzCHz-C(:O)-(NH-DX)
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( M "% mE -2,5- = [ -N- E )-0-C(=0)-
CH,CH,CH,CH,CH,CH,-C(=0)-GGFG-NH-CH,CH,CH,-
C(=0)-(NH-DX)

[0206] X » K #EHZHE-ZYESEITE R KR
BB HES O ARW KD R K - B EKEY
NEE S0 KvteEy kB TIEaaR £%H -

QRN S I N V=gl VR W g S I S o I S T A
ZorlEEeEY  WMEABHZIE-Z2YESENET
Z V@ E R agRAEFEMULEZIIERALR - 5L FH
@ fir &imsE > B - =5 8 H R CH > R CH) - Bt -
125(12°T) 8k ik -14(M*C)F - L - AF WA G Y A LA
W ogm CH) ~ B -125(2° D) Bk -14(10C) 2 B 89 i 5 1 [
fir ZBEMAHMEER LR ERVLEEDER G EK
TP A - heal & - il ol g RZSEE - Al
W ERERATRZLEBHE EAMN - KBHZHE-FEY
HaRzealWEUUEEREER S RMNTE  BE
e A% E -

[0207]

rt_—h-a—-

< B2z >

NAZEZ -2 HE GRS EARSE~AES
FEE O HAEMRAFREZE THEHEERMHELENGR
Bl ke /TR B OB o

[0208) Wk A % BH Z i fe -2 W) 1 & i 8 H oY & fE 1@
HMimsE > wWRpIMmE - BFE - RBLEE - REBEE - A
SRR E - MEBTHNRRE - WHEE - BRE - LE

wi'
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EEERE - MHE - Btz - Sk gEE%  BERK
BERSZNEAKR REXRELEB-#EZEYVHEREGRE T
M BN ED B AR LRRENESE -

[0209) A B i - H &K 7 B & 1% Bl 3
By BEER/RANE -

[0210) %t i* & A #HH 2 Hi e -8 &
Y PR EmMSE » N B8 B
FHEBEESERAORBE RNy 2 e EE e

(I AZH B -EYHERERGIESH 1L
bR BERE EES MR B B2 Y T B o
woe FAMEEEE R o R - & 1 LR S
EHEHEBO - BERERE GO KEHECEHR -
Yy~ Y - A RER B e FEEHM - KREH -
R M~ BHWEOR %)) o K AR b B B2 Ay M B Y B R
NEHEBE PR EARENESE - X8 KAERK - M
KA e BE K Sk R B OB KB I8 o E A ME B R B8
wo CHERREFHBAERLRE BHENEZNRE B GRH
ARIFHEBKFPEA - X LAY  REZHER > &
AWM EREER AR ~ 20 pH & EH - HE Y 4L
By & B O~ ] £ #H X E.W.Martin ~ " Remington’s
Pharmaceutical Sciences ; - H g K (% % JfE & B ~ &&

i

iy

o
g

H
It

><T¢%
A
H

N

AN

=
s

1]

=

S

[0212] & B X 2 R & &/ B A - " £ R & 8K % 3
ZE-EYEeR  MEALTEZNS T8O KN -
ALAW ~ BEREWN ~ RN ~ REZ THERE  HARRER
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fFE - KBEABTERE D > E AKE (bolus)iE & -
RECEEERPRE  LREEGEVEYECR Z KK
CIEANE - JFL OBy % B R o 2 % B 1 -

(0213 B BY AR By & B 2 B8 > k2t %% 52 5y & Bl ¥ fF
EHABZHMAKLHE BN ESZNEARKRY » TKEE
HBY IR B oo 38 Bo o ARR M > B AR N I BT 2 81 W
GREZFREZAKEEZEBRTHER - LENFE
Fat s g ] & 7 o F AL B K & ML E LR R B &
Hi e B A (B0 40 0 AT 2% R R (lignocaine)) » —fie i 5 > E
Mk k2 TAIE B MG > B W E 2R E MR
MENZHN/NREHEFNASGFT LB L REEREH
KEEMKZEBGY - S Al > 55 B o &l & — R
B o HE L& a&x Ak By iFr - Hafa
2 RE L B E G KR B KEE AR &% - B
M EEL ES MK KENELR > EHHBKEK=HE B K
Z o i o Bk Bl gy AT OB f% BT 4R & i 6 38 At

[(RU] A ZFH B RHREXY A RES AR ZIE-
HEYEocROBEEAKY  TA A ANE-Z2VEE
fe R E/D— @I LIS Z BB A B AR o K%
Z PiBe - Y E & fe 8 A B M U8 R OB JL [F L B 3
Be AT e R R M 5R o A0k H AV T E A Ay H i 5T R
HEGLE-E#EYEaREBER - &R - BEEE KA (#E
(AN SR S WL g Wl T - 1 i 3= o L
M= > 5] % {1 B A5 L E (abraxane) ~ K #4 (carboplatin)

IIE $9 (cisplatin) ~ F 75 fifl /& (gemcitabine) ~ & 3 5 H
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(irinotecan)(CPT-11) ~ & F 3 % # B2 (paclitaxel) + % 2
#i Z£ (pemetrexed) ~ & I JF JE (sorafenib) -~ & F
(vinblastin) ¢ B [ 2y B & W02003/038043 %8 /N [} 22 & >~
% - X LH-RH [F & 5 (52 W &t M (leuprorelin) ~ X & ¥
k (goserelin) % ) -~ W F& M 5 = JT (estramustine
phosphate) ~ lfff % & # 1 28 (E &= 74 7+ (tamoxifen) ~ &F %
P8 2% (raloxifene) % ) ~ 75 & Bf (aromatase)[H 8 &l ([ JF
M5 (anastrozole) -~ #¢ #f ™ (letrozole) - f{& 7§ 2%
(exemestane) % )% » (H X % H A L B & & M 6y g & 8l
B o A R RE -

[0215] W L B 22 H i ) (32 2 B A 2 #Z Ay 4 B o b 22
Hy @i Y LR > o] E S SR Rz e BB 5 3 R RN BRI o DL &
Mt - fFR2RiIZBHEB MR LE > 7 Ea&HFRI
HEERYEEEB ANy BB - PR RE IR E
LTI R=y S 2 il = I A A = O I U 1% N 1 7/ O I VNV |
i ofn 2L B OE AR .

[0216] & &% 4H Bk 1 2 4H Bl & B & I8 i 3% B J5 0% 1 &
B AFEHLCBEBEFHLKYMaWIE-EWEGE NN
-EYEaeR ZHBEMBEMDME - Bl RHEE LB
HEERXKIE)VE BERME&s(KdE®R) BIEDE Z
MEE ] RHEEN - B NMHE-#Z2#YERSE LK
HEWNWRE HAAERIE-#ZYHEGEHTE 2B
MR AMBZERHEE - AFH I B-EZYERY
NEEE 2> fl@ > qJFE 0.001~100mg/kg DL 1 X
EHLE ZE N 1~ 180 H >~ B FF #% Bl #  -

~

i
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[ Tt B ]

(217} F#E ML T ~nEROLEBRHALEH - A
AEHIGRBRENRLSE - X > BFEURNEMEET #
REME - X > RWASHEZT  KEH G EHYEE - 5K
RGBT HHERGHINDE S NE -

[0218]

2 E H 1 M30-H1-L4 $1 &2

i B7T-H3 i < AN il d » #&h A& Jn &8 E
PRl 9O 2 MERG 202 471 B oM ERF
FI OBk BV BB K R B Bk ORI 9R 16 2 B EL B 4R 9F 21 & 233
RE R ERFIMANKEMRAILE  EEHAH
fb#l B7-H3 Hi#8 & M30-HI-L4 $i S (B (E L & &K " M30-
H1-L4 , ) -

[0219]

% % ] 2 M30-H1-LA4P } &

4 & bt E 1S EY M30-HI1-L4 51 # 0y B 82 (£ &f (% 5
B 15 D PARR A R BE AL oK 3 R - JE 1S Y OB OB (2 B o 3R
BiHY fi#8 K M30-HI1-L4P P 8 (B {E i & & " M30-HI-
L4P | ) -

[0220]

2%E# 3 §i CD30 §i fe

i CD30Hi e (h 2 B8 H KK % 2005-506035 2k & fF -
H 5 oR 7t Fr P E Rl sk 27 ~ 28 o

[0221]
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M

=B 4 4L CD33 §ifE
MLCD33 B HE S H ATEH P 8-48637 57 2K B AE -
H 3 om B B H0 Al 5t 29 ~ 30 -
[0222]
25 fl 5 P CD70 fii &

L CD70 4L A8 h 2 I H AR % 2008-538292 K B fE -
H P om i B o0 ekoal 5t 31 > 32 -

[0223]
gH A 1 4-fg A&
-10,13- 2 ] & £ -2,3,9,10,13,15- X & -1H,12H- % 3 [de]
OR R o [37,47 2 6,710 M1 J [1,2-b]eEE Ok -1-2 1T AR B

\\\>§v

\\\>§v

“N-[(1S,98)-9-7, £ -5-%, -9- £ -4-H £

[0224]

MsOH

[0225) 25 B 1 @ tert-T £ (4-{[(1S,98)-9-2 & -5-% -
9- ¥ A -4-H E -10,13- 2 il & £ -2,3,9,10,13,15-% & -
TH,12H-% 3F [de] Ok W5 JF [37,4° © 6,7]05] M [1,2-b]E W -
I-EEE-4- A ET BE)FEHBKE

B 4-(tert- T & B M OE B B )T B (0.237¢g
1.13mmoLl) & ## 7 = & ¥ f£ (10mL) » J& 0 N-# B 3F 31 Bi
B5 R (0.130g ~ 1.13mmol) R 1-Z E-3-3-"HEBRENRN
EOWAL —oE B B RS B (0.216g ~ 1.13mmol) i ## 1 /|
- MEREAZABRBMEANMEEY )2 H EKE

;e
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(0.500g ~ 0.94mmolL) fz = 2 E FF (0.157mL ~ 1.13mmoL)
O N,N- B B EE B 5 " (10mL) » RERBEH —H -
BEEREE  ESNEBEYEYUYBERLEEWNIAN ~
25 HE=8:2(viv]dt ESFEHEMLEY
(0.595g~ Ewm) o

'H-NMR(400MHz > DMSO-d¢)d : 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) » 1.82-1.89(2H - m) - 2.12-
221(3H > m) » 2.39(3H » s) » 2.92(2H » t » J=6.5Hz)
3.17(2H » s) » 5.16(1H » d » J=18.8Hz) » 5.24(1H » d >
J=18.8Hz) -+ 5.42(2H -+ s) » 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)*

[0226) 2 B¢ 2 @ 4-F# B -N-[(1S,98)-9-24 HE -5-5 -9-&
o o4-FH B -10.13-— [l & £ -2.3.9,10,13,15-7x & -1H,12H-
7 JF [de] Uk % JF [3°,47 ¢ 6,710 myHf [1,2-b]mEE W -1-5 ] T

w BB 1 R/ A{as ¥ (0.388g 0.6lmmoL )%
B & H GE(9mL) o R = ® L B (OmL) I | H 4 )
e~ MEB@#EERSZE  RENWEREVUSIBERLEEMNIA
h~&{F - HEE - K=7:3: I(vivivyZro A HEEI«Q
b BEREELteY I =a KB (0343g EE) °
MEE-EYHERGR(3) - (IHFHAHENE 2K > LEE
V5 BE B o b EE -
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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 > s) » 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(APCI)m/z ¢ 521 (M+H)"

[0227]
FEHG 2 mME-EZEYWESRE
[0228]
=)
na flTH TFA . \X :J‘OELN”YH\/?‘N H‘j'\"wo

: < 0
) 0 S
HO ©
e =
0 S‘\//) o “(0 O\r/\ _%O /")\‘\/) O
H //' i
L N
N T{N vJLN’[T[ N\)Lrl’\/\f S \/\/\) oM N /‘\/\)LN’\”/ \/U\N/L N/‘»/‘\f-o
H 5 H NH 0 00 H o H . .NH
TFA j O 3 - _/\ﬂ \T‘N o]
5 %—1 [ e W
= LTy
| ey
HC © HO ©
HO o ) : ) o
¢ H H
M30-H1-L4P ]
Y .,Nv.-.\/\)LNAWN Ay L(,N\/JAN, g0
ERL o] H p H C‘) H ~_NH
g Wty
F N e
i
HO ©
| 34

[0229] 2% 8% 1 : N-(tert- | E AR E )T W IEE O ¥
Lo E N B BRE B -N-(4-{[(1S,9S8)-9-7 F: -5-& -9-1¥
SHH R -10,13- & £ -2,3.9,10,13,15-Nx & -1H,12H-
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75 JF [del Ok g H [37,47 ¢ 6,710 Wy H [1,2-b] e Wk -1- 5 |
E-4-fl | E T BE)H k¥R

B N-(tert-T RARE ) T HBET KB E-L-FEN
B B & O B BZ (0.081g ~ 0.19mmol) JF 8 ® = & Bt
(3mL) » i f0 N-¥ & 5% 10 B o2 B2 (0.021g ~ 0.19mmolL) &
-2 F -3-3- - H Ak EWE ) )R o i ®E
(0.036g ~ 0.19mmolL) - i | #E 3.5 /INEF o & I X JE A K
milEAMERA 1 Z{Ea%(0.080g - 0.15mmoL)HY
N,N-ZZ BEL B B 08 R (1.5mL) > JY Z= om B # 4/ HF o K
BEkEsE  EBEHEOBYEPUWBERLERBHIAH ~ &
i - HE=8:2(v/v)|4 1t BHEHLEYWO0.106g -
73%) o

=,

'H-NMR(400MHz > DMSO-d¢)d : 0.87(3H > t -
J=7.4Hz) » 1.36(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) » 3.57-3.77(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)*
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[0230) & 8% 2 R MBATHEE-L-XENWKEE
-N-(4-{[(1S,98)-9-2 £ -5-F -9-F & -4-H £ -10,13-_
H- 28 JF [de] Uk W IF
[37,4° = 6,7]05] my JF [1,2-b] e Wk -1-F [ A& }-4-f K E T
E)VHHHBEE -/ %9
B Em T 1 ESNESEY(1.97g 2.10mmoL) A fi#
“EHE(ML) c RMER LB (TmL)AE B 1 N -
BB PRELEE  AMHEFEMmMEILS - BENBHAYLUY
BEMLEWRIARG~&RMBG  HEE 2 K=7:3: 1(v/iviv)Z
TEHAREIMEL  ESEELEYW (.97 99%) -
'H-NMR(400MHz > DMSO0O-d6)5 : 0.87(3H > t -

& E -2.3,9.10,13.15- X & -1H.12

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 » JI=5.9Hz) >
3.69(1H » d » J=5.9Hz) » 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(2H > m).
MS(APCI)m/z : 839(M+H)"
[0231) 25 8% 3 : N-[6-(2,5-_ ] & A -2.5-_ & -1 H-I0f
g -1-E) o g A T i E T R KE N B B A -N-
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(4-{[(1S,98)-9-2 £ -5-& -9-5& B -4-H £ -10,13-Z ffi] &
£ -2,3,9,10,13,15-N 4 -1H,12H-% 3f [de] IR I 3 [3°,4" :
6,710 mit H [1,2-b]nd b -1-5 1 he B J-4-f & & T BE)H &
B% B R

PR h B 2 ESAE A (337mg - 0.353mmol)
NN-ZH A HEEA(A2Z0DL)FE RS > FI= 2 &K
(44.3mL > 0.318mmoL) ~ 6-E T ¥ R lr = B8 N-3E 19
e o2 B A< B (119.7mg > 0.388mmol) » 0 X =R | # 1 /I
iF - B EERAE  ESNBEVLLUPRBEREENIA
h~%G:HE=5: 1(vv]4dlt RBEEX=CEHEZ
EEL =" (278 0mg > 76%) -

'"H-NMR(400MHz > DMSO-de)é : 0.87(3H > t >
J=7.3Hz) » 1.12-1.22(2H > m) > 1.40-1.51(4H > m) >
1.66-1.76(2H > m) > 1.80-1.91(2H > m) > 2.05-2.21(6H

-

m) > 2.39(3H > s) » 2.79(1H » dd » J=14.0 » 9.8Hz) >
2.98-3.21(5H > m) > 3.55-3.77(8H > m) > 4.41-4 48(1H

-

m) > 5.15(1H > d » J=18.9Hz) » 5.24(1H > d >
J=18.9Hz) » 5.40(1H > d » J=17.1Hz) » 5.44(1H > d >
J=17.1Hz) -+ 5.54-5.60(1H > m) > 6.53(1H > s) >
6.99(2H > s) » 7.20-7.27(5H > m) > 7.30(1H > s) >
7.70(1H » t » J=5.5Hz) > 7.80(1H > d » J=11.0Hz) >
8.03(1H » t » J=5.8Hz) » 8.08(1H - t » J=5.5Hz) >
8. 14(1H » d » J=7.9Hz) » 8.25(1H » t » J=6.1Hz) >
8.46(1H > d> J=8.5Hz).
MS(APCI)m/z : 1032(M+H)*
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[0232) A 8% 4 : I G -BE Y & & 88 (1)

M ER - B2F0 2 8FH M30-HI-L4P i
BB FERH®E L I ERENLEEE C-1 K B(HEH
1.61mLmg 'em™" fF & 280nm W E (&) HEIAE
PBS6.0/EDTA » & & 10mg/mL ZH IR E - K KB K
(1.25mL)E A 1.5mL ERNHFEAE > WEFRM 10mM
TCEP(R b pk T MK G AR A F)KZBEIK0.025mL 5
Hnhiie—72Fhk 30 E2E)K IM BER& _-#HKER
(Nacalai Tesque > Inc.: 0.0625mL) - f 3 A 5 % ~ pH
By 7.420.1 N 1&g - J° 37°CEEH 1 /N T - LS AN 5
o B g E R e

MEBEEYy EEY 2 &a  ZR NN EIRLERFIR
<& — B E 85 fE (Sigma-Aldrich Co.LLC ; 0.109mL) % |
b B O3 EEMWMEE Y 10mM By H A 55O OF R
(0.039mL ; HENHE — o F R 46EE) FHAEE
¥ 25 (MTR-103 » AS ONE i3 A IR & = )ifn it = )& T~ 8 #
40 oy > EEYBEEYHBLESE S o H X - A
100mM NAC(Sigma-Aldrich Co.LLC)7K & & (0.008mL) >
BR=ERNBE#E 2208 FEYESYHIRIEREIL -

b RutAER > ETHERBEZNE 1 DEAY LA
®fF D-I(fEH ABS fFE /& EBH RNV  ESEAREHE
ME-2YESENER 6mL & » FEHLEEE AW
BRI’ -

FrMEREE - RS A I R EAy L EmEBE E(ER
BEOH G R B 0 A ea250=235300(5 B i E HEH ) -

—F
N
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ea370=0( 51 B # & fH ) €p.280=5000(F J F 35 H )
ep.370=19000(EF M F 3 E)) > BHE Tt ZFMHEE -

A EE D 13.02mg/mL> I EE © 9.1mg(73%) >
mEE— oo F 28 VPHEEEH () 3.4

[0233]
BEhp 3 IiiE-EYHERSEQ)
[0234]
o /ﬁ
{,\{ B ji H Q H ©
c})rN\, e H/\orN N)LHJ\(N;N\)LE/‘\ v s
= ‘\ N_{[O
Fa \_)——\O
hEG
. (D
M3Q-H1-LaP ——Q;v,\mi H\)OL ,[ H\,
g TR
B " &g
[0235) A BF 1 : fiE - E & 8B (2)

miesEBR 256 2 2lEdy M30-HI-L4P $1 G
fERA®E A 1 &L EmEE BERM 1.6lmLmg-'ecm”
"6 B 280nm g (%8 )& C-1- > PBS6.0/EDTA & &
10mg/mL - A 15mL & F H B A E & (4.0mL) > IR 0
10mM TCEP(R bk T £ K AR S F)KEFR
(0.118mL s ¥ NHke -0 F 5Kk 46 8EE)K 1M b K
¢ KB (Nacalai Tesque » Inc. ; 0.200mL) - B 5Y
B Z pH B 74501 WiR > BEH N 37°CHEEE 1 /MK -
PLRe N ED M o B IR o
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MEeEEYBEY 2 & e @ FE KRR 22°CEEF 10
gE% > RMEaERS 2 Z2FF 3 EEHNEEY 10mM

Boog B F R (0.236mL s HE R HE — 72T & 9.2
B) N 22°CHEEE 40 o > MEYHEESYHILES
o HZx > N hm 100mM NAC(Sigma-Aldrich Co.LLC)/K
B (0.00471mL) » F Y 22°CEE H 20 77 8 > (£ %Y H &
VI Ry e AR IR e

aifb  bRatER > EITEAEIEZE A 1 Eey L E
2 D-1(EH ABSfER&EH RNV e HEHE
MiE-EYHEaRIVER 17.5mL -

FrrarE - ERHBE A | io WL EBE EMER
BOH O BB A ea2s0=235300(E B E EH ) -
easz70=0( 5 B H T H ) €p.250=5000(F M ¥ 5 & ) -
ep.370=19000(F H 5 E ) » ¥ E Tl 2 HE -

MAERE * 1.80mg/mL> i EE * 26.1mg(65%)
MeEE -2 T ZEYTPTHEEH MM 5.9

&
||
H

ik
|

oy

[0236]
B 4 -V HEEE Q)
[0237]

O e
A o) H oo !
?vaN‘W'N“’LH'LTNVkN/‘v’YO

o
- 8} H n ©
M30-H1-L4P ——{;E\f\l,\)LN,\YN\)LH J\WN,VJL_HAJ\%O
o

6.3
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[0238] S B% 1 : I BB - ¥ R & B8 (3)

M ER - B2F0 2 8FH M30-HI-L4P i
B RS A 1 mELEEE C-1 K B(EHA
1.61mLmg -'em " fE & 280nm W ¥ {5%)  RHEB/MAE
PBS6.0/EDTA » S & 10mg/mL ZH HBEIRE - K KB K
(1.25mL)&E A 1.5mL TN BE AT F - N HF R
10mM TCEP( X bk TE K G A MRS F)KEFR
0.0SImL(FEH RN E— 7+ 5k 60 EFE)K IM B S -
$8 7K %5 & (Nacalai Tesque » Inc.: 0.0625mL) - 30 A &
K2 pH B 7.420.1 N{& » A 37°CHEEE I /NEET » EHE
A B A 2 R BB R

MBHEEYEEYY &6 B ElRAERKRE > RERT
An & — B A 25 1 (Sigma-Aldrich Co.LLC; 0.067mL) &
BEiG 2228 3ESMNELEY 10mM /Y = B A oF i1 08
K (0.085mL s MHHEPHE—7F 5 100 EE) > WHEH
i B 25 (MTR-103 - AS ONE f {7 A R 2 5] )M 7 = O
T 60 o FEYEEYHIESE S - HRX K
i 100mM NAC(Sigma-Aldrich Co.LLC) K & &
(0.013mL) » P =R NBHE 20 o8 (FEY HLE YL
[ HE = 1k -

b RutAER > ETHERBEZNE 1 DEAY LA
®{F D-1(fEH ABS fE A& @RI 4L > EHRE
M- ESENER 6mL -

FrMEREE - B E A I R EAy L EmEBEE E(ER
HOH W BB A ea2s0=235300(E B ¥ E EH )
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ea370=0( 3t B # T E ) €p.250=5000(F M F 15 5 ) .
€p.370=19000(E A V3G H)) > MESF T M 2 F HEE -

ok B E  1.6Tmg/mL - $1 B E B
10.02mg(80%) » M EH — 7 T 2 E Y FHE G E (n)
6.3

[0239]

FEHG 5 mE-EYESR4)
[0240]
2 C o) \;;o
{:NW\)LN/\VH\/ILN »H\,JLN»\/\.F,O
O H o H & H JNH 1231
Pty 9
o
TES
_{‘-{JO Q H O ¢ H O
M30-H1-LaP — ENWMH/\(@N‘ IEJ@’NVKH/\/TS:
WES S

[0241] Z 8% 1 : DG -2E 1€ & 85 (4)

M zB8FR K256 2 BEW M30-HI-L4P i
B EREIE A 1 REAEEEMFE C-1 K B(EHM
1.6IlmLmg-'em™ fE R 280nm Wk ¢ {4 %)  K&EEIMAE
PBS6.0/EDTA » s # & 10mg/mL Z B EE - K A B K
(1.25mL)&E A 1.5mL BEWHKHHEEREE F - B HF R
10mM TCEP(R bk T £ K AR S F)KEFR
(0.05ImL ; HE R E -2 F/ 6.0 FE8)R IM b K
¢ KA ® (Nacalai Tesque » Inc.; 0.0625mL) o H ¥
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B2 pH B 7.4x0.1 N & > A 37°CHEEE 1 /NET » fH
AR EN - EREER -

MBHEEYEEYY &6 B LA R > =/ TR
fll & — B K 25 fF (Sigma-Aldrich Co.LLC ; 0.025mL) 8l &
WG 2 228 3ESHNESY 10mM /Y — B A 55 B8l 8 K
(0.127mL ;s HHHRIB—7F R 150 EE) FHAE
A i g5 (MTR-103 - ASONER 7 AR A~ F ) REIRT &
P60 o iE - MEYESYHIEBE S o HX - R/
100mM NAC(Sigma-Aldrich Co.LLC)7K A% (0.019mL) >
HR=ERTHEE 208 FEYELEYHNKIERSIL -

b RutAER > ETHERBEZNE 1 DEAY LA
®fF D-I(fEH ABS fFE /& EBH RNV  ESEAREHE
Mie-EYEABMNAR omL & > EHILEEE AW
Rl e

FrMEREE - B E A I R EAy L EmEBEE E(ER
BEOH G R B 0 A ea250=235300(5 B i E HEH ) -
eas70=0( 5 B # F {H ) ep.2s0=5000(F M F 35 & )
€p.370=19000(E MV E ) » BHE Tl 2 FFHHE -

MAEEE  1.19mg/mL > il EE * 7.14mg(57%) -
M — 0T 2EYIPHEEHE () 7.5

[0242]

G 6 LEE-EYESRO)

[0243]
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{,-
MSD-HW-L4P{;jh

[0244] 5% &V B = E RV E I B 4 B2 & §E B 5 & 41 %% - %%
VEocRES  EHLERF AMBEER  EEEHE
mie-EVEaE -

AR E * 10.0mg/mL > IR EE * 15.37mg > HL i
BT Z8YTFHE B (n): 6.7

[0245]
FEHG 7T E-EYESRE)
[0246]
i&i
/ o H O H
N M N NN
%N JLH gN N EN H)A“N: o
e 0
%o
HO O
: »
Hicnsoﬁﬂ%——_——g;ﬁxf\JA\:i ,H\;ﬁ H\;ﬁ PR o
; L S I
TB\JI{*%:
HC O |,
[0247) 8% 1 - L8 -ZEWHE S 8 (6)

miesBR #2506 3 2EMH CD30 HE - #
AEE A 1 oAy HEREAFE B(EA 1.75 fF & 280nm
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B & )& C-15 L PBS6.0/EDTA FH # 10mg/mL -
2mL B F R ECAF R (1.0mL) > JRI0 10mM TCEP(ER 3t
Bl TER G AR AT )KIFR 0.0297mL(MH % 7N ke —
T R 46 EEHIR IM WG # KB R (Nacalai
Tesque > Inc.; 0.050mL) - HEL ABF W 2 pH B 7.4+£0.1
N& - AR 37CEE 1/ - e N8 2 B
i E R -

MEEHEYBEEY 286 @ LI RR 22CHEE 10
gE% > RMEBRKG 2 2B 3EEHNEEY 10mM
A GE B JE R (0.0593mL s HE RELE—TF 8 92 &
E) WH 22°CHEE 40 o » HHEYESYH I EHE
& o H I » J5htn 100mM NAC(Sigma-Aldrich Co.LLC)/K
HZRO01I9mL s HERHE - TR 184 EFE) HR
22°CE5 & 20 7y 3 > (B2 H &Y HY S IEF 1| -

aifb  bRatER > EITEAEIEZE A 1 Eey L E
2 D-1(EH ABSfER&EH RNV e HEHE
e -2 E R ByE R 6mL -

FrrarE - ERHBE A | io WL EBE EMER
HH WO BB o O ea2s0=270400(5 B H E H)
eas70=0( &t B # E H ) €p.2:0=5000(F A 5 5 ) .
ep.370=19000(&F M 5 E)) > ¥ & Tl Z 1 1E -

MAERE ' 099mg/mL G EE * 5.94mg(59%)
MEE - 27T ZE#YTVPTHEEH () 3.3

[0248]

BEHb 8 mkE-#EYWESE ()

i
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[0249]
0 v
i o] H O H O
'Q’;I,N\L/\ - L/U\N/\YN\)LN NH’N“’/H\‘N/\"/\‘]?O
0 H o H o H . NH e

L CD30 fife—

38
[0250] Z 8% 1 : DG -ZE W€ & 85 (7)
mikecEFE 2540 3 8y CD30 Hifk - £ H
Bl A 1 e Ay L mEE B(ER 1.75 1 & 6 % B
& C-1: L PBS6.0/EDTA #H & 10mg/mL - }A 2mL 5= & &
HHEAE IR (1.0mL) » &0 30mM TCEP(B I {b B L 3% B
fr AR & E)KEBEKROO0148mL : HEHE RHE — 7 T 5
6.9 EE )& IM B S — # KA K (Nacalai Tesque >
Inc.; 0.050mL) - X A B K 2 pH B 7.420.1 Nk » #
MR 37CHEE 1/ EiENR#ENEREZER -
MEeEEYBEY 2 & e @ FE KRR 22°CEEF 10
Wik RKAMEBRG 2 258 3EEHNEEY 30mM
B opEOE R (0.0297mL s HE R HE -7 F K 13.8 &
) Y 22°CEEH 40 g o (HEEY EGEY H IR &
o HZx > N hm 100mM NAC(Sigma-Aldrich Co.LLC)/K
BIR(0.0178mL s HE RN PIE — o+ A 276 EE) HR
22°CHE B 20 oy » (EEEYEEY WX IEF L -

m>

H

o> o
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aifb r R R - BT MEEE A A HEHY L E
%{F D-1(EMH ABS fE & R)NMIL  EE=AEHE
miE-BYHE R E R 6mL -

FTrtEsrE  ERHESE A 1 DHLEENFE EMER
HEOH W R B £ A ea2s0=270400(5 H H# E E ) -
ea370=0(5F B # Z H ) - ep.250=500008F J - 15 H )
ep.370=19000(EF M3y EH)) BHE Tl Z &K MEE -

AR E * 0.99mg/mL > TR EE © 5.94mg(59%) >
mEg -0 T8V TPFHEEH () 3.8

[0251]
BEhp 9 -V HESE )
[0252]
¥ O I H O
\/‘\/"\/ )J\ N \)l P
C N/\r ﬁ Wor HE ‘EH e
RN o
Fl;lw’ ffLﬂ
T
HO ©
»
. N ; o] o 0
# CD33 mg—%gfivﬁvﬂ\/uw\ m‘/u‘ﬂ’fﬁrn\”ﬂ‘ o ':a
9]
Vs
F‘*'leﬂj}n
S HO
HO o_ 4
[0253) F BF 1 : Il -#E Y & £ (8)

mELER K226 4 8{EAVH CD33 L » &
HEELE | &L EEIF B(EA 1.66 fE 5 280nm
% S {48 > )F C-1> Ll PBS6.0/EDTA ¥ #! 10mg/mL -
Y 2mL 3 E PR IAE & (1.0mL) » 7540 10mM TCEP(3E
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HAEER T 2B AR LS E KB R O.0297mL 5 MH ¥ 1N 5
B—roFh 46 EE)R IM W E S KA K (Nacalai
Tesque > Inc.; 0.050mL) - iR KB &K 2 pH B 7.4+£0.1
N > MR 37°CHEEFE /N - (888 N # 5 2 5 m
it = R
MEEEEYBEEY 2 &a " RN EIRE RN 22°CHEE

TEEBEANNDEKRM 2 2R 3 ESENLEEY 10mM —
HHOE i B A R (0.0593mL » HE R —7F R 92 &
B) R 22CHEE 40 @ HEYEEYHRESE S -
H X > R 100mM NAC(Sigma-Aldrich Co.LLC)7K & &
0.0119mL ; fHE NI EB — 7 F R 184 EF &) HN 22°C
BE 20 08 (FEYBEGEYIKIERIL -

b RutAR > ETHERBEZNE I DEHY
{F D-I(EH ABS fE gl )av i » BE&H
M- ESENER 6mL -

FRFE: ERHBE T E I BN LEREFE EMER
BEOH WO BB A ea2s0=256400(5F B E EH ) -
eas70=0( 5t B #E E H ) ep.2s0=5000(F M 5 () -
ep.370=19000(F M V¥ E)) > BE T it Z FHE -

MR - 1.06mg/mL > $iBEE * 6.36mg(64%)
MEE— 2 F2EYTHEEHE () 3.4

—_—
-

~~

nuk

\
/
I

2
G5

[0254]
B 10 fiAe -2V HE o R (9)
[0255]
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ey
o) l{j)
. " — @] H O ( H ©
fLCD33 mﬁ%——%u\/\/\/KN,\ A )LNJ\WNVJLNAJYO
0 H o H o H . _.NH
= Sy 0
. | -~ N\K‘\
F N Vo
. o
B HO O_ a7

[0256) 20 8% 1 @ LG -22 ¥ 18 & #& (9)
fERHEZER - K226 4 ZiERH CD33 i
B Ml A 1 Ea L EEE B(EMN 1.661F 5 280nm
B & )& C-15 L PBS6.0/EDTA FH # 10mg/mL -
2mL & F R ICAZF R (1.0mL) > 750 30mM TCEP(R &
B TR G ARLSF)KZERO.0148mL ; AH & * #Hi #&
— a0 F Rk 69 EE)R IM W& — # KA K (Nacalai
Tesque > Inc.: 0.050mL) - M AKF K 2 pH B 7.4+£0.1
N& - AR 37CEE 1/ - e N8 2 B
o = R e
MEREYBEEY &G 0 FIRARRK 22CEE 10
ANMERE 2 28 3 E/SNEEY 30mM — H
B E R (0.0297mL s HHE RN E -7 F A 13.8 &
BE) N 22CHEE 40 o HEYEEYHIEBE S -
H X/ 100mM NAC(Sigma-Aldrich Co.LLC)/K & &
0178mL s HERHE — 7o F /276 5 E) HRN 22°C
BE 2008 (HEYHEEYE K IEREIE -
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aifb r R R - BT MEEE A A HEHY L E
%{F D-1(EMH ABS fE & R)NMIL  EE=AEHE
miE-BYHE R E R 6mL -

FTrtEsrE  ERHESE A 1 DHLEENFE EMER
HOH W R B £ A ea2s0=256400(5 H B E ) -
ea370=0(5F B # Z H ) - ep.250=500008F J - 15 H )
ep.370=19000(EF M3y EH)) BHE Tl Z &K MEE -

AR E * 0.95mg/mL> TR EE © 5.70mg(57%) >
mEg -0 T8V TPFHE&EEHE M) 3.7

[0257]
BEhp 11 JiiE-#EY®ESE0)
[0258]
SUUS B NES N
\/l\f\ r\N 9]
[ “\”\‘;(
e ’O
HO O
§
meoron | Ch N WL W,Hji N
o] H o H o H o~ NH
“ =5 0]
75]?1 <
0
- W
[0259) F BR 1 : i - E & & (10)

mE B8R ®&250 5 HEMNH CDT0 G > &
RS G R 1 sl &AL R (F B(fE & 280nm IR ¥ 7 B -
fE A 1.69)% C-1> L PBS6.0/EDTA i # 10mg/mL -

\

Pl

2mL 3B b B A R (1.0mL) > 3R A0 10mM TCEP (3 5T
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bt TR GARSE)KEKRO0.0297mL ; ¥ 7 5t f&
— TR 46 EE)R IM W g — # KB R (Nacalai
Tesque > Inc.; 0.050mL) - HEL ABF W 2 pH B 7.4+£0.1
Nt& > BER 37CHEE 1 /N - EHE NS #E 22N
i R e

MEHEYBEEY &6 ¢ LM ERRK22CEEF 10
TEEBENNDERM 2 28 3 ESHNLEEY 10mM — H
Boop BB OE R (0.0593mL s EHHE R E -7 TR 92 &

P

E) N 22°CIEE 40 o > BEYEEYHILBE & -
H X/ 100mM NAC(Sigma-Aldrich Co.LLC)/K & &
(0.0119mL s MBI E —9oF R 184 FE) F I 22°C

BE 2008 MEYESEYHIRIERL -

b r RaOs R - EATHEREE R 1 R EAY 1L A
HfF D-1(fEH ABS fF & E KAV 4L > EHE
MEe-#EYHRSBWAER 6mL -

FrtEsrE c RS E 1D EHOLERE EER
HOH WK BB O eas0=262400(5 B # = H )
eas70=0( 5t B # & B ) ep.250=5000(F M F 35 H )
ep,370=19000(F M F I E)) > EH T2 FMHEME -

MARRE * 1.00mg/mL - fifG EE * 6.00mg(60%) -
mEE—nF28#YVFEHEEE () 3.2

[0260]
B 12 mE-EYEaEl)
[0261]
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e
0 L/
. . ¢ 0 H O H O
i CDTD*J‘L'E%_J:E\/\/\AL_ N L N L O
T NNy N7
o] H o H 4 H /j:NH
T e 0
Il N
FUsronNT™ g
} 0
| o O_ 36

[0262) 0 B 1 : LG - HE G (1)

mEZER w2350 5 liEa L CDT0 JL g » &
A8 E 7k 1 so &Ry LB fF B(fF & 280nm T % (& 8 -
ff A 1.69)% C-1> LL PBS6.0/EDTA FH# 10mg/mL o
2mL HE TR EAE K (1.0mL) > A0 30mM TCEP(¥ 3
Bl TERGARNSF)KER0.0148mL ; fH & 1 Hil &
— o F R 69 EE)K IM BB S — # KB K (Nacalai
Tesque > Inc.: 0.050mL) - M AKF K 2 pH B 7.4+£0.1
Nt FHR 37CEE 1/ - EHE N #2265

\

Pl

MEREYBEEY &G 0 FIRARRK 22CEE 10
THEEBANMEKY 2 208 3 EENEEY 30mM - H
Boop BB K (0.0297mL  HE RN E -0 F R 138 &8
) W 22°CHEEE 40 o - HEYESYH RS
& o H I » J5htn 100mM NAC(Sigma-Aldrich Co.LLC)/K
BR(0.0178mL ;s HERIE — D F R/ 276 EFE) AR
2°CHEH 20 oy - (HEYBEEYH K IERREIE -
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1870273

aifb r R R - BT MEEE A A HEHY L E
%{F D-1(EMH ABS fE & R)NMIL  EE=AEHE
miE-BYHE R E R 6mL -

FTrtEsrE  ERHESE A 1 DHLEENFE EMER
HH WO BB > (EH ea280=262400(5F H ¥ E H ) -
ea370=0(5F B # Z H ) - ep.250=500008F J - 15 H )
ep.370=19000(EF M3y EH)) BHE Tl Z &K MEE -

AR E * 0.96mg/mL > TR EE © 5.76mg(58%) »
mEg -0 T8V TFHEEH M) 3.6

[0263]
BH B 13 fiE-EYMESRE2)
[0264]
HZN”\H/H*jN
o H

TFA

S A J\)OL J
R ..
_H11 4P — | N7~ Ny M
e M30-H1-L4P ‘C H/\g X
—_—

[0265) 35 B 1 @ N-[3-(2,5-_ ] & £ -2,5-_ & -1H-I}}
U -1-E )N B A )T B B B T R BE A -L-2R BN BE BR A -N-
(4-{[(1S,98)-9-/ £ -5-& -9-¥& £ -4-H £ -10,13-_ ] &
B -2,3,9,10,13,15-N 4 -1H,12H-% 3 [de] Uk g 3£ [3°,4 :
6,7]105] Wy H [1,2-b]mE Wk -1-4 | & -4- & A& T &) &

Bz M
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B E WA 2 2B 2 EEHNLEESY (80mg -
0.084mmoL) - fEFH 3-IF T /% — ff oo B¢ N B N-3E I8 fif oo
M & Bg (24.6mg > 0.0924mmol)E X 6-IF T M B s flr C
Bt N-FEHBEoc b ERE  BEERG 2 228 3 HEAMK
E > EEEX=0BBEBLEELEY(60.0mg > 73%) -

IH-NMR(400MHz > DMSO-d¢)d : 0.89(3H » t -
J=7.3Hz) » 1.70-1.78(2H > m) > 1.81-1.94(2H > m) >
2.12-2.23(4H > m) > 2.42(3H - s) » 2.81(1H » dd >

-

J=13.7 » 9.8Hz) » 3.01-3.15(3H » m) » 3.16-3.23(2H
m) » 3.30-3.35(1H » m) » 3.58-3.71(6H > m) » 3.71-
379(1H » m) » 4.44-4 51(1H » m) » 5.19(1H » d -
J=19 0Hz) » 5.27(1H » d » J=19.0Hz) » 5.43(1H » d -
J=17.6Hz) » 5.47(1H » d » J=17.6Hz) » 5.57-5.63(1H -
m) > 6.56(1H > s) > 7.02(2H » s) » 7.17-7.22(1H » m) »
7.22-7.30(5H » m) » 7.34(1H - s) » 7.73(1H - t -
J=5.6Hz) » 7.83(1H » d » J=10.7Hz) » 8.08(1H - t -
J=5.6Hz) » 8.15(1H » d » J=7.8Hz) » 8.30(2H - dt -
J=18.7 » 5.7Hz) » 8.49(1H » d » J=8.8Hz).

