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The present invention relates to a heterotandem bicyclic peptide complex which comprises a first peptide
ligand, which binds to Nectin-4, conjugated via a linker to two second peptide ligands, which bind to CD137.
The invention also relates to the use of said heterotandem bicyclic peptide complex in preventing,
suppressing or treating cancer.
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[T 3sHAA2 R ] BEEEEIE &Y

[ 57 25HH 47 ] HETEROTANDEM BICYCLIC PEPTIDE COMPLEX

(X1
RERGHEAR —EEEERNESY) - S5 —IEIKECE - #2Nectin-445
G B E RS R S R ECAS - R 5E HEAECARRBICDI374 & -
AR RE SRR S YIETART ~ AR S0SRRE HHVRE -

€39
The present invention relates to a heterotandem bicyclic peptide complex which
comprises a first peptide ligand, which binds to Nectin-4, conjugated via a linker to two
second peptide ligands, which bind to CD137. The invention also relates to the use of

said heterotandem bicyclic peptide complex in preventing, suppressing or treating

cancer.
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[ S&0HERAE ]
[Fcgeis] REEIESY

[ ZirE8HH44%% ] HETEROTANDEM BICYCLIC PEPTIDE COMPLEX

(Refr<isi]
[0001] ASEEAAEIN—EEEERNESY)  SiE—F— Lk - 4
Nectin-44&5 5 » 3R — R XL HE 2 WO (58 —HERRACES - 358 IR oA e

CD13745 & - ASRIHE RN 2 E SR E S YETRY] ~ AR SCaRREE TR

B o

(SRR ]

[0002) EREKE] DACASREAN ST B E s B AR 1 B AFHEAE & R
5@%%9@%@%&%%%%%@5% - B F o BIR FELRChER T 2E
AR > Bl E IS T8 3E (vancomycin ) ~ R HIGIBIEE IR AR

(immunosuppressant drug cyclosporine ) BV 2B i fik ( octreotide ) ( Driggers
% (2008) - NatRevDrugDiscov7 (7) - 608-24) - REFHI&GSEHiEE I
ARELREEE 7 e AR BRI B E R E R B RGBS 8BS
(conformational flexibility)f&{E o i » AFB(macrocycle)SiE E T IEHIE RS

» BIAIEPKCXCRAFEFLHICVX15 (400 A* » Wus (2007) > Science 330 »
1066-71) ~ B S A ZaVb3sE AT Arg-Gly-AspEFRyEaak (355 A%) (Xiong

% » (2002) - Science 296 (5565) - 151-5) BHARFEERIGAERE O AT RUE

1 H > 354 H(EWHRES)
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{E#5(plasminogen activator)4E & AVEBRL &I Bupain-1 (603 A? > Zhao% (2007) >
J Struct Biol 160 (1) > 1-10) -

[0003] HEHREERRIBRL > BERAAIRIITREMELLARERE IR 22 » m aiE e
EEREIRARYN  WEHFESNEGIRNTT - BEGEAE » BEZE
MRS EEEE— A - INEEaE— - ERFHACERAESESE
EE§8 (MMP-8) HYH R B B RIBIS 2] T Bls% > IR BRI L5 T
HEMMMPHYEEE M ( Cherney S A (19984E) » JMed Chem 41 (11) » 1749-51) »
BEABRESNATNGESFEEEA SN —ERBN LB P R EE
BIANFESS T B ZE( vancomycin )~ FLE&HEER B 22 ( nisin ) K R4R 5 #{3 (actinomycin )
l:[j o

[0004] REIFIHFFEEIZRCRITE A LRI R AR I R s &
Rsy T4 L (Kemp xMcNamara( 1985) » J. Org. Chem ; Timmerman® (2005) »
ChemBioChem ) ° Meloen x HEECMEHA= CRFE) FEAERES TR (ERE
ARERIRR BE SR BRI G RGE | AR E BB RENAERSEEE ( Timmerman
% (2005) - ChemBioChem) - E£FEBEEYULEYINTTE » HbbaR
EIEG S SRR BRI B R 7 TR EMEER - R0 T 201 Rt8
TRFAWO 2019/122860 5 WO 2019/122863H1(41,17,17- (1,3,5-ZI8ke-1,3,5-=%%)
=R-2-4-1-F7 (TATA) -

[0005] EL&EBHE I AR B BE URAVAH & )7 A SR EE AF I B ot S R
VR IR AR A K B &S R EE (HeinisZ (2009) » Nat Chem Biol 5(7) » 502-7
FWO 2009/098450) ° fHfi s 2 » EHEEIRS ER NEE = (B DR B

(EEIRHI 7 EREERARE (Cys-(Xaa)s-Cys-(Xaa)s-Cys ) HYSRMERERKAVAE &0k}

F2H 354 H(BRUREE)
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E o TZEBSEHERAELEERZEZ N T (3CRFE)FE)

(tris-(bromomethyl)benzene ) TER1E o

G gL

[0006] MRIZAZFIHEVE—REEE » RE—EEEURNESY - 815

[0007] (a) —55—HENKECHS & BiNectin-4454 - HZ B — MR EE
F&%51C;P[1Nal][dD]CyM[HArg]DWSTP[HyP]WC;; (SEQIDNO: 1 ; BCY8116)
5B —N-(B3-PEG;)-N-#(PEG;- &£ {t#)) (N-(acid-PEG;)-N-bis(PEG;-azide) )
BRI

[0008] (b) RA{ESE _HEAKECHS - BECDI3745E - B _MIKECRRER
FE 5 Ac-C; [tBuAla]PE[D-Lys(PYA)]PYC;FADPY[Nle]Ci-A ( SEQ ID NO: 2 ;
BCY8928) ;

 [0009)  HAPEEZAEMICE GRS S I EIER 751

FRR = (B R FEME RIS B S (Ci > CukCi) » R—F38 B FX8E
LU 1”-(135- = & St -135 = K ) = A -2- & -1- B
(1,1°,17-(1,3,5-triazinane-1,3,5-triyl)triprop-2-en-1-one ) (TATA) » H¥HF%
2RO IRV R B M B B BB L (B 3 - IR TR T3 BRI
{E 2 KER ;

[0010] HFAAFIEE - HArgRESHEHEE - HyPURKA-4-K4
-L-FfERE ~ INal(UR -2 B - tBuAlafUFRAUT AR - PYARRA-TOREL
BNle[RFIE 155 |

F3H  HMAHEGEHHRAS)
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[0011] FRIBAZHRIE—REE - IRE—EEZEHAY) - BRENASATE
FHVREERINE S — SRS 2B S HHERA -

[0012] FRIZAEEEHRIF—REEE - SREALUASCATE FAY A TERS ~ HIHIEE
EFEENRESRMESYZ R -

[ E= R ]
[0013]

Ell : (A) PNFENectin-4R ZAYH2924MAEAVIE L T > f£Promega CD137
BRI EE R 57 #T(luciferase reporter assay) 1 ¥fNectin-4/CD137 Z/E HEIRHL
HEEYIHIIHT - BCYL161T2EEERINESY) - LABEBCY 1186348 [HHIFRI S
&itrNectin-4 - {HA4EECD137 - (B) FEPromega CD137:8 R EGHEE R
H1 > BCY11863fY4HEC50 (nM ) EAPYE M Nectin-43 3 5048 T A2 & Nectin-4 38
REHA FRoR IS -

B2 : Nectin-4/CD137 £2E # IR LHE S 1FPBMC-4T1 iz hifE
IFN-y ([B12A) KIL-2 ([E2B) AR T(cytokine) i « & TAZHUERATATIAH
HLI#EENectin-4 - BCY 116172 REIRINESY) - DIBBCY 11863 HEHIEIA
F&EENectin-4 » (BREEECDI37 - E2CRRTEER S ENEPBMCILEE K fERE
AHAERHVAEIEA T3 A E S » BCY11863HJ4EECS0 (nM) -

&3 : B ERIAE S YIBCY 11863 1ESDK &L 5 5 2% ( cynomolgus monkey,
cyno) FEFHCERTIETAIR2 mgke (n=3) K1 mgkeg (n=2) WEEYBHZ -

&4 : BCY118637F[5] Z(syngeneic)/ N, Nectin-4 38 73 35 fyMC3 8 JE jpa i AU

(MC38#13) HIGIREREME - BCY 11863 A HHAM S L (2 HINERIFEHE - FE5R

F4H - A BEHERED
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T D69 F5224Ef#E (complete responder, CR ) /NEAVEE - QD : FHEIZE ;
Q3D : F=R&GHFHE—K ; ip * BIERILSEE -

(85 : BCY11863 /A E % ¥ Nectin-431BFR EFIMC3 8fE 4T (MC38#13)

e MERCIR - ®IRIEFECSTBL/6J-hCD137/)N %ﬁ%ﬁBCYllmélﬁ TR
(complete response, CR) HY/NE#EES - BURHVIERERETE - HEBNE - T8
ZHAGERAT (22K) » WA —SECR/NEHIRER -

&6 : BCY118637E[E] Zv/NEENectin-4 383k HYCT26fEEfE A (CT264#7) o
BNMPUEREM: - BCY11863)ARSHRIRVIEREAETE - Q3D : F=R4EE—XK ;
ip : HEBEI4GZE -

[E7 : fEBCY 118630y 1£—2K (5E62X) Q3DEIEL /N - CT26#7[EE4H
&P EVAETHERE K. CD8 + T4HfmbE N - 7EBCY 11863/ 18— Q3DAIE R 1/
15 > DITECT26#THEREAESTHY (A) 4ET4HAY - CD8 + T4HME ~ CD4 + T4HHH -
Tregk, (B) CD8 + T4HHfE/Tregth: -

B8 : FEEEREFARA (iv) 455E5 mg/kgYBCY118637% » BCY118631ECT26#7
5] Z R TS BV 5 B e fRE 4R 48 eV EE B 20 i -

19 : FECD-1/NER, (n=3 ) FRRREAVEIE K515 mg/kgls » BCY118638YMATR
FE-HEfE 4R RIBCY 11863 RY4 R A% - 22 H(terminal plasma half life)

10 : BCY118638AEE{LHY (A) Nectin-45 (B) CD137E1’9%%@%§}%¢&?}E

(SPR) &E&iH5E - BELSSSPRIMAF (C) CDI37 K (D) Nectin-4[&E EESPR
meF b NMERIEBCY11863 < EB\ETAMZRBIUAEIRE RiAHAR » TLUR

B4 EHYBCY 118635 T 4 AR Nectin-4 (C) Z(CD137 (D) RY¥EAIST - (E)

%5 H » % 54 HERRES)
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[ E R S ER AR SPREE R _ERYBCY 13582 (4 (LAYBCY 11863 ) ZAT %5 {4E A
CD1378945 4

B 11 : Retrogenix Y 4 A it B 51 £ 15 F i R BCY 13582 (=¥ & AEHY
BCY11863) HIERE—MMIEX TR - HRERIEREBEN - FnRlEE
NFEREEABENMESIB R A1 uM BCY13582{&#1CD137 K Nectin-4452

({5 F AlexaFluor64 7250 HI B AI Z (streptavidin)fg il ) - BABCY 11863455
% GEHSREENTS -

12 : #EhuCD137 C57Bl/6/NE, FHMC38#13 JERg s 4 £ Hh 485598 T ER
[EIEIE AR EFBEBCY 11863 HIIERIENE: « FE5k P RRGEMIGEREISKN
SEAMERENY) (CR ; fEBHEERERE ) WEE -

13 : F£huCD137 C57Bl/6/\NE8,FHMC38#13fiEE ( n=6/4H(cohort) ) AYREELE
ihér (FPEELSEM) B TBCY 118631 ERI & M AIE T THIYIERE
M« IR RREEBIIRRES2 RN S 2 EEEY (CR; MIABER) VB E -

(A) BZENYEBEEBCY1186348H|R3 mg/kehV4H - (B) B2 sisE
FEBCY 11863482 £ 10 mg/kgiV4H - (C) B YIEEBCY 118634852
£330 mg/kgHY4H

14 © EEHIRIESYBCY11863fESDAE 2100 mg/kg (n=3) A#AK
EESRVEEYIE) I8 - WRIE M EE FBCY11863 R B EAHYBCY15155 L K

BCY 14602f 2 o

Bt 7]
[0014] FRIZASFHHRVE —GEE - IR T T EREERNESY > G

6 H - 3t 54 H(ZHHRIAE)
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[0015] (a) —5E—RERKECHS - BiNectin-445 4 » HXSE MR ERE
F£51/CP[1Nal][dD]CsM[HArg]DWSTP[HyP]WC;; (SEQID NO: 1 ; BCY8116) ;
i —N-(i£-PEG;)-N-#(PEG;-2%/5#7) (N-(acid-PEG;)-N-bis(PEG;-azide) ) &
BT |

[0016] (b) WE{EZE _HERAACAE - BECDI137454 » B A BA
FE %1 Ac-C; [tBuAla]PE[D-Lys(PYA)]PYC;FADPY[NIe]C;-A ( SEQ ID NO: 2 ;
BCY8928) ;

[0017] H&ERZIEECEEE—Z K 22 EER R ERET7E
FREY={E S B PR AR (Ci~ CiRCi) ° BT X% T ER
LU 17-(1,35- = B Ok -135- = B ) = A 2- & -1- I

(1,1°,17<(1,3,5-triazinane-1,3,5-triyl)triprop-2-en-1-one ) (.TATA) » BE4SFE
IRELZ IRV STV D B A B P L B - R TERZ o SR LI R
SR |

[0018] HhAcRZEEE - HArg(UREBEES - HyPARR 4585
-L-FHREEE ~ INalfUR -2 . ~ tBuAlaREBAL T BN - PYATRA- L%
K Nle(RZFIEH R -

[0019] & 3T #& K #Y N-( B -PEG;)-N- # (PEG:- & & L ¥ )

(N-(acid-PEG3)-N-bis(PEG;-azide) ) #HEFRERLELFS ¢

Nz~ o/\/o\/\o

N o

J/N\/\0/\/C)\/\O/\)J\OH

Na\/\o/\/o\/\o

N-(B&-PEG;)-N-#(PEG;-BFEY)) -

[0020] M—EHEIT - REEIRIESY ABCY11863 !
B7TH 3 54 HETRPE)
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[0021] BCY11863HySEREGFAMANEA FRAFTR ¢

[0022] 3RA : BCY118638V4HE )

EEY] | Nectin-4 g JoT— CD137 o
&5 | BCY 455 ald BCY 552 =

N-(fi%-PEG3)-N-
BCY8928, dLys

BCY8928 | (PYA)

BCY11863 | BCY8116 N I H(PEG3-E2F 4L
)

[0023] ANHVBIBERRELRFRIF - HEHBCY118637FCD13 73R &
E 531 (reporter assay) PR SRHHFRAICDI3TiEN: « IEAN > A CAVEHE BRI E2
K2 - HRHABCY 118637E A % B R 4AEAR R AJHPBMCHASHIPBMCH:
HEERE T SR MEAYIL-2 RIFN-y SRR 53 - B AN SN BHB R &3
KR5S - HRBABCY 11863 B RAIPKHRER - 7FSDA B F AV K F =1
(terminal half-life) Fs4. 1/\IF » 72 B ARME VAR EZ 1A K5 3/ NIF - [B10 52811
PR 77555 11813 Fe 56 1280 73 B R Y B 38 58 BABCY 11863 ¥ 1% ¥ Nectin-4 ¢
CDI37THY4E & K VAN - (B4 K B[ SEEHH T BCY118637EMC38#13 (5] Z/NE,
R R B R DA AEBCY 1186376 & S M et RIS - [Bl6 K B 7555
TBCY118631ECT26#7[E 2RI PR HiER S - SAHEM S RS TS
EERERET o B12KE 13F R IHBCY 11863 N AR TR E A IMATRRE -
RAE—FE0 ~ 24/NF A PALS mg/kg BIW K25 mg/kgH IR B 4658 7] A2 A TR (2 ETHL
REREE: -

[0024) A3&ETBCY11863RYFLLDY (RIENTEY) ) M AEY) -
& BRI AR EAM T H - WRMEE TRBP ¢

[0025] &B : BCY118634 L4 & A PIEVARRL
5O H » 54 H(SHYBRE)
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womms | s wgpn | O | wem | s
= i 7 chgﬁ% faw §7i BCY‘gﬁ% fam g7 =
N-(#%-PEG3)-N-

. . BCY8928, | dLys(PYA)4
BCY13390 | BCY8116 Nim |¥(PEG:-B&F /b
BCY13389 | dLys(PYA)4
)
N-(#%-PEG5)-N-
- BCY8928, | dLys(PYA) | £MR
BCY13582 |BCY8116| Nim |[#(PEG:-E&b EYA)
BCY13389 | dLys(PYA)4 | -Pegl2
1))
N-(fi&-PEG3)-N-
5 N BCY8928, | dLys(PYA)4 | Alexa
BCY13583 | BCY8116 Nim  |EPEG:-2%/b
BCY13389 | dLys(PYA)4 | Fluor 488
7))
N-(fZ-PEG3)-N-
. . BCY8928, | dLys(PYA) |
BCY13628 |BCY8116| Niif |#(PEG:-EF L O IEFES
BCY13389 | dLys(PYA)4
1)) :
N-(#5-PEG3)-N-
. N BCY8928, | dLys(PYA)4
BCY15155 |BCY8116| NI |®(PEG:-Z&Ab
BCY14601 | dLys(PYA)4
)
N-(fi%-PEG3;)-N-
BCY14602 |BCY8116| Nim |®(PEG:-EF{L|BCY14601|dLys(PYA)4
)
[0026] H  BCYI460l X F E B TATAE B T X ENE A

Ci[tBuAla]PE [D-Lys (PYA) ]PYC;FADPY[NIe]C;i-A (SEQIDNO : 3) HFEFI
HYEEIRATCAS

[0027] DA R EFBCYI3ZORERE A TATAE iy T XENWEHR
[Ac]Ci[tBuAla]PE[D-Lys (PYA) JPYC;FADPY[NIe]C;-K (SEQ ID NO : 4)

FRHHVREER R ECAS -

£ 10 H > 4k 54 HEEHRHEED)
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[0028) EBRIESSAER GRIAFTHIATA AT RFI M58 B $AE
BB TT A REFEEENEE 2% - SR L2 - s NSRRI
B LR R AR MBI, - FHRERMTHN S TEWE - BERELRTE (&
i Sambrook’ » Molecular Cloning : A Laboratory Manual»3rd ed. » 2001 » Cold Spring
Harbor Laboratory Press » Cold Spring Harbor, NY ; Ausubel > Short Protocols in
Molecular Biology (1994) 4th ed. > John Wiley & Sons, Inc.) » 7EHLE[ffE RS
FN M -

[0029) &%

[0030] 4Rk

[0031)] ‘EiENAFIULEYPIEERBEMER  hitEAE Jit
Tedmer P ENE T PR A (G~ CiCy) » EIt > SEQIDNO : 1A
BREEHVER T AT

C;-HyP;-Ly-V35-Ny-Ps-Lg-Cii-L-Eg-Po-d1Nal-W1,-T1p-Cyii (SEQ ID NO: 1) »

[0032] &7 LAY EHEY - EBILALL,17-(1,3,5- =8 -1,3,5- =)
=WN-2-0%-1-F8 (TATA) 321b > WEEUS ZB45H - TATARVER LS FESS 4 4EC;
Cy R Ciii F - | |

[0033] 43FiE=K

[0034) IR0 FFIEIN-SC- K UG I &R N B R 5y 22 A=A
{1 > MEPUEFRF57EE  Bl40 - N-3KiipAla-Sarl 0-AlaB R iGFE R A ¢

[0035] PAla-Sarl0-A- (SEQIDNO:X) -

[0036] MIARERKFS

B 11 H > 54 HEHRAES)
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[0037] #RiENairE A (2003 ) J Immunol 170 (3) > 1362-1373H 8 -
Eﬁf&ii{%ﬁﬂ’ﬂﬂ%ﬁtﬁﬁﬂmﬂ%uﬁﬁIﬁlﬁéf@&éﬂ%{ﬁﬁ - Bl - FEagER Al (Rl
N-RImEE RC-Rii - KZIRR) - M EE TR EEEE AR R ( BID-Riig
BRLEER - KR - BTEEEN > RIESERY > TAGRERS
LA EE N =T R R AL-FER - R TE IR AR R B D-
Rk > AUz BEBR I AE JTRE9R P DU NS 2 REd T - BiI4[dA] ~ [dD] ~ [dE] »
[dK] ~ [dINal] » [dNle}&

[0038] ML=

[0039) ZEHHHIH L RESRIH AN EATSAFNEE BT

nome B e IES A~ 8 IR - OfRSUSEGENEEY S T - BEF]
MBS
IERI N IE - BRI RRTSEYTE R SEYEh ) A BRI ER
-EHEEREN - REYRRESER RN N it E O - B
(“BE$6i%E" (membrane-anchored) ) EHES ~ 5 KIBE HES - FiREE QRS - 4
WEAOSFHREN - BECAEYE BRFEOENRB T - R TLE
BT h S H R E BRI S BB YY) - S T DU BT S L T48 %8
-EIERYE R ERGR o BRI B0 SO K A S A K AR R 53 TP/
oy ¥ FAIHEBHVELBIETeREY - EER IR R R B R RE TR
EEN - AR EREERINE S YRIHE EAZEN R RS