MS(APC)m/z : 990(M+H)"

[0266] 2 8% 2 : Hife -ZE Y & #8 (12)

fE 256 2 8 {ERy M30-H1-L4P $i f8 K | it 20 BR
1EBNtaeY  BHBEEREMW22FEIMEEZ A
ESEERE-ZEYESRE -

M AEE  12.16mg/mL » i EE ' 8.5mg(68%) >
mEg - F2EYTHEEE(n): 3.4

|
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[0267]
Fhfl 14 iE-EYWESE(3)
[0268]

o H O
H N N OO
LN N\,J‘ PR ey o ey O A

HoN Ny
0 H

M30-H1-L4P —

T\T"
S \&
e,

HO Q
L 34

[0269) 2 8% 1 : N 2-{[3-(2,5- — fil & £ -2,5-

& -TH-mE g -1-E) W BlLoAE)ZCAEIWNE
EIHEBAETREBE-L-FENEBEE-N-(4-{[(18,99)-
9- £ A -5-7 -9- & B -4-H K -10,13- = fl & & -

S

L

B

2,3,9,10,13,15-75 & -1H,12H- % 3 [de] 1§ I 3 [3°,4°
6,710 mi H [1,2-b]EE Uk -1-E 1k & -4-fHl R & T BH)H ¥

’ B 1
o E B 2 2B 2 EEHEBNLEY (100mg -
0.119mmoL) » {f H — B W E 2 & I (20.8pL >
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0.119mmoL )& R =2 &KW » (ER 3-(2-(2-(3-IF T % — i
T NER)CERE)L R E )N N-ITIH M oo B A
(50.7mg > 0.119mmoL )% ({ 6-IH T /& — B oo B & 2 N-I%
Mg e Al > FEERMA 2 228 3HEEMKE &
BREX=CEE ZEELEY(66.5mg» 48%) -

'H-NMR(400MHz > DMSO-d¢)d : 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 >
9.8Hz) > 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) >
538(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=11.3Hz) » 7.98-
8.03(2H > m) » 8.11(1H » d » J=7.8Hz) » 8.16(1H » t >
J=5.7Hz) > 8.23(1H > t » J=59Hz) - 8.44(1H - d >
J=9.0Hz).

MS(APCI)m/z : 1149(M+H)"

[0270) 2 BF 2 - I - HE & 82 (13)

fER2F4 2 81{F8y M30-H1-L4P #i 88 K b i ¥ B
1B beY  BHmBEERM 2 2P 4MEE 2 &
ESEENE-#ZEYVHRERSE -
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RBE— ST EDTHEEH (M) 3.4

[0271]
BHH 15 k- ESE(4)
[0272]
P
o] o} o] H O H O
e
\w.{\o H H o H 5 H . .NH el
bob -
e

o [#] o] H O H
j ‘ o N N 0
M30_H1_L4p__<)\pl\[/\\)‘u/\x \/‘O’\/U‘-E/\g \/LLH v’u‘N/\\/ +

R O
0

~ 0

/l\ Nt

F oy ™

b
o)

e

(0273) Z 8% 1 : i fG -2 ¥ 5 & #2 (14)

EH 2= 60 2 2 {FHy M30-H1-L4P i %8 & & i § 14
TR 1VEGNLeY  HEHREREMN 4 2T 1| HE
ZHE  EERENRE-#BYEGE

AR E + 1.60mg/mL> TR EE © 9.60mg(77%) >
MEEg -7 T 28U TFHEEH () 6.1

6.1

[0274]
B 16 ME-EYEEG RS
[0275]
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O Q H O H// 0
/‘LNJA\/LLN/\/D\/ 0’/\le \ITN\/U\ N JLN’\/ o]
\\bf{\o H e} Ifrr|
f e
HO Q
_ - .
0 ol 0 Lo ¢ o
M3&H1¢4P——n——fkfp\/ ueOnmg sy N I rN“fiﬁ’\V’\ro
e o) NH
) '5;(\/1% Nt
FATL
-
HO O
L _ 174
[0276] & 8% 1 : DG -ZE Y€ & #5 (15)

fERA256 22 {Fry M30-H1-L4P 188 K & it # 14
ZABE1EGNLEY  #HEBEEREPY S Z2TE 1MHEE
ZHE KERERRB-ZEVHSE -

Pigg R © 1.64mg/mL > HiBBESE * 9.84mg(79%)
MEE -2 T 22V PFrHEsH () 7.1

[0277]
B 17 mE-EYE G 06)
[0278]

o] o ] H © [ H ©
O N N, (@]
M30.HA. 4P A&A)LH/\, \/‘\O/\,J’LH/\], \)'LH \)’Lm/\/\f_
o O NH
O

-EYEeRES  ERHLEERE A MBRHEBER > EE

= =’ 91 EYIE TR

il
g
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AR E + 10.0mg/mL > il EE * 17.30mg > i
BT B THETE(n): 6.5

[0280]
B 18 ik -EYESHK(T)
[0281]
n
o} O O H O H ©
R R U T G
o] f(
R o
g,
HO ©
5 /\j & /\)OL Hj ! H C”) o
MSO-H1-L4P@O H’\“ ~"0 H/\O( SN g - u\/\NfH
P o
| N
F Nﬁ;{jﬁo
R
HQ O
L _l3s

[0282) Z 8% 1 : G -ZE Y & #& (17)

miEzBR K226 1 BEH M30-HI-L4P #i
B EREE A 1 &L EmEE BUERA 280nm S8
% > A 1.6lmLmglecm )& C-1 L PBS6.5/EDTA i
BB 10mg/mL » & AF K (100mL ~ i f8 1g)E A 250mL
BEAR B > A 10mM TCEP(R R bk T Ky AR A )
KBFE®RQ43mL s HERIE -2 F /R 3.6 EE) > HIK
oM ek g | 8 K E R (SmL) o DL pH E A & &5 5
B pH B T4 E - AR 37CREE | M - #
RN s -

MEHEYEGEY & W ERERK > =/ TR
megme 14 258 1 EEfNEEY 10mM gy — H A
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SEAKRGSImL HERIBE -0 F R 52 EE)R
HOEBE BB (2.14mL) » & 15°CKIG R A T8 130 7
o FEYEEYHIBESE S o HX > AN 100mM
NAC KAEK(0.547mL) » N =R E 20 o8 » (F5EY
YR EE IR

aifo - B RAAE o A LU B JEE (Merck I 0 A
R /% & » Pellicon XL Cassette ~ Biomax 50KDa) ~ 3% &
H(EE Cole-Parmer /4 7 MASTERFLEX ZE# 77521-
40 > FE A 7518-00)K s H (2 & Cole-Parmer n H
MASTERFLEX g & L/SI6)fERMEHAEXEE » #1T&E
BIOE ML - Bl > — BN RIER T B I IE B &b & &Rz
ABS(5t 800mL) > — B HTHEHBIEML  EZhAxEEZ
ey E Y R H A ARy + = ol A [E B o & R AL
B ABS  HEMTE2EN  EScAREENE-#Z2YHESE
BN A KR4 70mL -

FrMEREE - B E A I R EAy L EmEBEE E(ER
HOH RO G B o O ea2:0=235300(5 H ¥ E H )
ea370=0( 5 B # ZE {H ) - ep.2s0=4964( & H {H )
ep.370=18982(F M E ) > E&HF Tl 2/ HHE -

BpOBE B R 145mg/mL > B EEE  1.0g(48
100%) i B — 0 T 28 TFHEEH (n): 3.5

[0283]
B 19 mE-EYE G R 8)
[0284]
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i, . 1
\}\N’\/ v
B H F

M30-H1-LAF —

o
o]

1 Piae

[0285] # &%

N
BE . (R MUOE L 1 R E Y Ot
%% > fEF 1.61mLmg"’
BB 10mg/mL o # 4 3 K (SmL -
5
s
Il &

2=
=

VI o fe (18)
1

U
<

W fE B(E &

AN

i #e

2

K(O.135mL s HEWNIHEB—2F R 48
mERARBE R L pH B 7.4 4T
LN » (BB AL 2 B E R -
MBEHEYEGEY &6 @ B FKERK
pl 14 228 1 BEWNEEY 10mM /Y —
K(0.219mL ; HEWIHEB -7 F5F 65 EE)
FE (0.064mL) » i A 15°C/K A2 EF 90 4 $#
SHEHmESE S o H X R

033mL: HHERHE 7T /R 98F E) -
SYIH R EREIE -

20 7y $B - (HHE Y E
At - EAE R ’%ﬁﬁiﬁﬁl%%ﬁ%l

% fF D-1(f£E | ABS fF & & i1 /& )Hy 0 1k >

7R

o b

(0

2=
=

Mie-#YEcRBVER 19mL -
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E By M30-

cm ') C-1> [} PBS6.5/EDTA
50mg)E A
B A0 10mM TCEP(R A Lk T X K7 A R & 5 )K
£)° DL pH E
% > F N 37°CH

100mM NAC

50

HI1-L4P #x
S
B
I5mL

280nm Hf

ORI &
B A 58 AR
K O A
i B
KB K
M = R 8

S
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FTrtEsrE  ERHESE A 1 DHLEENFE EMER
HEOH W R B £ A ea250=235300(5 H B E )
eas70=0( 57 B #f E H ) - ep.nso=4964( F M EH )
ep.370=18982(F HE)) > ¥ E T ZFMHE -

MAeBRE * 2.17Tmg/mL > I EE © 41mg(82%) >
e -0 T ZH8YPFPHE&EEH ()5,

[0286]

A 20 PiAE -V E o R (19)

[0287]

X ~ 1 - B - . " N H e A -
M30-H1-Lap —— W i H oS Ho§ Ho e

[0288] 0 8% 1 : B -EE W HE & 88 (19)

M ER - ®B2F0 1 8FH M30-HI-L4P i
B FHMERFE I HWILEEE BER 280nm I K
%% > {FH 1.6lmLmg'cm )& C-1- L PBS6.5/EDTA ¥
B 10mg/mL - & AJF K (4mL ~ 188 40mg)E A 15mL
B AN 10mM TCEP(RR b T ¥R 7 AR A F)HK
BIK (0. 140mL s HE R EB -2 FH 5.2 E8) M pH
EANEGERNASREL pH B 7.4 i - My 37°C
BE IL/NE > BN EN 2R EERE -

Pl
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Mgy EESY 2 &g B ERBER > ADEHE
Hp 14 2B 1 ESREEY 10mM By B A of i R
KR (0.232mL S HEHERHRE - T A 8O6EE) N 15°CK
B E 90 o EEYEEYHIIESE S o X
A1 100mM NAC /KIF K (0.035mL : MHH R s — o F
BI2ZOEBEE) AREREES 20 0# @ EEZYESEYH

R FEE b -
aifb r R R - BT MEEE A A HEHY L E
%{F D-1(EMH ABS fE & R)NMIL  EE=AEHE

Mie-#YE R BVER 13mL -

FTrtEsrE  ERHESE A 1 DHLEENFE EMER
HEOH W R B £ A ea250=235300(5 H B E )
eas70=0( 57 B #f E {E ) - ep.2so=4964( B M EH )
ep.370=18982(F M E)) > ¥ E T 2 FMHE -

MAgRE + 236mg/mL > IR EE © 31lmg(77%) >
MEEgE -0 T8 TPHEEH M) S,

[0289]
B 21 -V R G R (20)
[0290]
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.»"\-r/
I8 H NH R
o)
LT T e
YW ‘fa
o)
e
HO ©
b
o) o) o H O (H o
N AN o

MADHI L4 —— Tl N

[0201] & 8% 1 : LS - Y & #8 (20)

MfesBFE K250 1 8A{EA M30-H1-L4 15 -
e B s A | dE AL EEE B(ES 280nm Ik ¢ (&
2 o A 1.6lmLmg-'cm ') C-1: L PBS6.5/EDTA & #!I
By 10mg/mL - & K JF & (1.25mL ~ i 588 12.5mg)H A
1.5SmL & > A 10mM TCEP(R E R TE KW AR
S ED)KIEFEIR0.0287mL s HE RE -0 F & 3.4 8 E)
K IM BB s — # /K & & (Nacalai Tesque > Inc. ;
0.0625mL) - MR AA K Z pH B 7.4£0.1 N & - #EH N
37°CHg B 1 /by > (EPLAE N s B 2 M B E R -

MEeREyEEY &g B ERMBER > RERT
AmEERA 14 238 1 BEHEeY” 10mM gy — H

B A K (0.0439mL s HERILE -+ 8 52 E&)
Fe  H B ng BE (0.0267mL) > A 15°CZ KB HEE 1 /A
i - FEYHEEYHRIEBEEE - HX > K0 100mM
NAC (Sigma-Aldrich Co.LLC)7/K /& & (0.0066mL) » FH i
=R B E 20 o HFEYBEEYERERE L -
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aifb r R R - BT MEEE A A HEHY L E
%{F D-1(EMH ABS fE & R)NMIL  EE=AEHE
M- BYHEocRBKR 6mL & - EHILEEAE A W
e AR R -

FTrtEsrE  ERHESE A 1 DHLEENFE EMER
BEOH W O BB A ea2s0=235300(F B E EH ) -
eas70=0( 5t B #f E H ) - ep.nso=4964( F M EH )
ep.370=18982(F M E)) > ¥ E T 2 FMHE -

A RE * 10.0mg/mL > JTHREE © 8.7mg(70%) >
MEg 0T 28 TFHE&EEH () 3.5

[0292]
B 22 mE-EYESGE QD
[0293]

v

0 Q
LR P \)LN’\(N\)LN"}/N\/LN A0
<,J> H 0 _.NH R
° Al
N L
FJQINJ;/ﬂLﬁ
i
HO ©
S
p
Q QO H @] H Q
b o R I TR T N
PN N N e N
M3o-H1-La —— N oo M g N TIIJ/H
o ‘
Ao
F N ﬁ;>j
o
R
HG O
L _Iss

[0204] 20 8% 1 : LG -82 Y E & 88 (21)

s ER K220 1 8(FH M30-H1-L4 158 -
(R &S 7% | o & et @B IE B(ER 280nm I% % 4
# > A 1.6lmLmg'cm ') C-1> L PBS6.5/EDTA i I
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1870273

By 10mg/mL - & K JF & (1.25mL ~ i 588 12.5mg)H A
1.5mL & > A0 10mM TCEP(H R b T X K r A R
N E)KIE KR (0.0439mL - HERHRE T F Rk 52 &
£)(0.0287mL ; HE R E —72F+ /R 3.4 EE)RK IM
& — ¥ /K /& 7% (Nacalai Tesque * Inc.; 0.0625mL) - fif
e A B IR Z pH B 7.4£0.1 W& > AR 37°CHEE 1 /h
- EENs S R EER -

MEBHEYHESEY &8 W LB K » 2=/ TR
megme 14 258 1 EEfNEEY 10mM gy — H A
oEE OE R (0.0726mL  MH¥ R ELE -0 F R 86 EE) -
BRo1scCzoKBsHREE 1 MK BEYEESEYH LS
& o H 2 » J~hn 100mM NAC(Sigma-Aldrich Co.LLC)/K
ARO.01ImL) > R ERFEE 20 o8 (F&EYHEY
0y K fEAF 1k -

AL - RAAK BT EMAEE A 1 RRE A LA
2 D-1(EH ABSfER&EH RNV e HEHE
ME-EZEYHEESERNER 6mL & > EHILEEE AW
BR e
FHEFE - SRS A 1 a&aLBEfFE EME R
BH WL R B O ea2s0=235300(5 B E H)
easo=0( 58 B # T H ) - ep.2s0=4964( F M H )
ep.370=18982(F HI{H)) EH M 2K MHE -

LA REE + 100mg/mL > I EE * 8.3mg(66%) >
mEg - TFTZ2EYTPTHEEEH () 5.

[0295]

it

JH
= %
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B 23 Piie-FYE o R (22)

[0296]

L

O\ ? e} H O H O
RPN NN < /‘*o/\)LN/\“/N\)LN N\)LNWO
WL H H o H g H NH
0

P

/
H O f HoO

}i cD30 Hrie—

.
o fr.__NH
S . Q
HO O

25

[0297) 20 BB 1 $iEE -85 E & B (22)

mEZER K250 3 8iEFayil CD30 Jufg » &
A8 E 7k 1 so &Ry LB fF B(fF & 280nm T % (& 8 -
A 1.75mLmg'ecm ") C-1:> L PBS6.5/EDTA i &l &
10mg/mL - & A F K (0.4mL ~ i 8 4mg)EHE A 1.5mL
B 0 NN 10mM TCEP(R R bk T % K 7 A R & 5 )K A
K (0.0065mL s HE R —2F+ & 2.5 EE) LHEM
P2 37°CHE 1 /NE - (BN 2 BmiE=EFE -

MEBHEYHESEY &8 W LB K » 2=/ TR
megme 14 228 1 ES0LEY 10mM gy — H A
EH SR (0.0116mL s HE RILE -7 F R 45 EE )X
OB E GH B (0.0098mL) 0 {F A & i # 25 (MTR-103 >
AS ONE KM AR A E ) =/ NBEFE 1 /N - H5YHE
GV HEHmESESs o HX A 100mM NAC(Sigma-
Aldrich Co.LLC)7K A (0.0017mL) » N =B E 20 4
o MEYESEY R EREL -

>
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aife - BHEUER > ETMEMEESE ]

a0 Bk Ay Ik A
%{F D-1(EMH ABS fE & R)NMIL  EE=AEHE

e -2 EcREEIR 2.5mL -

FTrtEsrE  ERHESE A 1 DHLEENFE EMER
HEOH W R B £ A ea2s0=270400(5 H H# E E ) -
eas70=0( 57 B #f E H ) - ep.nso=4964( F M EH )
ep.370=18982(F HE)) > ¥ E T ZFMHE -

A RE * 0.86mg/mL > JIHEE © 2.2mg(54%) >
MEEgE -0 T8V TPHEEHE ) 2.

[0298]
A 24 LG -ZEYHE S R (23)
[0299]
o)
o) o) o o)
iN/\\/J\N /\/O\/\O/\)J\N/\T/H /I’LN/'\WH\)LN/\"//\?O
Bk H H o H g H . _NH H47)
o] ~ ;J:[L )\N p
Fl” W[ﬁ —
"o
e
HO ©
0 o} [ﬁjxo
Q @ H H
ﬁcmoﬁ%gfgﬂﬁjijﬁ»\pwrOAVJHAEN&JH)ENwﬂﬁ/\/wi)
o .

[0300] %5 B 1 : 48 -5 735 & B8 (23)

BB BE  ES BN 3 B ENH CD30 i B
BB 70 1 5 B9 46 E R fE B(fE B 280nm 0% ¢ (4 8 -
5 1.75mng'lcm 1)];_2 C-1> L PBS6.5/EDTA :H #l A
10mg/mL = % 74 % % (0.35mL ~ i 8% 3.5mg)®E A 1.5mL
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WE A0 10mM TCEP(H X fEpk T ¥ K7 A R & 5 )oK
BARO01I3mL s HERIE— 2+ R SEE) FHRN
37CEE 1/ > AN EREERE -

MEBHEYHESEY &8 W LB K » 2=/ TR
megme 14 228 1 ES0LEY 10mM gy — H A
G E R (0.0204mL ; HERIIE—F R 9 BEE)RN
T EFEERLERGAMRAE - 0.18mL) - F H M E HE
@i (MTR-103 - AS ONE B AR A )M N =R 8 1
N - EYBEYHEIESE S o HX - /KM 100mM
NAC(Sigma-Aldrich Co.LLC)/K A& (0.0031mL) » R =
mEE 20 08 > MEYELSEYNKIERIL -

aifb r R R - BT MEEE A A HEHY L E
%{F D-1(EMH ABS fE & R)NMIL  EE=AEHE

M- RSB AER 2.5mL -

BHE: RS R IR &L EEE E(ER
BEOH W O R B 0 [ R £a.250=270400( 3 E ¥ E H )
easo=0( 5 B H E E ) - ep2s0=4964( F H E )
ep.370=18982(F HI{H)) EH T 2K MHE -

BB ERE  04lmg/mL > IEEE © 1.0mg(29%) >
mEE— oo F28#YTPHEEE M) 7.1

[0301]
B 25 P -V E G R (24)
[0302]
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(:ﬂi
0 0 o} o] 4 o
@ g '\)LH"‘VO\/‘“O/\)LN/\ H/ e Il n [ N\)'Lm/\/\fo )
N 0 .NH HER
0 —_—
o
F }‘\O
F
HO ©
Q e} o H O H O
% coasﬁﬁ%—ﬂ\if\ J\H' 0o i \g'N'“LH T N\"J\E b ',\T:
o |
il
I ey
HO ©
- _laz
[0303) 20 B 1 : Hi S -85 ) 6 & #8 (24)

mEZER K250 4 8{EaH CD33 Hifg » &
A8 E 7k 1 so &Ry LB fF B(fF & 280nm T % (& 8 -
{5 1.66mng'lcm'1))§Z C-1> L PBS6.5/EDTA = % &
10mg/mL - & A F K (0.4mL ~ i 8 4mg)EHE A 1.5mL
B 0 NN 10mM TCEP(R R bk T % K 7 A R & 5 )K A
K (0.0065mL s HE NI — 20+ B/ 258 E)RK IMEE R
&, — ¥ 7K & i (Nacalai Tesque > Inc.:; 0.0058mL) - K& z¥
KBEW®RZ pH B 7.060.1 N1& > A 37CIREE 1 /BT » {8
MEANHE - EREER -

MEBHEYHESEY &8 W LB K » 2=/ TR
megme 14 228 1 ES0LEY 10mM gy — H A
EH SR (0.0116mL s HE RILE -7 F R 45 EE )X
OB EC B HE (0.0101mL) - A &t & B 2% (MTR-103 >
AS ONERfmAMRAOEHMPR =D NBFHF 1 /Mg > H5EY
BEEYHIESE S - HX > /A 100mM NAC(Sigma-
Aldrich Co.LLC)7/K A (0.0017mL) » N Z B E 20 4
o MEYESEY R EREL -
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aife - BHEUER > ETMEMEESE ]

a0 Bk Ay Ik A
%{F D-1(EMH ABS fE & R)NMIL  EE=AEHE

M-y EABMNAR 2.5mL -

MR E - MRS T E I 8y EERE BEUER
HEOH RO R B 0 O ea230=256400(5F & ¥ E H )
easo=0( 5t B ## & H ) - ep.2se=4964( H M E )
ep.370=18982(F M E)) > EfF T ZHFMHEE -

MARKRE * 1.25mg/mL > iflGEE * 3.1mg(78%)
Mg — 0 FLEYPHEEHE () 3.

[0304)

"¢ 26 P -EYHE S B Q2S5

[0305)

EEL

O
el O e e N
peossmge—— N N O T

[0306] 20 BB 1 : $i & -Z2 ¥ E & B (25)

mELER K226 4 8{EAVH CD33 L » &
HEEG A 1 &E AL @ fE BUF &/ 280nm K 58 % 8 -
i 1.66mLmg'ecm ') C-1> L PBS6.5/EDTA 3§ &l A
10mg/mL - & K& & (0.4mL ~ JLHE 4mg)EHE A 1.5mL
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B A 10mM TCEP(H A b pk T2 K A KR & & )KIE
BO.0129mL s HERHE -7 F R/ S EE)R IM W
&, K % 7% (Nacalai Tesque > Inc.: 0.006mL) - F& 3%
KBEW®RZ pH B 7.060.1 N1& > A 37CIREE 1 /BT » {8
UAE AN B B D EE AR BB R -

MEBaEy EEY 286 B EREFR =/ TR
meEgERA 14 208 1 BEESHNLELEY 10mM /Y — H A&
R OE R (0.0233mL; FHERE—2F R 9 BEE) (#
e B 25 (MTR-103 - AS ONE B 7 A IR & 5l ¥ =
m MR LR FEYEEYHEHIIESE S - HX R
il 100mM NAC(Sigma-Aldrich Co.LLC) 7K & &
(0.0035mL) > MR EREEF 2008 - FEYHEEYIT K
& = 1k -

b RutAER > ETHERBEZNE 1 DEAY LA
#1F D-1(fEH ABS fE R & EH )WL  EBREFE
-2 ESENBKR 2.5mL -

FrMEREE - B E A I R EAy L EmEBEE E(ER
BEOH G R B o A ea250=256400(5 B i E H ) -
ea370=0( 5 B # ZE {H ) - ep.2s0=4964( & H {H )
ep.370=18982(F M E ) E&E Tl 2 /% HE -

HEBE - 1.17mg/mL > il EE * 2.9mg(73%)
MES— 2T F 28 TPTHEEHE () 7.3

[0307]
BB 27 -V R GRS (26)
[0308]
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>N
Q

<\\N”\/U‘N”v \AO/\)LN’\(N\/U J\WN U\N"/\(

/-VO BE
—_—
= T 0
\ N~
g

HO O
v
St SN BN S
O~y N N ~ o
CD70 jas | N N0 N7 N’LW N

f tnse \/J\O H H o H g H NH
\/é S, [a)

s IN
F "N \\}\
. 0
-
HO ©

- _l3s

[0309] 20 8% 1 : $i 8 -85 ¥ 1 & B2 (26)

mEZER w2350 5 liEa L CDT0 JL g » &
A8 E 7k 1 so &Ry LB fF B(fF & 280nm T % (& 8 -
{5 1.69mng'lcm'1))§Z C-1-> L PBS6.5/EDTA i &8l &
10mg/mL - & A F K (0.4mL ~ i 8 4mg)EHE A 1.5mL
B 0 NN 10mM TCEP(R R bk T % K 7 A R & 5 )K A
K (0.0065mL s HE NI — 20+ B/ 258 E)RK IMEE R
2. #f /K A & (Nacalai Tesque » Inc.; 0.0058mL) - HE 52
KBE®KZ pH B 7.0£0.1 A& - j* 37°CHEEE 1 /N T > £
RN R e ER

MEBHEYHESEY &8 W LB K » 2=/ TR
megme 14 228 1 ES0LEY 10mM gy — H A
EH SR (0.0116mL s HE RILE -7 F R 45 EE )X
O E BE R (0.010ImL) o {F A & i # 25 (MTR-103 >
AS ONERfmAMRAOEHMPR =D NBFHF 1 /Mg > H5EY
BEEYHIESE S - HX > /A 100mM NAC(Sigma-
Aldrich Co.LLC)7/K A (0.0017mL) » N Z B E 20 4
o MEYESEY R EREL -

>
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aife - BHEUER > ETMEMEESE ]

a0 Bk Ay Ik A
%{F D-1(EMH ABS fE & R)NMIL  EE=AEHE

e -2 EcREEIR 2.5mL -

FTrtEsrE  ERHESE A 1 DHLEENFE EMER
HEOH W R B £ A ea2s0=262400(5 H B E )
eas70=0( 57 B #f E H ) - ep.nso=4964( F M EH )
ep.370=18982(F HE)) > ¥ E T ZFMHE -

AR E * 1.1dmg/mL > JIREE © 2.9mg(71%) >
MEg -0 T8 TVFHE&EEHE M) 3.

[0310]
Bl 28 M -EYE G R (27)
[0311]

Q/\)LN/\./O\/‘O/\)LN/\H/N\)LN/ ii \)LN/\/\r

HHE

) /\j 0 /\)OL H\)OL %Hj o
mcm;ﬁa‘;%’go N R D S G ’_]]'H
L e
R
HO O
L _ 174
[0312) F BE 1 : i@ -#EWESEQRT)

R 2EBER  B2F6 5 EENH CDT0 fngg »
FElE A 1 &ey L @EEE B(ERA 280nm I ¢ % % -
EH 1.69mLmg'ecm ') C-1:> LIl PBS6.5/EDTA i &l &

10mg/mL » # A&F % (0.4mL ~ L 4mg)EHE A 1.5mL

228
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B A 10mM TCEP(H A b pk T2 K A KR & & )KIE
BO.0129mL s HERHE -7 F R/ S EE)R IM W
&, K % 7% (Nacalai Tesque > Inc.: 0.006mL) - F& 3%
KBEW®RZ pH B 7.060.1 N1& > A 37CIREE 1 /BT » {8
UAE AN B B D EE AR BB R -

MEBEEYy EEY 286 B EMFER > =R TR
meEgERA 14 208 1 BEESHNLELEY 10mM /Y — H A&
R OE R (0.0233mL; FHERE—2F R 9 BEE) (#
e B 25 (MTR-103 - AS ONE B 7 A IR & 5l ¥ =
m MR LR FEYEEYHEHIIESE S - HX R
il 100mM NAC(Sigma-Aldrich Co.LLC) 7K & &
(0.0035mL) > MR EREEF 2008 - FEYHEEYIT K
& = 1k -

b RutAER > ETHERBEZNE 1 DEAY LA
#1F D-1(fEH ABS fE R & EH )WL  EBREFE
-2 ESENBKR 2.5mL -

FrMEREE - B E A I R EAy L EmEBEE E(ER
BEOH G R B 0 O ea250=262400(5F B i E H ) -
ea370=0( 5 B # ZE {H ) - ep.2s0=4964( & H {H )
ep.370=18982(F M E ) E&E Tl 2 /% HE -

HEBE * 1.13mg/mL > il EE *© 2.8mg(71%)
MESB— 2T F 28 TPTHEEE () 7.4

[0313]
BB 29 -V R G R (28)
[0314]

229
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\_J\H :

a Q e} H
M30-H1-L4P
A H H © H
o]

[0315) % B 1 : N-[19-(2,5-— fl &
0% - 12 )-17- 8 4 5 -4,7,10,13-70 ] &
B 1 H BE R R H PR MR B -L-% E % OB -N-(4-
{[(1S,98)-9-7 A -5-5 -9-F& B -4-H E -10,13-_ il & £ -
2,3,9,10,13,15-75 & -1H,12H- & # [de] Uk 0§ F+ [3°.4°
6,710] W 3 [1,2-D10% U - 1- 5 | 2 }-4- (8 % % T &) ff B
¥ TG Bz

BERE 2 2B 2 EEGLEESY (90mg

iHJT

r‘

0.107mmoL) » {f H — 2 W H 2 E I (18.7uL -
0.107mmoL)7§ﬁEZ%H o A 1-IE T % Z BE oE B -3-
] & £ -7,10,13,16-P0 & -4-5 + — -19-8 N-3IF Iq §E o8 Bz

@5(55 Img > 0.107mmolL)E X 6-E T /% —_BE o ¥ 2 &
N-JRI e AR  EHBEETERY 2 258 3 HE# K
E > ERERXECEB 2EELEY(S0mg 37%) -
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'H-NMR(400MHz > DMSO-dg)d : 0.85(3H -+ t -
J=7.2Hz) » 1.64-1.74(2H » m) » 1.77-1.90(2H > m) >
2.06-2.19(4H » m) » 2.27-2.32(2H » m) » 2.33-2.37(2H >
m) > 2.38(3H » s) » 2.72-2.80(3H > m) > 2.96-3.19(6H -
m) > 3.39-3.48(10H » m) » 3.52-3.75(10H » m) - 4.39-
4.48(1H > m) » 5. 14(1H » d » J=18.8Hz) » 5.23(1H » d >
J=18.8Hz) » 5.38(1H » d » J=17.0Hz) » 5.42(1H » d -
J=17.0Hz) » 5.52-5.58(1H > m) - 6.52(1H » s) -
6.98(1H » s) » 7.13-7.24(5H » m) » 7.29(1H » s) >
7.69(1H > t» J=5.5Hz)» 7.78(1H > d » J=10.9Hz) » 7.98-
8 03(2H » m) » 8.10(1H » d » J=7.8Hz) » 8.16(1H » t
J=5.7Hz) » 8.23(1H » t » J=5.7Hz) > 8.44(1H - d -
J=8 6Hz).

MS(APCI)m/z : 1237(M+H)*

[0316] 2 B% 2 @ LA -ZE Y E & & (28)

miezBR K230 2 BFH M30-HI-L4P #i
e MR E FE I REALEBEBERME C-1 & BUEAE
280nm W St A > EA 1.6lmLmg-tem™!) - HF HE A H A E
PBS6.0/EDTA » S & 10mg/mL ZH BERE - K KB K
(1.25mL) & A 1.5mL ERWN W BEEAE F - B HF R
10mM TCEP(XR b pt T %2 Ky AR S F)KEK
(0.025mL; HEHERIE -2+ 5K 3.0F8)R IM EES
¢ KA ® (Nacalai Tesque » Inc.; 0.0625mL) o H ¥
B Z pH B 7.4£0.1 N 1R - R 37°CHEEHE 1 /NI T > 1
BE N BE ED 2 EE bR o 2 R -
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M EyEEYY 2 &6 B ERAR > ZR/ TR
<& — B E 85 fE (Sigma-Aldrich Co.LLC ; 0.102mL)#l |
g Bl EE LS 10mM Ay B OE SRR R
(0.047mL; HEPHB -7 FRASSEE) FHAERE
i g5 (MTR-103 - ASONE e {3 AR & 5 )i it =& ~ #& #
40 s 88 > BEYESEYHIBSE S - EX KM
100mM NAC(Sigma-Aldrich Co.LLC)7K & % (0.009)mL -
BRERTEMSE 2078 > FHEYESEYNRIER L -

aife c RAUEK  ETERBEELE 1 LEHLE
®{F D-1(fEFH ABS fF HE & @ R)AV4 L B/ & AREHE
M-y ESBIAR o6mL & - EHILE®RAE A
AR

BHE: RS R IR &L EEE E(ER
HOH WG B > A ea2:0=235300(5F H H E E )
ea370=0( 51 B # & B ) - ep.280=5000(F M F 35 #H )
ep.370=19000(EF M F3HE)) > BHE Tt ZFMHEE -

A BE  13.60mg/mL > A EE © 9.5mg(76%) >
Mg -7 TZ2H#MTEHIEEHE () 3.3

[0317]
BBl 30 -V R G R (29)
[0318]
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H .. _NH H H o H o H NH
TFA /\% o FERI RS
N N_2
L N,]:\“}ﬁ . \lHJ:\ ¢
o
R, S
HO © Ho o

o H © H/
M30-H1-LaP —JN/\)‘N”W’N\/JL - ’N\-/ILN”\/ R

M ¥
‘B4 H H o H o H . .NH
—_—
‘ \]:-\N o
F S 4\\ /(
o
S
HO O

[0319) 2% BR 1 @ N-(tert-T &/ £ # & )-B-W W g & T
B A H R i 5 -N-(4-{[(15,95)-9-Z4
S5-%, -9-¥% B -4-H E-10,13- @l & £ -2,3,9,10,13,15-
F-1H,12H-F 3 [de] Uk g H [3°,4° ¢ 6,710 mf 3 [1,2-b]
Wh-1- Bk TR A -4-M AR T BT M B R
ME R 2 2B 2 EHMNLEY(
1.00mmolL) - fiE A N-(tert-T & # fx 2 )-B
(tert-T S ERERE)T B  HHBEEHEN 1 2
MHE M > R LEBFAHEERKRY W ERR

S

L

5
a

E‘Kf
T‘

1

-t-
g
|
=
o=
B=

oF b

ISk

N

S
=
B o

(0320] 2 8% 2 : B-W G PR & H B & H BB & -L-%
BN B ER A -N-(4-{[(1S,99)-9-2 H -5-5, -9- 5% K -4-H £ -

10,13- {f] & % -2,3,9,10,13,15- X & -1H,12H-% 3f [de] IR
U (37,47 0 6,705 Ml A [1,2-D] M B -1-E | B & }-4- ] =
BT EO)H g B B g
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>

Rt B 1 B HERY o BEE A 2 2B
2 MHFEMKE #BEHEER=6BEEZ2EEIEG
(0.610g > 67%) o

'H-NMR(400MHz > DMSO-d¢)d : 0.87(3H > t -
J=7.4Hz) » 1.67-1.77(2H > m) » 1.79-1.92(2H > m) >
2.09-2.22(4H > m) > 2.40(3H > s) > 2.46-2.55(2H > m) >
2.82-2.73(1H > m) > 2.95-3.13(5H > m) » 3.14-3.21(2H

-

m) > 3.55-3.80(6H > m) > 4.44-4.52(1H > m) > 5.20(2H

-

-

dd » J=35.0 > 19.0Hz) » 5.42(2H > s) » 5.53-5.60(1H
m) > 6.54(1H > s) > 7.14-7.28(5H > m) » 7.31(1H > s)

-

7.67(2H 5 brs) > 7.72-7.78(1H > m) > 7.80(1H - d

-

-

J=11.0Hz) > 8.10-8.17(2H - m) - 8.29(1H - t

-

J=5.9Hz) > 8.42(1H > t » J=5.7Hz) - 8.47(1H - d

J=8.6Hz).
[0321) 5 B8 3 : N-CCR £ 0% B )-B-N b Mg & T bz g &
H M BE & = W i BE N-(4-{[(18,98)-9-4 & -5-%. -

9-F% A -4-H E -10,13- — ] & £ -2,3,9,10,13,15-7X & -
1H,12H-% 3 [de] Ok W J+ [3°,4° © 6,7]05] m J [1,2-b]mE U -
1-5 TR B -4-1 | A& T BT M BB

¥ 2-B 2 B (96.3mg > 0.693mmol) 2 = & H fE
(4.5mL) A ® > & 0 N-¥ B 3% I0 B oE B (79.7mg >
0.693mmoL) ~ 1,3- = 5 7§ A g b = 5 B (0.107mL >
0.693mmoL )i * ZE B T M # - B K EE KK 0°Chn Fl k1
A B 22BN IEEY(473mg > 0.462mmol) ~ = L B
(0.154mL > 1.11lmmoL)~” N,N-_ H E HEE }# (4.5mL) &
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o L ERE PR LN o RIEEIKRIW BE RN
[BHEHE & ~%& M @ HE=85:15/v)]& & - &
BHERIDEN  HE: _Z2EMESBTEXRF > EE
Ex=EaBERE 2 EELELEY(19Img > 40%) -

'H-NMR(400MHz > DMSO-dg)d : 0.87(3H -+ t -
J=7.4Hz) » 1.67-1.77(2H » m) » 1.79-1.92(2H > m) >
2.08-2.22(4H > m) > 2.33(2H » t > J=7.0Hz) » 2.40(3H >
s) » 2.74-2.83(1H » m) » 2.99-3.12(3H > m) > 3.14-
3.21(2H > m) > 3.24-3.30(2H > m) » 3.56-3.77(6H » m) -
3.82(2H » s) » 4.41-4.51(1H » m) » 52002H » q -
J=18.9Hz) - 5.42(2H - s) » 5.54-5.60(1H > m) -
6.54(1H » s) » 7.15-7.27(5H > m) » 7.31(1H » s) » 7.69-
7.74(1H » m) » 7.80(1H » d » J=10.9Hz) » 8.06(1H » t -
J=5.7Hz)» 8.13(1H > d» J=7.8Hz) » 8.21-8.34(3H > m) -
8 46(1H » d» J=8.6Hz).