EER T BRI AR 22 - iRIBERIREIEE USRI » TIREEERE—

BAEYRRECYESERREERETHNESESRE > (5d—E
12 E 3t 54 H(RIRRTE)
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RSP EAE NSRS ENREERIESY  AERESANEEESHN
1B MEBRRARAS - EEER AT PRI HAM R R 2 RIS SR KR AR AT
FBENFER BN E AR E R B A S A -
[0040] EHYR  ASCRHAVENE - HPEARFHNRESRIESY
DI 4 R R = 2 b A W I B S NEC s SE ZRAG TS T30 PRI TR - 38
EACD137{&38{E F (agonism) 3k R B MECD 13 738 fE IV AR EH A5 7%
(BNEAPTEERYIT3%) MK (SegalZ A » Clin CancerRes. » 23 (8) : 1929-1936
(2017) > Claus® A > Sci Trans Med. » 11 (496) : eaav5989 > 1-12 (2019) >
Hinner% A, » Clin Cancer Res. > 25 (19) © 5878-5889 (2019) ) - FEHRRHIR
@ REZEZENFRZHREESRRESY AR HERENS T8 (GBE
<15kDa) » EffZFEamiiy » HEfI2CDI3THIEREEFLIE B8R - it—2K -
EMEAEEENMEEEER - EREE RIFIER2EE RGN « K302
HRIVEIRSE 2 X FELES - fIl - FREE3REHER AJRECDI3THI/INE,
TEE RS B PR BURER DAY - BN - BEIE A HVEEY 8 2 EHR BRI
HEERHV N3N B TETNE S YIREERRE MR A EE Y R I A R
SNECs, - % » BLIMAR B AL - FEEEY 8 ) 28BN iR P RE IR
EEYHIE R EERA -
[0041] JEEERNZ EEEEPHASHERNS B - Fit - R
ARSI S —RBEE - IRt T EIESRBIEN 7L - B —BIEIE3% (dosage
frequency)4s FAIA S ATty B BIRINE Y - X BIEFFR K UR ER%E

AR Y A S YIRTAB N EC o IR R e -

% 13 H » H 54 HEHYHRAE)
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[0042] -gRfEsCiE o FE4HARAS & SRR EC A S o e AN AS S IR K AR
HYFR G coupling)fR 4L T R IZECIRAVIRAEMESS - ASCRMHVEIERY » AEHIYRE
BERSRIE S NMERR T B - TR EHEERE - #ENES
ERNEISARLEEE (2RES) - ERVIHARYEENREERESY
AR T 2EE NETHET REMRE - BERABEZIERES - M
1Es% IR — B S ARBR L 2% -

[0043) EAAIERE

[0044] 4OASZATHE - MIKECRGSE T MBS S E 0 TR - 3%
EREATHER B AW (B B B R B S R T R B R B S B MEASE . (RIEBRE
BRREL) - DR EEEZ R IESEE 2 s HIRFIINFS - NSRS

- EEXE LSRR o ERERT o MRS R - 3-SR
( 3-mercaptopropionic acid ) B/ ERIFINE /D = (E K FEMEE » W% B
DR -

[0045]) Z2E8 |- B2 2HE0E

[0046] JEEHEBNE BRI EAZHNEER - HiR K EHERECES
I - BEFriticRerVE i -

[0047] ZREFHHEVERITATEBEAUEETTE (GEOTE (SRS - ME
MEETFIR) » P. Heinrich Stahl (47#8) - Camille G. Wermuth ( 47#8) > ISBN :
3-90639-026-8  Hardcover » 388 » 200258 3 s #lify 574 ) &Rz
M IR LEYERK - —RER - B o] DUE Bt L & YHrnE
SR A B E E RS K T~ SEAARI P e E IR &Y R R IELL
BUF -

5514 H » 354 HEPHRE
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(0048) TIL\FIS MRS R IR B BR NIAER (EEER ) - BAIAY
RHESIESER L8 - 22-" 828 - T8 - SRR - SuRinigE (BIaIL-Ht
BRIMIE ) ~ L-REFEEE ~ Fhalk ~ R - 4-ZERE AR B ~ TH ~ (DR
FRRE-RREE ~ ()-(1S)-F2E-10-il% 22k (capric) ~ TEE (caproic) -~ =Ffg
EERE ~ (AR - IROC R AR (cyclamic) ~ +TReEMREE - Z5e-1,2-"hs
BR ~ LRk ~ 2-FCE LRRTR ~ TR ~ |0 ZBE (fumaric ) ~ 2L HE 4 ( galactaric) »
2,5- _FEFEHIFZ (gentisic) ~ ®ENEREL - D-RaiEls - AR (FIaD-7&
R ) ~ Bk (PIOL-BEEEE) ~ o-8fUKTH - ZIBK  RHEEER 2K

A(+)-L-7LB& ~ (+)-DL-Z.B% ) ~ FEEL (lactobionic) ~ BT % —HZ ~ XTI
(malic) ~ (-)-L-AT 28 ~ WBE ~ (£)-DL-& (8% ~ Bk ~ F-2-hlk ~ 55-1.5-
ThERE - 1-FSEL-2-Z5 g ~ PR - AR - JEBR ~ FLEBE (orotic) ~ TR ~ TRAE
B& - #EB% (pamoic) ~ BEE ~ % - ARG - L-ERBAREEE - 7KIGHE - 4-BEEOKIGEE -
R - BEREER - JRIONE - BRBE - BREERR - (D)-L-BEAlk - BEEE - B

TR IHER K ~ DA RERACHIRE TR B Fo R TS A He IR T RRY BB

B o

‘Eltt

[0049)] —MEFFERVEERZEE - BIRE - SR - Wik - IR ~ TR - iR

W - Al - 3RIAEE (succinic) ~ IETHE "L (maleic) ~ T ZFE (malic) -

FZE MR, (isethionic) ~ T "FE (fumaric) - ZRhalf - BN - #E -

PRk (PR ) (methanesulfonic (mesylate) ) ~ ZhEl - Z5hlk ~ [KB%

Al ~ Tl ~ W1 - BN R IR BV ATl AL - — B E Ve
R - SENENEELRYE -

[0050) RALEVIERREEFRY  SEF P LIZREERYESEE (f140 -

-COOHH] LUfZ-COO0") » RIFT AR A s ikt il » (M E 4 S BAGHET -
15 H » 3t 54 HE@THE)
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BEEE R FIE RS ERRRN RSB T (WL - Na &K @t
SBISEET (B601Ca" BMg™ ) DURHEAMEGET (F0AY SZn") - &WNE
HEEE TN ESIESE NIRRT (BN NH, ) FRHERATsEET (10 -
NH;R' » NH,R* » NHR> « NR*") « — 64 @A g A VB HIRATE R
DURHYAREL « Bl ~ 2l ~ 20 - Rl - Z3Rel - =28 T - 228 -
ZWERE ~ — Z B2 ~ UKIER ~ "R ~ SRETRE - &l (choline ) ~ #jHH (meglumine )
K=}z (tromethamine ) DS HEEES (GEUIBERGEE RABIEER) - B RAVESEE
FHY—FHIRNCH,) - |

[0051] EAZHALEYRBRERER B GFHIRERITA
SN 7 TR BLYe B B S FE T R R85 - iR R 8 L S IE RSBV R A -

[0052) Z2CEZ7EY)

[0053] FEEHEEAVE A SCEENIEIRECRRR BT A YA S AR H
B - RS ERE T AN E SIS S — S EEH LU THBE © N-2Rim &/
BC-HRIGINE  F—BASEIFR A AR R EN A NS R ERRE (5
WA — S EF A BEFE T AR S M AR  EAZER
ARFURFETRERD A —SSEIBER AR )  HREERRI
F—EE B A AR E NN RS (E S S LBV AR R . ANE
R — BB R AR « i — NS ED-fe BB R A A — 2 (HL- R A g
FEE:  EEIRBKICRS  — S ER R AIN-E L - FHEU SRR — S (ERERR
9 PERREEREWE | — S EGEREE N - ERY S35 — (B b2 AL B AL
- HEElE - BilF - SRR NI S EESURIE AR (FEn-FItkk - B
Rk (lysine) ~ ZAREIE/ R AREBE e BB IElE ) - DAERRE BB E ARl ~ DIRSIARK

5 16 5 - # 54 E(HIRHE)
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HUS I A EE T E BB ERVIES S FEMEVE AR - Bla0 s3] erT el & B E L
YiE o BRI B R LY SOR BN AR -

[0054] H—EMFIF » BENTEYEREN- KRG 5/EC-RKIHHSE © 7*
H—EZiEgT - EP BT EREE A S B AN B L2 HIN- Rt B
/B A S ENRE R B E2HC-KImE - RE—EHEAIT » &N RinsC-
AR B AR IS E V)AL Bl (effector group) @ S ANIEVIE B A S {EASRICHAR
BRI~ B EEE N EHE - | ,

[0055] ME—ERRAIT  BERITEYEEN-KIRSE - RE 81
o N- R B BREN-Rn LB - IR BRI - R ERERE T > N-2K
iy DL ] (AP Ry CHVERE ) 4 L BERT B M S RSB > 4
THEB T T HN-AKie ZHEE - Z BRI T K BRI B ARV E e REHY
1B > 0 H e op T IR IR AR R AT RE M -

(00561 7 “EAEHRIT  NoRIGUE AR THEREEE - %071
R B EREEEIE S - LR EER I HARRERRO] -

[0057] WHE—EHAIT SERITEMEREC-RIEE - WE—EH5
o C-RIGHEESEREE - REERET  EHRERERED > #C-Rin+
Rl B RS (AP A CutvESE) SRAEERE > 1EMEBST T C-RImbEhz
b - ZETHITRAL T R BB BE Y (BES - TR T RN E
H KRR AT EME -

[0058] H—EHEHI  BERNTEY IR — S I ER AR R RE R E
H— S e B A - N B O - AL E A E 0/ FE T HErIE
RN HENE - AR E AR - WA B E £ HIRE -

[0059] E&E7E > FILAME A EAZERAVIARR HIEATIER G ARR - E

M AT AYRERR SR B /KA SR B 221 B2 B IRHEE - 15502 - B BiE
% 17H  $ 54 HETRED)
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BRI ~ BERHYMISE « Co- —EURAVETAEY) (BIREER TR » Alb) KIRRE
EFe - fEACTEY R - IR AR -

[0060] M—EHEFIT - BERCTEYERERIIERES - RE—E
o ERINTAEYEREEN-UGEM R (C) R/SICmERimE (Cy) i
EIfREE -

(0061 H—BEHEBIH » BUGHIFT AN EIRE R — 5 BT L
WAR—B S EHE BRIV - WE—gHA+  WENTEYERE
FIZRA I P I R A B IR TR A - R BB T S S8 IR KT

[0062] FA—EHEI+  BEHTTEYEFEH— S ERK R AR T A
R —E S AR AR R - R—8RERES+ - ENTEYEER
— AR B AR R — B ERK M AR A - BRI
KM B AR R TR RS Y IE R R S R IR RS DY S S - 40 K R B
BAGEENRENGESHEE » WHILEZE MM s A RE -
B HYIE AR (R RAEERL) VIAE & L B RN B A R ik A L A
BfEH - MENHE TGRSR - HMREYNLSHERFES > AT
DURIBREPREXBEET Y o Hhoh - A e 0 S K M i R R B Y IEREAE & R B E
AT DUR DS ER A AR (SRR EEY B B F T 45 8E) -

[0063] MA—EHHIH BENLTEYVERER S ED-FER AR
— S EL- R AR A o (S B EHE A B8 BE(steric hindrance)s g HIZE
HKETRRE M - W25 B D- P BB Y 1 1) 5 78 22 B- 8 AE Y (B-turn conformation)

(Tugyi% (2005) PNAS > 102 (2) - 413-418) -

[0064] FA—EEHaEIF - B HITA YHEFE 5 R T S B EE TR ES H AW

BEREENAR, o X EHEFIIRME T HIBIEAVE O /K A S A BE B ES -

5518 H - 3t 54 H(HIHRIE)

gﬂ\\g
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[0065) JEEFEMNZ SE LRSERHIEEM SRS
M o BIBIUT A - o DIEHRA B E— R e RE

[0066] -45&FIFHBRKIERLESE(EAY ARG /KSR - EMER
SRR

[0067] -&5&FIFEERTHEIERNEELEER - RS FERE
R HEWEA S (£ 5 6140Schreiber A > Rapid, electrostatically assisted
association of proteins (1996) > Nature Struct.Biol.3 » 427-31) ; LLR

| (0068  -f5ill 412 48 TF RN AT PR Fr B IR PO (I8 DA E AR AR 4 S I I R TR 0

/N o PR AR 2R A DU A A S IR AR N - W A EIRY R

5IASBIMNBRLIER @ M EAMA R GRS S IR F -
[0069) (&F EFRit » 554 K GentilucciZE A > Curr.Pharmaceutical Design °

(2010) -+ 16 » 3185-203 » MINestorZ A » Curr.Medicinal Chem (2009) > 16>

4399-418) -

[0070) /FrZEEE (Isotopic variations )

[0071) ZAEIFEEARFHNFIESESE Frl320 (B BN =SS
HIRERKECHE - HP—BEERFHEEHRER R ERFEEEB AR
EEBARFRTEENFEFENEEBNEFIN » UREPEET SBEGE
(T8 TAGMEY) | ) BESVRIFFERIEY (Rt ) [FIfI R 2 AZHRNIIERKACAS -
DR, B rh b P RE EL I AARANY (RO ) Efr ZRsE i R A B e A
{EEV > A BRI R A A -

[0072] AN ESEARSZFIMIECE T WEIZNEFIOEEEED
H(D) B’H(T) ) ~B (GE''c~ PCRMC) ~ & (&4 °C) ~ & (s8401°F) -
Bt (GBI IR & GEOPNEPN) & (350”0 - "OR*0) -

519 H - 4 54 HEYRAHS)
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(FEOPP) ~ B (FA0°S) ~ 87 (GBw*Cu) -~ #% (EUVGamk®Ga) - $7 (3%
7Y ) KB (EALu) DARSE (F540°°Bi) MYEINCE -

[0073] ZREEHIRYHLL[EI RALSCAYRERRECHS Bl A ST E R =M
HERKHCRS - WA 28 b/ BeE 4R 8 RRASE - M EER PR E S S pamaa st b2
A TFENectin-41R40 - ARZFHHRVHEIKECAS & T AR EENZE RS > RABEM
R R E SRR b e B E M DT~ BERK - EEE - BEERBZ BN
WEVIHITR - B E J77E v PAE F B B sC b &Y sEamst
WEME - B 508 - SeE (FI40 > ek (luminol) - S¢REETE
Y ~ R (luciferin) ~ /KEEE (aequorin) FKAEYEEF (luciferase) ) & - Jix
RN R RMEMLE - BPH (T) Khg-14 > BIMC » HREFSREA R
Aute Rl B - RIEESR I BAVEERITA A -

[0074] HEEMEAIE (FEWR > BIPH (D) ) B - G LRt ELR
B E S ARAIRE R ERER: - FIAg e A =B B RR - 3
RIEEFE R EEAEN T o] SRR -

[0075] MIEBEBFEHFEME (FE0"C - °F - PO N) BARFHRIE
BTHMNES (PET) A% DigEERR(EAER -

[0076] % o] DUEBR G A B B AR E AT SR BT &6
g RCIEE - EAEE R R R R E BB SR A I s
REMF AR RO AR Y E A AR BB -

(0077]1 =uk
(0078 ASEBHEIMERR AT LUE BIEAER T SRR » ANMB BRGS0 28
IE - EHEITILERERS W DAE AR EMLERE - LB T DU A KR St B ]

20 H - # 54 A(EHRHFD)
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AMEARL > DR E—P N T EiREEess - 7 UERFE O TimmermantE A ([F]
£ triearREYE S BRI SR T -
(00791 [RIL > ASRBIEM RANA SRl BRI 26 FERR S B Y B -
Hep SR EEN T e E S8 - N—Efd - EEPRE ARG
B ORI EY S e BT
[0080) “ERUHEIETYISHESYINT - HARS A AR AR A AT BN

—_
Vas
[e]

(0081 ikt o] DAJE (a8 A B 52— (B8 » RIS A S AEHs Bt -
[0082] T AEMHERL » TR FORE B AILEE S - A TER R
BT (RIEMY) SRR RN C B PO T (L B « o7 DL
PR (Z:4) SEMRITHE | DS LS AT LAIN-SRC R « B2 » 7]
B A RS IR EEE > BN (Dawson: » Synthesis of Proteins by
Native Chemical Ligation. Science 266 : 776-779) thFff&it - 50i%18Hs - Hlu(E
FI407F ( ChangZs » Proc Natl Acad SciUS A.1994 - 12H20H : 91 (26) : 12544-8
B¢ HikariZ A fyBioorganic&Medicinal Chemistry LettersS518%% » S522HF » 20084F
1UF15H » 556000-6003E ) o il 7R RS subtiligase) -

[0083) SRR » T LUAHE I GAHE — 5 AL TR - 18 A
EAESNTIBE B A8 — R B AR B R B o 0 ML B — K - 7
BT RS MR SRR DI AL TR (FIHITATA) -
I e85 = (R SEEIE  2A7 P 5 — (B el S b 15—
[ERERRHIN-BRC- K - R B S B 1 905 — A e B i o
WA IE » TR g S SRR - R 2 -

(00841 HEALL B/ El S P 1 [ 02 B s B AR B BB S -

T e E A VIS RS T
%21 H > 3 54 HEHRHE)
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[0085] b4 ] LA ATEEFYEEE - BUBREIAYIT AAEN-BC-RimEiaE
H ISR SN IIE A E SR E BB AR - IN—F T - DUSFHEBE A —
(EERSERI T ETHRES -

[0086] EFZEH A

[0087) IRIBAZEINS B REET —EBEAESY) Hags—5
SRR R IE BIAE SRR SR e RAVMERKECHE -

[0088) i ZAZXHARVBEAABCAS I DA LT =B g 22 - & A Al
BRI - B SR SR A K B KT~ AR
BEHEKR/HEENE - IBEIMNRESE(LNER - MIEKEERE (Ringer's
dextrose) ~ FAIHE R EALINA R ALEEMAS IO AR (lactated Ringer's) - AR
BESHERIE GYIIRFEROHIREE - RIS 30 4 3R 2 T Ee S AV (A v DA 5 17
B > SEUIFR AR - B ZIGNEINE - B R R -

[0089] B¥ARAIEIESE 2R K & 7 I DU BB E A - s A E
MR IS B EMEEIACLL - AT RE A ENT SRR EA RIS > sEPi sy - 31
SALE - BEATI R IEM S5 (Mack (1982) Remington's Pharmaceutical Sciences
EI6R) -

[0090] A% HHETRE IR ECHAS =7 LA P BE S8 FE FO 4 & 1) S5 B L A 2l 7
A - BEEIDEETRE - PR R SERREEEY) (FEIIRTEE - Wik
ik ~ PR SRS (cisplatinum) ) DA RERR - BEESY I ES&E
RSB MERIN " R EARENEO SSRGS  EEREAR
SHHPTEEN A A A FRFEENSHEREES - s8R EEN

ZHERK > RS SRS EEZRIEH -

F R H HSAHEGEHRHES)
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[0091] ARIBFAZEIHAYES BEH SYIRVAS BB RIS v] DUR AN RIS BRI A
BECANVETRE - & T e DURBIEERITR A SZ BRI BC S it A
RAEAEE - ST IEBEMSERTET » ASEE Bk - LA
P~ BBHEA ~ 885 - BREEBINERE » iRt EEEBEEE T - B
M > IRIEASZ Y BB SV B B AGREE - LEENVHIE MIRRGEUR T
EWERR ~ R BRI - EIRFEZERVEMEEY) - RRIEMERIRE L HH R
HAr2E -

[0092] =] LUREZASIMHEIRECAE FIN (T ARG R E S ERvEie
A - CARIZRBATEEREY - W B 7 DABR A AR E A8V REZ f AR R
fla o ARFPHIT A BIEEEMENE - F kB GEAFREERNEERL
3 H TR R SRR R DA T iE o

[0093] WLUEH & REAFHIIMERICREEES fF% HVSH S LUETTTH
B /B EHR - INFE SR ER T - # e LSS R FT BRAmRR R Ry 2 D B o3 ] - BR
#l - BHET - REBRFEEHMITNESBNEERS " AFRANEE ) - BT
B &R ERBUANTRENEREREE M EEHRERE LRGN RO - HE
B RETARE0.005E5.0 mghTEMEICE - BIEK0.0522.0 mg/kg/FFE E
H - WRTRITEER -t o] DUREIEE AV E B R &8 A SRR IR EC AR B4
EREYREEY) -