MS(EST)m/z : 1030 » 1032(M+H)*

[0322] 20 % 4 @ DG -Z2 W) 18 & 85 (29)

mkezEFE 2356 2 #®{Fa M30-H1-L4P 748 -
fEREE A 1@ EREF C-1 X BUF R 280nm
ot % B A 1.6lmLmg-'em™’) - B #H £ W AR 5
PBS6.0/EDTA » S & 10mg/mL ZH BERE - K KB K
(1.25mL) & A 1.5mL ERWN W BEEAE F - B HF R
10mM TCEP(XR b pt T %2 Ky AR S F)KEK
(0.025mL; HEHERIE -2+ 5K 3.0F8)R IM EES
¢ KA ® (Nacalai Tesque » Inc.; 0.0625mL) o H ¥
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BIRZpHR 74201 Wik » R 37°CEE R 1 /N T > E17
Ae N B o ED B A G E R e
Mgy EEY2&a - HEMBER > Zm A

fil & - B A op §8 (Sigma-Aldrich Co.LLC ; 0.09mL)Ei |
M B 3 EENMLE® 10mM By — B A 5 R E R

ui|

(0.059mL ;s HHE NI B — T F R ITOEE) EFHAEE
i 25 (MTR-103 - AS ONE B AR L F)» =& T~ #&#
40 > B EYESEVHIBSE S o HEX > R0
100mM NAC(Sigma-Aldrich Co.LLC)7K &% (0.009mL) >
HR=ERTHEE 208 FEYELEYRIERIL -

b RutAER > ETHERBEZNE 1 DEAY LA
®fF D-I(fEH ABS fFE /& EBH RNV  ESEAREHE
Me-EYESBWNAR omL & > EHILEENE AW
Rl e

FrMEREE - B E A I R EAy L EmEBEE E(ER
BEOH G R B 0 A ea250=235300(5 B i E HEH ) -
eas70=0( 5 B # F {H ) ep.2s0=5000(F M F 35 & )
€p.370=19000(E MV E ) » BHE Tl 2 FFHHE -

MERE © 139mg/mL > i BBEE * 9.7mg(78%) -
MEeE— D T8 ITFHEEHE () 3.2

[0323]
B 31 mE-EYE G R (30)
[0324]
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M30-H1-L4P —

[0325] E HH 2% 5] 2 8L {EHY M30-HI-L4P i 8 K B
el 30 2B 3 EBHILLEaY BB EERY 4 2F
BRIMEEZ A E  BEEEENE-EZEYESR -

LB REE ] 94mg/mL > BB EE © 11.64mg(93%) >
mES— 7T FZ2&#YTFHEEE M) 5.6

[0326]
B 32 mE-EYWEGEG]D
[0327]
O C O Lﬁ/ O

=
L
0 o} H O J’ H O
M30-H1-L4P ——)J\N’\)LN‘A“”' Ny WNK-JLN’\/\,%O
H H o H a H LNH
b =S
]&L, N
F N \\::;—‘\
)
HO O
| _ |87
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[0328] B 8% 1 : G -ZE W E & #E (31)

£ 2= 6 2 2 {FHy M30-H1-L4P i %8 & & i 1 30
TR 3IEGNLeY  HERERERED 5 2T 1 HE
ZHE > EERENE-#YEGE

o B E ¢ 1.90mg/mL - fH B E E
11.40mg(91%) » i BB — 0 F 2 &EEY P HE & B (n):
6.7

[0329])

BB 33 A -EYES RG22

[0330])

0 0 H O
M30-H1-L4P ——)LN’\)LN’\,/N\)LN

6.0

[0331] % &V B = E RV E I f 31 B2 & i #1 32 2 fi f8
-EYEeRES  ERHLEERE A MBRHEBER > EE
TERE-Z2YESE -

AR E + 10.0mg/mL > i EE * 21.06mg > JT 2
BT Z8YTFHE B (n): 6.0

[0332]
Bl 34 ME-FEYE G (33)
[0333]
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[0334) 35 BE 1 : tert- | H  4-({N°-(tert- | & E
-N?-[(OH-3% -9- B H & B ) A |-L-BE g & i &) T

)
mz s

B
7~

E

By Ne-(tert- T & B R & )-N*-[(9H-35 -9-B M 5 &) 5
B ]-L-f Bz B2 (1.00g » 2.14mmol) ~ N-¥ K 37 37 B oo
(0.370g > 3.20mmolL) ~ & tert-] £ 4-fF £ T % fs @ %
(0.830g » 4.27mmoL)> N,N-— H E H FE B (10.0mL) % &
Foo ORI 1-Z4 E-3-(3- T B AR AN A )b oo K
(0.610g » 3.20mmolL) 7 N N- - 2 N B 2 B B

=

B
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(0.410ml > 2.35mmol) > W N ZEEEHE 3IH - KIERILZ
B Z BB > DL 10%%E & B KB K - 88K S W KE
K~ KM ' EOK R FEE - AR DL OK b BE 8 2 KR
BB T#HESE  RBRRELCBEBREBLIEELESED
(1.35g> EE)

'H-NMR(400MHz > DMSO-dg)d : 1.14-1.42(4H >
m) > 1.36(9H > s) > 1.37(9H > s) > 1.48-1.67(4H > m) >
2.18(2H > t » J=7.6Hz) > 2.84-2.93(2H > m) > 2.99-
3.11(2H > m) > 3.84-3.94(1H > m) > 4.18-4.30(3H > m) >
6.76(1H > t » J=5.4Hz) > 7.33(2H > t » J=7.3Hz) > 7.39-
7.45(3H > m) » 7.73(2H » dd > J=7.3 > 2.7Hz) > 7.85-
7.92(3H > m).

[0335] & B& 2 : tert- T A& 4-{[N°-(tert- T & &

B)-L-BE M B A 1B & ) T B2

R TE 1 EEOLLEaE®w(1.35g> 2.22mmol )~
N,N- = B B B B B& (8.00mL) & & o > & 0 Uk BE
(2.00mL) » R =R\ 1.5 NE - BESEERBLE &

cEEILEYNEEY - KEEYRETE - HOH
fEmERKT—KE -

[0336] 2 B 3 : N-[(9H-3 -9-A B & A )fk & |-L-&
e i B -N°-(tert- T & A Bk B )-N-(4-tert- ] 5| & -4-fi]
BT B )-L-#E W BE B B

o hat B 2SN IREEY (2.22mmol) 2 N,N-"" H

EHEE K GO.OmL)FE R F » A0 N-[(9H-3 -9-F H & &)

fx B ]-L-%R g 8% (1.13g > 3.32mmol) ~ N-¥E & 37 39 Bf of B%
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(0.310g > 2.66mmoL) + & 1-7 F -3-(3-_ H HE FHEKH &)
i (b oo iz B9 BL B8 (0.550g > 2.88mmolLl) > i j¥ = Jn & #F
18 /NIF - RIERDL LB BB > DL R Ik B | 8 KA
KR B KR FE % 0 AR E DK IR B 8RR o A
BRT#HERAEALE ESENREVUYBERLRENIAN ~
A BHE-=9: 1(vv4dgiit H  EBHFE & & B L
(0.363g > 23%) o

}

IH-NMR(400MHz > DMSO-d¢)d : 0.84(6H > t -
J=6.0Hz) > 1.12-1.64(8H > m) > 1.34(9H > s) » 1.38(9H >
s) > 1.90-2.04(1H > m) > 2.17(2H » t » J=7.3Hz) » 2.79-
2.90(2H > m) > 2.99-3.09(2H > m) > 3.83-3.91(1H > m) >
4.08-4.44(4H > m) > 6.71(1H » t » J=5.4Hz) » 7.32(2H >
t » J=7.3Hz) » 7.42(3H > t » J=7.3Hz) » 7.74(2H > t >
J=7.0Hz) > 7.85-7.91(4H > m).

MS(EST)m/z : 709(M+H)*

[0337] 20 B% 4 : N-[(9H-3 -9-E H & & ) Bk & |-L- 4
W fig A -N-G3-BEAENE)-L-BEBEEFRD

P B ob B 3 S EE Y (0.363mg » 0.512mmol)
RONH B (10.0ml) > W RN =EJm PR 4 NEF o HE T
HMhEREsE  EEEELaY AR RETE T
MibmfERR T —KE -

[0338] 20 B% 5 @ N-[(9H-# -9-E H & & ) Bk & |-L- 4
B BiE B -NC-(tert-T & & ik B )-N-(3-% BN & )-L-B I %
f

o
5

1
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P hal B A SR ED(0.512mmol) 2 1,4- 15
fe (5.00mL) & % J® & - & 0 & F0 bR BE S 8 OK A R
(20.0ml) & — % E — -tert- T A F (0.178ml -
0.769mmol) » MNEREFHE 3 /NIF - RIEKRU LB LB
Bl 10%nEER KERREMNEE KL REE - AHE
DA /K i B g f2 02 - R T FR B 4 » BB B it & [E .
< BEAEEY(0.295g > 88%) -

'H-NMR(400MHz > DMSO-ds)8 : 0.84(6H - t >
J=6.7Hz) > 1.13-1.39(4H > m) > 1.35(9H > s) » 1.48-
1.62(4H > m) > 1.91-2.04(1H > m) » 2.20(2H > t >
J=7.3Hz) > 2.80-2.89(2H > m) > 2.99-3.11(2H > m) >
3.87(1H » dd > J=8.5 » 6.7Hz) > 4.06-4.35(4H > m)
6.71(1H > t > J=6.0Hz) > 7.32(2H > t » J=7.6Hz) > 7.39-
7.46(3H > m) > 7.74(2H > t > J=7.6Hz) > 7.83-7.94(4H >
m).

MS(ESI)m/z : 653(M+H)"*

[0339] 2 B 6 : N-[(9H-3 -9-A B & A )#k & |-L-&&
it Pﬁﬁ%-N6-(tert-T%%iﬁ%)-N-M-{[(lSﬂS)-%Z;_EE-S-
B -9-FR B -4-F F -10,13- " il & £ -2.3,9,10,13,15-5 & -
A2H-Z8 H [de] Uk W H [37,4° ¢ 6, 71050 mi 3 [1,2-b]He U -
V-8 The A ) -4- & B T & )-L-H W B2 B %

wAE & %) (4) 2 W b B% B8 (0.240g ~ 0.452mmol) - f&#
MBS E SESIEEY(0.295g > 0.452mmoLl) % (U 4-
(tert-T A ABRKEBEBRE )T > EHEFHEM 1 258 1
HE R E > B8 E2328acBEE2EELESY
(0.208g > 43%) o
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MS(ESI)m/z : 1071(M+H)"*

[0340] 2% B 7 @ L-%E Bz Fe & -N°-(tert- T & B ¥k & )-
N-(4-{[(18,98)-9-7 E:-5-% -9-5 A -4-H F -10,13-— {f]
& H -2,3,9,10,13,15- N 4 -1H,12H- % 3f [de] Uk I 3
[37,4° ¢ 6, 7] My [1,2-b] e Wk -1-2 | B & }-4-fl | & T
B)-L-fE e B BR R

b E B 6 EHIE & Y (0.208g 0 0.194mmol) >
(el Rt B 2 HE N IE > BRaEELaYHERES
V) o ROR B YR ay e bim AR Y — K IE -

[0341) 5 BE 8 @ N-[6-(2,5-_ | &/ £ -2.5-_ & -1H-1it
% -1-F)C B & ]-L-48 B B & -N°-(tert- T & B # & )-N-
(4-{[(1S,98)-9-2 £ -5-&F -9- 8 & -4-H E -10,13- — il &
B -2,3,9,10,13,15-N 4 -1H,12H-% 3 [de] Uk g 3£ [3°,4 :
6,710 miy H [1,2-b]r Wk -1- 4 [he 5 j-4- & & T & )-L-ik
e W B W

B E EE7 SRR S Y (0.194mmol) o F5 iy B
M 2 2PBR 3IMHEAEERE  RBREEX=ECREE ZE
b &% (0.133g° 56%) -

-

'H-NMR(400MHz » DMSO-d¢)d : 0.77(6H > t -
J=5.7Hz) » 0.87(3H -+ t » J=7.3Hz) » 1.14-1.71(10H

-

m)> 1.35(9H > s) > 1.77-1.95(3H > m) » 2.02-2.23(7H

-

m) > 2.40(3H > s) > 2.84(3H > q > J=6.4Hz) » 3.05(2H >
d> J=6.7Hz) » 3.17(2H > s) » 3.26-3.39(3H > m) > 4.01-
4.16(2H > m) > 5.15(1H > d» J=18.7Hz) » 5.24(1H > d >
J=18.7Hz) » 5.36-5.48(2H > m) » 5.51-5.60(1H > m)
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6.52(1H > s) » 6.72(1H > t » J=6.0Hz) » 6.99(2H » s) >
7.31(1H » s) » 7.71-7.85(5H > m) > 8.41(1H » d >
J=9.1Hz).

MS(EST)m/z : 1041 (M+H)*

[0342) 5 BE 9 @ N-[6-(2,5-_ fHl & £ -2.,5-_ & -1H-1it
g -1-F)C M A 1-L-88 B B & -N-(4-{[(1S,98)-9-2 % -
SO-¥R EL o4-H FL-10,13- f] & £ -2,3,9,10,13,15-5 & -
1H,12H-% 3 [de] Ok W J+ [3°,4° © 6,7]05] m J [1,2-b]mE U -
B A ) -4-01 | A T A )-L-gE e % BE A & LB

PRt B 8 EAEAEEY(0.110mg > 0.106mmol)
B HBEEACm)E R T 0 A =& L B (4.00ml)
WhHh=aERTEE S/ - RE TEEREE  EFREXR=
BEEZEELEEY (70.0mg > 64%) -

'"H-NMR(400MHz > DMSO-ds)é : 0.76-0.81(6H -
m) > 0.87(3H > t» J=7.3Hz) > 1.12-1.31(4H > m) » 1.39-
1.56(8H > m) > 1.57-1.74(3H > m) > 1.79-1.96(3H > m) >
2.06-2.18(7H > m) » 2.40(3H » s) » 2.70-2.80(2H > m) >
3.01-3.10(2H > m) » 3.13-3.22(2H > m) » 4.04(1H > t >
J=7.6Hz) > 4.10-4.20(1H > m) - 5.15(1H - d -
J=18.7Hz) » 5.24(1H > d » J=18.7Hz) » 5.36-5.47(2H >
m) > 5.52-5.60(IH > m) > 6.53(1H » s) » 7.00(2H » s) »
7.32(1H

-

s) > 7.61(3H » brs) » 7.75-7.88(4H > m) >
8.43(1H > d> J=8.5Hz).

MS(EST)m/z : 941 (M+H)"

[0343] 25 B% 10 : i fe -2 9 8 & 88 (33)
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EH 2= 6 2 2 {ER M30-H1-L4P §i 48 K F 3 25 B
O BRENLteY  HBEHEERS 29 ZFF 2 HEZH
> BERENR-ZEVWESRE -

MR E - 12.0mg/mL > i 8 E
Mg -0 T ZEYIPHEEH():

[0344]

= ¢ 8.4mg(67%) >
3.

B A 35 PiAe -V HE o R (34)

[0345])
u -~
H JOI\ H O 9] O?} O H Q /( H o]
Ny w%ﬂv*w\fvo I A G L e et
o) +NH Q 0 /\I"‘NH
™ S Q) | > ;[- %
(A AN L/ﬂ TN
F NG F N
- 0 ol
o ~. (
QHO OHO
0
|\p1'3,cu-|1L4PJ§q (I\}‘“\
0 v
lf}%ﬁ%‘Z H\ 0 H o] /( H Q
— = N |
N H/\_H,N\ )J\H /N\)J\ﬁ/\/\ “IQO
0 o] o] £ NH
- E N &
KI N~z
Ry o
S - oe
HO O

[0346] & EE

iy

—
=,

1

B

N-3-ti B2 W BE E)H B Bg & B B
-L-ZR AN OBE B A -N-(4-{[(1S5,98)-9-2 A -5-% -9-F & -
4-HFH E -10,13- {1 & # -2.,3,9,10,13,15- & -1H

fBJIt

7N @ JA2H-T8
H [de] Ok mg FF [3°,4° ¢ 6,70 ml F [1,2-b] & Ok -1- & | &

B -4-f s & T E)H B BE e i
o E A 2 2B 2 EHEHLEY (84 0mg o
0.100mmol) - /] 3-@ Wi AWM N-JRHMuKEREE

R6-IETH ool N-JEHBEBwKAER > &MHA
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FEHA 2 2B 3HEAMKE  BEEX=ECEE ZE
HALEY(61.2mg > 66%) °

'H-NMR(DMSO-D4)s : 0.87(3H > t » J=7.4Hz) -
1.77-1.66(2H > m) » 1.79-1.92(2H > m) » 2.07-2.24(4H

-

m) > 2.31-2.47(3H > m) » 2.40(3H > s) > 2.59-2.69(2H

-

-

m) - 2.78(1H » dd » J=13.7 » 9.8Hz) » 2.98-3.13(3H
m) » 3.14-3.23(2H » m) » 3.54-3.79(6H - m) » 4.40-
4.50(1H> m) » 5.20(2H > dd » J=36.8 » 19.2Hz) » 5.36-
S47(2H » m) » 5.52-5.63(1H » m) » 6.54(1H » s) » 7.14-
728(5H » m) » 7.31(1H » s) » 7.68-7.74(1H » m) -
7 80(1H » d» J=10.9Hz) » 8.03-8 09(1H » m) » 8 13(1H -
d » J=7.8Hz) > 8.19-8.29(2H » m) » 8.46(1H -» d >
J=8.6Hz).

MS(EST)m/z : 927(M+H)*

[0347) 20 8% 2 DL e -85 18 & #5 (34)

ifie £ SMCC 141t %&2F 6 2 F{EHy M30-
H1-L4P fife @ E A L@ HE(F C-2 K B(E A 280nm U J¢
% % - £ A 1.6lmLmg-'em™) - & # & W L B
PBS6.5/EDTA » s & & 20mg/mL ZHi R R E - K A E R
(0.25mL)YE A 1.5mL & E F > P HF =R TR E 3K H
fis oo Mr B -4-(N-JH T M “BRoo e A H A )BC i -1-H B
fig5 (SMCC » Thermo Fisher Scientific Inc.)27.6mM Hy
DMSO 3% i (0.0063mL : f8 B 7 i 8 — 5 T 18 # i &
255 EE) ZER NERIE 2 PN - IEKIERET LR

Mg fE D-2 0y 4ifk > BT &% SMCC T &ALl ke
& Smg Y B K 0.7mL o
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Mgy EEY2&a - HEMBER > Zm A
il DMSO(0.045mL)t & EA Z B 1 EEH{EEY 10mM
#y DMSO F®R(0.015SmL: HHHE NI E — 27 THERY
24 EE) EHAEHEEZSI(MTR-103- AS ONE ikip A
[RAE ) Zim FREAHF 16 N > BEYESYH RS
L

@i RAlE®  ETHERLEEE D-1(EH ABS
Eh&BR)VAELE  ESecARENRE-EZEVESEDN
AR 3SmL &> EAHLEEFE A WMEHEER -

FriherE - ERHLERMEE(EREZ TR EHE - £
Fl &a.250=235300(5F B E H ) eas70=0(5t E # E H) -
€p.250=5000(F M V3 EH ) €p.370=19000(F H -5 E)) >
B T@ R ME -

A RE * 3.85mg/mL > IR EE © 0.8mg(l6%) >
mEg 0T 28V TPFHE&EEHE M) 2.9

[0348]
Bl 36 MEE-EYE G RE(3S)
[0349]
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M30-H1-L4P —

[0350) 2 B% 1 : HifS -ZE Y & #8 (35)

Hi#e < SMCC 14 K220 2 8{FH M30-
H1-L4P Hi 8 - E H L@ ¥ (F C-2 & B(fF & 280nm I 5
% & - £ H 1.61mng'lcm'1) B R IR
PBS6.5/EDTA » S & 20mg/mL ZH IR E - K KB K
(0.25mL)&E A 1.5mL HEF » RHF =R T A MNEIEH
Foo BF B -4-(N-IH T M — oM EHE)BCK-1-F &
fs (SMCC » Thermo Fisher Scientific Inc.)27.6mM ff
DMSO A& (0.0125mL s fHHE R HE -7 FHENL 5.1
EE) WA ERMFRME2/NE - K ERETHERIL
2E D2 diit > BEEE SMCCITEYRI L BL Sme
9 7 % 0.7mL o

MEBeEy EEY &6 HEMRLBER > =&/ TR
il & DMSO(0.03mL)E & it ] 35 2 F B 1 EB L&Y
10mM By DMSO /i (0.03mL : ¥ R H ke —7 FHER
48 EFE) EHAEEESZ(MTR-103 - AS ONE K
AMRAOEHmMPZE/R NBFE 16 NI - (F2Y) #H Y H 5
B & E o
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@i RAlE®  ETHERLEEE D-1(EH ABS
Eh&BR)VAELE  ESecARENRE-EZEVESEDN
AR 3SmL &> EAHLEEFE A WMEHEER -

FriherE - ERHLERMEE(EREZ TR EHE - £
I €a.280=235300(5F B E H ) eas70=0(5t E # E H) -
€p.250=5000(F M V3 EH ) €p.370=19000(F H -5 E)) >
Ee Tt 2R/ MEE -

HBEEE  2.43mg/mL > i EEE =  0.5mg(10%) -
MEEgE -0 T8V TPHEEHE () 4.2

v

[0351]
BH A 37 e -2 HE SR 306)

[0352]

oy

M30-H1-Lap — |~ A A
o 0 Ho5

HoEED

3.2
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(035326 8% 1 N-{8-[(2,5- "I &/ A ML IZIE -1-5 )=
EIS-lsEFHBREIOTHFBETHEBE -L-EE N K
H-N-(4-{[(1S,95)-9-7 £ -5-% -9- ¥ £ -4-H % -10,13-

il

1

fﬁutrant

o=
)

| & £ -2,3,9,10,13,15-N & -1H,12H- & 3 [de] IR '
[37,47 ¢ 6,7]05] my 5 [1,2-b]m Wk -1-F [z & j-4-f & & T
EOH B B R B

wWE R 2 2R 2 EEHLEEY(840mg
0.100mmolL) - f F 3F = Bz — (N-3t 3 i oo fx & )& L 6-J
T MO N- R AR > B BEE K 2
ZHB 3IMHEEMMKE  EEEXR=CBEE ZEELEY
(77.1mg > 71%) »

'TH-NMR(DMSO-D4)d ¢ 0.87(3H > t » J=7.2Hz) -
1.21-1.38(4H > m) > 1.43-1.50(2H > m) » 1.55-1.63(2H -
m) > 1.68-1.76(2H > m) » 1.80-1.91(2H » m) » 2.07-
2.22(6H> m) > 2.40(3H > s)» 2.60-2.67(2H > m) » 2.76-
2.84(5H> m) > 2.97-3.22(5H > m) > 3.56-3.76(6H > m) ~
4.40-4.50(IH > m) » 5.20(2H > q » J=18.8Hz) » 5.37-
5.48(2H > m) » 5.53-5.62(1H > m) » 6.54(1H » s) » 7.15-
7.28(5H°> m) » 7.31(1H > s) » 7.71(1H » t » J=5.5Hz) >
7.80(1H » d » J=10.9Hz) » 8.04(1H » t » J=5.9Hz) >
8 09(1H » t » J=5.9Hz) » 8.14(1H » d » J=7.8Hz) >
826(1H > t>» J=5.9Hz) > » 8.47(1IH> d- J=8.6Hz).

MS(EST)m/z : 1092(M+H)"

[0354) 25 B% 2 @ PifG -2 ¥ 16 & %8 (36)

250
PD1248495/ic

113112333 FEHESE A0202 1133195684-0



1870273

MEREYESEY & - H25 0 22 (F8y M30-
HI1-L4P fife » E AL EHEE C-2 & B(fE R 280nm Wk 5t
" & - A l.é6lmLlmglem™) » i # B W R K
PBS6.5/EDTA > S & 20mg/mL Z iR E - #& KB R
(0.25mLY)E A 1.5mL s B » =Zif PREFHRNE LK
T 1 EFSNEAY 10mMAY DMSO A& 0.025mL (fH ¥
RHE—-—Z7THERY 37 §E) EHRAEEE S

(MTR-103 > AS ONE X5 A E & 7 ) > NP 16 /N
o EEyESEYHIIBE S -
aiqb r BMiAE  EATEMRILEERFE D-1(EH ABS

Eh&BR)VAELE  ESecARENRE-EZEVESEDN
AR 3ISmL &> EHLEEFEA MEHEER -

FriherE - ERHLERMEE(EREZ TR EHE - £
I €a.250=235300(5F B E H ) eas70=0(5t E # E H ) -
€p.250=5000(F M V3 EH ) €p.370=19000(F H -5 E)) >
B T@ R ME -

A RBRE * 625mg/mL > JIREE © 1.3mg((26%) >
MEg -0 T8V TFHEEHE () 3.2

jul

[0355]
Bl 38 ME-EYE G R 3T)
[0356]
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/ =
o o Ho O
%N O\”/ \/‘\/\)'N/\-rrN\_.-JLN» N\)LN/\/ \1/
L0 H 0 H 5 — NH
0
R Q
FEmooNe g
o
OHo .
=,
i
C‘) H © /' H O
MS&HW¢4P————1(“\/\/”\/LN/\WN\/MN \WN%/LMP\/\fﬁ
o] H o H &5 H NH
HERL i
T e e Q
10 T
A S
o
T
QH
L O_ 41

(0357 8% 1 : e -ZE Y& & #8 (37)

MBBEYBEEY 2 &6 K250 2% Er M30-
H1-L4P Hi 8 - E A L@ ¥ (F C-2 & B(fF & 280nm I 5
% % > M 1.6lmLmg'em™') » K # & H X 5
PBS6.5/EDTA » S & & 20mg/mL ZH IR E - K KB K
(0.5mL)E A 1.5mL HE® > ZH PR HPARNE
DMSO(0.025mL)8 & Jim %] 37 X8 1 BEWNELEY
10mM By DMSO JFig (0.025mL s H¥E Rk —70 FHE
NhEY 74 EF8) EHAEEES(MTR-103 - AS ONE
B AMRATE) =8 NEE 16 NI - (EEYHEEYH
mEsss -

b K RiAER - ETEMRLAEBREE D-1(E A
ABS fE /& B RNV BEHaARENR-2YHES
REHY AR 3.5mL 12 - EAHLEBEAE A MBHEBR -

FrtEsrE  ERHLEEBEAFEEFREZRERCHE > #
Hl ea280=235300(5t EHEEE) eas0=0(;tEHEH).
€p.280=5000(F M 9 {H ) ep.370=19000(F A 5 H)) >
EE T FHE -

\
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A EE  436mg/mL I EEE  09mg(18%) >
MEE - TZLEDVFHESE () : 4.1

[0358]
BBl 39 M-V R G R (38)
[0359]

O Q H 0 H 0
N—O\n/\/\/\)LN/\n/N\)LN N\)'LN/\/YO
o © H o H & H WNH

Q O
" - N
*ﬂ. CD30 mgg__(\/\/\)LN/\rr \)’LN
o H O H &

S

[0360) 20 B 1 @ P AE -2 ) & 78 (38)

MEBHEYyEEY 2 &8 &2F 60 3 ZIFAH
CD30 $id8 » fEH L @E#HEME C-2 & B(fE A 280nm I 5¢ (%
g o M L75mng*cm”) S = S B AV
PBS6.5/EDTA » & & 10mg/mL ZH IR E - K KB K
(0.4mL ~ I8 4mg)E A 1. 5SmLHE & > Z)R TR HFRK
& DMSO(0.017mLYH EJE ¢l 37 2B 1 EEWNILE
P9 10mM By DMSO E /R (0.023mL : M ¥ K i & — 7 T M
ENIEE) HEMAEEFEH(MTR-103 > AS ONE i
MAMRSE) ZR TRHEANG  FEYESY H IR
e e
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Wit - ® EER  OETHER
ABS fERh&BR)NAL  HEBEecARERR-EYES
Az BV B/ 2.5mL -

FriherE - ERHLERMEE(EREZ TR EHE - £
I €a.250=270400(5F BE € H ) eas370=0(5t E # E H )
€p,280=2670(H M {H ). ep.370=15820(F M {E))  E/F T i
Z T MHE -

A RBRE * 0.55mg/mL > JIREE © 1.4mg(34%) >
Mg -0 T8 TPFHEEHE M) 2.7

[0361]
BBl 40 S -FEYE GRS (39)
[0362]

8] Q H 0 H C
&I\'OWK\M)LN/\"’N\)LN N\)LN/\/\fO
o o H 9 H O H H

O
i QHO
o 4 0 H oo
1 CD33 B __(\/\/\)LN/\rN\)LN N\)LNWO
fe} H g H o H .

3L

4.0

[0363) Z 8% 1 : pife -ZE ¥ E & 88 (39)

MEHEYESY 2&4G #2560 4 HEBR
CD33 fiife > EALEBREMA C-2 & B(fE R 280nm I ¢ {4
# > £ A 1.66mLmg-'em™) - & # #& H U 5K
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PBS6.5/EDTA > S # & 10mg/mL Z iR E - #& KB R
(0.4mL ~ Hife 4mg)E A I.5SmLEAE® > =g TR HE PR
& DMSO(0.017mL)ER & i §l 37 2B | B Ayt &
7 10mM iy DMSO & /& (0.023mL : M & R f&E — 77 T
ENIEE) EHAEEHEHE(MTR-103 - AS ONE i i
ARSCE)RZR TRAEANE > FRYBSYHIARE
L

b o Bl ER > OE T
ABS fE /& B R)AT &L > 18
Az BV B/ 2.5mL -

FriherE - ERHLERMEE(EREZ TR EHE - £
I €a.280=256400(5F BE € H ) eas70=0(5t E # E H)
€p,280=2670(F M ) ep.370=15820(F M EH)) » EF T 4
Z T MHE -

A RBRE * 093mg/mL > JIHREE © 2.3mg(58%) >
MEgE -0 T8V TFHEEHE () 4.0

48
ST

[0364]
BB 41 fUAG -2V E o B2 (40)
[0365]
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@] O H 0] H @]
N'OT(\/\/\)L NN Ny N A NWO
© T L N [
@)

|||||

11 CD70 i —

_4.1
[0366) 5 B 1 : i B8 -BE W) 2 & #8 (40)

MEHEYESY 2&4G - #2560 5 HEBR
CD70 fifig > E AL EHE C-2 & B(fF & 280nm I J¢ (%
g > A 1.69mLmglem™’) - i #H & H U B
PBS6.5/EDTA > S # & 10mg/mL Z iR E - #& KB R
(0.4mL ~ Hife 4mg)E A I.5SmLEAE® > =g TR HE PR
i DMSO(0.017mL)E2 & F i §l 37 2 H B | B eyt &
7 10mM iy DMSO & /& (0.023mL : M & R f&E — 77 T
ENIEE) EHAEEHEHE(MTR-103 - AS ONE i i
ARASFEMRER TR 4/NET > ERYBESY H R
Ea e

(b R bR R 1T
ABS fE /& B R)AT &L > 18
Az BV B/ 2.5mL -

4El
T

256
PD1248495/ic

113112333 FEHESE A0202 1133195684-0



1870273

FriEebE - EAHLEERFEEREZHETEHEE » &
I €a.280=262400(5F B E H ) eas70=0(5t E # E H )
€p.280=2670(H M {H )  ep.570=15820(F M {E )) - EF T i
Z T MHE -

A RE * 1.0dmg/mL > IR E E © 2.6mg(65%) >
MEg -2 T 28U TFHEaH(n): 4.1

[0367]
= hEf 42 2-(2-FFE 2 & A )-N-[(1S,98)-9-2 B -5-%.-9-
BOEL -4- H OE -10,13- = ] & -2,3,9,10,13,15- X &
1H,12H-3 3f [de] UK 0§ 3 [3°,4> © 6,710 0 3 [1,2-b] i 0k -
1-2 12 Ba i

[0368]

N, ! >rowrN\/‘O’\rf

C__N OH
0 >r g \/“O/\rr
(0] O

\ SRR
MsOH S
HO O

[0369) 2 BE 1 ¢ tert-] £ [2-(2-{[(1S,9S8)-9-2 % -5-
SEROEL A-H B -10,13- i1 & £ -2,3,9,10,13,15-75 & -
TH,12H-Z8 5 [de] Ok B  [37,4° © 6,7]05[ mi 3+ [1,2-b]H W -
EIREI2-MEE L8 EB)2EIHEH KB
w e & ¥ (4) 2 B ke B2
{2-[(tert-T R AR E ) E]L H A} 2 B (J. Med.Chem. >
1992 4 > 35% > 2928IF)(1.55g > 6.01lmmol)%E {£ 4-(tert-
TEREREREE) TR  #HmEFHEM 1228 180 i
RIE EBEREXECEBZEEHLEY(2.56g 73%) -

B (3.10g - 5.47moL) > f# H
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'H-NMR(400MHz > DMSO-ds)d : 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)"

[0370) 5 B 2 @ 2-(2-BF & & | & )-N-[(15,98)-9-2
Bo-5-4 -9-¥ B -4-H B -10,13-— ] & £ -2,3,9,10,13,15-
AN & -TH12H-5 3 [de] Uk 0§ 3 [3°,4° 6,710 M 3 [1,2-b]
MOk - 1- B 1 2 B B

Bt o B 1 EBEANAEEY(1.50g 2.36mol) > &
BHEmY 1| 2B 2HAFEMKE  BREEXZCEHE Z
BELEEYM I ="SME®W(1.50g E&E)- & Bk -5
MESRBGHNHEE/NE ZE > ib&aw N EBEF o

'H-NMR(400MHz > DMSO-de)d : 0.87(3H > t >
J=7.5Hz) > 1.81-1.92(2H > m) » 2.15-2.23(2H > m) >

-

2.41(3H > s) » 3.05(2H » t » J=5.1Hz) » 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).
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MS(APCI)m/z : 537(M+H)*

[0371])
BHp 43 iR -EYWE SR M)

[0372]
o o
HA 0 o N L N L on Lo ao .
NK TFA I3 Hd o oH G 0 N o MK N0
/—\/ ;( o H o H o .._.NH
A 8 w
T TN - 4 I
B N / e = N
sy e F] /‘[NLN‘/{%
- — 0
HG © o
HO O
H O H
o)
HzN U\H \rN\) N7 N, \O,-\?O &N e n/ON h
c  H 0 ~._ NH ) S
o ~—
—rzl- (/:‘\ j:/ i 11 Ni_O © ©
TFA FoonoN? 7__)‘50 &
e
HO ©
e H © H O H
g /\..\rw\) N lkN..\fN\/ 0”0
v 0 Mo - H o NH _
0 \W [ o e
= /’\ | N —_—
Fross o \—%_
SRS
R, —
HO O
H © H ©
Mg N Nl N g 0
M30-H1-L4P ——— ! 3 N N o
o e j
= T
B TN \_u
e
FC ©
L —13s5
. = 2 2
[0373] 20 B% 1 @ N-(tert-] & B fx B ) g & O k&
=
e £L -L-28 B 9 B B B -N-[2-(2-{[(1S,98)-9-2 £ -5-% -9-

LR -4- B K -10,13- = fI] & & -2,3,9,10,13,15- X &

1H,12H-% 3t [de| DR 1§ 3 [3°.4° : 6,7]10] M [1,2-b] 0 0 -
A E-2-ISE LR E)LEH B K

fEE P 42 2 £ &Y (554mg > 0.85mmol) » B F Jir

Bl 2 2B 1 FE MR E o fE S AL & W (TT5mg

95%) -
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'H-NMR(400MHz > DMSO-d¢)d : 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(1H > dd > J=13.4 >
9.8Hz) » 2.95(1H > dd » J=13.4 > 4.3Hz) - 3.09-
3.23(1H > m) > 3.23-3.32(2H > m) > 3.40-3.62(8H > m) >
3.73(1H » dd » J=16.5 » 5.5Hz) » 4.03(2H > s) > 4.39-
4.47(1H > m) > 5.17(1H > d > J=18.9Hz) » 5.25(1H > d >
J=18.9Hz) » 5.41(1H > d » J=16.8Hz) » 5.45(1H » d >
J=16.8Hz) -+ 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)*
[0374) S 8% 2 HHBEOTHBE-L-FENKERE
A - -

=,

-N-[2-(2-{[(15,98)-9-2 H -5-% -9-FL & -4-H £ -10,13-

& % -2,3,9,10,13,15-75 & -1H,12H- %€ 3 [de] Ik I 3%

[3°.4> ¢ 6,71m] W1 Ff [1,2-b] 0 W -1- 5 1B & }-2-fl /& Z
H)OEAIHEBREE —# KR8

ff Fat P B 1 EEH{La?(630mg > 0.659mmol) >
HERY 2 2B 2 HEMKE EBEBEEELEEY
(588mg > 92%) -

'TH-NMR(400MHz > DMSO-ds)d : 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) -
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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
J=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 -
J=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(APCD)m/z : 855(M+H)"

[0375) 2% B% 3 ¢ N-[6-(2,5- Al & B -2,5- " & -1H-0t
g -1-A)CEmAEIHHEE T BEE-L- XX N EREAE-N-
[2-(2-{[(18,98)-9-2 B -5-7 -9-# B -4-H B -10,13-_ ff]
& A -2,3,9,10,13,15- /5 & -1H,12H- % 3 [de] Ik 1§ I
[37,47 ¢+ 6,7]m] my F [1,2-b] & Wk -1-4 | g & }-2-] & & &
fE )L EIH MR K

fE Rt 5 B 2 B E{bE& P (240mg » 0.247mmol) >
FEHEEmY 2 2 F 3IMHAEMKE > BEEELEY
(162mg » 62%) o

'H-NMR(400MHz - DMSO-ds)8 : 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 >
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) -
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3.47-3.68(7H > m) » 3.72(1H > dd » J=16.6 » 5.7Hz) >
4.03(2H > s) > 4.42(1H > td » J=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(1IH > 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)"*

[0376) 2 8% 4 : ifE-BEY & & 88 (41)

2% 6 2 Bl{ERy M30-H1-L4P #i 8 K I i 35 B

Eeicaey  HhBEEHEG 29 228 2 HEZH

A EGEENB-EVESER -

MERBRE  12.0mg/mL > ;i BB E &E * 8.4mg(67%) -
s — 0T 2EYIFHEEHE () 3.5

[0377]
BB 44 PUEG-EEYIE o B (42)
(03781

H
Nom g s

@/\/\/\g N\/JJ\N/\W \/U\u/\(

h O

B DL N °
ME0H oL dP L N e TN T e T N e g
\A\O 0 Hao  H o _NH
{ X et C

]ii;jiN

F NF \}—\o

'\“"H

HO ©

| |7
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[0379) Z 8% 1 : DiAG -ZE W) 1E & 8 (42)

£ 2= 6 2 2 {FHy M30-H1-L4P i %8 & & i B 43
TR 3IEGNLeY  HERERERED 5 2T 1 HE
ZHE > EERENE-#YEGE

AR E + 0.83mg/mL > IR EE © 4.98mg(40%) >
MEg -0 T8V TVPHEEHE M) 7.2

[0380]
F A 45 PiAE-ZEYHE S R (43)
[0381]
o
')\N/‘\/\/\WN )'LN/\‘/“\/JLN \[]/N\/"‘O’\/
Ry H o }
@ O I =
. \%E\t{/\Nh—’o _ -
FS e
~b
W
? TN 1 T P
I\.’W3O—H1—L4P7%:1\I/ T T N H/?.T /“Hﬁ(r_)r ey E’H
. Q. .
\_\7_”\) : ;( S
L !
g
HO ©
L |83
[0382) B 1 : e -EE ¥ & 88 (43)

fEH 256 2 8 fEFRy M30-HI-L4P #ii 88 & & Jit 1 43
B IESWNILEY EHBEEKA 4 208 1 MHIE
ZHE  EBEEREEENE-#Z#YHEREE -

LB RE 1 06mg/mL> EEE : 6.36mg(51%) >
g — 728 TPrHEEEHE M) 6.3

[0383]
BB 46 fUAG-EE Y E o e (44)
[0384]
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M30-H1-L4P ——

6.6

[0385] i &V % = E RV E It B 44 B2 F i f1 45 Z i 8
-EYEeRES  ERHLEERE A MBRHEBER > EE
TERE-Z2YESE -

AR E * 10.0mg/mL > IR EE © 10.21mg > LA
BT Z8YTFHE B (n): 6.6

[0386]
BB 47 PiRe -V HE o R (45)

[0387]

L
Vane aa s o s ase-BINN
(- Fi '.\%ﬁrq{‘ﬁi e
W%
VI BRSNS S S B

0

0 0 NH
s N

[0388) 0 BE 1 : I f& -2 1 & 48 (45)

e < 8

P2 FE A1 B ER M30-HI-L4 514 >

RHEEFE | &S LEEE B(fERA 280nm 0K % %
2 o A 1.6lmLmg-'cm ') C-1: L PBS6.5/EDTA & #!I
B 10mg/mL - # A % & (1.25mL ~ i B8 12.5mg)E A
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1.5SmL & > A 10mM TCEP(R E R TE KW AR
S ED)KIEFEIR0.0287mL s HE RE -0 F & 3.4 8 E)
K IM BB s — # /K & & (Nacalai Tesque > Inc. ;
0.0625mL) - MR AA K Z pH B 7.4£0.1 N & - #EH N
37°CHg B 1 /by > (EPLAE N s B 2 M B E R -

MY EGEY &6 B EMRFER > =R TR
megEHA 43 28 3 BN {EEY 10mM /Y — H &
oEEOE R (0.0439mL s B R LE - F R 52 BEEIR
T H B GEHE (0.0267mL) » A 15°CZ KA FEE 1 /NEF
by EEYHMBESE - HEX > &AM 100mM
NAC(Sigma-Aldrich Co.LLC)/K A & (0.0066mL) > FH X =
m g E 20 i o (BEEYEGY N K IERFE L -

A b c BRI - EATMHE MBS A 1 RSy kA
HME D-1(fE 3 ABS £ % 4% @ %)M 4t > %3 &4 @

M- BYHEocRBKR 6mL & - EHILEEAE A W
R R B R

FTrtEsrE  ERHESE A 1 DHLEENFE EMER
HEOH W R B £ A ea250=235300(5 H B E )
eas70=0( 5t B #f E H ) - ep.2s0=5193( F M EH )
ep.370=20347(F HME)) > ¥E T ZFMHEE -

A RE * 10.0mg/mL > JIREE © 9.3mg(74%) >
MEg -0 T8 TVFHE&EEHE M) 3.

[0389]
BB 48 fUAG-EE Y E o AR (46)
[0390]
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o H JOL H © H
R e e T
Sod o] H o s H DO NH
© C 1 o
BN LN%
&
T —1{
HGO O
9 H\/ﬁ H i H
p AN N N7 N N N\/‘-O/ .0
IVI30-H1-L4——<{ Jo \Of N wor N \Om /\IH
TN
F NI%L/j
- Q
R
HG G
L _|s2

[0391] & B 1 : HifS -ZE Y & #8 (46)

MfesBFE K250 1 8A{EA M30-H1-L4 15 -
e B s A | dE AL EEE B(ES 280nm Ik ¢ (&
2 o A 1.6lmLmg-'cm ') C-1: L PBS6.5/EDTA & #!I
By 10mg/mL - & K JF & (1.25mL ~ i 588 12.5mg)H A
1.5SmL & > A 10mM TCEP(R E R TE KW AR
N E)KIE KR (0.0439mL - HERHRE T F Rk 52 &
£)(0.0287mL: H¥E RHE — o T 34 EE)R 1M B
M & — #F 7K ’& )& (Nacalai Tesque ° Inc.; 0.0625mL) - #E
e AR Z pH B 7401 N1& > FEEN 37°CHEE 1/
r > EFiAe N A < B & R -

MY EGEY &6 B EMRFER > =R TR
megEHA 43 28 3 BN {EEY 10mM /Y — H &
TEOHR K (0.0726mL  EHE REE —oF R 8.6 BEE)
BRo1scCzoKBsHREE 1 MK BEYEESEYH LS
& o H 2 » J~hn 100mM NAC(Sigma-Aldrich Co.LLC)/K
BR(0.011mL) > R =EIRIBEE 20 o8 (HFEYEEY
iy k2 fE = 1k -
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AN MmEE - ETEREEE L 1 LAY LR
= f/F D-1(EH ABS fE &Mk )WL EEaAEE
mE-#Z#YHESRWNAERK mL % > EHL@EBEE A
=R R

FMHFE SHEZENE1Z&HNLEEBEE EEF R
B BB E O €a250=235300(EF B #E E E )
eas70=0( 57 B # T {H ) - ep2s0=5193(F H {H ) .
€p.370=20347(F HIE ) EBF M 2 ME -

MERE ©100mg/mL > TR EE * 7.8mg(62%) »
nEE— T F2&#YTPrHEEEHE M) 5.2

[0392]
%m%4MHU&%HMQ3&Q&@%4ﬂ%4mm-
M & B -2,3,9,10,13,15-75 &, -1H,12H- % 3f [de] IR I 3
[3°,4> ¢ 6,705 Wy 3 [1,2-b]m& 0k -1-5 |-B-N B B B ez

[0393]

[0394) 25 BF 1t tert-T £ (3-{[(1S,9S)-9-2 E -5-%&
SO ¥R OEL -4-BH EL 210,13 ff] & £ -2.3,9,10,13,15-75 & -
1H,12H-% J [de] Uk %4 H [3°,4° + 6,7]05] my [1,2-b]m U -
1-E1EE}-3-HEENE) )EEFREE

A& Y (4) 2 H b BE BB (500mg » 0-941mmoL)’ 1%

N-(tert-T &/ A& # & )-B-W M B & U 4-(tert-T &
Tl H#HEFEEA 1 Z2SE 1MHEE MK E &
HAxOBEBZEELAEY (6lmg s EE) -

bt
5
Wi i
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'H-NMR(400MHz » DMSO-d¢)8 : 0.87(3H > t -
J=7.2Hz) > 1.29(9H > s) » 1.86(2H > dt » J=15.1 >
7.3Hz) » 2.04-2.22(2H > m) > 2.31(2H > t » J=6.8Hz)

-

2.40(3H > s) > 3.10-3.26(4H > m) > 5.15(1H > d >
J=18.8Hz) > 5.26(1H > d » J=19.2Hz) > 5.42(2H > dd >
J=18.8 » 16.4Hz) » 5.57(1H » dt » J=8.5 » 4.2Hz) >
6.53(1H > s) » 6.78(1H > t > J=5.5Hz) > 7.30(1H > s) >
7.80(1H > d> J=11.0Hz) > 8.46(1H> d> J=8.6Hz).

MS(ESI)m/z : 607(M+H)"

[0395) 26 B& 2 ¢ N-[(1S,98)-9-2 & -5-% -9-#¢ & -4-H
H-10,13- " Il & £ -2.3,9,10,13,15- & -1H,12H- % 3t
[de] Uk U8 3 [3°,4> = 6,710 mii3F [1,2-b]mE U -1-5 1-B-N B

&R
h

T ESHEeY > BERA 1 2T E 2
HEHKE BEEE=cBERZIEELSY (499mg -
86%)Z =@ L Mk B -

'TH-NMR(400MHz > DMSO-ds)d : 0.87(3H » t
J=7.2Hz) » 1.86(2H » dquin » J=14.6 > 7.2 > 7.2 > 7.2 >
7.2Hz) » 2.06-2.27(1H > m) > 2.41(3H > s) » 2.46-
2.57(2H > m) » 3.08(2H » t» J=6.8Hz) > 3.14-3.24(2H -
m) » 5.22(1H » d -» J=18.8Hz) -» 5.29(1H > d -
J=18.8Hz) > 5.43(2H > s) » 5.58(IH -» dt > J=8.5 >
4. 5Hz) > 6.55(1H » s) » 7.32(1H » s) » 7.74(3H > brs) >
7.82(1H>» d> J=11.0Hz) > 8.67(1H > d- J=8.6Hz).

MS(EST)m/z : 507(M+H)"
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[0396]
Al 50 PiAe-FYE o R 4T7)
[0397]
HaN © H O H O H O H O H

M30-H1-L4P ——

B4

AERE)H BEETE
[(1S,98)-9-7 % -5-% -

[0398) 25 BF 1 : N-(tert-
Bis A -L-R AN g & O 6
O- ¥& H -4-H E -10,13- = f
1H,12H-Z8 3 [de] Dk W H [37.,4° © 6,715 m FF [1,2-b]E W -
- B 1-B-N B R B R

fEE B 49 2 {b & 9 (484mg ~ 0.780mmoL) >
HEE 222 I HEMKE  ESEX=ECBEBE 2 EE
E& ¥ (626mg ~ 87%) o

iy

—
=,

1

B

T
B
=)

-N-
B -2.3.9.10,13,15-5 & -

hi

==
=

'H-NMR(400MHz + DMSO-d¢)s : 0.87(3H -+ t -

-

J=7.4Hz) > 1.27-1.42(9H > m) » 1.77-1.93(2H > m)

2.06-2.22(2H > m) » 2.36(2H » t » J=7.2Hz) » 2.40(3H

-

-

d » J=1.6Hz) > 2.44-2.54(2H > m) » 2.76(1H > dd
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J=14.5 » 10.2Hz) » 3.02(1H » dd » J=13.9 » 4.5Hz)
3.12-3.22(2H » m) » 3.52(6H » d » J=6.3Hz) - 4.42-
4.54(1H > m)» 5 19(1H » d - J=19.2Hz) » 5.26(1H » d -
J=18.4Hz)» 5.42(1H > dd - J=18.4 > 16.4Hz) » 5.57(1H -
dt » J=8.7 » 4.4Hz) » 6.53(1H - s) » 6.98(1H - t -
J=5.9Hz) » 7.14-7.28(5H > m) » 7.31(1H » s) » 7.77-
7.84(1H » m) » 7.91(1H » t » J=5.5Hz) » 8.16(1H - d -
J=7.8Hz) » 8.27(1H - t » J=5.1Hz) - 8.52(1H - d -
J=9.0Hz).

[0399) & B% 2 T hMATKREE-L-FE
H B BE & -N-[(1S,98)-9-7 K -5-4,-9-5 & -4-H
T & OE-2,3,9,10,13,15-8 & -1H,12H-% 3 [de] IR 17 3f
[37,47 ¢ 6,710 mii 3 [1,2-b] 8 W -1-% ]-p

Z

=,

s
=

ff R 8 1 EEVE&aY (624mg ~ 0.675mmolL) »
HERY 2 2FF 2HEHEMMKIE  REE=CERZE
B & ¥ (626mg ~ 92%) o

'H-NMR(400MHz > DMSO-d¢)d : 0.87(3H - t -
J=7.4Hz) - 1.86(2H - tt » J=14.5 » 7.2Hz) » 2.07-
222(2H » m) > 2.36(2H » t » J=7.2Hz) » 2.40(3H » s)
2 44-2.54(2H » m) » 2.75(1H » dd - J=13.7 » 9.8Hz) -
3.04(1H » dd » J=13.7 » 4.3Hz) » 3.12-3.22(2H > m) -
3.58(2H » d » J=4.7Hz) » 3.69(3H » td » J=11.2,5.7Hz)

-

3.87(1H > dd > J=17.0 > 5.7Hz) > 4.54(1H> m > J=17.8 >
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4.5Hz) > 5.19(1H » d > J=19.2Hz) » 5.26(1H > d >
J=18.8Hz) -+ 5.43(2H > s) » 5.51-5.60(1H > m) >
6.55(1H > s) » 7.14-7.29(5H > m) > 7.32(1H > s) >
7.81(1H » d » J=10.9Hz) > 7.88(1H > t » J=5.7Hz)

-

7.97(3H > brs) > 8.29-8.38(2H > m) » 8.50(1H > t >
J=5.7Hz) > 8.55(1H > d » J=8.6Hz).

MS(ESI)m/z : 825(M+H)*

[0400) 25 BE 3 : N-[6-(2,5- {0l & £ -2,5- " & -1H-IK

-E)C B E T R E T kR L-78 & N BB &
B fif £ -N-[(18,98)-9-7 S -0-FCHE 4-H £ -10,13-

H -2,3,9,10,13,15-7 & -1H,12H- % 3 [de] Ik W 3t
[3°,4° 0 6,715 M3 [1,2-b]n Uk -1-5 ]-B-1N bz B BE Bz

wBobRoat B 2 & & B B & ¥ (60.0mg
0.0646mmoL) > FEH B F G 2 < B 3 fHH it & fE
ESERE ZEZELEY(14.0mg ~ 21%) -

IH-NMR(400MHz > DMSO-d¢)d : 0.86(3H > t -

Hﬂﬂtfant

~

-

J=7.2Hz) » 1.12-1.22(2H > m) » 1.39-1.51(4H > m) >
1.79-1.91(2H > m) » 2.02-2.20(2H > m) » 2.07(2H » t -

-

J=7.4Hz) > 2.30-2.42(4H > m) > 2.40(3H > s)» 2.78(1H
dd > J=14.1 > 9.4Hz) > 3.02(1H > dd > J=14.7 » 4 9Hz) >
3.12-3.21(2H > m) » 3.26-3.42(2H > m) » 3.50-3.80(6H

-

m) > 4.40-4.51(1H > m) » 5.19(1H > d » J=19.6Hz)

526(1H > d » J=19.2Hz) » 5.42(2H > brs) » 5.51-
5.62(1H > m) » 6.53(1H > s) » 6.99(2H > s) » 7.13-
7.28(5H > m) > 7.31(1H » s) » 7.74-7.84(2H > m) >
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801(1H » t » J=53Hz) > 8.06(1H » t » J=5.7Hz) >
8.14(1H » d » J=8.2Hz) » 8.25(1H > t » J=5.7Hz) >
8.53(1H > d» J=8.6Hz).

MS(ESI)m/z : 1018(M+H)"

[0401] 8% 4 : BiBE-ZEWHE & BB (47)

fE 2% 2 8{ER M30-H1-L4P #i #8 K kil 30 B
3RS EY > BAmBEERM 22T BAMEEZ FE -
EGEERB-ZEVYHESE -

LA EBE 1 12.27mg/mL > LB EE @ 8.6mg(69%) >
Mg — 9 F2#YFEHEEE () : 3.4

[0402])
B S1 i -FEYES R 48)
[0403])
0 .0 ﬁfo H O H O H
N ~ o o < -
R ”;*l g i o LA *d“‘”*g o
A e 0 o i\ PPN o
QTFA i/[N; \N—Sﬁ B Ff \N/ \N_(Sf;j
R e
HO & HO ©
L M30-H1-L4P ——én: ﬁv,ﬁfﬂﬁﬁ,\fﬂ\; /?LH,\ Moo
B 0 Q \\{ o »\INH
(\/ {L\I‘\N 0
N
WE o
L _ 137
[0404] 25 B% 1 @ N-[3-(2,5- Al & B -2,5- " & -1H-0t
i -1-E)NBEITRBEETERBE -L-XENKERE T
W B A& -N-[(1S,95)-9-2 B -5-%F -9-5F& A -4-H K -10,13-
& & -2,3,9,10,13,15- /8N & -1H,12H- K& 3f [de] Ik ¥ Ff

[37,47 ¢ 6,710 iy # [1,2-b] e Uk -1-F [-B-W Bz B2 Al Rz
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wE A 50 2B 2 EHALE Y (60.0mg
0.0646mmol) > fif A 3-lIF T ‘% — & o2 B N BE N-3% 30 R o2
B ABEEMNO6-IET M B ol N-3RIHEE o g &5
EHBEERY 2 258 3HEMKE  BEER=6E
fe < ZELEE Y B6.0mg -~ 57%) °

'H-NMR(400MHz > DMSO-d¢)d : 0.86(3H - t -
J=7 4Hz) » 1.85(2H - dt » J=14.4 » 7.5Hz) » 2.05-
2.22(2H » m) > 2.40(3H » s) » 2.30-2.44(5H » m) » 2.73-
2.84(1H » m) » 3.02(1H » dd » J=13.9 » 4.5Hz) -
317(3H » d » J=5.1Hz) » 3.26-3.40(2H » m) » 3.41-
3.81(6H » m) » 4.40-4 51(1H » m) » 5.19(1H » d -
J=19 2Hz) » 5.26(1H » d » J=18.8Hz) » 5.42(2H + brs) -
5.52-5.61(1H > m) » 6.53(1H » s) » 6.99(2H » s) » 7.13-
7.28(5H > m) > 7.31(1H » s)» 7.80(2H » d » J=10.2Hz)
8§ 03(1H » t » J=5.5Hz) » 8.12(1H » d » J=8.2Hz) » 8.20-
8§ 31(2H » m) > 8.52(1H » d» J=8.6Hz).

MS(ESI)m/z : 976(M+H)*

[0405) & B% 2 : LS -ZE Y & #8 (48)

(2= 2 By M30-H1-L4P #7886 &k b it & B
1ESW ey BHBEEHEM2Z2FEAMEEZ 5L
ESEENR-EYE SR -

MAEEE  11.59mg/mL » I8 EE © 8.1mg(65%)
MiEE -2 T ZEYTPTHEEHE () 3.7

[0406]
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BB 52 HiRE -

—Em -1H-fr g -1-E YN R E 1 E
fils A

<

=,

[0407])

O

o H H
HN, N L N. ~_.0
5 \)\N/\“/ \/ N/\H/ /\T:
H o ; H o .NH

TFA

mao-HrLep T H

[0408] & B 1 :

B B 5 -L- 2
B o-5- f -9- 5T

2,3.9.10,13,15- X &

6,7]m5] Mt 3 [1,2-b] & Uk -1-5
W E BB 50 ZF

fE A 3-(2-(2-(3-
AR E)N B N-IE 0BG o5 B £ B
5B OB ON-3E 30 BE oE BE A

0.0646mmolL) -

T
i

PD1248495/ic

113112333

FEHESE A0202

B o-4- H K
-1H,12H-

= B2 (49)

0
" P
0 G o

N-{3-[2-(2-{[3-(2,5- = Il & %
P4 =
-10,13- =

1-B-W Mz B% B Bz

3.8

-2.,5-

>

O R H OB
£ H B B B -N-[(18,98)-9-

3- EH -
S 3 [de] UR 1§ 3 [3°.4°

B 2 B ol ae®(600mg -

= -
R 6-
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3 AN KE - EEEREBER ZEZELEY23.0mg -
31%) -

'H-NMR(400MHz > DMSO-d¢)d : 0.86(3H > t -
J=7.4Hz) » 1.77-1.92(2H > m) » 2.07-2.21(2H > m) >
2.27-2.42(6H > m) > 2.40(3H > s) > 2.74-2.84(1H > m) >
2.97-3.06(1H > m) > 3.09-3.21(4H > m) » 3.25-3.39(6H

-

m) > 3.45(4H > s) > 3.50-3.80(8H > m) > 4.41-4.51(1H

-

m) > 5.19(1H > d > J=18.4Hz) - 5.26(1H > m >
J=18.4Hz) - 5.42(2H - brs) » 5.51-5.61(1H > m) >
6.54(1H > s) » 7.00(2H > s) » 7.13-7.28(5H > m) >
7.31(1H > s) » 7.74-7.87(2H > m) > 7.93-8.07(2H > m) >
8.09-8.21(2H > m) » 8.26(1H > brs) » 8.54(1H > d >
J=8.6Hz).

MS(EST)m/z : 1135(M+H)"

[0409) & BR 2 : filE -ZE W H & 2 (49)

fERH2F4 2 81{Fay M30-H1-L4P #i 48 K b 4t 2% BF
1 BNt EeYw >  BERHEEKEY 290 28 2 HE 2K

> BERENR-ZEVWESRE -

o B OE ¢ 14.50mg/mL > fT B OE E
10.2mg(82%) Vi B — o T ZE#Y VFHEEH (n): 3.8
[0410]
B HE Bl 53 PiAe -V HE o R (50)
[0411]
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0 0% -1 -
EIH BEEE D EERE
[(18,95)-9-7 % -5-4, -9- ¥ %

) H (ﬁ © e
Hon, Mo N N s} 4 H
"N \‘rr “_’ N A \/’\f <?rfN\’//\\[vaAO/\\/O\/\O/\VOV{\TION/[Z
H oo ; H O . NH d X LA
¢ cy
TFA 4 SR O
= T
HO O
o
oy .
}‘,/N\/"\H/N /\O/\\VO\,/\O . O\/\\“/N\/ N/\TfN N/\\H/N\/\FO
o} 0 o H o H o . NH
7 s kil
; A o
) H : TN
Py L;/L
s
\w“\‘x(
_ HO © _
O
Ma0-H1Lap —— H i
T T N N g O \/\WNV N/\rr
8] s} H o ;
/§

[0412] 26 B 1 @ N-[19-(2,5-_ ]

E)-17-fl & %

& £
24,7,10,13-70 4 -

-L-3R B N M OBR &

16- % + 7 -1-Fi
B B % -N-
4o H R -10,13- 2 i K -

2,3,9,10,13,15- 5 & -1H,12H- & 3f [de] Ik 0§ # [3°.4°

6.,7]105] Mt [1,2-b]EE W -1

0.0646mmolL)

7,10,13,16-7U &
T k& —
2 2 F
(23.0mg ~

J=7.0Hz) -
2.22(2H > m) >

-5 1-B- N B BE B B

B B 50 2 2 BB as ™ (600mg -
fE A 1-H T % — B == B -3-fl & & -
-4-FH T LB N-BRIBE o R B L 6-
Roo B C B N-IR IO BE oo e B Bs - #5 h B & i 1
B3 HEMKEE EBESEBRBZEERAMLEY
29%)
'H-NMR(400MHz -

DMSO-dg)3 0.86(3H -+ t >

1.85(2H > tt » J=14.6 > 7.1Hz) > 2.06-

2.40(3H > s) » 2.28-2.43(6H > m)
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2.78(1H » dd » J=13.7 » 9.4Hz) - 3.02(1H > dd -

-

J=14.1,3.9Hz) » 3.09-3.22(4H > m) > 3.27-3.41(4H
m) > 3.47(12H > d » J=8.6Hz) > 3.53-3.81(10H > m) >
4.41-4.51(1H> m) > 5.19(1H > d > J=19.2Hz) > 5.26(1H >
d > J=18.8Hz) » 5.42(2H » brs) » 5.53-5.61(1H > m) >
6.54(1H > s) » 7.00(2H > s) » 7.12-7.29(5H > m) >
7.31(1H » s) » 7.74-7.85(2H > m) > 8.03(2H » d >
J=6.6Hz) » 8.11-8.21(2H > m) > 8.27(1H > t » J=5.9Hz)

-

8. 54(1H » d » J=8.6Hz).

MS(EST)m/z : 1224(M+H)*

[0413) 20 B 2 PLAG-ZE W E G & (50)

fEH 226 2 #iEA M30-H1-L4P $1 f6 & kit 2% B
1EEWNbeYw BHHEFEHEMN22FE4MEEZ A
EREEIE-EYVEESE -

MEREE 13.47mg/mL > i EE * 9.4mg(75%) >
mEE— oo F28#YTPHEEE () 3.1

[0414]
BHA 54 iE-EYHSBGD
[0415]
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M20-H1-L4P —

1.7

[0416) 25 BF 1t tert-T & (6-{[(1S,9S5)-9-2 E -5-%&
S9-¥® B 4. H B -10,13- 7 ] & £ -2,3.9,10,13,15-75 & -
1H,12H-% 3 [de] Ok W J+ [3°,4° © 6,7]05] m J [1,2-b]mE U -
15 B B j-6-l & A& C B & HEE B

w b & ¥ (4) 2 Wt B2 B (0.500g > 0.882mmol) -
F o6-(tert-T EARKAR E)C BB R 4-(tert-T & & i &
BE)TE #hmBEgRA1I2FE 1IHEHEMIE  EREH
FRE{LLEY(0.620g E&E) -
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IH-NMR(DMSO-d¢)s : 0.83(3H > t » J=7.8Hz) -
1.14-1.28(2H > m) > 1.31(9H > s) > 1.47-1.61(2H > m) -
1.75-1.89(2H > m) > 2.04-2.17(4H > m) > 2.35(3H > s)
2.81-2.88(2H > m) » 3.09-3.16(2H > m) > 5.10(1H > d >
J=19.4Hz) » 5.16(1H > d » J=19.4Hz) » 5.39(2H > s) >
5.48-5.55(1H > m) » 6.50(1H > s) > 6.73-6.78(1H > m) >
7.26(1H > s) > 7.74(1H > d » J=10.9Hz) > 8.39(1H > d >
J=9.0Hz).

[0417) 25 B% 2 : 6-F £ -N-[(1S,95)-9-7 £ -5-5, -9-

S4-FH B -10,13- 2 ff] & £ -2,3,9,10,13,15-5 & -1H,12H-
6

7 H [de] Ok 1§ F [37,47 ¢ 6,7]05] miH [1,2-b]HE U -1-% | 2

i bt b B 1 R {EE ¥ (0.397g > 0.611lmmolL) >
wmHEERN | 2TE 2EAEMKE  EBEREELEY

(0.342g > 84%) o
'H-NMR(DMSO-d¢)5 : 0.88(3H > t » J=7.2Hz) -

1.31-1.41(2H > m) > 1.52-1.70(4H > m) » 1.80-1.94(2H

-

m) > 2.05-2.18(2H > m) » 2.21(2H > t » J=7.4Hz) >

2.40(3H > s) > 2.81(2H » t » J=7.4Hz) » 3.10-3.25(2H

-

-

m) > 3.33(2H - brs) - 5.18(1H » d > J=19.8Hz)

-

5.22(1H » d » J=19.8Hz) > 5.41(2H > d » J=16.6Hz)

5.45(2H > d > J=16.6Hz) > 5.53-5.60(1H > m) > 6.55(1H

-

-

s)» 7.32(1H > s)» 7.80(1H > d > J=10.9Hz) > 8.49(1H

d» J=9.2Hz).
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[0418]) 3 B D N-(tert-T S E R E )H B & H &
Bl B -L-2K B N B B A5 -N-(6-{[(15,95)-9-24 K -5-% -9-&

s

S4-FH R -10,13- {1 & £ -2,3,9,10,13,15-~ & -1H,12H-
H [de] Uk U 3 [3°,4° ¢ 6,710 Wl F [1,2-b] M 0k -1- B | Bz
y-6-1 & A O A )T e BEER

B h B 2EE e (0.170g > 0.516mmolL) -
BLERA 2 2428 1| HEAMKE > ESEELEY
(0.225g > 91%) o

1
-t-

s

IH-NMR(DMSO-d¢)s : 0.88(3H > t » J=7.4Hz) -
1.43-1.70(6H > m) » 1.87(2H » td » J=15.0 » 7.4Hz) -
2.10-2.22(3H > m) > 2.28-2.37(1H > m) » 2.42(3H » s)

-

-

2.78-2.85(1H > m) > 3.01-3.10(3H > m) » 3.15-3.22(2H
m) > 3.54-3.61(5H > m) > 3.62-3.69(1H > m) > 4.44-
4.53(1H > m) > 5.17(1H > d» J=19.2Hz) » 5.25(1H > d >
J=19.2Hz) -+ 5.45(2H > s) » 5.54-5.61(1H > m) >

-

6.55(1H » s) » 7.02(1H » t» J=6.1Hz) » 7.11-7.28(5H
m) > 7.33(1H > s) » 7.63-7.69(1H » m) » 7.82(1H > d >
J=11.0Hz) > 7.90-7.96(1H > m) - 8.17(1H - d

-

J=7.8Hz) > 8.28(1H > t » J=5.5Hz) - 8.46(1H - d >

J=9.0Hz).
[0419] 2% BR 4 @ O B g & O B BE & BN K A
-N-(6-{[(1S5,98)-9- 24 £ -5-& -9- &K A -10,13-_ ] & &

2,3,9,10,13,15- 75 &, -1H,12H- % 3 [de] Ik W 3t [3°.4°
6,705 My H [1,2-b]nmdE bk -1-5& e A }-6-fl | & 2 B )T I
% i fe
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B ob B 3/ AL &Y (0.105g > 0.108mmolL) >
BLERA 2 228 2 HEAMKE > ESEELEY
(0.068mg > 65%) o

'H-NMR(DMSO-d¢)s : 0.89(3H > t » J=7.4Hz) -

-

1.15-1.67(6H > m) > 1.79-1.97(2H > m) » 2.08-2.24(4H

-

m) > 2.42(3H > s) > 2.76-2.82(1H > m) > 3.00-3.10(5H
m) > 3.19(1H > s) > 3.50-3.63(2H > m) > 3.64-3.76(3H

-

m) > 3.84-3.92(1H> m) > 4.51-4.59(1H > m) > 5.17(1H

-

-

d> J=19.4Hz) > 5.24(1H > d> J=19.4Hz) > 5.44(2H > s)
5.53-5.61(1H > m) » 6.55(1H > brs) » 7.15-7.29(5H

-

m) > 7.33(1H > s) » 7.72-7.78(1H » m) » 7.82(1H > d

-

J=11.0Hz) > 7.96-8.08(2H > m) > 8.30-8.38(2H > m) -
8.46-8.56(2H > m).
[0420) 25 B 5 @ N-[6-(2,5-_ ] & A -2.5-_ & -1 H-I0f
g -1-A)C AT AT KEE-L-2KE N KEAE-N-
(6-{[(1S,98)-9- £ £ -5-& -9- & £ -10,13- — il & % -
2,3,9,10,13,15-N & -1H,12H- 2 3f [de] Uk '§ 3 [3°,4°
6,705 miy - [1,2-b]me W -1-A g & j-6-fl R A C B )H &
% B R
b i
FEHEERY 2 2B 3IMHEEMKIE  BEEELEY
(39mg > 62%) -

B 4 EEWNEEYW(58mg > 0.060mmol) >

IH-NMR(CD;0D)8 : 0.99(3H > t » J=7.4Hz) -
1.27(2H > td » J=11.6 » 6.1Hz) » 1.38-1.44(2H > m) -
1.50-1.63(6H > m)> 1.65-1.80(2H > m) > 1.89-1.98(2H -
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m)> 2.17-2.25(3H > m) > 2.26-2.36(3H > m) > 2.40(3H

-

-

s) » 2.95(1H » dd » J=14.3 » 9.2Hz) » 3.12(1H - dd
J=13.7 » 5.7Hz) » 3.15-3.25(4H > m) » 3.44(2H » t
J=7.2Hz) » 3.65(1H » d » J=17.2Hz) » 3.76(1H > d -
J=17.2Hz) » 3.79-3.86(4H > m) » 4.43(1H » dd » J=8.9 >
6.0Hz) » 5.10(1H » d » J=18.9Hz) » 5.25(1H » d >
J=18.9Hz) » 5.35(1H » d » J=16.6Hz) » 5.56(1H » d -
J=16.0Hz) » 5.60-5.64(1H » m) » 6.76(2H » s) » 7.12-
7.24(6H > m) -+ 7.58(1H » s)» 7.60(1H » d » J=10.9Hz) -
7.68(1H > t» J=5.7Hz).

MS(EST)m/z : 1060(M+H)*

[0421] 20 5% 6 : DL -ZE W) 18 & A5 (5 1)

miezBR K230 2 BFH M30-HI-L4P #i
oM E A &L EEF BUF A 280nm I 5k
% 8 > £ H 1.61)% C-1 - L PBS6.0/EDTA G #!
10mg/mL - 7 1.5mL & F £ B A B & (1.0mL) » i 70
10mM TCEP(XR b pt T %2 Ky AR S F)KEK
(0.0147mL ; HERIE — 2 F R/ 23EE)R IMBE K
¢ KB (Nacalai Tesque ° Inc. ; 0.050mL) - B 57 A&
B Z pH B 7.4£0.1 N 1& - RN 37CHEE 1 /INE -
LRGN BY o B AR B = o

MEREYBEEY &G 0 FIRARRK 22CEE 10

e AilE LIPS ESNLEY 10mM iy - H

Boog B0 R (0.0295mL s HE Rk — 7o F R 46 F
B) R 22CHEE 40 @ HEYEEYHRESE S -

&

P

73
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H o > KM 100mM NAC(Sigma-Aldrich Co.LLC)/K % i
(0.00590mL ; HE NIME— 7+ B/ I2EE) FN 22°C
BE 200 HHEYBEEYHIKEREL -

AL - B BRI - EATME M ®E 7R 1 R #E Ay 3
M¥{E D-1(EH PBSTAE & ER)NEE  BEFEEA
MENLE-Z2YE R /EK 6mL -

FHEFE - SRS A 1 a&aLBEfFE EME R
HOH W Ot R B (E M ea2s0=235300(5F B #H E H )
ea370=0( &t B # T H ) - €p.250=5000(F A V- 59 {H ) .
ep.370=19000(F M- E)) > BFE Ml 2K MHE -

MAERRERE 1 097mg/mL > ifG EE * 5.82mg(58%) -
mMEE— o F28YTVTHEEE () :

[0422]

g fl 55 ik -EYE &R (52)

[0423]

N

&

M30-H1-L4P —|

3.1

[(0424] B8R 1 : UG -ZE W E & B8 (52)
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miezBR K230 2 BFH M30-HI-L4P #i
B EREE A 1L &L EEE BUER 280nm 07 5
% % - £ 1.61)FK C-1 > LI PBS6.0/EDTA ¥ #I
10mg/mL - 7 1.5mL & F 8 WA E K (1.0mL) » & A0
10mM TCEP(XR b pt T %2 Ky AR S F)KEK
(0.0295mL ; fH¥ R IE — 2 F R 468 E)R IME;EK S
¢ KB (Nacalai Tesque °» Inc. ; 0.050mL) - #E Y
B pH B 74201 N1 » FEH N 37CEE 1 /N » (&
PUES N M ED 2 R iR B IR -

MEEHEYBEEY 286 @ LI RR 22CHEE 10
TEE AN EERY 54 2R S ESHNLEEY 10mM

J]

Hy — A ap R 5 & (0.0590mL s fHE NI — 0o F & 9.2
BE) N 22CEEE 40 o 0 HEEYES Y H LR
& o H 2 » J~hn 100mM NAC(Sigma-Aldrich Co.LLC)/K

AIRO.0118mL : fHERHE — 2T~ 184 EFE) R
22°CH 5 20 732 - MEYEGSYH R EEZEL -

aifb r R R - BT MEEE A A HEHY L E
%{F D-1(EH PBSTAE A&\ R )AL - BT & A E
UL AE -V E o RV R émL o

FTrtEsrE  ERHESE A 1 DHLEENFE EMER
HEOH W R B £ A ea250=235300(5 H B E )
eas70=0( 5t B # E H ) €p.250=50000F M F 5 5 ) -
ep.370=19000(E M3 EH)) BH Tl Z &K MEE -

AR E * 0.94mg/mL > TR EE © 5.64mg(56%) »
MEEg -7 T 28U TFHEEaH(n): 3.1
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[0425])
TGl 56 PiAE-EEY) R SR (53)
[0426])
it 8] H © H O
(,\7?1\/\/\ N N__ PN ¢
SNV — AE{/\ /Umj\é( m \f rE?I
S i ¥\§
_ OHO _
Mw+n¢44744{;ﬁ\/\,KvﬁN ngviN
¢} H o H

[0427) & 8% 1 : DS -2E W8 & 85 (53)

miesBFRE K250 1 BA{EA M30-H1-L4 $1 /%
fE 8BS A | so s ey EmEE BOER 280nm IR % 4
# > [ 1.61)% C-1> L PBS6.0/EDTA ¥ %! 10mg/mL o
oo 1.5mL & B B BIUA F & (1.0mL) - & 0 10mM
TCEP(R bk TERKR B AMRDE)KERO.0147mL ;
HERIE -0k 23EE)R IMBERG Z#KER
(Nacalai Tesque > Inc.; 0.050mL) - I A B RK 2 pH &
7.4+0.1 Wik - EHR 37°CEE 1 MK (£ RN 5
I BT

MEHEYBEEY &6 ¢ LM ERRK22CEEF 10
gEE > RMEERY 4 2T R SESHNESEY 10mM
Yy B A nn i E R (0.0295mL C MHH R IR — 7T R 4.6
) AL FY 22°CHEE 40 8 o (HEY EGE Y Y PG &

3
wi'

«T

iR
il
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& o H® o % hD 100mM NAC(Sigma-Aldrich Co.LLC)7K
HR(0.00590mL; I E— 7 FHEI2EE) AR
2°CHEH 20 oy - (HEYBEEYH K IERREIE -

AL - B BRI - EATME M ®E 7R 1 R #E Ay 3
M¥{E D-1(EH PBSTAE & ER)NEE  BEFEEA
MENLE-Z2YE R /EK 6mL -

FHEFE - SRS A 1 a&aLBEfFE EME R
HOH W Ot R B (E M ea2s0=235300(5F B #H E H )
ea370=0( &t B # T H ) - €p.250=5000(F A V- 59 {H ) .
ep.370=19000(F MV E)) > BFE Ml 2K MHE -

MAERRE  1.22mg/mL > i@ EE * 7.32mg(73%) -
mMEE— o F28YTVTHEEE () :

N

[0428]
B HE A 57T UiAe-FYE o R (54)
[0429]
: C
Y O H © H ©
; N\/‘\/\/”‘N ’\H/N\JJ‘W(WN»)LN/\J\VWO
0 H O H o) H /?[“NH HERL
& S Q
I N-—¢
Fji\/ N \‘Eﬁ
s .
et
2 G O 1 //S o)
M30-H1-L4——/;,\]VM)LN,WHVM\N ,H\)’\NWO
o) H o H g4 H LNH
e o)
| I N
Fros"n"
0
Rt A
OHG

3.0

[0430] 2 8% 1 : Ji A -ZE W) 15 & 2 (54)
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s ER K220 1 8(FH M30-H1-L4 158 -
fER#ETE | D EALEBEBAE B(ES 280nm Ik 5 (&
# > A 1.61)% C-1> L PBS6.0/EDTA §§ % 10mg/mL o
7 1.5mL BB F I A A K (1.0mL) » K I 10mM
TCEP(HR bk TR AR D E)KERO0.0295mL ;
HEMRHE -7+ 5k 46 EE)RK IMBERES M KERK
(Nacalai Tesque > Inc.; 0.050mL) - FEF ABE K~ pH &
7.4+0.1 Nig - FEHA 37°CEE 1 /N - R N 5
o B g E R e

MBEPEYBEEY &4 0 LA RRK 22CEF 10
TR R ERA 54 2B SESINLEEY 10mM
By W B o Bl E R (0.0590mL - HE R — 7T/ 9.2
EE) IR 22°CEHE 40 o > FEYEEY H LR
& o H I > R0 100mM NAC(Sigma-Aldrich Co.LLC)K
BIROO01I8mL s HERHE -2 F R 184 EE) BN
22°CHE B 20 oo » (HEEY HEEY I K EE L -

b B R R - ETHERBEE A 1 E AL
HiE{E D-1(fEH PBSTAE & E R )N BEHEH
MENE-#ZYMESENER 6mL -

FrMEREE - B E A I R EAy L EmEBEE E(ER
BEOH W O BB A ea2s0=235300(F B E EH ) -
eas70=0( 5 B # F B ) ep.280=5000(F M F 5 € ) -
ep.370=19000(F M VI E)) > BE T it Z FHE -

MR - 1.06mg/mL > $iBEE * 6.36mg(64%)
MEE— 2 F2EYTHEEHE () 3.0
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[0431]
TG 58 i -EYHESRE(SS)
[0432])
J £ o o T O

. O Ny TTon . O°°N e O
(Q\(JHJ{ ,L%IQjHO 3

@ Q _) il :}

NH;  msoH
\I/ = N /O
N ] I o]
N \‘,»L\ "3 g ©
O ¥ O = N O \.r;
"*\\ i o \_\—-« Fiy A 0, NH H NH
L B3 \\\(/ 0 N ’\\? OH HC O o . 5 ES
= H HN._.Q., ’L\O P L = LIN
\\\J,f F 7N Y
S0
5 e
QL HO ©
\l OH
— HIN ™
o ¢ = 0
I, - o ot © \ |
- N O\F’O L<I 5 hi [‘t- I/LN AD/\\?O
NH,H . .NH FNOTNT NH H NH
: ‘ .4 H @ = HN- o rieRT
Y Q Q\\/ -0y O/)\ 8] _{,l\ . o —»
FL‘/ N/\]:Ni ERG \fi b a L C N
\_{/ (o \\J}O N”\g F M I,
o —_t
HC D WS

BRAEE N-9-35 B H & AR AT KR EO KR
(4.33g > 12.2mmol) ~ PO G BEF (120ml) ~ K H K (40.0ml)
R &%) 3 - AR IJD0EBE (1.16ml > 14 . 7mmol J VU 24 B $5
(6.84g > 14 . 7mmol) - i 0 24 [B] I S /NEF - & & JE R < 4l
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FEREB > EAWERELIBEMNERASNESEY  BETRE
e - BIEEEBNNEYEYEBRMN LR ZE > DAKEKBEMN &8
KEF® > AHEREBUMAKWESEZE - BRE T ®EREHE
% BENEBEYIUYVEBEEHRENICK © 28 2B
=9 I(vivy~ZBofEldlr BHEEMOBEE 2 EEL
&1 (3.00g > 67%) o

'H-NMR(400MHz - CDCl;)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=7.3Hz) > 7.41(2H > t » J=7.3Hz) » 7.59(2H - d >
J=7.3Hz) > 7.77(2H > d » J=7.3Hz).

(0434 26 B 2 @ KB & [({N-[(9H-3 -9-F H & &)
EITHEBE I EE)VFREILKEE

RS E1ESENEES Y (3.68g> 10.0mmoL) K &
B fs 75 B fi5 (4.99¢ > 30.0mmoL) .~ PU &, Bk I (40.0mL) 3%
o By 0°CIR D tert-T BE #f (2.24g > 20.0mmolL) » 32 ?

miBH IS o - ROCTREBZRFTRMILE LB
Ko LLABE LB - @20 > EEH A EE LW KW@
e iR - HEBEERAE  KESHNEYEYERN -
Z HE (40.0mL) ~ 7K (10.0mL) - & Sl bk BE & #9 (1.01g »
12.0mmoL) ~ & B g 9-45 £ H £ 5 (2.59g > 10.0mmolL) >
PNEmB\BHE2NE - NREBSRFANINAK > LB LB
EZW o EBEWNARELD WM BN E - L@ IE - B E &R
B BB EEYUYEBEREENIC K - 48 2B
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=100 O(v/v)~0: 100]4i{k > & 5 fE & WK ZEBELS
7(1.88g ~ 40%) -

'TH-NMR(400MHz - CDCIl3;)8 : 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>» J=6.7Hz) > 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).

[0435] & B% 3 ¢ [({N-[(9H-35 -9-F H & & ) & 1 H &
e 2 B E O R & 12 B

Bt B 2ERBFAVE s ¥ (1.88g > 3.96mmoL)E fF
B4 BE (40.0mL) ~ Z E& £ B (20.0ml) = i IO st bR il 2
(376mg) - WHRERBE T > RERBEH 2 NE - B E
WEatrtBEMERAEY  BREBRAELE EEEmA
A A < RELE Y (1.52g EE) -

'TH-NMR(400MHz > DMSO-d¢)d @ 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=59Hz) » 7.72(2H > d > J=7.4Hz) > 7.90(2H - d >
J=7.4Hz) > 8.71(1H > t+ J=6.5Hz).