[0094] =] DURMRIEZA SRRy SR M EC ARV &Y IS TR BB iR
1% DUE B FL B S P s AR R A O ~ RIS - ARSEEGERR - SN 0 A
X RTAtEIRERABCRE FT A E AR S M B AG NE IR I R TAARSTE ~ DRRRE DA T a3

e ZE YIS S T A RRTEECAIREET - T UK B IR AL BN YRV MU ER AT 2RV

%23 H > 54 H(RIERHS)
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RRECREASSMGE G » (e M RIBARZE RO AV ARG S L ARA D7 A
FEER R EIHALE o

[0095] B/
[0096] FRIBASEIRIE —REE » feft T AIA S ATERI A TERS ~ HIH]
BORREENRESRIESY) -
(0097 WILUGHE (SdNF]) FiE (FH REHEY) NEFIEEER
BRBS RV (MR SRR - Ea s - BHI0E - BITENE R
EARE ) - FEAOREROE FOLRESR - 2% - BI5EE (E&8®E - S (stomach)
(B (gastric)) ~ /N ~ &85 ~ EBRALFT) -~ FHE (FF4ERERE) -~ FEEE e
BB ~ SMTRERIREE ~ BREE - e (Bl - /NEREAGRE - JE/NHAR
HitkE ~ SORERTEEKEIRE) ~ BEESEE (PSR - TEEE - B - TR
SRR - RUIRE - ERE - BEERESEE) - EE - WoVERE - JEiE
o [RERE MR - IREE - TESE - TEIERE - FEREE - Bkl
B (PIAOFARIRE ) ~ B EE - R - SR AR (FIReE
= BRI - BHRINEE - AEBRE - AR o IURARGEEE
B (RaImm - HER) REMMRR R EGEERRER (BRMRAA
R B MR SR AR YRR (B0 MR Bk M B IS [ALL] ~ 18 PERESER
MAIMMWICLL] ~ B-4HHHERE (GRS MAB-4HRMEE[DLBCL]) ~ 8
MEMESE ~ AR RKRERE (Burkitt’s lymphoma) - HE4IMIHER - T-4HHE
MER Rk HIMK - BRAKRTFINKIMAEMEE - EF2MERE (Hodgkin’s
lymphomas) ~ EARHHEI M « B3 R IR B MR IR (R I ~ HRATARE -
ZEMFIEE - BIERMEMAERR) - URMRAGEEERE BT A
HEATR (BlustEgsEt o mRlAML] ~ 1B1EEEEMEE MAICML] - 181558

u

il

24 H > 354 H(ZHRAEE)
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BEFZ4MBE A M3 (chronic myelomonocytic leukemia)[CMML] ~ BEE&M: [ fnERI% 5%
iE ~ FRE AR (BRI 2 A A 2E - FREH M/ MY 25 K IR 38
BB B REY A EIRES  FREE A A RIEER KR4 dEE M) )
FEREIRAVNERE (tumors of mesenchymal origin) ( BIAIERAAS: - B EEVE AR

(BEAVE T - SREEPIRE - R A - RESILIVE - TORALAR - FSAVE - I
E P ~ RINPHR A (Kaposi’s sarcoma) ~ AKX P (Ewing’s sarcoma)
B AR (synovial sarcoma) ~ 7P ~ SIGERER - BIEKE SN
T 2 B M0 AT RE dermatofibrosarcoma protuberan) ) ) ~ chiEE B EHIAE
&k (FIZ2P4RmE - REBER RSB E SHANE - ISR - =%
R ~ PASRASRE B ) R (BIADRS TR - B ERRERE
BRE 4 - B F/RBRAEJE (parathyroid tumor) » JEEERTE S FRIRBRBEE ) IR K
bERETE (PInMEmEEFARRERE ) A TEARE LB MIEiEE (PlIamEisRE - F
JRAMAEE ~ RMEIERETE - KEEIRREER (hydatidiform moles ) Se&ERERE) 5 PAK
/NG R RRERETEE (BIA0RERI SRR ~ e SLAAERE B R (Wilms tumor )
KIFIEHEINEBRER ) B RMEEHME A NG EE » (ERES S RSN
fERE (BI4N=E B PERZ R Jpi(Xeroderma Pigmentosum) )

[0098) AFE—ElHIF - BEREAEMASEEEE  F0ES © JE
EFESMER (NHL) -~ BERHERE (BL) ~ Z&MFiEE (MM) - Bigtk
MM R IR (B-CLL) ~ BRTEMMEMEEmE (ALL) ~ TAHE
B (TCL) -~ =MEFREEAEaMmPE (AML) ~ BdiEHmE (HCL) ~ EF
SMERE (HL) RigtHEFEEMEDmE (CML) -

[0099] ASCEREIEVIGTEE THVG 4 MR B RN Rida T IREMEE &Y

THIE RIEEESFESG 2% BRERIERRRZAIG TEEY - TIEK

B RAEGRIEN BRI Z 2 TrREEEEY -
5255 » 4 54 B HRAE)
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[0100] A= AN ETEMEIKECRETRDIBUaERRA TR A SIENEIE
TIZAE - ZRERIR(EHE T EIIR T L AREVE R - iEeETh S i DA A K BN 10

AE R JERI S RIS - (ETT A B -
[0101] AEUIGIT 2% FHIRHEHIE S -

[0102] EHEBI
[0103] @  ASFHRVEELIRINE SR DRI T BRS¢

BP-23825/

N-{acid-PEG3)-N-bis{PEG3-azide)
0O N

o]
J\/\ AN N
HO o o \L o/\/O\/\ 0N N3
0O g N
o]

HATU, DIPEA, DMF
o Bicyclel —”J\/\o’\/o\/\o/\/ N\L

Bicycle1 —NH,
0O g~ Ns
1 2

N=N
Bicycle2
0/\/0\/\0/\/Nf

Bicycle2 ——

CuS04, VcNa, THPTA o)
tBUOHIH20, NHHCO;3 L O ~N "
it — =i
——— - Bicycle1 ” O (9] \L l;l\)NB 2
0/\/0\/\0/\/N / ieycle
3

[0104] SKRTAERING R > MWHANIKIFIZK < KBP-23825 (1.0eq) ~ HATU
(1.2eq) &DIEA (2.0 eq) FYDMFZA R A 5735 » A& ABicyclel (1.2eq° ) °
1 S &R S YIE40°C T HERE 16/ - ZRG T S TEOR &) B e e DA TR 5 5
TG BB R HPLCAIE - B3R -

[0105] FePRfE2 (1.0 eq) K Bicycle2 (2.0 eq) HIREWAMRER
t-BuOH/H,O (1:1) » ZMEIIACuSO, (1.0eq) ~ VcNa (4.0eq) KTHPTA (2.0
eq) ° B{& > JIA0.2 MNHHCO; UKpHFFRE 8 » N R EYEN RS T
A0°CIRFE 16/ - EBRBUFGHPLCERA LR ERSY) -

[0106] TOCEREAFHNEESRINE SR E AN ESS -

[0107) EHEHI - &EEBCY11863
26 H - 3t 54 H(EHRHE)
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o ) Nf’.. N=N

o
] ¢
NN, N,
i oy o Ll
EHs ) /<<J
‘ N 9

3
Z G [
™4 N
o J ™ H, H Iy
7 ",

BCY11863 g A Lo
"yt ThRptL

HN 0 HN™ O

[0108) BCYI12476 FJ5#EAHEE
Na\/\o/\/o\/\o
H 2 BCY8116 nAT. DIEA
+
J/N\/\O/\/O\/\O/\/U\OH DMF
N3\/\O/\/o\/\0

N-(acid-PEG3)-N-bis(PEG3-azide)

o]

J/N\/\o/\/O\/\O/\/U\N,BCYB1 16
H
Ng\/\o/\/o\/\o

BCY12476

[0109)] 4N-(f#&-PEG3)-N-Z2( PEG3-BE/E¥) (70.0mg 112.2 umol »
1.0eq) ~HATU (51.2mg > 134.7 umol > 1.2 eq) KDIEA (29.0 mg > 224.4 umol >

40puL > 2.0eq) AR SY)AEADME (2mL ) 2 JBES5558 - /&1 ABCY8116
527 H > # 54 H(GUR0E)
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(294.0mg > 135.3 umol » 1.2 eq) ° ¥R FERESYIMEL0 *CTHEEE16/NG © LC-MS
Bn—ER ARz  FERER RS R R BRI E TR -
A& ERERYEBEEHHPLCAME - BERE EERRIIBCY12476 (194.5 mg »
66.02 umol » FEEZK29 % - 4li[E94 %) o FFEAMW : 2778.17 » EEZZF|HIm/z : 1389.3

(IM+2HF*Y) » 926.7 ([M+3H]*") -

[0110) BCY118638y5EH B

Nao g™ O™

O CuSO045H,0 VeNa THPTA
J/N\/\0/\/0v\o/\/”\N,BcYm1:3 +  BCY8928 >~
H

t+-BuOH/0.2 M NH4HCO3(1:1)
N3\/\O/\/O\/\O
BCY12476

Nay

BCY8928 ,‘\,\/\O O~

o
J/N\/\O/\/O\/\o/\/lL”,BCYS‘HG

BCY8928 —4_N o
~oT "0 BCY11863

[0111) E5EBCY12476 (100.0 mg > 36.0 pmol > 1.0 eq) - BCY8928

(160.0 mg » 72.0 pmol » 2.0 eq) HYUEEYIEF2 mLEYt-BuOH/H,0 (1:1)
R IIACUSO, (0.4 M- 180 uL > 1.0eq) ~ VeNa(28.5mg > 143.8 umol » 4.0eq) -
THPTA (31.2 mg > 71.8 umol » 2.0 eq) ° Ff% * HIA0.2 M NH,HCO, EpHEs
28 o KL AR A A B S FANLIKST © B RE R ESYITEN RS, T 1E40 °CHaHE
16/ o« LC-MSEIRFeRBCYS8928 - i HIEIHIZIFT B Im/z - KIEREASYIFE
AP HPLCE ML - B—RA(LB R TFAE R IBCY11863 (117.7 mg -
15.22 pmol - FEZR42.29 % » £HRE93.29 %) - TAEEIRAYER S IR FE LR
HPLC4tiL » 5E/BCY11863 (33.2mg » 4.3 umol » ZE#R12 % » 95 % &hfE) A TFA