[0436] 20 B% 4 @ 9H-% -9-A H A (2-{[(2-{[(18,98)-9-
JoE -5-m -9- BOE -4- HOE -10,13- 2 fll & OE -
2,3,9,10,13,15- 75 &, -1H,12H- % 3 [de] Ik T 3 [3°.4° :
6,710 My FF [1,2-b]r Wk -1-& | & }-2-fl | & £ & & )H

BB A -2- | A LA A
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Kz T RibE&EYWMZH EEK (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-_HEHFE K (0.0mL)FE K T » F
MNN-—E2ERNEZEBF92.9pL > 0.533mmolL) & N, N’-_
e &bk {b = o g (0.143g > 0.693mmolL) » i it = Ja
H3IH BRESERAEE RBREVEBREYLUVEBEMRLREN
[R5 ~& A + HEE @ K=7:3: I(v/ivivZirollHKE]
M BERERFEBEBEZZEBHELEY (0352g
82%) «

'H-NMR(400MHz > DMSO-d¢)d : 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=67Hz) » 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 » J=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 > J=6.7Hz).

MS(ESI)m/z : 802(M+H)*

[0437) 55 B2 5 @ N-[(2-{[(1S,9S)-9-7 £ -5-% -9-¢ £&
S4-F EE-10,13- ] & £ -2,3,9,10,13,15-75 & -1H,12H-%
H [de] Uk W Ff [3°,4° ¢ 6,7]10m5 i 3 [1,2-b] #E Wk -1- B ]k
B -2-fl & OB £ & OB H AT H B BE BE R
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bR B 4 B/ as?(0.881g> 1.10mmol) 2

N.N- 2 B Z H g B (11.0mL) & J® > /0 Ok 0
(1.1mL) > R = m M 2/ N - REB®EERENE  BES
RELEYNESY ARGV ARETE - P
AR T —KiE -

[0438] 2% & 6 : N-[(9H-* H OB & ) R H
AU B RE & -L-7F & N B B & -N-[(2-{[(15,98)-9-£ %& -5-

-O-F R -4-H E-10,13-2Z il & £ -2,3,9,10,13,15-8 & -
TH,12H-%K 3 [de] Uk % F [37,47 ¢ 6,7]05] miy 3 [1,2-b] e W -
1-E I E-2-MEE L8 E)H EH KR ER

KA B bkt B OS5 E B N OR & Y
(0.439mmoL) -~ N- ¥& A 3% 9 @ == B (0.101g -
0.878mmol) ~ Kk N-[(9H-35-9-F H & & )# & | & &
ke le & -L-FK N BB (H A% B 2002-60351 5% 10 % 50 &
(b & %)(0.440g > 0.878mmol) 2 N,N-—" H B H i iz
(50.0mL) AR/ & » F o NN-— B2 E B - o
(0.181g > 0.878mmolL) - i f* ZE Jn #& 7 4 H - & B 84 PR &
o EeHEBYEYLYBERENIARNG ~&D ¢ HE
=9 I(v/iV)]4i L EBHEERRBEER XEHELEY
(0.269g > 58%) o

MS(ESI)m/z : 1063(M+H)*

[0439) F B 7 HhBAEATEKERE-L-XENKERE
-N-[(2-{[(1S,98)-9-2 & -5-F -9-F B -4-H £ -10,13- " {f
& K -2,3,9,10,13,15- 75 & -1H,12H- % 3t [de] IR U I
[37,47 ¢ 6,710 Wy 3 [1,2-b]me Wk -1-4 1 hg & j-2-fl & & &
AAOH BT KR

=,

/\
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BB 6 SIS % (0.269g > 0.253mmoL) ”
N,N- 2= H & B OB B (4.00mL) 7&F & & - i 0 OR BE
(0.251mL » 2.53mmoL) » i 7 Z )R 8| # 2 /NEF o JK B 8
A EESEEELAYHNEEY - KRGV RET

— Ry M pERR T — & E -

[0440] 25 B 8 ¢ N-[6-(2,5-_ il &/ £ -2,5-— & -1H-
G -1-E)C B A 1 i B kg A-L-2FE N KB A -N-
[(2-{[(18,98)-9-2Z B -5-%F -9-F K -4-H E-10,13-— il &
£ -2,3,9,10,13,15-N 4 -1H,12H-% 3f [de] IR I 3 [3°,4" :
6,710 Wy H [1,2-b]mE Ok -1-E | & -2-H & & 2 & E)H
BT R BE BE

PR R 7 BEEE®(0.253mmol)x N, N-—
HEAHFBRE(A0.OmL)ERSF - /A 6-IH T & — i = i C
M N-3% 30 B of g & B5 (0.156g > 0.506mmol) » J* %= jm T
BH3IH BKESRZE ESNVEBEEYUYEEMNE
lgE G~ G HE=9: I(v/v)]&dfl > BEERXR=GC
i fe < AL &Y% (0.100g > 38%) -

'H-NMR(400MHz > DMSO-de)s : 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(8H > 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 -
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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)*
[0441] 20 BB 9 LB -E2 P E & B (55)
mEZER - #2346 2 B{ER M30-HI1-L4P 3t

e RS A 1 REEEEFE C-1 K BUF A
280nm W S (% B - A 1.61lmLmg-tem ') - K & # LA &
PBS6.0/EDTA » s & & 10mg/mL Z Hi R E - & £ E K
(1.25mL) & A 1.5mL ERWN W BEEAE F - B HF R
10mM TCEP(R bk T £ K AR S F)KEFR
(0.025mL; HERHE -2 F/ 3.0 &E E)R IM B K
¢ K5 ® (Nacalai Tesque > Inc. ; 0.0625mL) - HE 58 A
B Z pH B 7.4£0.1 N 1R - R 37°CHEEHE 1 /NI T > 1
BE N BY B B0 2 EE MR OB = IR -

MEHEYEGEY & W ERERK > =/ TR
& — B B oo #E (Sigma-Aldrich Co.LLC)0.109mL Ei F #f
T B 8 BEEHEHNIMEESe® 10mM A Z H E o B K
(0.039mL ; HE NI E — o F R/ 46 EE) FEHEAEE
25 (MTR-103 > ASONE e AR & F) > = E ~##
40 v 38 > EEY EEYHBLEBSE G - H X - K
100mM NAC(Sigma-Aldrich Co.LLC)K &A% (0.008mL) >
MR MREHE 2008  HEYYELSYHKIERSILE -
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aifb r R R - BT MEEE A A HEHY L E
%{F D-1(EMH ABS fE & R)NMIL  EE=AEHE
M- BYHEoREHWAER 6mL & > EHEEHFE | L #H
WAL E B E A ME®HER -

FTrtEsrE  ERHESE A 1 DHLEENFE EMER
HEOH W R B £ A ea250=235300(5 H B E )
eas70=0( 5t B #E E fH ) ep.250=3000(F M P 19 &)
ep.370=19000(E M3 EH)) BH Tl Z &K MEE -

AR E + 12.57Tmg/mL > i@ E E * 8.8mg(70%) >
MEg -0 T8V TFHEEHE () 3.2

[0442])
B fl 59 MiE-FEYESE(56)
[0443]
:f\‘ 0
. L N ()1 N \T o
N{ HN‘m 'fl
}/ \L ﬁ I/\I/ N /0
NH e\
LH/IOT F- 4 }‘\O
R o B B
i 0
@\ r,lLN/\O,m\fo
0 HNJ\WNH H .NH
SEEL M30HA-L4P 7%(““ o & /Lj o
- 1 S
gt R
- o
\ﬁgﬁ% ia

[0444) 2 B 1 : B AE -BE W & & 88 (56)

mMEscBER K236 2 B AR M30-HI-L4P i
o HEEEFE 1 REMNLEEE C-1 & B(ER
280nm g % (4% > FFH 1.6lmLmg-'cm!) » ¥ 4 3 H 1t &
PBS6.0/EDTA » & & 10mg/mL Z JLAEIRE - & KB K
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(1.25mL)&E A 1.5mL B NGB EE F - B HF K0
10mM TCEP(XR b pt T %2 Ky AR S F)KEK
(0.051mL ; HENHE -7 F R/ 60 EE)R IM S
8 7K % & (Nacalai Tesque > Inc.: 0.0625mL) - Ff 3%
B Z pH B 7.4£0.1 N 1R - R 37°CHEEHE 1 /NI T > 1
BE N S B ED 2 EE MR O E R -

MEHEYHEEY o2& W ERBER  RERT
winE& — H A g5 (Sigma-Aldrich Co.LLC; 0.067mL)Hl
HEhA 58 2B 8 EBEWNALEY 10mM a4y — H A o 14
BR(0.085mL s FHE Wik —o+ & 100 EE) > fH
i B 25 (MTR-103 - ASONE g7 AR &5 ) =R
THEHE 60 g FEYESEYHIEES - HX R
il 100mM NAC(Sigma-Aldrich Co.LLC) 7K & &
(0.013mL) » MR =G FNHEH 20 o » HEYHEEYH
K JE 1= 1k -

AL - BRI - EATME MBS A 1 RS E# Ay kA
#{F D-1(EH ABS fE & ®BRINALL - BEE
e -ZEYHE &R IyE KR 6mL -

FRFE: ERHBE T E I BN LEREFE EMER
BH WL R B O ea2s0=235300(5 B E H)
ea370=0(5F B # & H ) €p.250=5000(F M P 5 & ) .
€p,370=19000(F HI ‘P {H)) > #EF T Z K MHE -

PiAERE + 1.33mg/mL > LA EE © 7.98mg(64%) >
mEg - F2EYTPTHEEE () 4.9

[0445]
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Bt Al 60 HiAe-FYHE R (5T)

[0446]
= | 0
s Arog©
O JNH H NH

I HN™ ™y
CN O/ 0 S O
; I N
0O ~_NH =

EOO L [0)

KO ©
‘ O
o r,JJ\N/\O/\\fO
” O i NH NH
SR MAHILr — S-S R
o 5w I
HN”\{NH Fross N7
- AgC
.
B HO O gy
. —fe N Ea AN i
[0447) 20 8% 1 DA -BE W) 18 & 85 (57)

e sE2R 2546 2 KRN M30-HI-L4P i
B ERAHEERE 1 RENLEBEEE C-1 & BUER
280nm g % (4% > FFH 1.6lmLmg-'cm!) » ¥ 4 3 H 1t &
PBS6.0/EDTA » & & 10mg/mL Z JLAEIRE - & KB K
(1.25mL)E A 1.5mL F R BHERXE F - »HF R
10mM TCEP(X R b pk T ¥ K AR LS F)KAR
(0.05ImL ; AHHENHME -7 F /K 60 EE)R IM KT
¢ KA ® (Nacalai Tesque » Inc.; 0.0625mL) o H ¥
B Z pH B 7.4£0.1 N & > A 37°CREE 1 /NIF T - {EH
BANRHEN s EmBEER -

MBEmEY EEY 286 B ERBAR  NEMRT

Awin& — H A 5o #E (Sigma-Aldrich Co.LLC 5 0.025mL)#d
A 58 FE 8 BEWNIILE® 10mM By = B A oo | 8

B (0.127mL: AEREE— 9 F R 15.0 &8) B0
B % % (MTR-103 > ASONE R {3 AR AE) > HEMT

ui|
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BHE 60 o FEYESEYHIIEBES - HX - A0
100mM NAC(Sigma-Aldrich Co.LLC)/K A % (0.019mL)
MR ERNEFE 2058  HEYEESYNKIERELE -

b RutAR - EFTHERBEEZE L
¥ {F D-1(fEF ABS {F & % &1 )& YAy 41 1k

mE-2YE &R AEKR 6mL & -

By 3L fE A iR R R -
FrMEREE - B E A I R EAy L EmEBEE E(ER

EOH WO A& B A

eas7o=0( 5 B # & H )

EA 280_235300( L{‘ =} EI:&
8D,370:19OOO(§ /EU ¥ y:] {E ))

0 & HY 3L E

BT e A IREER

2L & A 1 AL #

B )
ep.280=5000( & M - 5 {H ) -
Ee Ml 2% MHEE -
AR E * 09Ilmg/mL > I EE © 5.46mg(44%) >
Mg -0 T 28V TVHEEHE ()

[0448]

g it #l 61

AR -V G R (58)

[0449]

M30 H1L4P —

[0450] )& & &Y B =

|54
B A 59 B E A 60 2 i
- ECcRE  FHBESFE 1 &AWL EEREE AN
BEAK  ESEEINE-ZEZEYWESE
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PIBEERE C 10.0mg/mL > B ES : 12.30mg > i B4
BT 28U FHETHE () 5.4

[0451]
Bl 62 ME-FEYE G (59)
[0452]

0
HLNAO,YO
o i~ NH H WNH
4
q O)\o P
o] HN,ﬁrNH . C
00 0
-

B M30-H1-L4P —
—_—

[0453) 20 8% 1 DG -Z2 )18 & 85 (59)

miEzBR K226 1 BEH M30-HI-L4P #i
B EREE A 1 &L EmEE BUERA 280nm S8
% > A 1.6lmLmglecm )& C-1 L PBS6.5/EDTA i
BB 10mg/mL » & AF K (100mL ~ i f8 1g)E A 250mL
BEAR B > A 10mM TCEP(R R bk T Ky AR A )
KBFE®RQ43mL s HERIE -2 F /R 3.6 EE) > HIK
oM ek g | 8 K E R (SmL) o DL pH E A & &5 5
B Z pH B TAMET®E - FFHRR 37CHEEF | /N -
RN s -

mMEBHEYESEY &G W ERBER > NERT
R B A 58 28 8§ MEMLELAEY 10mM Ay — H
BB RGSImL HERNHE -0 F 58 52 EE)K

Pl
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TOH A T iR (2.14mL) > Y 15°COKIE R DA PR S 1R BE 130
o FEYEEYHBESE S - HX > /KD 100mM
NAC /KE K (0.547mL) > RN EIRFH 20 7 > F5Y)
G Y R K FE 2 Ik -

aifb - B R o B LLE B R B (Merck i 7 H
fR /A & - Pellicon XL Cassette - Biomax 50KDa) - &} &
H(EHE Cole-Parmer /Y 5 MASTERFLEX Pump model
77521-40 ~ Pump head model 7518-00)F 3% & (£ & Cole-
Parmer /% 5] MASTERFLEX 3 % L/S16)k bk iy %2 & J& 5%
B fEfTHEBEMAL - -Bl RPREREFT —-EFNMELRHA
fb& & " Z ABS(it 800mL) > —HBETEBE &L £
ARG s E#EYESEY R HME> FEREWNEE - K
EEMKEWMA R ABS HETZREG  EEHEAEENLE
-EEYI R G A B R4 70mL .

FRFE: ERHBE T E I BN LEREFE EMER
BOH W B O ea2s0=235300(5F B i E H) -
eas70=0( 5 B # ZE {H ) - ep.2s0=5178C & M {H )
ep.370=20217(E ME)) - #&E T 2/ EE -

BpOBE B R 142mg/mL > B EEE  1.0g( 8
100%) i B — 2 F 2 HEYTPTHEESHE (n): 3.2

Jr%# (4

DJ>

[0454]
BBl 63 S -FEYE G RS (60)
[0455]
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P M30-H1-L4P —
—_—

(0456 8% 1 : LA -2 W) 12 & #2 (60)

miEzER w250 1| BER M30-HI-L4P H
A > B RS A s E Y L {E B(fE® 280nm Bk ¢
%8 > FHH 1.6lmLmg'cm')F C-1> L PBS6.5/EDTA
W& 10mg/mL - & AF R (SmL ~ fife 50mg)E A 15mL
sE Al 10mM TCEP(R B TR ik AR & 7 )K
B (0.075mL  HERHE - TR 4EE) Ll pH M
EaEARABFTRZLZpHE 70K - FBHK 37TCHE |
AINEF o R A A B B 2 EE A iR B R -

MBEmEYEEY &6 B ERER  ANDEaE
Wi 58 2B 8 EEMMLAY 10mM /Y — B o A
H(O.219mL s HHERIME — 27 F R 65FE8)k _ H B
fE (0.064mL) > JA 15°CK )8 5570 90 5 ## - {1 82 Y H# &5

e E s o X AR M 100mM NAC K IJE &
(0.033mL: HHENHBE -2 T H98EE) HNELE
B 2003 (ERYEEZYHKIERFILE -
it Bt ETHERESE A ]
1 D-1(EH ABSfER&EBHR)NVAEL > BT
Mie-#YEcRBVER 19mL -

?&'
o &
&
y
i

>
m

i
S
(i
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FTrtEsrE  ERHESE A 1 DHLEENFE EMER
HEOH W R B £ A ea250=235300(5 H B E )
eas370=0( 57 B #f E H ) - ep.2s0=5178C F M EH )
ep.370=20217(F HME)) > ¥E T ZFMHEE -

AR E * 2.19mg/mL > JTHE EE © 42mg(83%) »
Mg -0 T ZHYTFHEGE(n): 4.7

[0457]

Bl 64 V-V HES RO

[0458]

L M30-H1-L4P —
—i

57

[0459) 20 8% 1 i -Z2 )18 & A5 (61)
miEzBR K226 1 BEH M30-HI-L4P #i
B EREE A 1 &L EmEE BUERA 280nm S8
%8 > FHH 1.6lmLmg'cm')F C-1> L PBS6.5/EDTA
B 10mg/mL - & AJF K (4mL ~ 188 40mg)E A 15mL
BB A0 10mM TCEP(H X bk T % K 7 A R A& 5 )oK
B0 14mL s HE PG — 7o F R S2EE) L pH A
EHEAABTRZpHE TOHRIT®E - FFHR 37CHF 1
N EIARR AR EE R EER
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Mgy EESY 2 &g B ERBER > ADEHE
Wl 58 2B ER 8 GRS Y 10mM By - B A of R A
KR (0.232mL S HEHERHRE - T A 8O6EE) N 15°CK
B E 60 oE - HEYEEYHIIEE S o X
A1 100mM NAC /KIF K (0.035mL : MHH R s — o F
BI2ZOEBEE) AREREES 20 0# @ EEZYESEYH
R FEE b -

aifb r R R - BT MEEE A A HEHY L E
%{F D-1(EMH ABS fE & R)NMIL  EE=AEHE

MB-EYELSBWAR 13mL -

HHFE: FRAMEEFE IRV LEEE EE A
HOH WG B > A ea2:0=235300(5F H H E E )
easo=0( 5 B # E E ) - ep.2s0=5178( E H & )
ep.370=20217(E ME)) - #&E T 2/ EE -

B E PR © 2.03mg/mL LB EE  26mg(66%) >
nEE— 72 TPrHEESEH M) 5.

[0460]

TR B 65 HLAS-EEYE S R (62)

R M30-H1-L4 —]
—_—

3.4
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[0462)  BE 1 : P -ZEWHE G 8. (62)

mEEZER - K250 1 2iER M30-H1-L4 $1 8 -
fEREZEFE | B AL EEE BUIF A 280nm IF ¢ (4
2 o A 1.6lmLmg-'cm )& C-1: L PBS6.5/EDTA & #!
By 10mg/mL - & K JF & (1.25mL ~ i 588 12.5mg)H A
1.5smL &E > A/ 10mM TCEP(R b TR K A R
ANE)KERO.028mL ; HE RN IE— 7 F 5 3.4 E8)
K IM BB s — # /K & & (Nacalai Tesque > Inc. ;
0.0625mL) - MR AA K Z pH B 7.4£0.1 N & - #EH N
37CEE 1/ > AN EREERE -

MEBHEYHESEY &8 W LB K » 2=/ TR
meaghe S8 28 8 EHFNLEY 10mM gy — H A
SRR R (0.0439mL s EHERIE -2 TR 52 EE)X
T H B EEHE (0.0267mL) » A 15°CZ KA T EE 1 N
fEEY EEYHIIBEBEE - HX > &AM 100mM
NAC(Sigma-Aldrich Co.LLC)/K A& (0.0066mL) - FH ¥ =
mEE 20 08 > MEYESYNKIERIL -

AL - RAAK BT EMAEE A 1 RRE A LA
#{F D-1(fEH ABS fE & Eig)WVHL  EBEFE&HE-E
mE-Z2YE e AER 6mL & - (EHLERME AW
B ME R o

PR E R E T E 1R HNLEEE EME R
HOH W Ot R B (E M ea2s0=235300(5F B #H E H )
€a,370=0( i B E OE E ) - €p.280=35178( g 0 E )
ep.370=20217(H HI{H)) EHE T ZKHMEE -
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MAEEE © 100mg/mL > i EE * 7.8mg(62%) >
3.

Mg -0 T ZEYIPHEEH():

[0463]
BBl 66 IS -FEYE GRS (63)
[0464]

BRI M30-H1-L4 —
—_ -

5.4

[0465] 20 8% 1 : JLAE -85 V) 18 & #8 (63)

M ER K220 1 8(FHN M30-H1-L4 $1
fE R &E 7% 1 o #EAevIL @B E B(ER 280nm Uk ¥
# > EH 1.6IlmLmg'cm )& C-1- L PBS6.5/EDTA ¥
By 10mg/mL - & KX JF & (1.25mL ~ i & 12.5mg) &

b

%

%%

A

1.5mL &%E > A0 10mM TCEPCR bk TR K v AR

o

g )KEKRO.0439mL 5 HE R IE — o3+ & 5.2
)(0.0287mL s fHE R HE — 2 F R 3.4 EE)R IM
= #F /K 78 )8 (Nacalai Tesque > Inc.; 0.0625mL) -
AR pH B 7.420.1 N1& - FEH K 37°CEE 1
i » EPLRE NS 2 B ERE -

il

=
><T‘r1>

N3
[=3

i
fie

7N

Mgy EEY2&a - HEMBER > Zm A
magrs 58 2L 8 8 BiFEM{ae® 10mM /Yy — H &
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oo R OE K (0.0726mL s HE RHIE—7F R 8.6 EE)
o 15 CzKEHREE 1 /N > &Y EEY H RS
& o H s R hD 100mM NAC(Sigma-Aldrich Co.LLC)K
BIR(O.01ImL) » N ZEREE 20 78 » FE8EYHEEY
iy & JEF 1k -

it ButiAE - EATHEREE A | LEAyEkiE
= f/F D-1(EH ABS fE R &Mk )WL EHaAEE
mME-#Z#YEaRWNAERK 6mL % > EHL@EEE AW
=R R

FMHFE SHEZENE1Z&HNLEEBEE EEF R
=OH W R B o A ea2:0=235300(Ft E ¥ E H )
easo=0( 5F & # E B ) - ep2s0=5178C F M & )
€p,370=20217(F HI{E ) EF M 2 M1E -

MERE © 100mg/mL > TR EE * 7.3mg(58%) »
nEE— 72 TPrHEESEH M) 5.

[0466]
Bl 67 MilE-FEYWEGE(64)

[0467]

T $ CD30 g —

3.7
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113112333 FEHESE A0202 1133195684-0
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[0468) 2 BR 1 : Hi S -ZE Y & #8 (64)

M ER K220 3 &AIENH CD30 i @ &
A 8L 5 05 1 Ao &k Ay @ # fF B(fE & 280nm I S8 % B -
ffEF 1.75mLmg'cm ')% C-1> L) PBS6.5/EDTA ¥ # A&
10mg/mL & A A% (0.4mL ~ $1 8 4mg)E A 1.5mL & & >
AT 10mM TCEP(R AL TE K AR S 5 )KE K
(0.0065mL ; HENHE -7 FR25EE)R IMERKE S
8 7K % & (Nacalai Tesque > Inc.: 0.0058mL) - FfE 57 A
B Z pH B 7.0£0.1 N 1& - X 37°CHEEH 1 /NI T >
BE N S B ED 2 EE MR O E R -

MEHEYHEEY o2& W ERABER  =Z=H TR
e g hfl 58 28 8 ER/RINIEY 10mM Ay — B A
HHER(0.0116mL s H¥ RLE -2+ 5 45 EE )R
O E BE R (0.010ImL) o {F A & i # 25 (MTR-103 >
AS ONE R AMRAT ) =@ NBEFE 1 /NE - 5y HE
EYHEHBESE S o HX o RS0 100mM NAC(Sigma-
Aldrich Co.LLC)7/K &% (0.0017mL) » FH RN =B E 20 4
o MEYBEEYH K IER L -

AL c BaoE R o EATHEMABE A 1 RREW
#F D-1(FEH ABS fF & B RNV - BERF & HE
-2 ESENBKR 2.5mL -

FRFE: ERHBE T E I BN LEREFE EMER
BH WL R B R ea2s0=270400(5 B H E H)
eas70=0( 5 B # ZE {H ) - ep.2s0=5178C & M {H )
ep.370=20217(E ME)) - ®&H Tl 2/ EE -

ﬂ
e

@%
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A EE  0.96mg/mL > L EBEE : 2.4mg(60%) >
mEE 0T ZLEDPFHE S8 (0): 3.7

[0469])
Tl 68 AR -FEYE S R (65)
[0470])
7 o HN
OO
H1 CD30 3782 —
[0471) B 1 : i -ZE W E & #2 (65)

mEZER K250 3 AL CD3I0 i » #
7oA 1 e ey LB BOE R 280nm Rk e 5 & - £ H
1.75mLmg-'em-') % C-1 » LI PBS6.5/EDTA i # &
10mg/mL - & AR &K (0.4mL ~ 1 2 4mg)E A 1.5mL =
B 0 NN 10mM TCEP(R R bk T % K 7 A R & 5 )K A
K (0.0129mL s HE NI — 2+ 8 5SS EE)R IM B
& _ #f /K 78 & (Nacalai Tesque * Inc.; 0.006mL) - f# ¢
KBE®KZ pH B 7.0£0.1 A& - j* 37°CHEEE 1 /N T > £
RN s -

MEBHEYESEY &G W EIEFK » = H TR
meaghe S8 28 8 EHFNLEY 10mM gy — H A
SR (0.0233mL s HERIE—72FRE 9 BE) &
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A&l E B g (MTR-103 > ASONE i 7 A R & & )R = &

TE®E LR BEYESYEIEE S - HX - B
100mM NAC(Sigma-Aldrich Co.LLC) /K & K
(0.0035mL) - N =EHEE 2008 - (F8YHEYH K

fe 2 1k -
aifb r R R - BT MEEE A A HEHY L E
%1 D-1(EH ABS fE & E R > EiE&HAEE

e -2 EcREEIR 2.5mL -

FrtEsrE  ERHESE A 1 DHOLEENFE EUER
HOH W BB A ea2s0=270400(E B I E EH ) -
eas70=0( 57 B #f E H ) - ep.2s0=5178C F M EH )
ep.370=20217(F ME)) > ¥E T ZFMHEE -

A RE * 039mg/mL > JIREE © 1.0mg(24%) >
MEEgE -0 T8 TVFHEEHE M) 6.

[0472]
BBl 69 S -FEY R G RS (66)
[0473]

N0
0 QUJL o
7 HN
N,
Q

15 o g |
i 31 CD33 frEe

3.8

309
PD1248495/ic

113112333 FEHESE A0202 1133195684-0



1870273

(0474 0 B% 1 : PLAG-ZE Y E & #8 (66)

ez E2FE K236 4 ZfERVH CD33 e -
A 8L 5 05 1 Ao &k Ay @ # fF B(fE & 280nm I S8 % B -
ffEf 1.66mLmg'ecm ')k C-1- LI PBS6.5/EDTA %l k&
10mg/mL « & A& & (0.4mL ~ i fe 4mg)EHE A 1.5mL
B o Rl 10mM TCEP(RR i b T K 7 A IR & 5 ) K&
K (0.0065mL > ¥ R IE -7 F R 258 E)R IME#K
&, — ¥ 7K & i (Nacalai Tesque > Inc.:; 0.0058mL) - K& z¥
KBERZ pH E 7.0£0.1 N 1& - 2 37°CEEE 1 /Nig T » £
HLES N 88 B0 B i B IR -

MEHEYEGEY & W ERERK > =/ TR
e g hfl 58 28 8 ER/RINIEY 10mM Ay — B A
W E R (0.0ll6mL ;s HE R ILE — 0 F R 45 EE IR
O E BE R (0.010ImL) o {F A & i # 25 (MTR-103 >
AS ONEmAMRAE ) RERMNEHE 1 /N > H8Y
BEH RS S o HX > /KM 100mM NAC(Sigma-
Aldrich Co.LLC)7/K &% (0.0017mL) » FH RN =B E 20 4
o MEYBEEYH K IER L -

AL c BaoE R o EATHEMABE A 1 RREW
#{F D-1(EH ABS fE & EBRINAL - BiE & HIE
MiE-EYHESRIVER 2.5mL -

FERFE : MRS T E BN L EREFE EMER
BH® LB B O ea2s0=256400(5 B H E H)
eas70=0( 5 B # ZE {H ) - ep.2s0=5178C & M {H )
ep.370=20217(E ME)) - ®&H Tl 2/ EE -

ﬂ
e

@%
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EEERE D 1. 19mg/mL > IEEE  3.0mg(74%) >
DEE— 7T 28y FHEEa%E (n): 3.

[0475]
BB 70 M -EYE G RE(67)
[0476]

P i CD33 HEe —

[(0477) B 1 : DS -ZE Y & 88 (67)

M ER K220 4 {FHNH CD33 Hife @ &
MEEZE T E 1 &E L EEE B(EE 280nm I ¢ (k& -
fEF 1.66mLmg'cm ')% C-1> L) PBS6.5/EDTA ¥ # A&
10mg/mL » & KF K (0.4mL ~ i f8 4mg)E A 1.5mL 3
B A 10mM TCEP(H A b pk T2 K A KR & & )KIE
BO.0129mL s HERHE -7 F R/ S EE)R IM W
&, K % 7% (Nacalai Tesque > Inc.: 0.006mL) - F& 3%
KBEW®RZ pH B 7.060.1 N1& > A 37CIREE 1 /BT » {8
UAE AN B B D EE AR BB R -

MEBaEy EEY 286 B EREFR =/ TR
me&ghp 58 28 8 BEFSWNILEY 10mM Ay — H A&
R OE R (0.0233mL; FHERE—2F R 9 BEE) (#

>

311
PD1248495/ic

113112333 FEHESE A0202 1133195684-0



1870273

A&l E B g (MTR-103 > ASONE i 7 A R & & )R = &

TE®E LR BEYESYEIEE S - HX - B
100mM NAC(Sigma-Aldrich Co.LLC) /K & K
(0.0035mL) - N =EHEE 2008 - (F8YHEYH K

fe 2 1k -
aifb r R R - BT MEEE A A HEHY L E
%1 D-1(EH ABS fE & E R > EiE&HAEE

MBE-#YESBNER 2.5mL -

FEMEREE  ERARELNE | REAILERE EME A
BOH WK B O eans0=256400(F B E E E )
eas7o=0( 5t B # E {H ) - ep20=5178C & M H )
ep.370=20217(EHE))  KR/F TR ZHEE -

BB E  1.24mg/mL > LB EE * 3.1mg(78%) >
MES 7T Z2EYFHE&EGE M) T

[0478])
BB 71 LS -FEYE A BB (68)

[0479])

HN"™Nr

HER - ~pa |
i i1 CD70 {nfe

3.8
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[0430) 20 B% 1 © PLAG -2 E & 4 (68)

mkezE2FE K236 5 #lEAH CDT0 i -
A 8L 5 05 1 Ao &k Ay @ # fF B(fE & 280nm I S8 % B -
fEF 1.69mLmg'ecm ') C-1- L PBS6.5/EDTA %l k&
10mg/mL « & A& & (0.4mL ~ i fe 4mg)EHE A 1.5mL
B o Rl 10mM TCEP(RR i b T K 7 A IR & 5 ) K&
K (0.0065mL > ¥ R IE -7 F R 258 E)R IME#K
&, — ¥ 7K & i (Nacalai Tesque > Inc.:; 0.0058mL) - K& z¥
KBERZ pH E 7.0£0.1 N 1& - 2 37°CEEE 1 /Nig T » £
HLES N 88 B0 B i B IR -

MEHEYEGEY & W ERERK > =/ TR
e g hfl 58 28 8 ER/RINIEY 10mM Ay — B A
O E R (0.0ll6mL ;s HE R B — T F R 45 EE IR
O E BE R (0.010ImL) o {F A & i # 25 (MTR-103 >
AS ONE R ARATHN =" NBFE 1 /NE - (F 5 Y HE
SV HmEEs o HX o /AWM 100mM NAC(Sigma-
Aldrich Co.LLC)7/K &% (0.0017mL) » FH RN =B E 20 4
o MEYBEEYH K IER L -

AL c BaoE R o EATHEMABE A 1 RREW
#{F D-1(EH ABS fE & EBRINAL - BiE & HIE
MiE-EYHESRIVER 2.5mL -

FRFE: ERHBE T E I BN LEREFE EMER
BH WO BB O ea2s0=262400(5 B H E H)
eas70=0( 5 B # ZE {H ) - ep.2s0=5178C & M {H )
ep.370=20217(E ME)) - ®&H Tl 2/ EE -

ﬂ
e

@%
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i EEEmE o 1. 10mg/mL > IEEE © 2.8mg(69%) >
mEE— 7T T 289 FHEEE(n): 3.

[0481]
B 72 MR -EYE G (69)
[0482]

R = gm |
T i CD70 $92

7.0

[0483)  BR 1 : DS -ZE Y & #8 (69)

M ER K220 5 ®HAENH CDT0 i » &
MEEZE T E 1 &E L EEE B(EE 280nm I ¢ (k& -
R 1.69mLmg'cm ')% C-1> L) PBS6.5/EDTA ¥ # A&
10mg/mL » & KF K (0.4mL ~ i f8 4mg)E A 1.5mL 3
B A 10mM TCEP(H A b pk T2 K A KR & & )KIE
BO.0129mL s HERHE -7 F R/ S EE)R IM W
&, K % 7% (Nacalai Tesque > Inc.: 0.006mL) - F& 3%
KBEW®RZ pH B 7.060.1 N1& > A 37CIREE 1 /BT » {8
UAE AN B B D EE AR BB R -

MEBaEy EEY 286 B EREFR =/ TR
me&ghp 58 28 8 BEFSWNILEY 10mM Ay — H A&
R OE R (0.0233mL; FHERE—2F R 9 BEE) (#

>
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A& E B (MTR-103 » AS ONE & 7 A R & 5) i it =
m N LNE - FEYEEYHILEE S o HX R
il 100mM NAC(Sigma-Aldrich Co.LLC) K & &
(0.0035mL) - N =EHEE 2008 - (F8YHEYH K

fe 2 1k -
aifb r R R - BT MEEE A A HEHY L E
%{F D-1(EMH ABS fE & R)NMIL  EE=AEHE

M- RSB AER 2.5mL -

BHE: RS R IR &L EEE E(ER
BEOH W K % B 0 R £a250=262400( 3 E ¥ E H )
easo=0( 5 B H# E E ) - ep2s0=5178C E H & )
ep.370=20217(E ME)) - #&E T 2/ EE -

BB ERE @ 1.16mg/mL> I EEE © 2.9mg(73%) >
nEE— 72 TPrHEEH M) 7.

[0484]
Fh G 73(FEHY 58 2B 8 2 {bEeaWHE e K IE)
[0485]
9
H e
- OJLHAYN“"LH‘LW O% A P o a /Q reE
\%) 0 0 EN e o N lLN,LWoY
- 0 H o H o
b
0
rJLN,\O/\%O
NH,H J/\CFH
DORDT:
FI“IN“Q ‘- P 0
5 & o ‘“/LJ\( Aoy ©
HC O Q NH H NH
i Q H O ,l/ f“/ HN N
SN A N oK L3 N o7 © \KOT
0 H o H oo © kHN’“er‘JH F“‘lNI \N\/S*\
L4g0 — o
s
HO ©
315
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[0486] 2 BR 1 : tert-T A N-[6-(2,5-" il & & -2,5-
T -IH-MER -1-E) OB E T AT R E-L-FA
N e % Be

Ka T o Fr tert-T B N-[(OH-35 -9-& H & & )k £ |
el & TR E-L-£E N KBAB (J.Pept.Res. > 1999
% > 53 % > 393 IH)(0.400g > 0.717mmol)x THF(12.0ml)
BRF o 1,8- H R [5.4.0]-7-+ — X M (0.400ml)
mr=ERBEHE AR > BRI O6-IET % B o & N-
Be I G ue B A B (0.221g > 0.717mmolL) » i 8 # 3 /NI o
RE®RILN LB JBEWE - DL 10%E &5 8 KIE R - 6 M B
MR KAR - REMNEBEEKEFE®  HEREDIEKRK
BRghazle « B TR AERE BENEYEYYUWESE
TR I&EH ~%&F + HE DI(viv)]E(E > EHE R
=CEREZEELELEY(0.295g: 78%) -

'H-NMR(400MHz > CDCl;)5 : 1.28-1.36(2H > m) -
1.41(9H > s) » 1.57-1.71(4H > m) > 2.23(2H > t >
J=7.6Hz) » 3.09(2H > d > J=6.0Hz) » 3.51(2H > t >
J=7.6Hz) > 3.85-4.02(4H > m) > 4.69-4.78(1H > m) >
6.15(1H » t » J=4.6Hz) > 6.33(1H > d - J=7.3Hz) -

6.60(1H » t » J=5.0Hz) » 6.68(2H » s) » 7.10-7.16(2H

-

m)> 7.22-7.31(3H > m).
MS(ESI)m/z : 529(M+H)"
[0487] 2 BR 2 @ N-[6-(2,5-Z il s\ £ -2,5-2 & -1H-0E

-2
F-l-B)DCBmEITEMETHEE-L-FAN K

=
RSP
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PR B 1 ESNIEE Y 0.295g > 0.558mmol) 2
"R HEEGOm)EIRE AN =% LB (4.00mL) - U
FrERBEEE 18 N HEERALE  EHRE KR =G
i < 2B L& % (0.240g° 91%) -

'H-NMR (400MHz » DMSO-d¢)8 : 1.15-1.23(2H -
m) > 1.40-1.53(4H » m) » 2.10(2H » t » J=7.6Hz) -
2 88(1H > dd » J=13.7 » 8.9Hz) » 3.04(1H » dd » J=13.7 -
5 0Hz) » 3.35-3.43(2H > m) - 3.58-3.77(4H - m) -
4 41(1H » td » J=7.8 » 5.0Hz) » 7.00(2H » s) » 7.16-
7 31(5H » m) » 8 00(1H » t » J=5.7Hz) » 8.06(1H » ¢t -
J=5.7Hz) » 8.13(1H > d - J=7.8Hz).

[0488) 2 EE 3 : N-[6-(2.5-— ] & £ -2.5-— & -1 H-Tt
g -1-B)C A& | EERE T KERE-L-FEWNKERE-N-
[(2-{[(15,95)-9-7, % -5- 4 -9- 5% £ -4- 9 £ -10,13-— fil %
F-2.3.9.10.13,15-75 8, -1H,12H-% 3 [de]U§ 1§ 3£ [3°.4°
6,710 Wy H [1,2-b]mE Ok -1-E | & -2-H & & 2 & E)H
B b % B

RS R 2 EER e (0.572g 0 1.21mmol )%
B Y & H BE (12.0mL) - JR 0 N-E B IR X0 B o M
(0.152¢g ~ 1.32mmoL)F 1-(3-_H E R E N HE)-3-2 &E i
fb oo fig B8 A2 B0 (0.253g ~ 1.32mmol) W B A 1 /NEF - &
RWEB®BRMNMEE KA S8 ZFB 5 BEEHNESY
(1.10mmoL)~ N,N-__ H A H i k# (22.0mL))F )& + - I ©»
Zom B 3 N RRIEFKEF RN 10%E & B KA
‘o DLRMGER - BESE AW E DLW B W E - L8
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T

ﬂﬂ}

B REBEEREE  BREHNEREVUSIEBEREEMNIA
h~&AF « HA P2(viv)lgiE  BEEXR=GRERE Z
REAEEY(0.351g> 31%) - B ERBAFN 58 2%
B8 ZiEE®MHIEAE -

[0489]
BHE 74(EHPA S8 2 FE 8 ZibaWZmIERE)

[0490])
=
e}

o o)\\ 0
oA N O HO\)LO/\Q ® 8 ©/\
Q. H O 0 —_o H/*:ﬁvovk;@

w2
HN 0~ HNAO’\(
o © 0 00
%ﬁ AN s SO 0,
R R )\

N
0 (0]

ERY

[0491] 26 B§ 1 : =K

A [({N-[(9H-35 -9-F B & & )
BEITHEBRE A OFAE]|LBEE
nE B S8 2B 1 EEMNMLEw(7.37g
20.0mmolL) ~ VU & BE I (200m1)5 78 1 > 7 0°C/A fl & B2
Bz %% H B5 (6.65g » 40.0mmol) ~ K p-HEEE — Ko
(0.381g > 2.00mmoL) > NEREBEH 2/ 3058 - ¥R
EERFRNMBAMRE QI[KER - UL LB EN
ESW A ®RE DI W Ez ke - A JE - R BR8P OF &
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ESWBREYWUVYBELREMRICHK | 28 Z2B=100:
O(v/iv)~0: 100]4ifL » ERERMaEOaBER L EHELEY
(6.75g» 71%) - B ERGHERP 58 2 X8 2 2 b &
V)M [E

[0492] 25 B% 2 © N-[(CGF H £ & &)
iz & -L-F N B B -N-{[(2-(GF H & =
BV R T B B R R

PrRaE R 1 EESLLEY(6.60g 13.9mmol) Z
N,N-2 B B g B (140mL)JE R > B2 0°Cisfm 1,8-2 %
BE[5.4.0]F —-7-F& (2.22g » 14.6mmolL) - i ¥ = m ¥
o1 o ARIEFRFTANDBELAN=RBHE 1 /N
L N-[(FHERE)RE|T i ETKREE-L-FN KK
(6.33g ~ 15.3mmoL) ~ N- ¥ E B¢ ¥9 FE o8 B¢ (1.92g -~
16. 7mmoL) & 1-(3-Z HE B EWN & )-3-£4 FE kb = 2 i
BE fig B8 (3.20g - 16.7mmoL)” N, N-_ H A H fif B (140mL)
B W ECRBEANE - RNREFIREF A 01N B
B > WLLRBEN  EENAHRELHR B MGZE > i@
B REBEERAE  ESNBEVLLUBDBEREENIA
h~%HG: HE=8:2(v/v)]4t ¥EEmECEIEZE
AiEaE®((7.10g° 79%) -

'"H-NMR(DMSO-D¢)8 : 2.78(1H » dd » J=13.9 >

iy

L

&

E\-

A IH BE B
)-

K 5]
2)-2-fl | & £ =

8-
8-

iHJT
il

=,

-~

9.6Hz) » 3.05(1H > dd » J=13.9 > 4.5Hz) > 3.56-
3.80(6H » m) » 4.15(2H » s) » 4.47-4.55(1H > m) >
4.63(2H > d » J=6.6Hz) » 5.03(2H > s) » 5.15(2H > s) >
7.16-7.38(15H > m) > 7.52(1H > t» J=5.9Hz) » 8.03(1H >

319
PD1248495/ic

113112333 FEHESE A0202 1133195684-0



1870273

t » J=5.5Hz) » 8.17(1H » d > J=8.2Hz) > 8.36(1H > t >
J=5.7Hz) > 8.61(1H > t> J=6.6Hz).