BE . STEAYMW : 7213.32 > BIZEFHm/z : 1444.0 ([M+5HP") -

28 H > I 54 H(HYERHEE)
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[0112) EHHI2 ' &EBCY13390

o N -
/s\/\7 ?‘oou
oYon-b OQ:" NLD
]
NH j\fc N OH
are Lo »
N OLN N, i
W t/s ° o/}-NH

Nz
H
Y o g
HC Ni@ °
s o
NH, S N N
oxc =N
i va) NLO\_\—H )K//&/N\/\o/\/o\/\oz\/ﬂl
HN,_ NN, o /((.j 2
w7 T o ° N
[ H H N3
o= e & o
r 5% i l
NH
o: o o
N OH k,
HN : L\ ; B
N
o ) )
NH N H cHy o HO~ O
. A J”\r N2 (»/J«:L
cHy =) i N NH

~‘l‘;grmi o ol Y N
e Ho’u\/‘7 "G

BCY13390 5( e t/@

47 5 U
re " o
[0113) BCYI3689475 65
Ng\/\o/\/o\/\o
0 CuSO46H,0 VcNa THPTA
BCY8928 -
J/N\/\o/\/o\/\o/\)l\”’ecwms * t-BUOH/0.2 M NH4HCO,(1:1)
Nowe g™ O
BCY12476
Ng\/\o/\/O\/\O
o
N=N N\/\o/\/o\/\o/\)J\N,BCYBﬂG
BCY8928 \ J/ H
? —J\\/N\/\O/\/O\/\O BCY13689

[0114] #BCY12476 (47.0mg » 16.91 umol » 1.0eq) ~ BCY8928 (30.0
mg > 13.53 pmol > 0.8 eq) THPTA (36.7 mg > 84.55 umol > 5.0 eq) HYEEH)
AFt-BuOH/H,O (1 1 8mL » FEMREILANKER ) > RIBTEN, MARHICuSO,

(0.4M > 21.0puL > 0.5eq) FVcNa (67.0mg > 338.21 umol » 20.0eq) - EIEH

/n0.2M NHHCO; (7£1:1 t-BuOH/H,0 ) iK% 5 RHIpHAREE 28 » IR ik
#20H » 4t 54 HEHRYE)
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E

B o FREREYAEN AR TE2S CREEELS/NE - LC-MSERF g —Lb
BCY12476 » BCY8928%% 58 2 /HFE - M B IR B A fm/zil - BB FER
EYAERRAE » BEITRERYY) - BREGARHPLCAUBIHEY) - HRlhE EERS
E’JBCY13689(25.3 mg > 4.56 pmol » FEEZR27 % FFF0 % ) - FTERIMW : 4995.74 >
HZZEIEm/z ¢ 1249.4 ([M+4H]*) > 999.9 ([M+SH) -

[0115) BCYI33905984656 5

Ns\/\o/\,O\/\o
o)
HN
N o _BCY8116 N CUSO45H,0 VeNa THPTA
oy —A o \/\O/\)Lﬁ BCY13389 -
BCYa928 —4& O +-BUCH/0.2 M NH,HCO5(1:1)
~"o o BCY13689
1
- BOY 13389 "&/N\/\O/\/O\/\o
0
NN N\/\O/'\/O\/\O/\)LN,BCYaﬁe
BCY8e28 —4_Jy PNPNFPN J/ H
o

BCY13390

[0116] [EBCY13689 (43.6mg > 8.73 umol > 1.0eq) - BCY13389 (20.8
mg > 9.16 pmol > 1.05eq) KTHPTA (3.8mg > 8.73 umol > 1.0eq) BSEESYRER
t-BuOH/H,O (1: 1 1mL - FHIRRIENIKIF) - ZRBFEN, 1A CuSO, (0.4
M>22.0 uL> 1.0 eq ) K VeNa( 3.5 mg> 17.45 pmol » 2.0 eq ) » 548 77510.2M NH,HCO;

(F£1:1 t-BuOH/H,OH ) ez ARHIpHERE 28 » MRE HIREHE - BRIERE
PIFENR R TAE2S CHBFE2/NEE - LC-MSHEIR—{E BT m/z i FEIHRE Y
I - RN IEREYNOREERYE - BE5RY) - BREFHAHPLCAEEEY -
BEEOEEENBCY13390 (33.8 mg @ 4.21 umol » FEZR48 % » SlifE90 %) o
EFESTFE 1 727041 EHEFHIm/z 1 1454.9 ([M+5H]") > 1213.2 ([M+6H]*) -

[0117) EHRFI3 : &FKBCY13582

5530 H - 3t 54 H(HHRHAES)
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H
NHS .
N,
WOM 0 oM \)’
Ho )i "OJK/;? W o
é S CH
N.
BCY13582 3 Iy o
o g NH
e o8 % S, _'"A\,
0 iH, Nz\ H o
o HY0
r no P
NH

[0118) BCYI3582 4780354

Nay
~BCY13389 \
HyN '—&/N\/\o/\/o\/\o

o,
H o OYNH ) Q
Ne~ g~ O 0,\)LN,scva11s + HN N’\/o\/‘fo/\*])LO‘N
/r H s H " o

Ny
BCysszs —Q_1 o
~oT "0 BCY13330

OYNH o o Nay
. " NN N - BOY13389 —’&’N\/\o O~
aHCOs, ) N B

MeCN/H,0 o

J/N\/\0/\/0\/\0/\)1\§/ BCY8116

Nap
BCY8928 —4_& °
~ToT~ "0 BCY13582

[0119) $BCY13390 (5.0mg * 0.6 pmol > 1.0eq) ~ 4E#/Z=-PEG12-NHS

s (CAS 365441-71-0 » 0.7 mg > 0.72 umol » 1.1 eq) AR EYIERMeCN/H,0 (1 :

1:2mL) < ZEETEI011.0M NaHCOs 552 R A IpHER B 8 [ S IBIR & H4£25 °C

THERE0.5/NE - LC-MSERBCY13390 58 2745 - Wil 2—(EREFrEm/z

HY & - RN ERSYIILREE R - SEIEHGRY) - EBEEHRHPLCAbHE

B> 1585 B ERIBCY13582 (2.5 mg > 0.30 pmol » FEZR43 % » &HEI6 %) -

HEHIMW : 8096.43 » BHZZZfgm/z : 1351.1 ([M+6H]™) » 1158.5 ([M+7H]™) -

F31H 54 HERHRASE)
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[0120] EHEpl4 @ S REBCY13583

" S
o
NH
) p
::f N oL\_H 7'///K\/N\/\°/\,O\/\o/\,nl
: /‘c“—NVZ\ Lo /((J d Q
NH d o e} l\
4]1‘ He™ Hz NH $
hliva Ead \L
‘—N
g) [ ) ]
N “on ) oH
o "N { o
H cHy o HO:
N () o Q
({‘" AN § 4 NJ‘LNH
iy NH o o N o
Ko o ol \)\/
2—\5

BCY13583 5( £ “1 o l‘/@ﬂ
7‘?&»1\0”?5:3/—5‘6 - 4

C\ls\ H
GRS

HN)=° HNAQ

n,c"'i\(o

NH;

[0121) BCYI3583 45545
N:N
|
- BOY13389 ’Q\/N\/\o/\/o\/\o
N o
N=N N~ O O/\)J\N/ BCYB116  + Alexad88-NHS
BCY8928 ’—Q\/"\l\/\o/\/o\/\oj H

BCY13390

(o] N=N
~BCY13389 \
Alexa488)1\ N ’Q\/N\/\o/\/o\/\o

H o}

J/N\/\O/\/O\/\O/\)LH,BCY81 16

DIEA, DMF

N=N
1
BCY8928 ’&N\/\O/\/O\/\O

BCY13583

[0122) H§BCY13390(15.0 mg:2.06 pmol- 1.0 eq ) Alexa fluor® 488 NHS
g (2.5mg » 4.12 pmol > 2.0eq) HLEEYIEIRDME (0.5mL) - 2% IIDIEA
(2.6 mg > 20.63 umol > 3.6 pL > 10 eq) - BFRIEREESYITE2S *CTIBREL/ NS -

LC-MSEURFIERBCY13390 » 37 H Az I 2 — (& B A TR m/z8Y Xl - #5509

32 H » 4k 54 HCEEHRRIAE)
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Alexa fluor® 488 NHSHg (2.0 mg » 3.09 umol » 1.5eq) FRINEIRIERESYIH » (F
ez S ERSYHE2S *C T EHEHE—/ NI - HPLCEURBCY 133904558 £ 5#FE - 48
B TE RSV RYE - 1925865 - R RHPLCAEHEEY) - B8k
4o EREAYBCY13583 (5 mg > 0.61 pmol » FEZR29 % » [ifE95 %) - ST EIMW :
7787.9 » BIZZF|MIm/z : 1948.8 ([M+4H+H,0]*") > 1558.6 ([M+5H+H,O") >

1299.1 ([M+7H+H,0]7") -

[0123) EEHIS : & EEBCY13628

J = N L} %, °
N H cHy o HO
H N Q 2
NH(%H; .9 Q_.u_ o N o
" <} re N o N
'WW o oMN \)’ N
" 5 Ho’”\/\? NzC\s
HN ; Q
N
BCY13628 > e o
T e NH
P
S iH, SR
HNFo HN/\O
R {e]
B

[0124) BCYI13628 7756565

BB HE IS4 HEEHREE)



1862640

~BCY13389 —&Q_}\
HoN ’_Q/N NSO~
o}
j N\/\o/\/o\/\o/\)J\N,BCYm 16
H

BCY8928 ——&/,{, o
~o "0 BCY13390

NaHCO3,

MeCN/H.0
—_—

o
’\/\/\’r ~BCY12389 ——_«/N\/\o/\/o\/\o

Nap J/N\/\o/\/o\/\o/\/u\N/BCY81 16
H

BCY8928 ———Q/N o
oo BCY13628

[0125] #BCY13390 (5.6mg > 0.77 umol » 1.0eq) KIEH 5 NHSHs (0.5
mg > 0.85 umol » 1.1 eq) HBREYIAENRMeCN/H,0 (1:1>2mL) - EEFEML.0
M NaHCOs& 5% 7R HIpHIEEE 228 - G IR AITE25 *C T B RE0.5/NF - LC-MS
BURBCY13390C 52 455 » WiwlE—(EEAREn/ T - BERIERS
YNERERRYE - 1S EIEARY) - EREUEGIPLCALEEY) - BE BE O E RN
BCY13628 (2.9 mg » 0.36 umol » EEZR46 % > Q95 %) - SFEHIMW : 7736.06 >
EZZZ(HIm/z © 1289.9 ([M+6H]™) - 11055 ([M+7H]™) -