[0403) 2 B 3 : H B AETHEE-L-XE N KA
-N-[(F% £ B & B OB & TH Br B2 B8R iz

[ 7 2 Bkt e®(7.00g> 10.8mmol) 2
N,N- = B & W B B (216mL)JE ik F - i/ 0 8 % il &
(7.00g) EREBEHET  WNWERBHE 24 NE - RAEYE
M ELHEEMER > RESBKREZE BESHNEEY
BRETRKF > ABEYHERWE LT BIEM SR > BEE 2 X
BRI ENERENFE  ESERCBEB2EELEY
(3.77g > 82%) «

iy

B

—
=,

1

B

'H-NMR(DMSO-D4)d : 2.84(1H - dd » J=13.7 >
9.8Hz) » 3.08(1H > dd - J=13.7 > 4.7Hz) > 3.50-
3.72(4H > m) > 3.77-3.86(2H > m) > 3.87(2H » s) » 4.52-
4.43(1H> m)> 4.61(2H > d > J=6.6Hz) > 7.12-7.30(5H >
m) > 8.43(1H > t» J=5.9Hz) > 8.54(1H > d > J=7.8Hz) >
8.70(1H > t» J=6.3Hz) > 8.79(1H > t > J=5.5Hz).

[0494] 26 B% 4 @ N-[6-(2,5- " Al & £ -2,5- " & -1H-0k
g -1-B)C B A 1 H M B & H R B B -L-% B N K Bg & -N-
[(#% AW A& E)H & | KB K

o b B 3 SN EEY(3.59g 8.48mmol) 2
N,N-° B & B R B (85.0mL)JE RS » i 6-IH T M — i
W C B N-BEHBE M AR (2.88¢g 9.33mmol) ~ K =
L E M (0.858g > 8.48mmoLl) > W R E R B 1 MK o R
REZS®FARM 01N BEE - W L&EAF - k&7 B HE

iy

—
=,

1

E
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ZEEBHEIA F HE=4: I(v/v)]4 1 BEAHIKE
LB WEE  BRESERSE  EEHENEY
MU BERERRBWIE&NH ~&H + HE @ K=7:1 3:
IW(vivivyz oy B AR E|dL BEEEMaBEE 2 EEL
&1 (3.70g > T1%) o

'"H-NMR(DMSO-D¢)d : 1.13-1.24(2H > m) > 1.42-
1.53(4H > m) > 2.11(2H > t > J=7.4Hz) > 2.80(1H > dd >
J=13.7 » 9.8Hz) > 3.06(1H » dd > J=13.9 > 4.5Hz) >
3.37(2H > t > J=7.2Hz) > 3.56-3.78(6H > m) » 3.97(2H >
s) > 4.46-4.53(1H > m) > 4.61(2H > d > J=6.3Hz) >
7.00(2H > s) > 7.15-7.29(5H > m) > 8.03-8.20(3H > m) >
8.32(1H > t» J=5.9Hz) > 8.60(1H » t>» J=6.7Hz).

[0405) 5 B® 5 : N-[6-(2,5-_ ] & A -2.5-_ & -1 H-I0f
g -1-B)C B A 1 H M B & H R B B -L-% B N K Bg & -N-
[(2-{[(1S5,98)-9-2Z £ -5-% -9-F A -4-H £ -10,13- " i &
B -2,3,9,10,13,15-N 4 -1H,12H-% 3 [de] Uk g 3£ [3°,4 :
6,710 My FF [1,2-b]r Wk -1-& | & }-2-fl | & £ & & )H
B H b i B

PiEaw@) 2 H e (1.14g > 2.00mmoL) 2 N,N-
TOH A HER R M0mL)E R T 0 Y 0CIR D = £ & W
(0.202g » 2.00mmoL) ~ I #t > B 4 ¥ 8 Wt &M
(1.48g > 2.40mmoL) ~ & & 16.4%7K 2 & (b 4-(4,6-_ H &
Bo-1,3,5- = WMF-2- & )-4- H O E IR W #F (0.993g o
3.00mmoLl) » RMERBH | /NI - BHEBRSE  EE
NWEEMIUIYBEERERNIANH ~& ¢ HE=8:

|
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2iviv)lgi e BERER=ECEBZEELEY(1.69g >
82%) - B ER G HEHMH S8 X T8 LE&WMEHE -

[0496]
gt 5 75 N-[(15,98)-9-4 A -5-% -9-F A -4-H £ -10,13-
Tl & E-2,3,9,10,13,15-5 & -1H,12H-% 3 [de] Uk /f 3

[37,47 ¢ 6,710 My [1,2-b]mE 0 -1-5 ]-2-5 B 2 Ff Bz

[0497]

[0408) 25 B 1 : 2-{[(1S,98)-9-2 K -5-%,-9-5 & -4-
B OEL-10,13- " {fl & £ -2,3,9,10,13,15-N & -1H,12H-3 3
[de] Uk g F [37,4° = 6,710 mIFF [1,2-b]r bk -1- & THz & }-2-
fl & & 2 & 2 B I

Kz T o il éaw @) H EE (0.500g -
0.941mmoL)> N,N-— H £ H ff B# (20.0mL) & % % & >
™ ONN-Z B NE 2 FEBF(0.492mL > 2.82mmol) & & (b
ZBE#E A ZBE(0.121ml > 1.13mmolL) » 3t i = m #& # 1 /)
- HMEMEREIE  EBEESNEEYYUBNBELRENIA
h~%h: HE @ K=7:3: I(v/ivivyZiolicHa HE]d
b EBREXECEBELEELEYM0.505g EE) -

'H-NMR(400MHz > DMSO-de)d : 0.87(3H > t >
J=7.4Hz) > 1.81-1.92(2H > m) > 2.08(3H > s) » 2.08-
2.22(2H > m) > 2.41(3H > s) > 3.14-3.21(2H > m) >
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4.51(2H > dd » J=19.4 > 14.7Hz) > 5.22(2H > dd >
J=40.1 > 19.0Hz) > 5.43(2H > s) > 5.56-5.61(1H > m) >
6.53(1H > s) » 7.31(1H > s)» 7.81(1H > d > J=11.0Hz) >
8.67(1H > d > J=8.6Hz).

MS(ESI)m/z : 536(M+H)"*

[0499) 5 B% 2 : N-[(1S,9S8)-9-7, £ -5 0-¥® EH -4-H
B -10,13- — 4] & £ -2.3.9,10,13,15-75 & -1H,12H- % 3
[de] Uk 0p FF [3°,4° = 6,710 my H [1,2-b]mE Wk -1-5 ]-2-5 &
Z B Wz

o bR B 1 EEA{Ea Y (0.504g > 0.941mmolL) 2
HEE(S0.0mL)@F R T » A0 U EEKEE(20.0ml) K 1IN &
S LM AKE K (4.00ml > 4.00mmoL) > M fY ZE )R B H 1 /I
e o A n IN B EZ (5.00ml > 5.00mmoLl ) 1% 1E K2 JE > U
WHRELE BHENWERYEYVWUWBEHREEMIAZG ~ &
5+ WEE - K=723:" W(v/viv)Z o BAKEI&L - &
SEX BB ZEELEY0.412g > 89%) - K Pl & -
EYHE ARG SO HEEE/NBRZE > ibaewn
HE R e i RE e

'H-NMR(400MHz > DMSO-ds)8 : 0.87(3H - t >

N

e

>

+

By
I

J=7.3Hz) » 1.78-1.95(2H > m) > 2.09-2.28(2H > m) >
2.39(3H > s) » 3.07-3.27(2H > m) » 3.96(2H - d >
J=6.0Hz) > 5.11-5.26(2H > m) » 5.42(2H > s) » 5.46-
5.54(1H > m) > 5.55-5.63(1H > m) » 6.52(1H > s) >
7.30(1H > s)» 7.78(1H > d » J=10.9Hz) > 8.41(1H > d >
J=9.1Hz).MS(EST)m/z : 494(M+H)*
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[0500])
B 76(B B 75 AL EW L B E K E)
[0501)
OH
9]
NH2 MsOH ﬁ)
NH
NNt H51 § 0
F N’ \ / 0 — F N/ \N/
0
»)
OH OHO

B 1 0 N-[(1S,95)-9-2 F -5- -9- 5 £ -4-H A -
10,13-_ ] & £ -2,3,9,10,13,15-x & -1H,12H-7% 3 [de] IR
O [37,47 1 6,710 M gF [1,2-b]wE Wk -1-5]-2-58 & £ fg Bz

i’ L FF B (0.0201g » 0.27mmol) /A £ ¥ N,N-_ H
E O BE B2 (1.0mL) » J& 0 N-¥ B 3% 39 BE oo B# (0.0302¢g -
0.27mmol) f 1-(3-" H B g BN E)-3-2 Ak = o %
BOEZ B9 (0.0508g ~ 0.27mmolLl )i ## # 1 /NEF o #F UL 2 B R
BRaAamMMNibaew @ HEbBEBEO1g 0.176mmol)
N N-Z HEHERE(QmMLBEZFRS » LA N=2L &K
(0.025mL » 0.18mmoL) » JA = Jf # #£ 24 /NEF - 5k B & B
B BREHNEBYEYUVEBEHLRENIEH ~&H - H
BE=10: I(v/v)]4ifb » BEEXZCOBBRB ZEEHLEY
(0.080g > 92%) - EBERGHEERP 75 248 2 ERF
WAL & % M E -

[0502]

(A B HD=R AHE BT-H3 B REE | RHEHE 2 BAF
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M LNCaP 4 iy (American Type Culture Collection :
ATCC)# RNA P & i HY cDNA fE B 52 ti iy £ A 51 7 4 -
504 1

5’-ctatagggagacccaagcectggctagcatgctgegtcggecggggca
g-3 (Al & Al 5% 22) > K
504 2

5’-aacgggccctctagactcgagecggceccecgcectcaggctatttettgteca
tcatcttctttgetgtcag-3°(FF %l &% B 9% 23)

#A1T PCR RJE » iR A% B7-H3 BEE 1 0
cDNA -

Hxx» EEA PCR E Y LL MagExtractor PCR & Gel
cleanup(TOYOBO 2 & )& (& - #f 46 > LU IR & B§
(Nhel/NotI) }% {& % > L. MagExtractor PCR & Gel
cleanup(TOYOBO 72 #H ) 4 £ - pcDNA3.1(+) EH &
DNA(Life Technologies 2 5] )L AH [E fR ] B (Nhel/Notl)
HAE % ° DL MagExtractor PCR & Gel cleanup(TOYOBO
o E AR -

i bat i {b DNA FiRAE & > H i Ligation high
(TOYOBO v &) fr 16°C5 5 8 /W » o DL & -

B a2 e ¥ o #l OR BB W DHSe By E 4 AE
(competent cell)(Life Technologies 2% &) » i & o

bR PR > BL PCR 5] 78 BGH K [H 5] 7 #
T B 7% E # PCR(Colony Direct PCR) » ZE ¥ & i & -

EE A E R LR BB &EE (LB/Amp) i & > LU
MagExtractor-Plasmid-(TOYOBO 7\ & )z Hl EH #8 DNA -
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K IESFHE B DNAfF B ER - &7
5[ F 3(CMV E & F 5] F) :

5’-cgcaaatgggoggtaggegtg-3 (7 A& Bl 5t 24) » K
50+ 4(BGH Z ] 5] +) :

5’-tagaaggcacagtcgagg-3’(FF ¥ & Hl 5% 25)

Z MYl AT o R HL R PR BL$R 8 CDS 7 A L g e

R F Y% > EEFOKL 200mL 2 LB/Amp ¥5 & &
Bz & > {H | VioGene 4\ 5 Plasmid Midi V-100 & 41 -

TE B DNA Z FE L -

B A #H RS a7 4 & pcDNA3.1-B7-H3 - A & 2 & 5 JE
) B7-H3 & 2B | 2R 2 ORF D 2 F ¥l rikFIl %
ZHEAIEAGE260(F 6B )2 EBER 1 £ 1602 X >
B7-H3 R 1| 2 HERFI RN FIIRZFI AR
1 o

[0503]
(A5G 2)B7-H3 B RE 1| BER%EEXIH CCRF-CEM 4
A 2 5 #Y

B E M 18 /E8 pcDNA3.1-B7-H3 » ¥ CCRF-CEM
40 B (ATCC)fE F§ Nucleofector II(Lonza 4\ 5 8 ) Ll & &
FLEMMUEE - 2% HEaF 10%H 4 0% (FBS)H

RPMI1640 #2 % £ (Life Technologies N F )WL T & 10%
FBS-RPMI1640)F » & 37°C ~ 5%CO, Z &4 THEE 2
Bt o

e 2 Hig » B 7 ## pcDNA3.1-B7-H3 Z & it ff
A 2 CCRF-CEM 4 fg - L& FH 750nug/mL G418(Life
Technologies 7Y H )2 10%FBS-RPMI1640 5 %4 1% &
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Eae 1M A®  EBETEHAHAMULNESE —@EK R
RmBEETEE HBEMS > FEAH G418 HYM M
Ay 4l B A B B 10 (B 4l B /mL 7 DA 100pL/J% 2 8 & # &
o6 fLEE - BE - & R E UL Y TE By A

B T HER KRR S %R 2 B7T-H3 £ > F A K =K 4
R EffE - BEME > HWREYEHRLLEHR 5% FBS &
PBS JE % 2 K& > R E& A 10pg/mL M30 89 5%FBS #Y
PBS i % » X 4°CEF & 3038 - L& H 5S%FBS #Y PBS
HFE 2 K& RIMELEHR S%FBS # PBS M B 1000 &% Ay
Lgp ot EA L FE 1gG fp B /NE 1gG(# & 77 F )(ICN
Pharmaceuticals /3 & B #55493)[ &% » > 4°CHF E 30
S8 o L&A S%FBSHY PBS % F 2 X1%& » L&A S%FBS
) PBS F &% > LUt L4l B 4 (FC500 © BeckmanCoulter
o ED)E T ROA

HHABMERKESHN BT-H3EEE | ERZE X
CCRF-CEM 4H @ &7y %2 B CEM V1 3.1 2 4§ - £
CCRF-CEM i i {F £y B7-H3 JE R H MM K LR -

[0504]

(A B B -EYESE ZHEE S B

S E W 2 BL{EH CEM VI 3.1 2 410 - CCRF-CEM
4 AL (ATCC)Y 1R DL & 10% fig 4 M /& (MOREGATE) #y
RPMI1640(GIBCO)( L T ~» ¥ =& X ) B =
CEM V1 3.1 2 48t - CCRF-CEM #4Hftz DLz & B @&l A
8x10* {& 4 AL /mL » J* & A 65pL 5 & AW 96 /X 4l fE 15
ERHMER P SAI 25pL MEHE&E - - FH - K LI
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Z2HEHBE®EAE 1000nM -~ 200nM - 40nM ~ 8nM ~ 1.6nM -
0.32nM ~ 0.064nM # M30-HI1-L4 ${ 8 - M30-H1-L4P ¥
BENE-EYESR > SR 100l AMER - #EBY
BIEARAMRXFZAMBEE 10pL » 37 & ~ 5%CO, T &
B3H WEGR HEMEBRENEN=ERTHE D
f - RN BB & R ZEE ~ CellTiter-Glo Luminescent
Cell Viability Assay (Promega)iff B # - WE RFEHE 10
oy ## 1% 0 0 DL P B 5 B % (PerkinElmer) st M % 5L & -
ICso ELL AKX E W -

ICso(nM)=antilog((50-d)*(LOG9b-LOGpa)+(d-
c)+tLOG,ob)

al fEYE ZRBRE a

b: WY E ZBE Db

cIORIBE a B Y BN 2 E MR

d: AT BE b2 EYER 2 EHKE R

a~bHEENFMMEE S0 EET > a>b

ZEREFTHHABEFERGU TIHAXEH -

4R 4 1F R (%)=a+bx100

al WEYE RN ZEAXE ZFHE@0=2)

b: ¥ EIERMRN ZERE ZFIHE (n=10)

¥ CEM_VI1 3.1 2 4 r iE-#EWWHEESE G
(16) ~ (21) ~ (32) ~ (44) ~ (45) ~ (46) ~ (52) ~ SHEH
IC5o< 0. 1(nM) 2 HHiEEEETME - MIB-EYWESE) -
(12) ~ (13) ~ (20) ~ (28) ~ (29) ~ (35) ~ (36) ~ (37) ~
(41) >~ (49) > SHHEH 0.1 <ICs5o< 1(nM) Z 4l i 5 F &

H
G

H
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M- PLBE - E G BR(33) (34) > (47) ~ (48) ~ (50) »
GDHFHEHR 1<IC<100(aM) 2 HEHEEEME - 55— 05
H > ¥ CCRF-CEM #fifg > hiifEF —F&F 2 i fe-gEYKE
Bt L B EETME(>100(0M)) o M30-H1-L4 ¥
#8 & M30-HI-L4P i@ ¥ E — 4 > T REH MG =E
M (>100(nM)) -

[0505])
(B HB-EZYESR ARG E MR BQ)

R B MM 2 SR 4 A (ATCC) ~ b & B2 1 4 i 2
Daudi 4 fg (ATCC)& L& 10%2 &4 11 ;5 (MOREGATE)
7 RPMI1640(GIBCO)(DL T » ¥z #& B )& % - SR 4H g -
Daudi 4 A7 DA 55 & B30 2 & 2.8<10* (@ 4H AZ /mL » % 96 X
MAEEERHMERF SAM 9L - 2 /NEE - & UERE
HE B B 40nM - 8nM -~ 1.6nM - 320pM - 64pM -
12.8pM ~ 2.6pMHEJ $ii CD30Hi f8 R I BE -BE W 1R & %8 (6) »
(&AM 1opl W ER - B YWEIERMIF Z R
1opl FFEEHE - 37 % ~ 5%CO, T E 3 H - F&E®E &
MEEEEEFANHLARAERTHFE 30 778 - RIINE
BRHPL % & >~ CellTiter-Glo Luminescent Cell Viability
Assay(Promega) Wi # # - WE R THE 10 & - LLF
B 38 Bt (PerkinElmen)gt M & % & - ICso U T F X E
Hj o

ICso(nM)=antilog((50-d)*(LOG9b-LOGpa)+(d-
c)+tLOG,ob)
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H

al fEYE ZRBRE a

b: WY E ZBE Db

cIIRMETE a2 #t Y E R 205 d X

d: AT BE b2 EYER 2 EHKE R

a~bHrE RN EAMEE S0%0VEET » a>b

EREFTHVAHEFRGL TIAXE DL -

4R 4 1F R (%)=a+bx100

al WEBYE AN ZHE ZFHEM=2)

b: WEYWEIERMR ZENRE Z FHME (n=12)

MEE-EYEaR6) (R H SR g > 2R ICso
<001 (nM)YZ HIHEEGEEM - 5 — @ » ¥ Daudi 4
B> - EGRO - (MDEREFRAEE FE T
(>4.0(nM)) - X - $i CD30 i GHH T - EREH
MM B EIEM(>4.00M)) -

[0506]
(A B SHHytiiE-22YWE K G E 1 B

iR 5 Ml B < SR G B (ATCO)R LL & 10% .2 Bg 4
i % (MOREGATE)fy RPMI1640(GIBCO)(LL T » £ & &)
& o SR il L I E A B A 2.8x10% {H 44 i /mL >
P96 JRdifgEEHMER T &AM 90ul - 2 /NEF 1R
YRR A ME A 1000nM -~ 100nM - 10nM ~ 1nM -
100pM ~ 10pM ~ IpM Hy §ji CD30 i e R Hi i -#EW H & &
(22) ~ (23) ~ (38) ~ (64) > (65)F AW 10pL R B8 - #¢
B EIEA M GRZ RN 100l 2 EE - 37 E
5%CO, TiE& 6 H - BEZ HMEBABFRAT I

H
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=R PAE 30 o8 o AT ERHEEE Z
CellTiter-Glo Luminescent Cell Viability Assay(Promega)
i ® - NERFE 10 7 #% 0 DL B E WK
(PerkinElmer)5t Ml & - ICso HHLL T H X E T -

ICso(nM)=antilog((50-d)*x(LOG0b-LOG 9a)+(d-
c)+tLOG,ob)

al W YE ZRE a

b: WY E ZRE D

cIIRMETE a2 #t Y E R 205 d X

d: /RMEE b Z# Y ER 2 &R

a~bHrE RN EAMEE S0%0VEET » a>b

EREFTHVAHEFRGL TIAXE DL -

4R 4 1F R (%)=a+bx100

al WEBYE AN ZHE ZFHEM=2)

b: WEYWEIERMR ZENRE Z FHME (n=12)

LA -FYE G AR (23) > (38) (64) - (65)(& #H SR 4
fg 23 ICso< 001 (nM)ZHEEFEMN - IER-EYWESE
B (22) R ¥ SR I8 23/ 1Cso< 0. 1(nM) Z dl B (B F &
M- X > JL CD30H A ARYE SRAMEB S EF S MU
(> 4.0(nM)) -

H

H

[0507]
(A Efl oOmE-EYEER LHEEF M B4

IR B5 M 4l B 2 HL-60 4 Al (ATCC) ~ #i 7 2 M 40 A
~ Raji 40 fZ (ATCCHY. ML & 10% 2 Ba 4 i 7F (MOREGATE)
9 RPMI1640(GIBCO)(LL T » 5 & H ) #& o HL-60 4
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HE - Raji dHAE DI & EFHBL L 8x10% & AE/mL - 1
BEAo65uL ZEEEN 6 XAMRBEEMAMER ¥ &5
25pL - MM E B 7 &K 10pl DI & AWM E &
1000nM ~ 200nM - 40nM - 8aM - 1.6nM - 0.32nM -

0.064nM Hy i CD33 i ki - ESHEK (8~ (9)-

e Bu Y B JE R hn X d & R
5C0O, P& 3 H
i 7= om N oRFE 30

1opl £ & 2 - 37 R -
HHMEBREHEER T RH
W' R B ' 2

- HEE R

7y 3

CellTiter-Glo Luminescent Cell Viability Assay(Promega)

i 18 FF
(PerkinElmer)sf 0l 2% ¢t & -

RERFE 10 o#EKR > P8R #E DK
I[Cso E R UL T A EFEH -

ICso(nM)=antilog((50-d)*x(LOG;ob-LOG;0a)+(d-

c)+tLOG,ob)

<0.1(nM)Z 4l i 15 &
AN

al B YIE 2R
b: WY E ZBE Db

a 2 W ER Y B B 2 E 4R R

d: AT BE b2 EYER 2 EHKE R
a~bHrE RN EAMEE S0%0VEET » a>b
EREFTHVAHEFRGL TIAXE DL -

4R 4 1F R (%)=a+bx100

al WEBYE AN ZHE ZFHEM=2)

b: WEYWEIERMR ZENRE Z FHME (n=5)
M-V E R 8) (9% K HL-60 4l jg 2 ¥ 1Cso
EME o 55— E - B Raji A8
-EY R EE 8 O REHMAKWEG FEME(>

K

a

H

i
e

c - /J\ﬁﬂh«:

EF
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100(nM)) - X » i1 CD33 A GHF — A &K E W4
HE B F & (> 100(nM)) -

[0508]
(B DI B-EZYESR ARG EF MR BG)

R S M 4B 2 NOMO-1 40 B (HSRRB) 4 LL& 10%
7 Be 4 M E (MOREGATE)HY RPMI1640(GIBCO)(LL T >
EEAE)EE - NOMO-1 #ifEEEE Bk A 2.8x10°
{& 4 B /mL > &R HD 90pL jd 96 SN M E A MEHE - 2
N R P EEFZEAMN 0L DIEEEWE S
1000nM ~ 200nM - 40nM - 8nM - 1.6nM - 0.32nM -~
0.064nMHJ#1 CD33 L AE K VL S -BE W) 1 & 88 (24) ~ (25) -
(67) - #EBYWEIIERNMIN F & KM 10pL 5 & E - 37
B -5%COo, THE&EO6H H&E®EZ  FHMEEAEEFRAT
MM HNERTHE 30 28 « ANIBERAZEE 2
CellTiter-Glo Luminescent Cell Viability Assay(Promega)
i 8 - MERFE 10 5% 0 DB E B
(PerkinElmer)st HI & X & - ICso HE B LA THAHXEH -

ICso(nM)=antilog((50-d)*(LOG9b-LOGpa)+(d-
c)+tLOG,ob)

al EYE B

b: Wl YE 2 BE b

cIORIBE a B Y BN 2 E MR

d: ARMEE b Z#EBYEN ZFEH KR

b SN EHME SO EE T » a>b
ZEREFTHHABEFERGU TIHAXEH -

K

a

H

W

EF
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4R 4 1F R (%)=a+bx100

al BB RN ZEXE Z FHE (=2)

b: WEYMHEHIIERMIX ZEXE ZFIHME (=5)

B NOMO-1 4/ » i -EWHE G (25)E B 1Cs0<
O.InM) TG EEME - MB-EWESGE Q24) - (67)
HE2H 1 <ICs < 100(nM) 2 A AEHE FEE - X 0 i
CD33 #i f ¥ NOMO-1 # Mgk 2 B @ iL 5 = & M (>
100(nM)) o

[0509]

(A0 HMB-EYEGR ZAREEE MR REG6)

MR MM 2 U251 4T (ATCC) ~ 5t & B2 1 4 A
Z MCF-7 4l B8 (ATCC) & L & 10% Z fig 4 m &
(MOREGATE)#) RPMI1640(GIBCO)(LL T » 7 & K )#
Z - U251 4 - MCF-7 i LA & A Bk & 2.8x10°
{# 40 B /mL - J* 96 SRAMBERMER T &AM 90uL
e —-FH RMEBRFEZAM 10pL 2 L& 5
ZHEMEAE 1000nM - 200nM - 40nM -~ 8naM - 1.6nM -
0.32nM ~ 0.064nM Ay 3L CD70 #i B8 R i & -85 1§ & B
(10) ~ (11) - B EIF R/ F Z R 10pL 5 & & -
37/ ~5%CO, TH®E6H - B&EE  KUMEEEAHEEM
FTREHIEN=ERTHE 30 o8  ANIBERHAEE
CellTiter-Glo Luminescent Cell Viability Assay(Promega)
W RERBE 10 8 % 0 DLV B E B
(PerkinElmer)5t M # St & - ICso B U TH X EFE W -
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ICso(nM)=antilog((50-d)*(LOG9b-LOG9a)+(d-
c)+tLOG,ob)
al W YE ZRE a
b: WY E ZRE D
cIIRMETE a2 #t Y E R 205 d X
d: /RMEE b Z# Y ER 2 &R
a~bHrE RN EAMEE S0%0VEET » a>b
EREFTHVAHEFRGL TIAXE DL -
4R 4 1F R (%)=a+bx100
al WEBYE AN ZHE ZFHEM=2)
b: WEYWEIERMR ZENRE Z FHME (n=12)
M- E R (10) (11)&H % U251 g 2 3R 1Cso
<IT(M)HHREEBESM - 35— @ - ¥ MCF-7 4448 -
ME-#YESRA) ADIEAREHAHEGZFEM (=2
90(nM)) - X - 4 CD70 #i #8 ¥ £ — 4l B & R B = 4l B (5
FEM(>100(nM)) -
[0510]
(A Bp NI -EYESE HEESEEEA B
MG M 2 U251 @A (ATCO)GR M & 10% 2 fa
4 i1 & (MOREGATE)® RPMI1640(GIBCO)(LL T » ki &
BE)EE - U251 Al a Bl e s 2.8x10% 40 A
/mL > &R HD 90l A 96 RAMMEEERAMER - 2 /NIF
" MMEBRFTZIHMIONL IEEEHRER 1000nM
200nM - 40nM -~ 8nM -~ 1.6nM ~ 0.32nM ~ 0.064nM By i
CD70 #ife K iife-EYIE & 5 (26) ~ (27) > (40) ~ (68) »

H

H

335
PD1248495/ic

113112333 FEHESE A0202 1133195684-0



1870273

(69) - e E A/ &R 10pL B & & - 37
B ~5%CO, THEE 6 H HER KHWMERBEERT
MBI R=ERNFE 30 28 - AMIBFBERILEE 2
CellTiter-Glo Luminescent Cell Viability Assay (Promega)ifi
mH o N=ERBFE 10 7 8#1% > P8 EBH®
(PerkinElmer)zt Ml %t & - ICso EH LTI AHXEH -

ICso(nM)=antilog((50-d)*x(LOG0b-LOG 9a)+(d-
c)+tLOG,ob)

al B YIE 2R

b: WY E ZRE D

cIIRMETE a2 #t Y E R 205 d X

d: /RMEE b Z# Y ER 2 &R

a~bHrE RN EAMEE S0%0VEET » a>b

EREFTHVAHEFRGL TIAXE DL -

4R 4 1F R (%)=a+bx100

al WEBYE AN ZHE ZFHEM=2)

b: WEYWEIERMR ZENRE Z FHME (n=12)

TLAE -V E & BE(26) > (27) ~ (40) ~ (69) (R ¥ U251
AMAEEHR 1<ICso <10(M)Z I EEFTEMN - IR -%EY
HE i (68)Hm 2| 10<1Cso< 100(nM) 2 4 i 5 F JE £ -
X - fi CD70 fif A ¥ U251 AR E R MR E FE M
(> 100(nM)) -

a

K

K&

;3
G

H

[0511])
(st B B 10)70 B 42 %) 2 4l B (5 & M 50 B (8)
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A375 #l ML (ATCC) & LL & 10% 2 fg F M &
(MOREGATE)#) DMEM(GIBCO)(LL T » & )& -
A375 WiME A B BB R 4x10° (M 4l fg /mL - & & 00
25uL RE B A 65uL BEEM 96 NN EERAME R
(CORNING)iU 5 & — Wt - B H » WWHERF & KN
0.5pL ~ L DMSO # % & 1000nM -~ 200nM - 40nM -
8nM ~ 1.6nM ~ 0.32nM ~ 0.064nM ¥ B 98 - 7 # B
VIEIEAR M T ZAIM 0.50L 2 DMSO - jt & &8 Z /X
BRI 10pl FEE S BEEEZREMFEK 100ul > B
37/ ~ 5% CO, THEO6H - HEaZ  HUMEBEKEER
FTRHIERERTAHE 30 78 - ANMBERAEFEE Z
CellTiter-Glo Luminescent Cell Viability Assay(Promega)
W - RERSFE 10 8% - DU 8 E B A &
& - ICsoHGBMUTHAXEH -

ICso(nM)=antilog((50-d)*x(LOG0b-LOG 9a)+(d-
c)+tLOG,ob)

al EYE B

b: WY E ZBE Db

cIIRMETE a2 #t Y E R 205 d X

d: AT BE b2 EYER 2 EHKE R

a~b GBI NEMMEE S0 RBE T > a>b

WHAEFERGUTIAXEH -

4R 4 1F R (%)=a+bx100

al WEYE RN ZEAXE ZFHE@0=2)

b: #EYWHEIERMR ZENRE Z FHME (n=10)

K

a

H
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B (THZEEaY - RIREZTREH AT 2 ®
0.1 <ICso<1(nM)z I EFEEEME - ElH (42) 21t &
P)EHR 1<ICso<10(M)ZHMEFEMN - B (HZ
Ea®WEHR 10<ICso< 100(nM) 2 41 Y B F & I -

[0512]

(e B B 11) 30 i & &l B (1)

INE B 5-6 HEr 2 lEF BALB/c R B (H A Charles
River A )N EWEMA - UL SPF B 4-7 H -
BN B 45 8 &8 B B & P 69 B (FR-2 » Funabashi Farms
Co.» Ltd)r 58 P ME A B K AKCAI 5-15ppm XN & B
o R FE B .

ME ~FEAX R 2WE EBEZEEREEK
PLE 7 A& fr £ R(CD-15C > Mitutoyo Corp )X & 1 A
AME 2 X EEESRMEmm’) - 585 A (G aLLT AT
fl%\ o

BE B RS B (mm’)=1/2x& & (mm) >[5 € (mm)]?

ME-#Z2YEacBGE2TULAEAHEEE K(KREHEET
)M > 10mL/kg Y RENEFKRANERHRE - AHER
@ E R A37S5 4HFEME 5 ATCC(American Type Culture
Collection) « H# B F N AEH B E KA 8x10° (A4 K T
BHPEREZGMERE O0H) B1ITHEREREZ
774 - M30-HI1-L4P i B R I B -E#E Y EH & 8 ()N F
11~ 1825 H=&LL 10mg/kg 2 A =& it B #F Ak N & 5 -

ERRNE 17 - BHEZAZERERTNMER Z
R - O =/m4%&%Xm M30-HI-L4P i - D E P & £~
ME-EZEYHEESE(Q)ZWE -

338
PD1248495/ic

113112333 FEHESE A0202 1133195684-0



1870273

wHENE-Z2YHRoR ()R EmERR KRB & it
wmb s EEHERE&EKBEERABERE - FSWEE - 55— K
H - M30-HI-LAP i B GEENIEE R ETH -

N #HEGR-Z2YRGEQHIET > RARE
MO EFE R EHATRE LA EB-BWESE QIR
By - XZEMHIs -

[0513])

(s Bg B 12) %10 B 8 & B (2)

ANBFREOGZBEHR A7 @i 1 ATCC(American Type
Culture Collection)fE A « K FN A HEH B KH 6x10°
e TREZESRBE ZGMEREOH) 5 18 H
BEREE Z o8 - E-EYHESE Q)L 03,
1.3mg/kg)f2 5% 18~ 25~ 32 HLLBZF M & qwx3 Z 5T 8l iR &
aF iR A f&% L o

SRR E I8 EH BEBRFZEEPEREGERBRE
ZHBEE - BN BPERAEGEEHEAE -V ESE
(2)0.1mg/kg & BLH; ~ & -X-{h 2 ¥ 0.3mg/kg & BLH -
—AHGHBENR Img/kg HEE - HEP KK ZEH 3mg/kg
KR MR - iR-BYHESRQ)ZEMNERF Mt
RE M N R e

[0514]

(s Bg B 13) 41 B 98 & B (3)

N B JE /N Al BE Af 2 PR Calu-6 4l lg i ATCC(American
Type Culture Collection)ff& A - K & 7% i° 4 B & B K #Y
Sx10° AN Mg fx TREH EZMBEER < GMEI (B 0H) %
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1T HEWMEREZ 748 o M30-H1-L4P i fe K fi fe -85 ¥ &
gl @K %E 11~ 1825 H L qwx3 Z & & & & LU
10mg/kg 2 H & M1 B & Ik N 9% 2 -

GRTNE 19 BT 2BEHERRGEH MR B
ZHEE B=Z=A&KHAEZH M30-HI-L4P i - HE P &
GEAMB-EZVHRoBQZOR HEOB-#2YHES
QO HHEMBEBERERAE ) > EE&KBERFEER L
FIEREIWEIE - 55— | > M30-HI-L4P Ji i & B2 (% & o

Hy 3 TR B 1T &

N #HEGR-Z2YRGEQHIET > RARE
MO EFE R EHATRE LA EB-BWESE QIR
B XZEMhE -

[0515])

(A B& O 14) 51 iE & 5 B (4)

ANBFREOZENR A37S fiE @1 ATCC(American Type
Culture Collection)fif A - B EF N A B B /KA 8x10°
HapE e TREZESRBE ZGMEREOH) £ 21 H
BEREEZ o8 - i -EYWESRE) > (13) (41)
(55) % 21 HEH D 10mg/kg 2 H & H B AF kN &5 -

&R R E 20 BT 2BEHERRGEH MR B
ZHEHE BHBEPKGEARE-Z2YECR(HK AR -
H=AKAEANRB-EVE SR (3K K - &-X-%
EHRVME-BYEcRUAUDRER - BNAPRHEHN
m-EYEcROHEHERKRE ZHR - BEHEB-EYVES
(1)~ (13)~ (4l) >~ G5z - EEERBAE KD
E— & B 3% & e E I & s R
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Moo B GRE - E S8 (1) (13)~ (41) > (55)HY
NEF R ARBERSEFF R ESR TR > AR HE
YR R () (13) WD)~ S5HBFMS - X Z 2K
=

[0516]

(A B2 B 15)%0 BE & & B (5)

N B2 FE /N 48 A Bf otk Calu-6 4l Bt 1 ATCC(American
Type Culture Collection)fiE A - H B F N EEHEH KD
Sx10° MM s THREEMEBR G MBEIE(E 0H) 5
12 HEREREZ 278 - IB-EZ2YWESE(3) - (41)-
(55)R 5% 12 H= & Ll 10mg/kg 2 H & B & Ak A& 2 -
NAE R/t ® - DE-310 A% 12 HBL 0.1mg/kg 2 I &
NEAFRAKRS - Ld - LB E 2P IE-%YE
R GENNE 2B EWNE > DE-310 AN & FH &
Mk EENENGR  MEB-#EYESEHBE DE-310 Z
SEHEYEGY B 1100 Fh Faf & B > k& EE
SEZaHEH -

GSERTANE 21N B BEBRF2OAZEREGERMESR
ZHEE- O BEP&gE&HER DE-310 O =A% % 2 B i
B-EYELSB() @-X-GEERNB-Z2YESE
GH BHBNAEPHEGEHRNB-Z2MESBGHZAUR -
MEME-EZEYEaR(3) > 4D SSHZKRH > EREE
BEEWR YD - B — K HE  DE-310 X & H R EEHE S

' D e

i
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o HEE-E2YEGE3) (41) (558 /)&
foRARERVEFEFZRMNELARA I HEFRE
YRGB ELES XTI E -

[0517]

(s B& B 16) i fE & 5 B (6)

ANBFREOGZBEHR A7 @i 1 ATCC(American Type
Culture Collection)f& A - B FNEH BB KA 1x107
HapE e TREZESRBE ZGMER(EOH) £ 11 H
BEEETE 208 - iBE-EYWERSEAT) > (18) - (19) -
(59) ~ (60) ~ (65 11~ 18 H Ll qwx2 Z &t #l £ & L
3mg/kg Z F E N B A Ik N I #2 -

EROANSE 22 H BRFZEEPEREAEERBRE
ZERE - - -BNAaPRGERAEBE-Z2VE R (KA
B~ B=ZAKGEHANE-BEYVESCRE(1I)KREE - HH
PREZ2HANIEB-ZVEGRE(IDEEKE - B=ZA8%K=2
B -B2YEcROCHRER - BNEBERPREAEZRARE
-EYEoR(OKRAEE @-X-BEHAE-#YEGRE
(61)F% BB 2 2 | o

WwHERE-Z2YEGE AT > (18) > (19) ~ (59) »
(60)~(6ehHzmi > EEEEEZRLD  E—F 5 #HE
FE RE W SE I A o R

oo B piE-2YHEs R (7)) (18) ~ (19) -
(59) >~ (60) ~ (6DHKWY/NEF > BRABERDVFZF ZHH

HE T hLEhFZNB-EZEYVEcREEES
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[F7 %1 % 8 s A W AL ]

[0518])

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
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil

PD1248495/ic

113112333

10-

11

12-

13

14-
15-
16-
17-
18-
19-
20-

21

22-

23

FEHESE A0202

-B7-H3 & R 84
-B7-H3 & R 84
-M30 1 88 ~
-M30 1 88 ~
-M30 1 88 ~
-M30 1 88 ~
-M30 1 88 ~
-M30 1 88 ~
-M30-H1 # &= # ~ fF £
B E
B E
B E
B0 2
B0 2
B0 2
B0 2
B0 2
B0 2
B0 2
M30 §1 78 E #f Z B &
-M30 Pi fS B 3 2 fx
PCR 5] F 1

-PCR B[ F 2

M30-H2

-M30-H3
M30-H4
-M30-L1
M30-L2
M30-L3
M30-L4
M30-L5
M30-L6

M30-L7

343

CDRH2 7 % &
CDRH3 ~ i#

CDRL1 2 Ji#

CDRL2 ~ i %

CDRL3 2 Ji#

8-
8-
8-
8-

fyﬂifbﬁi@ﬁifbﬁi

A B2

B &

1 2 Rg A g P
2 2 B
CDRHI1 2 iz £

%

f
f
f
f
f
f

%
%
%
% Fe 5
%
%
e

5l
5l
5l

5l
5l

% Fe 41l
B /7 5
E B Fp 7
E B Fp 7

5l
5l

1133195684-0
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[

Sopes

~F

Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
Sl Wil
9t st B4 ]

o
RN

PD1248495/ic

113112333

24-

25

26-
27-
28-
29-

30
31

32-

FEHESE A0202

-Pt

-Pt

CMV B &) 750+ * 5[5 3

BGH K H 3 F : 3| F 4

B7-H3 & R 1 % H &
it CD30 i #8 = ## ~ B¢ &
i CD30 i #8 & ## ~ B &
i CD33 #i 88 = # ~ ¢ &
CD33 i f8 B # ~ B A
CD70 §ii #8 &= # ~ B &
i CD70 i #8 & ## ~ B¢ &

el

2R BRERg

344
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5l
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1870273

SRk

110> F—=HRRMHARATI (DAIICHI SANKYO COMPANY, LIMTED)

<120>
<130>

<140>
<141>

nEe-EMES
PD20-9003W0

TW113112333
2013-10-11

<150> JP2012-225887
<151> 2012-10-11

<160> 32

<170> PatentIn frZ
210> 1

<211> 534

<212> PRT

213> A%

<400> 1

¥et Leu Arg Arg érg

Ala Leu Gly Ala Leu
20

Val Pro Glu Asp Pro
35

Cys Cys Ser Phe Ser
50

Leu Ile Trp Gln Leu
65

Glu Gly GIn Asp GIn
85

Pro Asp Leu Leu Ala
100

Arg Val Ala Asp Glu
115

Phe Gly Ser Ala Ala
130

Pro Ser Met Thr Leu

PD1248495/ic

B2 AR

3.5

Gly Ser Pro Gly Met Gly Val His Val Gly Ala

Trp Phe Cys

Val Val Ala
40

Pro Glu Pro
55

Thr Asp Thr
70

Gly Ser Ala

Gln Gly Asn

Gly Ser Phe

120

Val Ser Leu
135

Glu Pro Asn

FEHESE A0202

10

Leu Thr Gly Ala Leu
25

Leu Val Gly Thr Asp
45

Gly Phe Ser Leu Ala
60

Lys GIn Leu Val His
75

Tyr Ala Asn Arg Thr
90

Ala Ser Leu Arg Leu
105

Thr Cys Phe Val Ser
125

Gln Val Ala Ala Pro
140

Lys Asp Leu Arg Pro

15

Glu Val GIn
30

Ala Thr Leu

GIn Leu Asn

Ser Phe Ala
80

Ala Leu Phe
95

Gln Arg Val
110
Ile Arg Asp

Tyr Ser Lys

Gly Asp Thr

1133195684-0
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145

Val Thr

Phe Trp

Ser GIn

Arg Val
210

Pro Val
225

Arg Ser
Val Ala
Glu Pro
Asp Thr

290
Ser Ala
305
Gly Asn
Ser Phe

Ser Leu

Pro Asn
370

Ile

Gln

Met

195

Val

Leu

Pro

Leu

Gly

275

Lys

Tyr

Ala

Thr

Thr

Asp

180

Ala

Leu

Gln

Thr

Val

260

Phe

Gln

Ala

Ser

Cys
340

150

Cys Ser
165

Gly GIn

Asn Glu

Gly Ala

Gln Asp
230

Gly Ala
245

Gly Thr

Ser Leu

Leu Val

Asn Arg
310

Leu Arg
325

Phe Val

GIn Val Ala Ala

355

Ser

Gly

Gln

Asn

215

Ala

Val

Asp

Ala

His

295

Thr

Leu

Ser

Pro

Lys Asp Leu Arg Pro

PD1248495/ic

113112333

375

FEHESE A0202

Tyr

Val

Gly

200

Gly

His

Glu

Ala

Gln

280

Ser

Ala

Gln

Ile

Tyr
360

Gln Gly
170

Pro Leu
185

Leu Phe

Thr Tyr

Ser Ser

Val GIn
250

Thr Leu
265

Leu Asn

Phe Thr

Leu Phe

Arg Val
330

Arg Asp
345

Ser Lys

155

Tyr

Thr

Asp

Ser

Val

235

Val

Arg

Leu

Glu

Pro

315

Arg

Phe

Pro

Gly Asp Thr Val

Pro Glu Ala

Gly Asn Val
190

Val His Ser
205

Cys Leu Val
220

Thr Ile Thr

Pro Glu Asp

Cys Ser Phe
270

Ile Trp GIn
285

Gly Arg Asp
300

Asp Leu Leu

Val Ala Asp

Gly Ser Ala
350

Ser Met Thr
365

Thr Ile Thr
380

160

Glu Val
175

Thr Thr

Ile Leu

Arg Asn

Pro Gln
240

Pro Val
255

Ser Pro

Leu Thr

Gln Gly

Ala GIn

320

Glu Gly

335

Ala Val

Leu Glu

Cys Ser

1133195684-0
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Ser Tyr Arg Gly Tyr Pro Glu Ala Glu Val Phe Trp Gln Asp Gly GIn
385 390 395 400

Gly Val Pro Leu Thr Gly Asn Val Thr Thr Ser GIn Met Ala Asn Glu
405 410 415

GIn Gly Leu Phe Asp Val His Ser Val Leu Arg Val Val Leu Gly Ala
420 425 430

Asn Gly Thr Tyr Ser Cys Leu Val Arg Asn Pro Val Leu Gln GIn Asp
435 440 445

Ala His Gly Ser Val Thr Ile Thr Gly GIn Pro Met Thr Phe Pro Pro
450 455 460

Glu Ala Leu Trp Val Thr Val Gly Leu Ser Val Cys Leu Ile Ala Leu
465 470 475 480

Leu Val Ala Leu Ala Phe Val Cys Trp Arg Lys Ile Lys GIn Ser Cys
485 490 495

Glu Glu Glu Asn Ala Gly Ala Glu Asp GIn Asp Gly Glu Gly Glu Gly
500 505 510

Ser Lys Thr Ala Leu Gln Pro Leu Lys His Ser Asp Ser Lys Glu Asp
515 520 525

Asp Gly GIn Glu Ile Ala
530

210> 2

211> 316
<212> PRT
WARKI RN

<400> 2
Met Leu Arg Arg Arg Gly Ser Pro Gly Met Gly Val His Val Gly Ala
1 5 10 15

Ala Leu Gly Ala Leu Trp Phe Cys Leu Thr Gly Ala Leu Glu Val GIn
20 25 30

Val Pro Glu Asp Pro Val Val Ala Leu Val Gly Thr Asp Ala Thr Leu
35 40 45

PD1248495/ic
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Cys Cys
50

Leu Ile
65

Glu Gly

Pro Asp

Arg Val

Phe Gly
130

Pro Ser
145

Val Thr
Phe Trp
Ser GlIn
Arg Val

210

Pro Val
225
Pro Met

Val Cys

Lys Ile

Ser

Trp

Gln

Leu

Ala

115

Ser

Met

Ile

Gln

Met

195

Val

Leu

Thr

Leu

Lys
275

Phe

Gln

Asp

Leu

100

Asp

Ala

Thr

Thr

Asp

180

Ala

Leu

Gln

Ile
260

Gln

PD1248495/ic

113112333

Ser

Leu

Gln

Ala

Glu

Ala

Leu

Cys

165

Gly

Asn

Gly

Gln

Pro

245

Ala

Ser

Pro

Thr

70

Gly

GIn

Gly

Val

Glu

150

Ser

GIn

Glu

Ala

Asp

230

Pro

Leu

Cys

Glu Pro
55

Asp Thr

Ser Ala

Gly Asn

Ser Phe
120

Ser Leu
135

Pro Asn

Ser Tyr

Gly Val

Gln Gly

200

Asn Gly

215

Ala His

Glu Ala

Leu Val

Glu Glu
280

FEHESE A0202

Gly

Lys

Tyr

Ala

105

Thr

Gln

Lys

Arg

Pro

185

Leu

Thr

Gly

Leu

Ala

265

Glu

Phe Ser Leu Ala
60

GIn Leu Val His
75

Ala Asn Arg Thr

Ser Leu Arg Leu

Cys Phe Val Ser
125

Val Ala Ala Pro
140

Asp Leu Arg Pro
155

Gly Tyr Pro Glu
170

Leu Thr Gly Asn

Phe Asp Val His
205

Tyr Ser Cys Leu
220

Ser Val Thr Ile
235

Trp Val Thr Val
250

Leu Ala Phe Val

Asn Ala Gly Ala
285

Gln Leu Asn

Ser Phe Ala
80

Ala Leu Phe
95

Gln Arg Val
110

Ile Arg Asp

Tyr Ser Lys

Gly Asp Thr
160

Ala Glu Val
175

Val Thr Thr
190

Ser Val Leu

Val Arg Asn

Thr Gly GIn
240

Gly Leu Ser
255

Cys Trp Arg
270

Glu Asp GIn

1133195684-0
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Asp Gly Glu Gly Glu Gly Ser Lys Thr Ala Leu GIn Pro Leu Lys His
290 295 300

Ser Asp Ser Lys Glu Asp Asp Gly GIn Glu Ile Ala
305 310 315

210> 3

211> 5

<212> PRT

<213> /MEE (Mus musculus )

<400> 3

Asn Tyr Val Met His
1 5

<210> 4
211> 17
<212> PRT
Q213> /e

<400> 4
Tyr Ile Asn Pro Tyr Asn Asp Asp Val Lys Tyr Asn Glu Lys Phe Lys
1 5 10 15

Gly

210> 5
211> 13
<212> PRT
Q213> /e

<400> 5
Trp Gly Tyr Tyr Gly Ser Pro Leu Tyr Tyr Phe Asp Tyr
1 5 10

<210> 6
211> 10
<212> PRT
Q213> /e

<400> 6
Arg Ala Ser Ser Arg Leu Ile Tyr Met His
1 5 10

210> 7
21> 1

PD1248495/ic
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<212> PRT
Q213> /e

<400> 7

Ala Thr Ser Asn Leu Ala Ser
1 5

<210> 8
Q211> 9
<212> PRT
Q213> /e

<400> 8
GIn GIn Trp Asn Ser Asn Pro Pro Thr
1 5

210> 9

211> 471
<212> PRT
213> ALR5

<220>
<223> M30 Z AMCEE

<400> 9
Met Lys His Leu Trp Phe Phe Leu Leu Leu Val Ala Ala Pro Arg Trp
1 5 10 15

Val Leu Ser Gln Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys
20 25 30

Pro Gly Ser Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe
35 40 45

Thr Asn Tyr Val Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu
50 55 60

Glu Trp Met Gly Tyr Ile Asn Pro Tyr Asn Asp Asp Val Lys Tyr Asn
65 70 75 80

Glu Lys Phe Lys Gly Arg Val Thr Ile Thr Ala Asp Glu Ser Thr Ser
85 90 95

Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val
100 105 110

Tyr Tyr Cys Ala Arg Trp Gly Tyr Tyr Gly Ser Pro Leu Tyr Tyr Phe

6
PD1248495/ic

113112333 FEHESE A0202 1133195684-0
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Asp Tyr
130

Lys Gly
145

Gly Gly

Pro Val

Thr Phe

Val Val
210

Asn Val
225

Pro Lys
Glu Leu
Asp Thr
Asp Val

290

Gly Val
305

Asn Ser

Trp Leu

115

Trp

Pro

Thr

Thr

Pro

195

Thr

Asn

Ser

Leu

Leu

275

Ser

Glu

Thr

Asn

Gly

Ser

Ala

Val

180

Ala

Val

His

Cys

Gly

260

Met

His

Val

Tyr

Gly
340

PD1248495/ic

113112333

Gln

Val

Ala

165

Ser

Val

Pro

Lys

Asp

245

Gly

Ile

Glu

His

Arg

325

Lys

Gly Thr
135

Phe Pro
150

Leu Gly

Trp Asn

Leu Gln

Ser Ser
215

Pro Ser
230

Lys Thr

Pro Ser

Ser Arg

Asp Pro

295

Asn Ala
310

Val Val

Glu Tyr

FEHESE A0202

120

Leu

Leu

Cys

Ser

Ser

200

Ser

Asn

His

Val

Thr

280

Glu

Lys

Ser

Lys

Val

Ala

Leu

Gly

185

Ser

Leu

Thr

Thr

Phe

265

Pro

Val

Thr

Val

Cys
345

Thr

Pro

Val

170

Ala

Gly

Gly

Lys

Cys

250

Leu

Glu

Lys

Lys

Leu

330

Lys

Val Ser
140

Ser Ser
155

Lys Asp

Leu Thr

Leu Tyr

Thr Gln
220

Val Asp
235

Pro Pro

Phe Pro

Val Thr

Phe Asn
300

Pro Arg
315

Thr Val

Val Ser

125

Ser

Lys

Tyr

Ser

Ser

205

Thr

Lys

Cys

Pro

Cys

285

Trp

Glu

Leu

Asn

Ala

Ser

Phe

Gly

190

Leu

Tyr

Arg

Pro

Lys

270

Val

Tyr

Glu

His

Ser

Thr

Pro

175

Val

Ser

Ile

Val

Ala

255

Pro

Val

Val

Gln

Gln
335

Thr

Ser

160

Glu

His

Ser

Cys

Glu

240

Pro

Lys

Val

Asp

Tyr

320

Asp

Lys Ala Leu

350

1133195684-0
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Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys

355 360

Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser

370

375

Asn Gln Val Ser Leu Thr Cys Leu Val Lys

385

390

Ile Ala Val Glu Trp Glu Ser Asn Gly Gln

405 410

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly

420 425

Lys Leu Thr Val Asp Lys Ser Arg Trp Gln

435 440

Cys Ser Val Met His Glu Ala Leu His Asn

450

455

Leu Ser Leu Ser Pro Gly Lys

465

<210>
Q211>
212>
213>

<220>
<223>

<400>

1

Met Lys His Leu Trp Phe Phe Leu Leu Leu
5

470

10

471

PRT

ANLF3|

M30 Z AEEHE

10

10

Val Leu Ser GIn Val Gln Leu Val GIn Ser

20 25

Pro Gly Ser Ser Val Lys Val Ser Cys Lys

35 40

Thr Asn Tyr Val Met His Trp Val Arg Gln

50

55

Glu Trp Ile Gly Tyr Ile Asn Pro Tyr Asn

PD1248495/ic

113112333

FEHESE A0202

Ala Lys Gly GIn
365

Arg Glu Glu Met
380

Gly Phe Tyr Pro
395

Pro Glu Asn Asn

Ser Phe Phe Leu
430

Gln Gly Asn Val
445

His Tyr Thr GIn
460

Val Ala Ala Pro

Gly Ala Glu Val
30

Ala Ser Gly Tyr
45

Ala Pro Gly GIn
60

Asp Asp Val Lys

8

Pro Arg

Thr Lys

Ser Asp
400

Tyr Lys

415

Tyr Ser

Phe Ser

Lys Ser

Arg Trp

15

Lys Lys

Thr Phe

Gly Leu

Tyr Asn

1133195684-0
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65

Glu
Thr
Tyr
Asp
Lys
145
Gly
Pro
Thr
Val
Asn
225
Pro
Glu

Asp

Asp

Lys

Ala

Tyr

Tyr

130

Gly

Gly

Val

Phe

Val

210

Val

Lys

Leu

Thr

Val
290

Phe

Tyr

Cys

115

Trp

Pro

Thr

Thr

Pro

195

Thr

Asn

Ser

Leu

Leu

275

Ser

Lys

Met

100

Ala

Gly

Ser

Ala

Val

180

Ala

Val

His

Cys

Gly

260

Met

His

PD1248495/ic

113112333

70

Gly Arg Val

85

Glu

Arg

Gln

Val

Ala

165

Ser

Val

Pro

Lys

Asp

245

Gly

Ile

Glu

Leu

Trp

Gly

Phe

150

Leu

Trp

Leu

Ser

Pro

230

Lys

Pro

Ser

Asp

Ser

Gly

Thr

135

Pro

Gly

Asn

Gln

Ser

215

Ser

Thr

Ser

Arg

Thr

Ser

Tyr

120

Leu

Leu

Cys

Ser

Ser

200

Ser

Asn

His

Val

Thr
280

Ile

Leu

105

Tyr

Val

Ala

Leu

Gly

185

Ser

Leu

Thr

Thr

Phe

265

Pro

75

Thr Ala Asp
90

Arg Ser Glu

Gly Ser Pro

Thr Val Ser
140

Pro Ser Ser
155

Val Lys Asp
170

Ala Leu Thr

Gly Leu Tyr

Gly Thr Gln
220

Lys Val Asp
235

Cys Pro Pro
250

Leu Phe Pro

Glu Val Thr

Pro Glu Val Lys Phe Asn

295

FEHESE A0202

300

Glu Ser Thr
95

Asp Thr Ala
110

Leu Tyr Tyr
125

Ser Ala Ser

Lys Ser Thr

Tyr Phe Pro
175

Ser Gly Val
190

Ser Leu Ser
205

Thr Tyr lle

Lys Arg Val

Cys Pro Ala
255

Pro Lys Pro
270

Cys Val Val
285

Trp Tyr Val

80

Ser

Val

Phe

Thr

Ser

160

Glu

His

Ser

Cys

Glu

240

Pro

Lys

Val

Asp

1133195684-0
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Gly Val
305

Asn Ser

Trp Leu

Pro Ala

Glu Pro
370

Asn Gln
385

Ile Ala

Thr Thr

Lys Leu

Cys Ser
450

Leu Ser
465

<210>
Q211>
212>
213>

<220>
<223>

<400>

1

Glu Val His Asn Ala

Thr

Asn

Pro

355

Gln

Val

Val

Pro

Thr

435

Val

Leu

11
47
PRT

310

Tyr Arg Val Val

325

Gly Lys
340

Ile Glu

Val Tyr

Ser Leu

Glu Trp

405

Pro Val

420

Val Asp

Met His

Ser Pro

ANLRF5

Glu

Lys

Thr

Thr

390

Glu

Leu

Lys

Glu

Gly
470

M30 Z AEE#E

11

Tyr

Thr

Leu

375

Cys

Ser

Asp

Ser

Ala

455

Lys

Lys Thr Lys Pro Arg Glu
315

Ser Val Leu Thr Val Leu
330

Lys Cys Lys Val Ser Asn
345

Ile Ser Lys Ala Lys Gly
360 365

Pro Pro Ser Arg Glu Glu
380

Leu Val Lys Gly Phe Tyr
395

Asn Gly GIn Pro Glu Asn
410

Ser Asp Gly Ser Phe Phe
425

Arg Trp GIn GIn Gly Asn
440 445

Leu His Asn His Tyr Thr
460

10

Glu

His

Lys

350

Gln

Met

Pro

Asn

Leu

430

Val

Gln

Gln Tyr
320

GIn Asp
335

Ala Leu

Pro Arg

Thr Lys

Ser Asp
400

Tyr Lys

415

Tyr Ser

Phe Ser

Lys Ser

Met Lys His Leu Trp Phe Phe Leu Leu Leu Val Ala Ala Pro Arg Trp
5

15

Val Leu Ser Glu Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys

PD1248495/ic

113112333

FEHESE A0202
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Pro Gly

Thr Asn

50

Glu Trp

Glu Lys

Thr Ala

Tyr Tyr

Asp Tyr
130

Lys Gly
145

Gly Gly

Pro Val

Thr Phe

Val Val

210

Asn Val
225

Pro Lys

Ser

35

Tyr

Ile

Phe

Tyr

Cys

115

Trp

Pro

Thr

Thr

Pro

195

Thr

Asn

Ser

20

Ser

Val

Gly

Lys

Met

100

Ala

Gly

Ser

Ala

Val

180

Ala

Val

His

Cys

PD1248495/ic

113112333

Val

Met

Tyr

Gly

85

Glu

Arg

Gln

Val

Ala

165

Ser

Val

Pro

Lys

Lys

His

Ile

Lys

Leu

Trp

Gly

Phe

150

Leu

Trp

Leu

Ser

Pro
230

Val

Trp
55

Asn

Ala

Ser

Gly

Thr
135

Pro

Gly

Asn

Gln

Ser

215

Ser

Asp Lys Thr

245

FEHESE A0202

25

Ser Cys

40

Val Lys
Pro Tyr
Thr

Ile

Leu
105

Ser

Tyr Tyr

120

Leu Val

Leu Ala

Cys Leu

Gly
185

Ser

Ser Ser

200

Ser Leu

Asn Thr

His Thr

Lys Ala Ser

GIn Ala Pro
60

Asn Asp Asp
75

Thr Ala Asp
90

Arg Ser Glu

Gly Ser Pro

Thr Val Ser
140

Pro Ser Ser
155

Val Lys Asp
170

Ala Leu Thr

Gly Leu Tyr

Gly Thr Gln
220

Lys Val Asp
235

Cys Pro Pro
250

11

30

Gly Tyr Thr

45

Gly GIn Gly

Val Lys Tyr

Glu Ser Thr

95

Asp Thr Ala

110

Leu Tyr Tyr

125

Ser Ala Ser

Lys Ser Thr

Phe Pro
175

Tyr

Gly Val
190

Ser

Ser Leu Ser

205

Thr Tyr lle

Lys Arg Val

Pro Ala
255

Cys

Phe

Leu

Asn

Ser

Val

Phe

Thr

Ser

160

Glu

His

Ser

Cys

Glu

240

Pro

1133195684-0
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Glu
Asp
Asp
Gly
305
Asn
Trp
Pro
Glu
Asn
385
Ile
Thr
Lys

Cys

Leu
465

Leu

Thr

Val

290

Val

Ser

Leu

Ala

Pro

370

Gln

Ala

Thr

Leu

Ser

450

Ser

<210>
211> 471
<212> PRT

Leu

Leu

275

Ser

Glu

Thr

Asn

Pro

355

Gln

Val

Val

Pro

Thr

435

Val

Leu

12

Gly

260

Met

His

Val

Tyr

Gly

340

Ile

Val

Ser

Glu

Pro

420

Val

Met

Ser

PD1248495/ic

113112333

Gly

Ile

Glu

His

Arg

325

Lys

Glu

Tyr

Leu

Trp

405

Val

Asp

His

Pro

Pro Ser

Ser Arg

Asp Pro
295

Asn Ala
310

Val Val

Glu Tyr

Lys Thr

Thr Leu
375

Thr Cys
390

Glu Ser

Leu Asp

Lys Ser

Glu Ala
455

Gly Lys
470

FEHESE A0202

Val Phe Leu
265

Thr Pro Glu
280

Glu Val Lys

Lys Thr Lys

Ser Val Leu
330

Lys Cys Lys
345

Ile Ser Lys
360

Pro Pro Ser

Leu Val Lys

Asn Gly GIn
410

Ser Asp Gly
425

Arg Trp GIn
440

Leu His Asn

Phe Pro Pro Lys Pro Lys
270

Val Thr Cys Val Val Val
285

Phe Asn Trp Tyr Val Asp
300

Pro Arg Glu Glu GIn Tyr
315 320

Thr Val Leu His GIn Asp
335

Val Ser Asn Lys Ala Leu
350

Ala Lys Gly Gln Pro Arg
365

Arg Glu Glu Met Thr Lys
380

Gly Phe Tyr Pro Ser Asp
395 400

Pro Glu Asn Asn Tyr Lys
415

Ser Phe Phe Leu Tyr Ser
430

Gln Gly Asn Val Phe Ser
445

His Tyr Thr GIn Lys Ser
460

12

1133195684-0
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213>

<220>
<223>

<400>

1

Val

Pro

Thr

Glu

Glu

Thr

Tyr

Asp

Lys

145

Gly

Pro

Thr

Leu

Gly

Asn

50

Trp

Lys

Ala

Tyr

Tyr

130

Gly

Gly

Val

Phe

ANLRF5

M30 Z AEE#E

12

Ser

Ser

35

Tyr

Ile

Phe

Tyr

Cys

115

Trp

Pro

Thr

Thr

Glu

Ser

Val

Gly

Lys

Met

100

Ala

Gly

Ser

Ala

Val
180

Val

Val

Met

Tyr

Gly

85

Glu

Arg

Gln

Val

Ala

165

Ser

Pro Ala Val

195

PD1248495/ic

113112333

Met Lys His Leu Trp Phe
5

GIn

Lys

His

Ile

Lys

Leu

Trp

Gly

Phe

150

Leu

Trp

Leu

Phe

Leu

Val

Trp

55

Asn

Ala

Ser

Gly

Thr

135

Pro

Gly

Asn

Gln

FEHESE A0202

Leu

Val

Ser

40

Val

Pro

Thr

Ser

Tyr

120

Leu

Leu

Cys

Ser

Ser
200

Leu

Gln

Cys

Lys

Tyr

Gln

Leu Val Ala Ala
10

Ser Gly Ala Glu

Lys Ala Ser Gly
45

GIn Ala Pro Gly
60

Asn Asp Asp Val
75

Thr Ser Asp Lys
90

Pro Arg Trp
15

Val Lys Lys

30

Tyr Thr Phe

Gln Gly Leu

Lys Tyr Asn

Ser Thr Ser
95

Leu Arg Ser Glu Asp Thr Ala Val

105

Tyr

Val

Ala

Leu

Gly

185

Ser

Gly Ser Pro Leu
125

Thr Val Ser Ser
140

Pro Ser Ser Lys
155

Val Lys Asp Tyr
170

Ala Leu Thr Ser

Gly Leu Tyr Ser
205

13

110

Tyr Tyr Phe

Ala Ser Thr

Ser Thr Ser
160

Phe Pro Glu
175

Gly Val His
190

Leu Ser Ser

1133195684-0
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Val
Asn
225
Pro
Glu
Asp
Asp
Gly
305
Asn
Trp
Pro
Glu
Asn
385
Ile

Thr

Lys

Val

210

Val

Lys

Leu

Thr

Val

290

Val

Ser

Leu

Ala

Pro

370

Gln

Ala

Thr

Leu

Thr

Asn

Ser

Leu

Leu

275

Ser

Glu

Thr

Asn

Pro

355

Gln

Val

Val

Pro

Thr
435

Val

His

Cys

Gly

260

Met

His

Val

Tyr

Gly

340

Ile

Val

Ser

Glu

Pro
420

Pro

Lys

Asp

245

Gly

Ile

Glu

His

Arg

325

Lys

Glu

Tyr

Leu

Trp

405

Val

Ser Ser
215

Pro Ser
230

Lys Thr

Pro Ser

Ser Arg

Asp Pro
295

Asn Ala
310

Val Val

Glu Tyr

Lys Thr

Thr Leu

375

Thr Cys
390

Glu Ser

Leu Asp

Val Asp Lys Ser

PD1248495/ic

113112333

FEHESE A0202

Ser

Asn

His

Val

Thr

280

Glu

Lys

Ser

Lys

Ile

360

Pro

Leu

Asn

Ser

Leu

Thr

Thr

Phe

265

Pro

Val

Thr

Val

Cys

345

Ser

Pro

Val

Gly

Asp
425

Gly

Lys

Cys

250

Leu

Glu

Lys

Lys

Leu

330

Lys

Lys

Ser

Lys

Gln

410

Gly

Arg Trp GIn

440

Thr Gln Thr Tyr
220

Val Asp Lys Arg
235

Pro Pro Cys Pro

Phe Pro Pro Lys
270

Val Thr Cys Val
285

Phe Asn Trp Tyr
300

Pro Arg Glu Glu
315

Thr Val Leu His

Val Ser Asn Lys
350

Ala Lys Gly GIn
365

Arg Glu Glu Met
380

Gly Phe Tyr Pro
395

Pro Glu Asn Asn

Ser Phe Phe Leu
430

Gln Gly Asn Val
445

14

Ile Cys

Val Glu
240

Ala Pro
255

Pro Lys

Val Val

Val Asp

Gln Tyr
320

Gln Asp
335

Ala Leu

Pro Arg

Thr Lys

Ser Asp
400

Tyr Lys
415

Tyr Ser

Phe Ser

1133195684-0
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Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser

450

455

Leu Ser Leu Ser Pro Gly Lys

465

<210>
Q211>
212>
213>

<220>
<223>

<400>

13

233

PRT
ANLF3|

470

M30 Z A{CES i

13

Met Val Leu Gln Thr GIn Val Phe

1

Gly

Leu

Leu

Leu

Phe

Leu

Asn

Val

Lys
145

Ala

Ser

Ile

50

Leu

Ser

Glu

Pro

Ala

130

Ser

Tyr Gly
20

Pro Gly
35

Tyr Met

Ile Tyr

Gly Ser

Pro Glu

100

Pro Thr
115

Ala Pro

Gly Thr

PD1248495/ic

113112333

5

Glu

Glu

His

Ala

Gly

85

Asp

Phe

Ser

Ala

Ile Val Leu

Arg Ala Thr
40

Trp Tyr Gln
55

Thr Ser Asn
70

Ser Gly Thr

Phe Ala Val

Gly GIn Gly
120

Val Phe Ile
135

Ser Val Val
150

FEHESE A0202

Ile Ser
10

Thr Gln

Leu Ser

GIn Lys

Leu Ala

Asp Phe

90

Tyr Tyr

105

Thr Lys

Phe Pro

Cys Leu

460

Leu Leu Leu

Ser Pro Ala

Cys Arg Ala
45

Pro Gly GIn
60

Ser Gly Ile
75

Thr Leu Thr
Cys GIn GIn

Val Glu Ile
125

Pro Ser Asp
140

Leu Asn Asn
155

15

Trp Ile Ser
15

Thr Leu Ser
30

Ser Ser Arg

Ala Pro Arg

Pro Ala Arg
80

Ile Ser Arg
95

Trp Asn Ser
110

Lys Arg Thr

Glu GIn Leu

Phe Tyr Pro
160

1133195684-0
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Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu GIn Ser Gly

Asn Ser Gln Glu
180

Ser Leu Ser Ser
195

Lys Val Tyr Ala
210

Thr Lys Ser Phe
225

<210> 14
211> 233
<212> PRT
213> ALR5

<220>

165

Ser Val Thr Glu

Thr Leu Thr Leu
200

Cys Glu Val Thr
215

Asn Arg Gly Glu
230

<223> M30 Z A1CESEE

<400> 14
Met Val Leu GIn
1

Gly Ala Tyr Gly
20

Leu Ser Pro Gly
35

Leu Ile Tyr Met
50

Leu Trp Ile Tyr
65

Phe Ser Gly Ser

Leu Glu Pro Glu
100

Asn Pro Pro Thr

PD1248495/ic
113112333

Thr GIn Val Phe
5

Glu Ile Val Leu

Glu Arg Ala Thr

His Trp Tyr GIn
55

Ala Thr Ser Asn
70

Gly Ser Gly Thr
85

Asp Phe Ala Val

Phe Gly Gln Gly

FEHESE A0202

170 175

GIn Asp Ser Lys Asp Ser Thr Tyr

185

Ser

His

Cys

Ile

Thr

25

Leu

Gln

Leu

Asp

Tyr

105

Thr

190

Lys Ala Asp Tyr Glu Lys His
205

GIn Gly Leu Ser Ser Pro Val
220

Ser Leu Leu Leu Trp Ile Ser
10 15

GIn Ser Pro Ala Thr Leu Ser
30

Ser Cys Arg Ala Ser Ser Arg
45

Lys Pro Gly GIn Ala Pro Arg
60

Ala Ser Gly Ile Pro Ala Arg
75 80

Tyr Thr Leu Thr Ile Ser Arg
90 95

Tyr Cys Gln GIn Trp Asn Ser
110

Lys Val Glu Ile Lys Arg Thr

16

1133195684-0
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115 120 125

Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu GIn Leu
130 135 140

Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro
145 150 155 160

Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu GIn Ser Gly
165 170 175

Asn Ser GIn Glu Ser Val Thr Glu GIn Asp Ser Lys Asp Ser Thr Tyr
180 185 190

Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His
195 200 205

Lys Val Tyr Ala Cys Glu Val Thr His GIn Gly Leu Ser Ser Pro Val
210 215 220

Thr Lys Ser Phe Asn Arg Gly Glu Cys
225 230

<210> 15
211> 233
<212> PRT
213> ALR5

<220>
<223> M30 Z A1CESEE

<400> 15
Met Val Leu GIn Thr GIn Val Phe Ile Ser Leu Leu Leu Trp Ile Ser
1 5 10 15

Gly Ala Tyr Gly GIn Ile Val Leu Ser GIn Ser Pro Ala Thr Leu Ser
20 25 30

Leu Ser Pro Gly Glu Arg Ala Thr Leu Thr Cys Arg Ala Ser Ser Arg
35 40 45

Leu Ile Tyr Met His Trp Tyr GIn Gln Lys Pro Gly Ser Ala Pro Lys
50 55 60

Leu Trp Ile Tyr Ala Thr Ser Asn Leu Ala Ser Gly Ile Pro Ala Arg
65 70 75 80

17
PD1248495/ic

113112333 FEHESE A0202 1133195684-0



1870273

Phe Ser

Leu Glu

Asn Pro

Val Ala
130

Lys Ser
145

Arg Glu

Asn Ser

Ser Leu

Lys Val
210

Thr Lys
225

<210>
Q211>
212>
213>

<220>
<223>

<400>

Gly Ser Gly Ser Gly Thr

85

Pro Glu Asp
100

Pro Thr Phe
115

Ala Pro Ser

Gly Thr Ala

Ala Lys Val
165

Gln Glu Ser
180

Ser Ser Thr
195

Tyr Ala Cys

Ser Phe Asn

16

233

PRT
ANLF3|

Phe Ala

Gly GIn

Val Phe
135

Ser Val
150

Gln Trp

Val Thr

Leu Thr

Glu Val

215

Arg Gly
230

M30 Z A{CES i

16

Val

Gly
120

Ser

Tyr
105

Thr

Tyr Thr Leu Thr

90

Tyr Cys Gln Gln

Ile Ser Arg
95

Trp Asn Ser
110

Lys Val Glu Ile Lys Arg Thr

125

Ile Phe Pro Pro Ser Asp Glu GIn Leu

Val

Lys

Glu

Leu

200

Thr

Glu

Cys

Val

Gln

185

Ser

His

Cys

140

Leu Leu Asn Asn Phe Tyr Pro

155

Asp Asn Ala Leu

170

160

Gln Ser Gly
175

Asp Ser Lys Asp Ser Thr Tyr

Lys Ala Asp Tyr

205

Gln Gly Leu Ser

220

190

Glu Lys His

Ser Pro Val

Met Val Leu GIn Thr GIn Val Phe Ile Ser Leu Leu Leu Trp Ile Ser

1

5

10

15

Gly Ala Tyr Gly Glu Ile Val Leu Thr GIn Ser Pro Ala Thr Leu Ser

20

PD1248495/ic

113112333

FEHESE A0202

25

18

30

1133195684-0



1870273

Leu
Leu
Pro
65

Phe
Leu
Asn
Val
Lys
145
Arg
Asn

Ser

Lys

Ser

Ile

Leu

Ser

Glu

Pro

Ala

130

Ser

Glu

Ser

Leu

Val
210

Pro

35

Tyr

Ile

Gly

Pro

Pro

115

Ala

Gly

Ala

Gln

Ser

195

Tyr

Thr Lys Ser

225

<210>
Q211>
212>
213>

<220>

17
233
PRT

Gly

Met

Tyr

Ser

Glu

100

Thr

Pro

Thr

Lys

Glu

180

Ser

Ala

Phe

ANLRF5

PD1248495/ic

113112333

Glu Arg Ala

His

Ala

Gly

85

Asp

Phe

Ser

Ala

Val

165

Ser

Thr

Cys

Asn

Trp

Thr

70

Ser

Phe

Gly

Val

Ser

150

GIn

Val

Leu

Glu

Arg
230

Tyr

55

Ser

Gly

Ala

Gln

Phe

135

Val

Trp

Thr

Thr

Val

215

Gly

FEHESE A0202

Thr Leu
40

Gln GIn

Asn Leu

Thr Asp

Val Tyr
105

Gly Thr
120

Ile Phe

Val Cys

Lys Val

Glu GIn

185

Leu Ser
200

Thr His

Glu Cys

Ser Cys Arg Ala
45

Lys Pro Gly GIn
60

Ala Ser Gly Ile
75

Phe Thr Leu Thr
90

Tyr Cys GIn GIn

Lys Val Glu Ile
125

Pro Pro Ser Asp
140

Leu Leu Asn Asn
155

Asp Asn Ala Leu
170

Asp Ser Lys Asp

Lys Ala Asp Tyr
205

Gln Gly Leu Ser
220

19

Ser Ser Arg

Ala Pro Arg

Pro Ala Arg
80

Ile Ser Ser
95

Trp Asn Ser
110

Lys Arg Thr

Glu GIn Leu

Phe Tyr Pro
160

Gln Ser Gly
175

Ser Thr Tyr
190

Glu Lys His

Ser Pro Val

1133195684-0
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<223> M30 Z A1CESEE

<400> 17
Met Val Leu GIn
1

Gly Ala Tyr Gly
20

Leu Ser Pro Gly
35

Leu Ile Tyr Met
50

Pro Trp Ile Tyr

Phe Ser Gly Ser

Leu Glu Pro Glu
100

Asn Pro Pro Thr
115

Val Ala Ala Pro
130

Lys Ser Gly Thr
145

Arg Glu Ala Lys

Asn Ser Gln Glu
180

Ser Leu Ser Ser
195

Lys Val Tyr Ala
210

PD1248495/ic

Thr GIn Val
5

Gln Ile Val

Glu Arg Ala

His Trp Tyr
55

Ala Thr Ser
70

Gly Ser Gly
85

Asp Phe Ala

Phe Gly Gln

Ser Val Phe
135

Ala Ser Val
150

Val GIn Trp
165

Ser Val Thr

Thr Leu Thr

Cys Glu Val
215

FEHESE A0202

Phe

Leu

Thr

40

Gln

Asn

Thr

Val

Gly

120

Ile

Val

Lys

Glu

Leu

200

Thr

Ile Ser
10

Ser Gln

Leu Thr

GIn Lys

Leu Ala

Ser Tyr
90

Tyr Tyr
105

Thr Lys

Phe Pro

Cys Leu

Val Asp
170

Gln Asp
185

Ser Lys

His Gln

Leu Leu Leu Trp

Ser Pro Ala Thr
30

Cys Arg Ala Ser
45

Pro Gly Ser Ala
60

Ser Gly Ile Pro
75

Thr Leu Thr Ile

Cys GIn GIn Trp
110

Val Glu Ile Lys
125

Pro Ser Asp Glu
140

Leu Asn Asn Phe
155

Asn Ala Leu GlIn

Ser Lys Asp Ser
190

Ala Asp Tyr Glu
205

Gly Leu Ser Ser
220

20

Ile Ser
15

Leu Ser

Ser Arg

Pro Lys

Ala Arg
80

Ser Arg
95

Asn Ser

Arg Thr

GIn Leu

Tyr Pro
160

Ser Gly
175

Thr Tyr

Lys His

Pro Val

1133195684-0
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Thr Lys Ser Phe Asn Arg Gly Glu Cys