[0126) EHERI6 : &REBCY15155

#34H » 3t 54 EEIREE)
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o o
OH
o 'Q{ e
0
HC' N, ° I
s =] o
NH
Ox( S L' N=N
an J °\_\-H L NENP NG NN /\,NI
oy ] o
HN & /~c" N0 [}
\ﬂ/)n Jd o S o
G 2 C.
o %
BN
o 3
N

g O=$ NH "
BCY15155 o" O A\/@

<
N s
\!I\,-c—sf © N \C?—N’\(‘—-\_
T8 M IH O
HNfO o
Ao
Ht” Kf
2

[0127) BCY151558984045662

NJ\/\O/\/O\/\O

o]

/‘/N\/\O/\/o\/\o/\/u\N'BCYm 16 CuS045H,0 VeNa THPTA
H

N=n +  BCY14601
BCY8928 ‘&/N\/\O/\/O\/\O +BUOHI0.2 M NH,HCO(1:1)

BCY13689
N=N

BOY14601 ——4_fi__~ o™ Oo

0
Nen J/N\/\o/\/o\/\o/\)J\N,Bcvsﬂe
H
BCY8928 ——Q/N\/\O Oy

BCY15155

[0128] /#EBCY13689 (25.0mg > 5.00 umol > 1.0eq) ~ BCY14601 (13.0
mg > 6.01 umol > 1.2 eq) K THPTA (2.0 mg > 5.00 umol > 1.0 eq) HLESYIAR
t-BuOH/0.2 M NHHCO; (11~ 0.5 mL » FARRRIMANIKEE ) > AAMBTEN, T
ACuSO; (0.4M > 12.5uL > 1.0eq) F Ve (3.5mg > 20.02 umol > 4.0eq) - &%

AREpHREE 28 - BIRE RREE - KBRS YENRS TAE2S5 *CHREFE2/N
5355 > 3t 54 HEHIRPE)
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ff o LC-MSEERBCY13689C. 58 £ £ » Flgk T —LEBCY14601 - AR E]—(E

EAEFEm/z Xk - BN ER YR REE RS - SRR - s R

HHEHPLCAE » B2 B i EErYBCY15155 (19.7 mg » 2.41 pmol » UTER36 % >

&7 %) - FHHRAIMW : 7171.3 » BRZEZE(HIm/z  1434.7 ([M+5SH]™") » 1196.2
([M+6H]"") -

[0129) EFH7 : SEKBCY14602

CH

o
)giﬁ"
Nln,,}/ 4 ¢
y e}
NR, ©
0

o: r g
N o\—\_n ﬁNV\ONO\AONN\L
w50 c—N':j‘ 0 /((J d °
NH s/‘ ® c H
o -

:N /LO\Q N
HN NH Ni«}n ° ° " HC. O
}z)“ NH(OS:H’ o \"\,,,}Q—ILN ™ o J\”\NHZ
RON o ofN N\_)\/ N
HO ) HDJ\,:N? éey EO
é y on
O=‘C NH
BCY14602 h ™ bg
e S
Fare Eyatas
"l o
e 10}
NHy
[0130) BCYI46020958 45508
Nao~g™~Og
N 0
- VeN
J/N\/\0/\/0\/\0/\)]\'\1,BCY81 16 . BCY14601 CuS045H20 VeNa THPTA
Na O™ H t-BUOH/0.2 M NHZHCO,(1:1)
0 0 BCY12476

Nz
!
BCY14601 '«/N\/\o/\/o\/\o

8 :

Nxp /rN\/\o/\,O\/\O/\)J\N,BCYBﬂG
\ H
BCY14601—’Q\/N\/\o/\/o\/\o BCY14602

F36 | - 3t 54 H(EHRREE)
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[0131) 7/&BCY12476(100.0 mg > 36.00 umol > 1.0 eq) ~ BCY14601 (158.0
mg * 72.63 umol » 2.04 eq) K THPTA (15.6 mg » 36.00 pmol » 1.0 eq) HVRSY)
A t-BuOH/0.2 MNHHCO; (11 2ml - FMRIZAINGGR ) - 2AREN, |
HIACuSO,; (0.4M > 89.0ul > 1.0eq) sz VcNa (28.5mg > 143.98 umol > 4.0eq) -
G ARHIpHEREE 28 » AR RERE ¥ THPTAR VeNafli oK @ 2R141E
BRARAENRA TH2S *CHEFE48/NF o LC-MSERBCY 12476 C. 52 2563 »
FIERBCY 146014 H 2 —(E A ATRm/2HY £ o B2 —LEEIEY) - HiE
NIERESYINCREERYE - FEIBeY - MEYZEAEFHRHPLCAL  FEIAE
EEREIIBCY14602 (452 mg > 5.51 pmol » EEZR15 % > FEE86 %) - 51 EAIMW :

7129.2 » EHEZLF|MIm/z © 1426.6 ([M+5H]) > 1189.1 ([M+ 6H]*") o

[0132] Zrtrdds
[0133] fHEAERE RHPLCOHT A T AR EEERIE ST - HPLC
BEMT
2B ¢ A 1 0.1 %TFARH,0F B : 0.1 %TFAJAACNH
JiE ¢ 1.0 ml/min
i+ Gemini-NX C18 Sum 110A 150%4.6mm
525  Agilent 1200 HPLC-BE(1-614)
[0134] PrAtEEAE2000 8819 530-60%B » BUHRAERAIT ¢

‘ HPLC
EEY GITEAE— BFA SRR EE]
(min)
MW: 7213.32, BHZLFH) m/z: 1444.0
BCY11863 10.649
([M/5+H]+)

B 37TH > H 54 HEYSRAES)
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[0135] 4:¥idR

[0136] 1. CDI137#EEA 3 Hr(Reporter Assay)BfE R ANAHHY L&
[0137) ZEBHERPMI-1640 ( Promegat#il & CS196005HI5 4T ) doikl

%FBSZR A TR HR U RERIEERA - £MERV6FLEE RREHRI P REYmI
ZYRFER - R EEFL2S pLATHEW I EiR ] (FERar P fldH ) ARInE] = 4Ress
B VR EFL - UREEREREAIRE - 3 12L400,000 4HAE/mLATEE B H % FER]
BT - T (25) pL/ALMEBARRIIE O 4IE SR - i TurkatdH
el (PromegazdHIZCS196005 » 0.5 mL ) FE/GAARI - AAERINE]S ml[ElEAY
RUBEEAT - /&K "+ (25) pL /LAY urkat BRSSO 4R SR F -
AR SCHEMIELAEST °C » 5 %CO, FEFEG/INEF o FE6/NRFESERIE - fMAT7S uL/
FLEYBio-Glo™ZH K| (Promega) - &1074# » ABRERRE o4& (Clariostar -
BMG) HEEECEN © sTEMEN BN EEE L (JukatdHiE+ 58 hiE
FHEYAHIRERR ) » WAEGraphPad Prism4&8% Blog ({R%A]) Y HZEE - LIHEE
ECsy (nM) [ SehE S8 (Max) o

[0138) 3k 5% 3% o {55 A AY BB J&8 4 Al 35 Y Ry NCI-H292 ~ CT26#7 -
MC38#13 ~ HT1376 ~ NCI-H322F; T47D » EEER )3 Nectin-4 -

[0139] EIATERAVEIEFEY » Nectin-4/CDI137H'E (BCY11863) 7F
CDI137$ B E R S Hh A E T 52 FUAICDI37EM: » ¥ B EMRUA N RE i
CD1378y4% G - BCY11617&—HEyF » HHCDI37TERIKHETE HReES TR

77 CD137{e M /F R HYD- i EBR 4H Y. -

38 H 54 R(EUERAS)
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[0140] TRIME T HREERINESYBCY11863 & BER LY
Nectin-4 7 3 K 8 88 41 B % St 525 38 (9 CD 137 8 S5 R 53 47 o 55 B8 4R ECS0
(nM) - ZEHEEH TBCY118637£ B E A —E & [E|Nectin-45% ZAVARR LSS
B PAECDI3eREHRTET] -
[0141] =R1:7ECDI137EER57HTF HNectin-4/CD137EE#IRINES

VA B SN B RAVA EEREEHIECS0 (aM) -

‘ B S | FARIEEN }
BEEY HiT 39 ECso (nM)
L TN

BCY11863 /NER CT26#7 0.14 £ 0.07
BCY11863 INER, MC38#13 0.31+0.26
BCY11863 NER NCI-H292 0.28 £ 0.20
BCY11863 NI HT1376 0.52 + 0.30
BCY11863 N NCI-H322 0.33 +0.21
BCY11863 ANH T47D 0.42 + 0.24
BCY11863 NE MDA-MB-468 0.23 £ 0.01
BCY13582 NI HT1376 0.58 £0.27
BCY13582 NI MDA-MB-468 0.34 = 0.02
BCY13583 N HT1376 1.7+ 0.9
BCY13583 N MDA-MB-468 0.84 + 0.07

[0142) 2. NEPBMCH:SEE (MIRDRERERD HE
[0143] ARISULTERAIVEEHIE AR BB RILIN b - I E (R A
HEBBE S EPBMCHEA » TAERPBS M —2 » ZA ORI 05585

1 o #4100 pl PBMC (1,000,000 PBMCs/ml) 100 plfiERg4MpE (100,000 8540
B39 H - 4L 54 H(SREAE)
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Fa/ml)  (RFET- - AESB4HREEL (B 0 T) 10 : 1) SHESCFLAR IR EFAL T AL
HEAE - FEE0RFF100 ng/mlAYFAMHICD3mAb (JERROKT3) fIALZEY)
AR AZEPBMC - KAl EEY) ~ TR LSS Y HEHI4ETER 10558
PR > LRSS FIASO uL - EEARERSERER250 ul - & FEER
BRI - WAE37 °C ~ S %COMNIRE TIBE=K - RIEIRAS/NFUE FER
FHLuminexfg A2 AFHIL-2RIIFNy - S 2 > #FE2Em kR IIE B E96 7L
ﬁ%EP * IIARHIESY) (EHLuminexzi A& » R&D Systemstfit) » fE20/ T
B2/NEF o (E R IR ES R AR - RRBEMRESWIIERE S - e
R NEENUNG o R RIS EIAIRI K - FHEECRAIZ R SYIInE#
o WAEEOR T30 - (AR IARHE SRR3R - ERTRF100 WL RNk
FERY R MR8 A& Luminex 20003EHY o # F N EAYLuminex
WA T IRIGEEE - DUERREMGINEE R ERE » A EMEES R
48 =55 FH Excel NIPrism¥R A 1ETT » BB AR R = (ERMr 4 AE O T s Y
3-5{E & 1T HEAEPBMCHIHTEE -