225

<210>
Q211>
212>
213>

<220>
<223>

<400>

18
233
PRT

ANLRF5

230

M30 Z A{CES i

18

Met Val Leu Gln Thr GIn Val Phe Ile Ser Leu Leu Leu

1

Gly Ala

Leu Ser

Leu Ile
50

Pro Leu
65

Phe Ser

Leu Glu

Asn Pro

Val Ala
130

Lys Ser
145

Arg Glu

Tyr

Pro

Tyr

Ile

Gly

Pro

Pro

115

Ala

Gly

Ala

5

Gly Glu

20

Gly Glu

Met His

Tyr Ala

Ser Gly

Glu Asp

100

Thr Phe

Pro Ser

Thr Ala

Lys Val
165

PD1248495/ic

113112333

10

Ile Val Leu Thr Gln Ser Pro Ala
25

Arg Ala Thr Leu Ser Cys Arg Ala
40 45

Trp Tyr GIn Gln Lys Pro Gly Gln
55 60

Thr Ser Asn Leu Ala Ser Gly Ile
70 75

Ser Gly Thr Asp Phe Thr Leu Thr
90

Phe Ala Val Tyr Tyr Cys Gln GIn
105

Gly Gln Gly Thr Lys Val Glu Ile
120 125

Val Phe Ile Phe Pro Pro Ser Asp
135 140

Ser Val Val Cys Leu Leu Asn Asn
150 155

Gln Trp Lys Val Asp Asn Ala Leu
170

21

FEHESE A0202

Trp

Thr

30

Ser

Ala

Pro

Ile

Trp

110

Lys

Glu

Phe

Gln

Ile Ser
15

Leu Ser

Ser Arg

Pro Arg

Ala Arg
80

Ser Arg
95

Asn Ser

Arg Thr

GIn Leu

Tyr Pro
160

Ser Gly
175

1133195684-0
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1870273

Asn Ser GIn Glu Ser Val Thr
180

Ser Leu Ser Ser Thr Leu Thr
195

Lys Val Tyr Ala Cys Glu Val
210 215

Thr Lys Ser Phe Asn Arg Gly
225 230

<210> 19
211> 233
<212> PRT
213> ALR5

<220>
<223>

M30 7 A B ER 3

<400> 19

Met Val Leu Gln Thr Gln Val
1 5

Gly Ala Tyr Gly Glu Ile Val
20

Leu Ser Pro Gly Glu Arg Ala
35

Leu Ile Tyr Met His Trp Tyr
50 55

Pro Leu Ile Tyr Ala Thr Ser
65 70

Phe Ser Gly Ser Gly Ser Gly
85

Leu Glu Pro Glu Asp Phe Ala
100

Asn Pro Pro Thr Phe Gly GIn
115

Val Ala Ala Pro Ser Val Phe

PD1248495/ic
REIE A0202

Glu GIn Asp Ser Lys Asp Ser Thr Tyr

185

190

Leu Ser Lys Ala Asp Tyr Glu Lys His

200

Thr

Glu

Phe

Leu

Thr

40

Gln

Asn

Thr

Val

Gly

120

Ile

205

His GIn Gly Leu Ser

Cys

Ile

Thr

25

Leu

Gln

Leu

Asp

Tyr

105

Thr

Phe

Ser

Gln

Ser

Lys

Ala

Tyr

90

Tyr

Lys

Pro

220

Leu Leu Leu

Ser Pro Ala

Cys Arg Ala
45

Pro Gly GIn
60

Ser Gly Ile
75

Thr Leu Thr

Cys GIn GIn

Val Glu Ile
125

Pro Ser Asp

22

Ser Pro Val

Trp Ile Ser
15

Thr Leu Ser
30

Ser Ser Arg

Ala Pro Arg

Pro Ala Arg
80

Ile Ser Arg
95

Trp Asn Ser
110

Lys Arg Thr

Glu GIn Leu

1133195684-0
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130

Lys Ser Gly
145

Arg Glu Ala

Asn Ser GIn

Ser Leu Ser
195

Lys Val Tyr
210

Thr Lys Ser
225

<210> 20
211> 4N
<212> PRT
213> /ME&
<400> 20
Met Glu Trp
1

Val His Ser

Pro Gly Ala
35

Thr Asn Tyr
50

Glu Trp Ile
65

Glu Lys Phe

Thr Ala Tyr

135

Thr Ala Ser Val
150

Lys Val GIn Trp
165

Glu Ser Val Thr
180

Ser Thr Leu Thr

Ala Cys Glu Val
215

Phe Asn Arg Gly
230

Ser Trp Ile Phe

Glu Val GIn Leu

Ser Val Lys Met

Val Met His Trp

55

Gly Tyr lle Asn

Lys Gly Lys Ala

85

Met Glu Leu Ser

PD1248495/ic

113112333

FEHESE A0202

Val Cys

Lys Val

Glu GIn

185

Leu Ser
200
Thr His

Glu Cys

Leu Phe

Gln GIn

Ser Cys

40

Val Lys

Pro Tyr

Thr Gln

Ser Leu

140

Leu Leu Asn
155

Asp Asn Ala
170

Asp Ser Lys

Lys Ala Asp

Gln Gly Leu
220

Leu Leu Ser
10

Ser Gly Pro

Lys Ala Ser

GIn Lys Pro
60

Asn Asp Asp
75

Thr Ser Asp
90

Thr Ser Glu

23

Asn Phe Tyr

Leu GIn Ser
175

Asp Ser Thr
190

Tyr Glu Lys
205

Ser Ser Pro

Gly Thr Ala
15

Glu Leu Val
30

Gly Tyr Thr
45

Gly GIn Gly

Val Lys Tyr

Lys Ser Ser

95

Asp Ser Ala

Pro

160

Gly

Tyr

His

Val

Gly

Lys

Phe

Leu

Asn

Ser

Val

1133195684-0
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Tyr Tyr

Asp Tyr
130

Thr Ala
145

Gly Ser

Pro Val

Thr Phe

Val Thr
210

Val Ala
225

Arg Gly

Asn Leu

Asp Val

Asp Val
290

Asn Val
305

Asn Ser

Cys

115

Trp

Pro

Ser

Thr

Pro

195

Val

His

Pro

Leu

Leu

275

Ser

Glu

Thr

100

Ala Arg Trp

Gly

Ser

Val

Leu

180

Ala

Thr

Pro

Thr

Gly

260

Met

Glu

Val

Leu

PD1248495/ic

113112333

Gln

Val

Thr

165

Thr

Val

Ser

Ala

Ile

245

Gly

Ile

Asp

His

Gly

Tyr

150

Leu

Trp

Leu

Ser

Ser

230

Lys

Pro

Ser

Asp

Thr
310

105

Gly Tyr Tyr
120

Thr Thr Leu
135

Pro Leu Ala

Gly Cys Leu

Asn Ser Gly
185

GIn Ser Asp
200

Thr Trp Pro
215

Ser Thr Lys

Pro Cys Pro

Ser Val Phe
265

Leu Ser Pro
280

Pro Asp Val
295

Ala GIn Thr

Arg Val Val Ser Ala

325

FEHESE A0202

110

Gly Ser Pro Leu Tyr Tyr Phe

Thr

Pro

Val

170

Ser

Leu

Ser

Val

Pro

250

Ile

Ile

Gln

Gln

Leu
330

Val Ser
140

Val Cys
155

Lys Gly

Leu Ser

Tyr Thr

Gln Ser
220

Asp Lys
235

Cys Lys

Phe Pro

Val Thr

Ile Ser
300

Thr His
315

Pro Ile

24

125

Ser Ala Lys Thr

Gly Asp Thr Thr
160

Tyr Phe Pro Glu
175

Ser Gly Val His
190

Leu Ser Ser Ser
205

Ile Thr Cys Asn

Lys Ile Glu Pro
240

Cys Pro Ala Pro
255

Pro Lys Ile Lys
270

Cys Val Val Val
285

Trp Phe Val Asn

Arg Glu Asp Tyr
320

GIn His GIn Asp
335

1133195684-0
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Trp Met Ser Gly Lys Glu Phe Lys Cys Lys Val Asn Asn Lys Asp Leu
340 345 350

Pro Ala Pro Ile Glu Arg Thr Ile Ser Lys Pro Lys Gly Ser Val Arg
355 360 365

Ala Pro GIn Val Tyr Val Leu Pro Pro Pro Glu Glu Glu Met Thr Lys
370 375 380

Lys Gln Val Thr Leu Thr Cys Met Val Thr Asp Phe Met Pro Glu Asp
385 390 395 400

Ile Tyr Val Glu Trp Thr Asn Asn Gly Lys Thr Glu Leu Asn Tyr Lys
405 410 415

Asn Thr Glu Pro Val Leu Asp Ser Asp Gly Ser Tyr Phe Met Tyr Ser
420 425 430

Lys Leu Arg Val Glu Lys Lys Asn Trp Val Glu Arg Asn Ser Tyr Ser
435 440 445

Cys Ser Val Val His Glu Gly Leu His Asn His His Thr Thr Lys Ser
450 455 460

Phe Ser Arg Thr Pro Gly Lys
465 470

210> 21

211> 235
<212> PRT
Q213> /e

<400> 21
Met Asp Phe Leu Val GIn Ile Phe Ser Phe Leu Leu Ile Ser Ala Ser
1 5 10 15

Val Ile Met Ser Arg Gly GIn Ile Val Leu Ser GIn Ser Pro Thr lle
20 25 30

Leu Ser Ala Ser Pro Gly Glu Lys Val Thr Met Thr Cys Arg Ala Ser
35 40 45

Ser Arg Leu Ile Tyr Met His Trp Tyr Gln GIn Lys Pro Gly Ser Ser
50 55 60

25
PD1248495/ic

113112333 FEHESE A0202 1133195684-0
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Pro Lys
65

Ala Arg

Ser Arg

Asn Ser

Arg Ala
130

GIn Leu
145

Tyr Pro

Gln Asn

Thr Tyr

Arg His
210

Pro Ile
225

<210>
Q211>
212>
213>

<220>
<223>

<400>

Pro Trp

Phe Ser

Val Glu
100

Asn Pro
115

Asp Ala

Thr Ser

Lys Asp

Gly Val
180

Ser Met
195

Asn Ser

Val Lys

22

46

DNA
ANLF3|

PCR 5|+
22

Ile

Gly

85

Ala

Pro

Ala

Gly

165

Leu

Ser

Tyr

Ser

Tyr Ala
70

Ser Gly

Glu Asp

Thr Phe

Pro Thr
135

Gly Ala
150

Asn Val

Asn Ser

Ser Thr

Thr Cys
215

Phe Asn
230

Thr Ser

Ser Gly

Ala Ala
105

Gly Thr
120

Val Ser

Ser Val

Lys Trp

Trp Thr

185

Leu Thr
200

Glu Ala

Arg Asn

Asn

Thr

90

Thr

Gly

Ile

Val

Lys

170

Asp

Leu

Thr

Glu

Leu Ala
75

Ser Tyr

Tyr Tyr

Thr Lys

Phe Pro
140

Cys Phe
155

Ile Asp

GIn Asp

Thr Lys

His Lys
220

Cys
235

Ser

Ser

Cys

Leu

125

Pro

Leu

Gly

Ser

Asp

205

Thr

ctatagggag acccaagetg gotagcatge tgegteggeg gggcag

<210>
Q211>
212>

23
66
DNA

PD1248495/ic

113112333

FEHESE A0202

26

Gly Val

Leu Thr
95

Gln GIn
110

Glu Leu

Ser Ser

Asn Asn

Ser Glu
175

Lys Asp
190

Glu Tyr

Ser Thr

Pro

80

Ile

Trp

Lys

Glu

Phe

160

Arg

Ser

Glu

Ser

1133195684-0
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213> ALR5

<220>

<223> PCR35|=F

<400> 23

aacgggecct ctagactcga geoggecgetc aggetattte ttgtccatca tettetttge

tgtcag

210> 24
21> 21
<212> DNA

213> ALR5

<220>

<223> PCR35|=F

<400> 24

cgcaaatggg cggtaggegt g

210> 25
211> 18
<212> DNA

213> ALR5

<220>

<223> PCR35|=F

<400> 25

tagaaggcac agtcgagg

<210> 26
211> 1815
<212> DNA
WARKI RN

<400> 26

atgotgogtc ggeggggoag
ctgtggttet goctcacagg
ctggtgggca ccgatgecac
gcacagetca acctcatcetg
gaggeccageg accaggecag
gcacagggca acgcatccct
acctgettcg tgagcatceg
ccctactcga agcccageat

gtgaccatca cgtgctccag

PD1248495/ic
113112333

FEHESE A0202

ccctggoatg ggtgtgcatg tgggtgcage

agccctggag gtccaggtec ctgaagacce

coctgtgeotge teocttecteeoec ctgagectgg

gcagetgaca gataccaaac agectggtgca

cgectatgec aaccgecacgg ccctettece

gaggctgeag cgegtgegtg tggeggacga

ggattteoggc agegetgecg tcagectgea

gaccctggag cccaacaagg acctgeggec

ctaccaggge taccctgagg ctgaggtegtt

cctgggagcea
agtggtggca
cttcagecctg
cagctttget
ggacctgetg
gggcagettc
ggtggoogot
aggggacacyg

ctggecaggat

60
66

21

18

60
120
180
240
300
360
420
480
540

1133195684-0
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gegoagegte
ttgtttgatg
ctggtgegea
agaageccca
ggcaccgatg
ctcaacctca
Ggggaccagg
ggcaatgeat
ttcgtgagca
tcgaagecca
atcacgtget
ggtgtgecce
gatgtgcaca
¢gCaaccceg
acattcccce
ctggtggece
geaggagotg
aaacactctg
ctggatatct
aagtttaaac
cccctecece
aaatgaggaa
210> 27

<211> 466
<212> PRT
<213>

<220>
<223>

<400> 27

1

tgccecctgac
tgcacagcat
accccgtget
caggagecgt
ccaccctgeg
tctggeaget
gcagegecta
ccctgagget
tccgggattt
gcatgaccct
ccagctaccg
tgactggcaa
gocgteoctgeg
tgctgcagca
cagaggecct
tggotttegt
aggaccagga
acagcaaaga
gcagaattcc
cgctgatcag
gtgccttect

attgce

PD1248495/ic

113112333

tggcaacgtg
cctgoggety
gcagcaggat
ggaggtccag
ctgcteotte
gacagacacc
tgccaaccge
goagegogty
cggecageget
ggagcccaac
gggctaccct
cgtgaccacg
getggtgety
ggatgegcac
gtgggtgace
gtgctggaga
tggggaggea
agatgatgga
accacactgg
cctecgactgt

tgaccctgga

FEHESE A0202

accacgtcge
gtgotggety
gcgecacagcet
gtcecoctgagg
tccecccgage
aaacagctgg
acggecoctcet
cgtgtggegs
gcegtcagee
aaggacctgce
gaggetgagg
tcgcagatgg
ggtgegaatg
ggctotgtca
gtggggotat
aagatcaaac
gaaggctcca
caagaaatag
actagtggat
goccttotagt

aggtgecact

10

28

agatggccaa
caaatggcac
ctgtcaccat
accocggtget
ctggettcag
tgcacagttt
tcceoggacct
acgaggecag
tgcaggtggc
ggccageeea
tgtteotggca
ccaacgagea
gcacctacag
ccatcacagg
ctgtetgtet
agagctgtga
agacagccct
cctgageggc
ccgagetegg
tgccagecat

cccactgtce

cgagcaggec
ctacagctge
cacaccccag
ggccctagtg
cctggcacag
caccgaaggc
gctggeacaa
cttcacctge
cgctecctac
cacggtgacc
ggatgggeag
gggcttgttt
ctgcectggte
gcagectatg
cattgcactg
ggaggagaat
gcagectctg
cgccactgtg
taccaagctt
ctgttgttte

tttcctaata

Met Lys His Leu Trp Phe Phe Leu Leu Leu Val Ala Ala Pro Arg Trp
5

15

600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1815

1133195684-0
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Val
Pro
Thr
Glu
65

Glu
Thr
Tyr
Gly
Phe
145
Leu
Trp
Leu
Ser
Pro

225

Lys

Leu

Gly

Asp

Trp

Lys

Ala

Phe

Thr

130

Pro

Gly

Asn

Gln

Ser

210

Ser

Thr

Ser

Ala

35

Tyr

Ile

Phe

Phe

Cys

115

Gln

Leu

Cys

Ser

Ser

195

Ser

Asn

His

Gln

20

Ser

Tyr

Gly

Lys

Met

100

Ala

Val

Ala

Leu

Gly

180

Ser

Leu

Thr

Thr

PD1248495/ic

113112333

Ile

Val

Ile

Trp

Gly

85

Gln

Asn

Thr

Pro

Val

165

Ala

Gly

Gly

Lys

Cys
245

GIn

Lys

Thr

Ile

70

Lys

Leu

Tyr

Val

Ser

150

Lys

Leu

Leu

Thr

Val

230

Pro

Leu GIn GIn
25

Ile Ser Cys
40

Trp Val Lys

Tyr Pro Gly

Ala Thr Leu

Ser Ser Leu
105

Gly Asn Tyr
120

Ser Ala Ala
135

Ser Lys Ser

Asp Tyr Phe

Thr Ser Gly
185

Tyr Ser Leu
200

Gln Thr Tyr
215

Asp Lys Arg

Pro Cys Pro

FEHESE A0202

Ser

Lys

Gln

Ser

Thr

90

Thr

Trp

Ser

Thr

Pro

170

Val

Ser

Ile

Val

Ala
250

Gly Pro Glu

Ala Ser Gly
45

Lys Pro Gly
60

Gly Asn Thr
75

Val Asp Thr

Ser Glu Asp

Phe Ala Tyr
125

Thr Lys Gly
140

Ser Gly Gly
155

Glu Pro Val

His Thr Phe

Ser Val Val
205

Cys Asn Val
220

Glu Pro Lys
235

Pro Glu Leu

29

Val

30

Tyr

Gln

Lys

Ser

Thr

110

Trp

Pro

Thr

Thr

Pro

190

Thr

Asn

Ser

Leu

Val

Thr

Gly

Tyr

Ser

95

Ala

Gly

Ser

Ala

Val

175

Ala

Val

His

Cys

Gly
255

Lys

Phe

Leu

Asn

80

Ser

Val

Gln

Val

Ala

160

Ser

Val

Pro

Lys

Asp

240

Gly

1133195684-0
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Pro
Ser
Asp
Asn
305
Val
Glu
Lys
Thr
Thr
385
Glu
Leu
Lys

Glu

Gly
465

Ser

Arg

Pro

290

Ala

Val

Tyr

Thr

Leu

370

Cys

Ser

Asp

Ser

Ala

450

Lys

Val

Thr

275

Glu

Lys

Ser

Lys

Ile

355

Pro

Leu

Asn

Ser

Arg

435

Leu

<210> 28
211> 238

Phe

260

Pro

Val

Thr

Val

Cys

340

Ser

Pro

Val

Gly

Asp

420

Trp

His

PD1248495/ic

113112333

Leu

Glu

Lys

Lys

Leu

325

Lys

Lys

Ser

Lys

Gln

405

Gly

Gln

Asn

Phe Pro Pro Lys
265

Val Thr Cys Val
280

Phe Asn Trp Tyr
295

Pro Arg Glu Glu
310

Thr Val Leu His

Val Ser Asn Lys
345

Ala Lys Gly GIn
360

Arg Glu Glu Met
375

Gly Phe Tyr
390

Pro

Pro Glu Asn Asn

Ser Phe Phe Leu
425

GIn Gly Asn Val
440

His Tyr Thr Gln
455

FEHESE A0202

Pro Lys Asp Thr

Val Val Asp Val
285

Val Asp Gly Val
300

Gln Tyr Asn Ser
315

Gln Asp Trp Leu
330

Ala Leu Pro Ala

Pro Arg Glu Pro
365

Thr Lys Asn Gln
380

Ser Asp Ile Ala
395

Tyr Lys Thr Thr
410

Tyr Ser Lys Leu

Phe Ser Cys Ser
445

Lys Ser Leu Ser
460

30

Leu

270

Ser

Glu

Thr

Asn

Pro

350

Gln

Val

Val

Pro

Thr

430

Val

Leu

Met Ile

His Glu

Val His

Tyr Arg
320

Gly Lys
335

Ile Glu

Val Tyr

Ser Leu

Glu Trp

400

Pro Val

415

Val Asp

Met His

Ser Pro

1133195684-0
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<212> PRT
213>

<220>
<223>

<400> 28
Met Val Leu GIn Thr GIn Val Phe Ile Ser Leu Leu Leu Trp Ile Ser
1 5 10 15

Gly Ala Tyr Gly Asp Ile Val Leu Thr GIn Ser Pro Ala Ser Leu Ala
20 25 30

Val Ser Leu Gly Gln Arg Ala Thr Ile Ser Cys Lys Ala Ser GIn Ser
35 40 45

Val Asp Phe Asp Gly Asp Ser Tyr Met Asn Trp Tyr Gln GIn Lys Pro
50 55 60

Gly GIn Pro Pro Lys Val Leu Ile Tyr Ala Ala Ser Asn Leu Glu Ser
65 70 75 80

Gly Ile Pro Ala Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
85 90 95

Leu Asn Ile His Pro Val Glu Glu Glu Asp Ala Ala Thr Tyr Tyr Cys
100 105 110

GIn GIn Ser Asn GIn Asp Pro Trp Thr Phe Gly Gly Gly Thr Lys Leu
115 120 125

Glu Ile Lys Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro
130 135 140

Ser Asp Glu GlIn Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu
145 150 155 160

Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn
165 170 175

Ala Leu GIn Ser Gly Asn Ser GIn Glu Ser Val Thr Glu GIn Asp Ser
180 185 190

Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala
195 200 205

31
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Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His GIn Gly

210

215 220

Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

225

<210> 29
211> 465
<212> PRT
213>

<220>
<223>

<400> 29

Met

1

Val

Pro

Thr

Glu

Gln

Thr

Tyr

Thr

Pro
145

Lys His

Leu Ser

Gly Ser
35

Asp Ser
50

Trp Ile

Lys Phe

Ala Tyr

Tyr Cys
115

Leu Val
130

Leu Ala

Leu Trp

Glu Val

Ser Val

Asn Ile

Gly Tyr

Lys Asn

85

Met Glu

100

Val Asn

Thr Val

Pro Ser

PD1248495/ic

113112333

230 235

Phe Phe Leu Leu Leu Val Ala Ala Pro Arg
10 15

GIn Leu Val GIn Ser Gly Ala Glu Val Lys
25 30

Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr
40 45

His Trp Val Arg GIn Ala Pro Gly GIn Ser
55 60

Ile Tyr Pro Tyr Asn Gly Gly Thr Asp Tyr
70 75

Arg Ala Thr Leu Thr Val Asp Asn Pro Thr
90 95

Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala
105 110

Gly Asn Pro Trp Leu Ala Tyr Trp Gly Gln
120 125

Ser Ser Ala Ser Thr Lys Gly Pro Ser Val
135 140

Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala
150 155

32

FEHESE A0202

Trp

Lys

Ile

Leu

Asn

Asn

Phe

Gly

Phe

Leu
160

1133195684-0
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Gly
Asn
Gln
Ser
Ser
225
Thr
Ser
Arg
Pro
Ala
305
Val
Tyr
Thr

Leu

Cys
385

Cys

Ser

Ser

Ser

210

Asn

His

Val

Thr

Glu

290

Lys

Ser

Lys

Ile

Pro

370

Leu

Leu

Gly

Ser

195

Leu

Thr

Thr

Phe

Pro

275

Val

Thr

Val

Cys

Ser

355

Pro

Val

Val

Ala

180

Gly

Gly

Lys

Cys

Leu

260

Glu

Lys

Lys

Leu

Lys

340

Lys

Ser

Lys

PD1248495/ic

113112333

Lys Asp Tyr

165

Leu

Leu

Thr

Val

Pro

245

Phe

Val

Phe

Pro

Thr

325

Val

Ala

Arg

Gly

Thr

Tyr

GIn

Asp

230

Pro

Pro

Thr

Asn

Arg

310

Val

Ser

Lys

Glu

Phe
390

Ser

Ser

Thr

215

Lys

Cys

Pro

Cys

Trp

295

Glu

Leu

Asn

Gly

Glu

375

Tyr

FEHESE A0202

Phe Pro

Gly Val
185

Leu Ser
200

Tyr lle

Arg Val

Pro Ala

Lys Pro
265

Val Val
280

Tyr Val

Glu GIn

His Gln

Lys Ala

345

Gln Pro
360

Met Thr

Pro Ser

Glu

170

His

Ser

Cys

Glu

Pro

250

Lys

Val

Asp

Tyr

Asp

330

Leu

Arg

Lys

Asp

Pro Val

Thr Phe

Val Val

Asn Val
220

Pro Lys
235

Glu Leu

Asp Thr

Asp Val

Gly Val
300

Asn Ser
315

Trp Leu

Pro Ala

Glu Pro

Asn GIn
380

Ile Ala
395

33

Thr

Pro

Thr

205

Asn

Ser

Leu

Leu

Ser

285

Glu

Thr

Asn

Pro

Gln

365

Val

Val

Val

Ala

190

Val

His

Cys

Gly

Met

270

His

Val

Tyr

Gly

Ile

350

Val

Ser

Glu

Ser Trp
175

Val Leu

Pro Ser

Lys Pro

Asp Lys

240

Gly Pro
255

Ile Ser

Glu Asp

His Asn

Arg Val

320

Lys Glu

335

Glu Lys

Tyr Thr

Leu Thr

Trp Glu
400

1133195684-0
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Ser Asn Gly GIn Pro
405

Asp Ser Asp Gly Ser
420

Ser Arg Trp Gln GIn
435

Ala Leu His Asn His
450

Lys
465

<210> 30
211> 238
<212> PRT
213>

<220>
<223>

<400> 30

Met Val Leu GIn Thr
1 5

Gly Ala Tyr Gly Asp
20

Ala Ser Val Gly Asp
35

Leu Asp Asn Tyr Gly
50

Gly Lys Ala Pro Lys
65

Gly Val Pro Ser Arg
85

Leu Thr Ile Ser Ser
100

PD1248495/ic

Glu Asn Asn Tyr Lys
410

Phe Phe Leu Tyr Ser
425

Gly Asn Val Phe Ser
440

Tyr Thr Gln Lys Ser
455

GIn Val Phe Ile Ser
10

Ile GIn Leu Thr GIn

Arg Val Thr Ile Thr
40

Ile Arg Phe Leu Thr
55

Leu Leu Met Tyr Ala
70

Phe Ser Gly Ser Gly
90

Leu GIn Pro Asp Asp
105

FEHESE A0202

Thr Thr Pro
Lys Leu Thr
Cys Ser Val

445

Leu Ser Leu
460

Leu Leu Leu
Ser Pro Ser
Cys Arg Ala

45
Trp Phe GIn

60

Ala Ser Asn
75
Ser Gly Thr

Phe Ala Thr

34

Pro Val Leu
415

Val Asp Lys
430

Met His Glu

Ser Pro Gly

Trp Ile Ser
15

Thr Leu Ser

Ser Gln Ser

Gln Lys Pro

Gln Gly Ser

Glu Phe Thr
95

Tyr Tyr Cys
110

1133195684-0
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Gln GIn Thr
115

Glu Val Lys
130

Ser Asp Glu
145

Asn Asn Phe

Ala Leu GIn

Lys Asp Ser
195

Asp Tyr Glu
210

Leu Ser Ser
225

<210> 31
211> 467
<212> PRT
213>

<220>
<223>

<400> 31

Met Lys His
1

Val Leu Ser

Pro Gly Ala
35

Thr Asn Tyr
50

Lys Trp Met

Lys Glu

Arg Thr

GIn Leu

Tyr Pro
165

Ser Gly
180

Thr Tyr

Lys His

Pro Val

Leu Trp
5

Gln Val

20

Ser Val

Gly Met

Gly Trp

PD1248495/ic

113112333

Val

Val

Lys

150

Arg

Asn

Ser

Lys

Thr
230

Phe

GIn

Lys

Asn

Ile

Pro Trp
120

Ala Ala
135

Ser Gly

Glu Ala

Ser GIn

Leu Ser
200

Val Tyr
215

Lys Ser

Phe Leu

Leu Val

Val Ser
40

Trp Val
55

Asn Thr

FEHESE A0202

Ser Phe Gly Gln

Pro Ser Val Phe
140

Thr Ala Ser Val
155

Lys Val GIn Trp
170

Glu Ser Val Thr
185

Ser Thr Leu Thr

Ala Cys Glu Val
220

Phe Asn Arg Gly
235

Leu Leu Val Ala
10

Gln Ser Gly Ala
25

Cys Lys Ala Ser

Arg GIn Ala Pro
60

Tyr Thr Gly Glu

35

Gly Thr
125

Ile Phe

Val Cys

Lys Val

Glu GIn
190

Leu Ser
205

Thr His

Glu Cys

Ala Pro

Glu Val
30

Gly Tyr
45

Gly GIn

Pro Thr

Lys Val

Pro Pro

Leu Leu
160

Asp Asn

175

Asp Ser

Lys Ala

Gln Gly

Arg Trp

15

Lys Lys

Thr Phe

Gly Leu

Tyr Ala

1133195684-0
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65

Asp
Thr
Tyr
Gln
Val
145
Ala
Ser
Val
Pro
Lys
225
Asp
Gly

Ile

Glu

Ala

Ala

Tyr

Gly

130

Phe

Leu

Trp

Leu

Ser

210

Pro

Lys

Pro

Ser

Asp
290

Phe

Tyr

Cys

115

Thr

Pro

Gly

Asn

Gln

195

Ser

Ser

Thr

Ser

Arg

275

Pro

Lys

Met

100

Ala

Thr

Leu

Cys

Ser

180

Ser

Ser

Asn

His

Val

260

Thr

Glu

PD1248495/ic
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70

Gly Arg Val

85

Glu

Arg

Val

Ala

Leu

165

Gly

Ser

Leu

Thr

Thr

245

Phe

Pro

Val

Leu

Asp

Thr

Pro

150

Val

Ala

Gly

Gly

Lys

230

Cys

Leu

Glu

Lys

Ser

Tyr

Val

135

Ser

Lys

Leu

Leu

Thr

215

Val

Pro

Phe

Val

75

Thr Met Thr Arg Asp Thr Ser

90

Arg Leu Arg Ser Asp Asp Thr

105

Gly Asp
120

Ser Ser

Ser Lys

Asp Tyr

Thr Ser
185

Tyr Ser
200

Gln Thr

Asp Lys

Pro Cys

Pro Pro

265

Thr Cys
280

110

Tyr Gly Met Asp Tyr

Ala

Ser

Phe

170

Gly

Leu

Tyr

Ser

Thr

155

Thr
140

Ser

Pro Glu

Val

Ser

His

Ser

Ile Cys

220

Arg Val Glu

Pro
250

Lys

Val

Phe Asn Trp Tyr

295

FEHESE A0202

235

Ala Pro

Pro Lys

Val

Val

36

Val

Asp
300

125

Lys Gly

Gly Gly

Pro Val

Thr Phe
190

Val Val
205

Asn Val

Pro Lys

Glu Leu

Asp Thr
270

Asp Val
285

Gly Val

80

Ile Ser
95

Ala Val

Trp Gly

Pro Ser

Thr Ala
160

Thr Val
175

Pro Ala

Thr Val

Asn His

Ser Cys

240

Leu Gly

255

Leu Met

Ser His

Glu Val

1133195684-0
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His Asn
305

Arg Val

Lys Glu

Glu Lys

Tyr Thr
370

Leu Thr
385

Trp Glu

Val Leu

Asp Lys

His Glu
450

Pro Gly
465

<210>
Q211>
212>
213>

<220>
<223>

<400>

Ala Lys Thr

Val Ser Val
325

Tyr Lys Cys
340

Thr Ile Ser
355

Leu Pro Pro

Cys Leu Val

Ser Asn Gly
405

Asp Ser Asp
420

Ser Arg Trp
435

Ala Leu His

Lys

32

238

PRT
ANLF3|

32

Lys Pro

310

Leu Thr

Lys Val

Lys Ala

Arg Glu

Val Leu

Ser Asn
345

Glu GIn Tyr
315

His GIn Asp
330

Lys Ala Leu

Asn

Trp

Pro

Lys Gly GIn Pro Arg Glu

360

Ser Arg Glu Glu

375

Lys Gly

390

GIn Pro

Gly Ser

Gln GIn

Asn His
455

Phe Tyr

Glu Asn

Phe Phe
425

Gly Asn
440

Tyr Thr

Met Thr Lys
380

Pro Ser Asp
395

Asn Tyr Lys
410

Leu Tyr Ser

Val Phe Ser

Gln Lys Ser
460

365

Asn

Ile

Thr

Lys

Cys

445

Leu

Ser

Leu

Ala

350

Pro

Gln

Ala

Thr

Leu

430

Ser

Ser

Thr Tyr
320

Asn Gly
335

Pro Ile

Gln Val

Val Ser

Val Glu
400

Pro Pro

415

Thr Val

Val Met

Leu Ser

Met Val Leu GIn Thr GIn Val Phe Ile Ser Leu Leu Leu Trp Ile Ser

1

5

10

15

Gly Ala Tyr Gly Asp Ile Val Met Thr GIn Ser Pro Asp Ser Leu Ala

PD1248495/ic

113112333
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Val
Val
Gly
Gly
Leu
Gln
Glu
Ser
145
Asn
Ala
Lys

Asp

Leu
225

Ser

Ser

50

Gln

Val

Thr

His

Ile

130

Asp

Asn

Leu

Asp

Tyr

210

Ser

Leu

35

Thr

Pro

Pro

Ile

Ser

115

Lys

Glu

Phe

Gln

Ser

195

Glu

Ser

20

Gly

Ser

Pro

Asp

Ser

100

Arg

Arg

Gln

Tyr

Ser

180

Thr

Lys

Pro

PD1248495/ic
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Glu Arg Ala

Gly

Lys

Arg

85

Ser

Glu

Thr

Leu

Pro

165

Gly

Tyr

His

Val

Tyr

Leu

Phe

Leu

Val

Val

Lys

150

Arg

Asn

Ser

Lys

Thr
230

Ser
55

Leu

Ser

Gln

Pro

Ala

135

Ser

Glu

Ser

Leu

Val

215

Lys

FEHESE A0202

25

Thr Ile Asn Cys Arg
40

Phe Met His Trp Tyr
60

Ile Tyr Leu Ala Ser
75

Gly Ser Gly Ser Gly
90

Ala Glu Asp Val Ala
105

Trp Thr Phe Gly GIn
120

Ala Pro Ser Val Phe
140

Gly Thr Ala Ser Val
155

Ala Lys Val Gln Trp
170

Gln Glu Ser Val Thr
185

Ser Ser Thr Leu Thr
200

Tyr Ala Cys Glu Val
220

Ser Phe Asn Arg Gly
235

38

Ala
45

Gln
Asn
Thr
Val
Gly
125
Ile
Val
Lys
Glu
Leu
205

Thr

Glu

30

Ser

Gln

Leu

Asp

Tyr

110

Thr

Phe

Cys

Val

Gln

190

Ser

His

Cys

Lys Ser

Lys Pro

Glu Ser

Phe Thr
95

Tyr Cys

Lys Val

Pro Pro

Leu Leu
160

Asp Asn

175

Asp Ser

Lys Ala

Gln Gly

1133195684-0
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i 7 %] £ CDRH2 ~ k& & SEQ ID NO : 5 AR Z BF A &
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FTs 2 B BB P %] 2 CDRL3 {E R/ ¥ 4 4 E & -
[(5FKME 2) WeFKHE 1 HZE > HIPEREMESH
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[k 4] WHEKHE 1 £2 3P E—-HZLAHARE » HPF&Z
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[ 558

B7-H3% BAG 1 2 BB RE P51 (7 IR 1551 )

i

20

MLRRRGSPGMGVHVGAALGALWFCLTGALEVQVPEDPVVALVGTD
ATLCCSFSPEPGFSLAQLNLIWQLTDTKQLVHSFAEGQDQGSAYA
NRTALFPDLLAQGNASLRLQRVRVADEGSFTCFVSIRDFGSAAVS
LQVAAPYSKPSMTLEPNKDLRPGDTVTITCSSYQGYPEAEVFWQD
GQGVPLTGNVTTSQMANEQGLFDVHSILRVVLGANGTYSCLVRNP
VLQQDAHSSVTITPQRSPTGAVEVQVPEDPVVALVGTDATLRCSF
SPEPGFSLAQLNLIWQLTDTKQLVHSFTEGRDQGSAYANRTALFP
DPLLAQGNASLRLQRVRVADEGSFTCFVSIRDFGSAAVSLQVAAPY
SKPSMTLEPNKDLRPGDTVTITCSSYRGYPEAEVFWQDGQGVPLT
GNVTTSQMANEQGLFDVHSVLRVVLGANGTYSCLVRNPVLQQDAH
GSVTITGQPMTFPPEALWVTVGLSVCLIALLVALAFVCWRKIKQS
CEEENAGALDQDGLEGEGSKTALQPLEKIISDSKEDDGQLETA

(55 1 [&]
B7-H3% BAG2 7 B B 51 (5 5 15522)

MLRRRGSPGMGVHVGAALGALWFCLTGALEVQVPEDPVVALVGTD
ATLCCSFSPEPGFSLAQLNLIWQLTDTKQLVHSFAEGQDQGSAYA
NRTALFPDLLAQGNASLRLQRVRVADEGSFTCFVSIRDFGSAAVS
LQVAAPYSKPSMTLEPNKDLRPGDTVTITCSSYRGYPEAEVFWQD
GQGVPLTGNVTTSQMANEQGLIFDVIISVLRVVLGANGTYSCLVRNP
VLQQDAHGSVTITGQPMTFPPEALWVTVGLSVCLIALLVALAFVC
WRKIKQSCEEENAGAEDQDGEGEGSKTALQPLKHSDSKEDDGQET

A

(552 & ]
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M30-H1BY 8 5 7 B BLlE P 5[ (R Y 1R 15559)

MKHLWFFLLLVAAPRWVLSQVQLVQSGAEVKKPGSSVKVSCKASG
YTFTNYVMHWVRQAPGQGLEWMGY INPYNDDVKYNEKFKGRVTIT
ADESTSTAYMELSSLRSEDTAVYYCARWGYYGSPLYYFDYWGQGT
LVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTYV
SWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICN
VNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPESVFLFPPK
PKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPI]IEKTI
SKAKGQPREPQVYTLPPSREEMTEKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFEFSCS
VMHEALHNHYTQKSLSLSPGK

[55 3 [& ]
M30-H2 Y 55§ B BL e 41 (PP 2 s 5% 10)

MKHLWFFLLLVAAPRWVLSQVQLVQSGAEVKKPGSSVKVSCKASG
YTFTNYVMHWVRQAPGQGLEWIGY INPYNDDVKYNEKFKGRVTIT
ADESTSTAYMELSSLRSEDTAVYYCARWGYYGSPLYYFDYWGQGT
LVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTV
SWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICN
VNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPK
PKDTLMISRTPEVTCVVVDVSHEDPEVEKFNWYVDGVEVHNAKTEKP
REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALFPAPIEKTI
SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEW

ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCS
VMHEALHNHYTQKSLSLSPGK

(55 4 [& ]
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M30-H38 5 g 7 B AL P 5 | (51U 1)

MKHLWFFLLLVAAPRWVLSEVQLVQSGAEVKKPGSSVKVSCKASG
YTFTNYVMHWVKQAPGQGLEWIGY INPYNDDVKYNEKFKGKATIT
ADESTSTAYMELSSLRSEDTAVYYCARWGYYGSPLYYFDYWGQGT
LVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTYV
SWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICN
VNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGESVFLFPPK
PKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLFPSREEMTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVIEFSCS
VMHEALHNHYTQKSLSLSPGK

[ 5 &)
M30-H4AT S5 5 > Rer FLms P9 | (R YRR R 55 12)

MKHLWFFLLLVAAPRWVLSEVQLVQSGAEVKKPGSSVKVSCKASG
YTFTNYVMHWVKQAPGQGLEWIGY INPYNDDVKYNEKFKGKATQT
SDKSTSTAYMELSSLRSEDTAVYYCARWGYYGSPLYYFDYWGQGT
LVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTYV
SWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICN
VNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGFESVFLFPPK
PKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSREEMTEKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCS
VMHEALHNHYTQKSLSLSPGK

[ 6 &)
M30-L1 AU B BL i 91 (7 58 155 13)

MVLQTQVFISLLLWISGAYGEIVLTQSPATLSLSPGERATLSCRA
SSRLIYMHWYQQKPGQAPRLLIYATSNLASGIPARFSGSGSGTDF
TLTISRLEPEDFAVYYCQQWNSNPPTFGQGTKVEIKRTVAAPSVEF
IFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQE
SVTEQDSKDSTYSLSSTLTLSKADYEKHEKVYACEVTHQGLSSPVT
KSFNRGEC

[ 7 &)
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M30-L2RIEE 5 7 e el 5 | (FP 7 [k 51508 14)

MVLQTQVFISLLLWISGAYGEIVLTQSPATLSLSPGERATLSCRA
SSRLIYMHWYQQKPGQAPRLWIYATSNLASGIPARFSGSGSGTDY
TLTISRLEPEDFAVYYCQQWNSNPPTFGQGTKVEIKRTVAAPSVEF
IFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQE
SVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVT
KSFNRGEC

EXAED
M30-L3 AU e R BLie 51 (B~ 3Rk 15 1 5)

MVLQTQVFISLLLWISGAYGQIVLSQSPATLSLSPGERATLTCRA
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IFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQE
SVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVT
KSFNRGEC
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KSTNRGLEC
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MDFLVQIFSFLLISASVIMSRGQIVLSQSPTILSASPGEKVTMTC
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SYSLTISRVEAEDAATYYCQQWNSNPPTFGTGTKLELKRADAAPT
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