[0144] [EI2A K [E2BFERHYEIERT - FEPBMC-AT1 L2 HEH
Nectin-4/CD137 528 (BCY11863 ) 51 7 FB{RIVIL-2 K IFN-y4H 8 22 5350 -
BCY11617Z4&5 & Nectin-4{H A &5& CD137THY R MR -

[0145) TFR2RKBERHET £ AIEPBMCHEE (Mg EER) HET
Hi#E EHYNectin-4 / CD137 2 E SR IE SYIREEHIECs (nM ) K KIFN-y4HH
BE s (pg/ml) HYEEEE - 15589 TBCY118637E3R B Nectin-4HY3F % R[5 FE R

ABEERFAE T A EMRER 2 NEES -

2540 F > 3 54 H(HYREAE)
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[0146] =%2: FE AZEPBMCATIHERE (YEMBERREN) HlE  » B2

ZEHYNectin-4/CD137 28 ¥IRIR1E S5 ERVIEN-yJHRD8ER 7 MAAIECso ©

4 % IL-2 (nM) IFNy (nM) N E
MC38 # 13 (/INE) 0.25 + 0.08 0.17+0.11 4
4T1-D02 (/NG 0.16 +0.22 0.04 + 0.04 4
HT1376 (A%H) 0.39 £0.29 0.23 +0.15 5
T-47D (A38) 0.20 + 0.07 0.08 + 0.06 3
H322 (\#) 0.84 +0.15 0.85 + 0.66 3
BCY11863 TR i 100 nM YIS

(4T1-Parental)(Nectind-)

[0147] 3. Nectin-4/CD137EEBCY118637ESDA B Hy2E 8l 122
[0148) [#eMESDA BB EERRHEE(IV bolus) ~ FEREA TV infusion) (15
4388 §Z)§ZT > DUIFE2S mMEHIAEHCI ~ 10 %EEkEpH 7B Nectin-4/CD137
FEBCY11863452E - 1R EIRGERE T 6H MRS A SRR IR T A& R
(%80 WL M&/AF RS ) » 1L RIAS PR IR M8 2 E7A 2 uL K2-EDTA( 0.5 M)
{ERFLEEIN TS MER LVE T » WERK L - EEBFLI4 °C - 30008 TEEC
ﬁ%%@ﬁ%ﬁﬁﬁkmﬁoﬁW%@%W%%EW%%%%%M@@%@"
Feorea 0 AAES °CT EA12,000 rpmEE 0107388 o i EIE RS SITH RSO
IR OE T > NMETERZK EHEESHE - RIBEE R EEET0°CEE
EREVRE N EZE M © 6 Orbitrap Q Exactive UGB F I EBEEAT.S pL K
AR e TLC-MS/MS 3T » DIREE ST HIHYIRIE - {5 FPhoenix WinNonlin 6.3

WATE BRI EIR = A AT AR B IR - & 7CO ~ Cl~ Vdss »

3

41 H - #SAHEHELREHE)
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T1/2 ~ AUC (0-last) ~ AUC (0-inf) ~ MRT (0-last) - MRT (0-inf) DKz
BRI CRIE - BT AVEEYIB T2 BAIRIPTR -
[0149] 3R3 : SDRENEVEIIRS R

jiillca . Vdss Cl
(w=x7 ZREERRIK | T1/2(h) .p % F
(mg/kg) (L/kg) | (ml/min/kg)
FRARHET
1.9 4.1 1.6 7.7 -
(IV Bolus)
REARERE
BCY11863 _
3.2 (IV Inf) 3.1 1.3 9.3 -
(15 min)
63 | K T(ESC) | 25 - - 95%

[0150] B33 ¢[ESFHYEHIERBCY 11863 8 —EERELS T » Eo
R FE A TAMAERERE o Fh4) > BCY11863HYSCAAZET KRB RN AYFIFHERS -
[0151] 34 : FEAREES100 mg/kgBIEHISDK EPKHHFHBCY11863 ¢

YEREN R LY SE S nIPAL SR

SR Cmax AUC T12(h) Vdss Clp
(ng/mL) | (ng.h/mL) (L/kg) | (ml/min/kg)
BCY11863 | 279540 129863 54 2.3 13
BCY15155 | 2854 1296 31 - -
BCY14602 - - - - -

[0152] RAREI4THIBIEER - EXSDREAFIRGEBCY 118630 -
<1%HYBCY11863 1 {X 3t A BCY15155 - FEHF SR AT AT 24/NBE ) > R &R 15
BCY 14602y EE 8L -

[0153) 4. Nectin-4/CD137EEBCY 118637 3 M5 o iy sty g 22
HA2E > 3t 54 H(BIHHE)
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[0154] FE4hFERERAEEESRETE (1583078 ) FEEAVARIRE > LA
1 mg/kg Nectin-4/CD137F/EBCY11863 » E:25 mMAHFEEEHCI ~ 10 %REMEpH 7
Hed - FEEH{ENF IR Z SRV RSHAF SN0y BB E P T i (491.2
mlIfTR/HFERL ) REEE AT EIERK E&H 9 (K2)EDTA * 2H,0(0.85-1.15
mg) HJsVE » WERHE RImEE - WERRIRIRHME G (FE258°CT3,000x g 10
JYEE) H%O.l mL AR FHE B R EE LE  - XZEUH’%EM‘%OHEP@
EWIZE100 ng/mLiy HJEFE (Labetalol) &100 ng/mL#ZE, ( dexamethasone )
& 100 ng/mL %A T FRZ (tolbutamide ) & 100 ng/mLAEFIIH ( Verapamil ) &100
ng/mLFEFIZAHR (Glyburide) &100 ng/mLEEZKEAR (Celecoxib) HISEEIUBEIR
IENMEE » 808G » WAF25E8 °CTF LA12,000 om0 10576 < & FIE i
BRI AGRER VE T - WIERZ/K L2 - iR IRTFAE-60 °CE
FRAVEE T » EFILC-MS/MS/HIT R 1L o BFF0RV40 pLICZEREAE I ~ /B
iR B O e LIS mLEE T - SEES (R OB
A8 ) 3 EIFE200 pl ISR, (7142 5200 pL MeOHK20.5 YtritonX-100;%
) - REFESYRERERSBIEES (£/015s) - difE4 "CTR12000 g
HE0 155782 - {# H Orbitrap Q Exactive ARG EE T ZU0E A 10 uL_E3FIRETT
LC-MS/MSI3#fr » LAMETE S5 AT #IHIRE © {# HfPhoenix WinNonlin 6. 38x#E12/T 75
IR 2 7R o M i SR R AR AU - #i@8 7 CO ~ Cl ~ Vdss ~ T1/2 ~ AUC
(0-last) ~ AUC (0-inf) ~ MRT (0-last) ~ MRT (0-inf) [ Rz s s B ns i
HhERE - WHETFRIEEEYINVERYEN 122 BARSFTR -

[0155] =R5: BARBOEYEINESE
An=x7 = B | Tiah) Clp Vdss

43 H - 4L 54 H(HRHE)
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(mg/kg) (ml/min/kg) | (L/kg)
IV i+
0.93 53 33 0.62
(30 min)
IV #inE
BCY11863 0.97 4.5 4.8 0.91
(15 min)
IV #iE
9.4 8.9 3.9 1.1
(15 min)

[0156] [EB3EURTSDAE (n=3) BEHEH2 mg/kg &HIE (n=2) £FF
AEST1 me/kgfFBCY 11863RYMEEIRE LS EHFHIHI4R - BCY118631ETRRE(steady
state) THY/THiRETE (Vdss) K1.6 L/kg - FEREHHYFERRE 7.7 mL/min/kg » &
BER LTI RA. UNEE - BCY118637EF8RE THY MRS (Vdss) /0.62 Likg
SRR EY AR 533 mL/minkg » BEEECRFETRIALS.3 /i o FERAVEZ
BLE AR5 - BARRIVIAZR P EVPKS R » B8 —BmiEREEN S
+ » B ifrRetEEL e BoKAEE -

[0157) 5. Nectin-4/CD137E2EBCY11863FECD1/NE FHIZEYEN 12

[0158) ZZMEHERE AEERIRAI4EZE - 45 T 6B MEMECD-1/NER 15 mg/kgHY
Nectin-4/CD1372EBCY11863 » EHAF25 mM4HFREHCI ~ 10 %RikEpH 74 figsd -
Tr B (E 0 B 25 28 T 0H T AR EC R B AR A T2 G i (4980 nLifn /i R
BE) o B ET A MR S E & 752 uL K2-EDTA (0.5M) {ERPUsEEIHITE
AMEROE R WEIRRKLE o YEIZEEELI4 °C ~ 3000 g TEE LR MR
on AT MAEEREE - RIS E S IR UBYIIIAMmMEE S - R E

A% FE12,000 rpm ~ 4 °C AR 105788 - i A RER ST E

FAME - HSAEGERAED
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HEOET » ABRERZK ERBRL R - IREFEB R nETEAETCCEEEAVRE
TEZ57T o B Orbitrap Q Exactive IS5 REF I EHEEAT.S pL_EIFR R i
{TLC-MS/MS73#T » LIREE 73T YIRYRE - {#FiPhoenix WinNonlin 6. 38REEIEFF
IR T A T I AR B R Y B - & T CO~ Cl» Vdss ~ T1/2 ~ AUC
(0-last) ~ AUC (0-inf) ~ MRT (0-last) ~ MRT (0-inf) [\ [ mE BAng Ry
Hh4RIE -
[0159) MEI9OFER TCDI/NE, (n=3) thIPEIE 515 me/kelEBCY 118631y
I3 I B RV R B 4R DL B BCY 11863YAE R I A 2= 1A
[0160] =R6 : FECDUNRHFHVEEY B HE S

= o Vdss Cl
L&Y GEERTE | T1/2(h) P % F
(mg/kg) (L/kg) (ml/min/kg)
5.6 | ERIRIEE| 26 1.6 9.7
0.96 | FEARHEE 1.7 2.9 21
BCY11863 12 FEARHEE 2.6 2.5 17
32 FRRIEE | 24 2.1 16
HEFEA
15.5 2.5 - - 100
(IP)

[0161] _ERE9KFR6FHEIBEBF RBCY 118630 LALE/ N H AREARIE
(IV bolus) & JEREAI(IP)4EEE - BCY11863109IPASZEIT/ NI A R FIETRS o
VISR IIPK SRR E B — B REREN ST A mEERE R -

[0162] 6.BCY118637E[E ZaNectin-43f i AYMC 3 S JRfELFE b F 47 R Ve

JEME (MC38#13)

FASH - A HEYRINE
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[0163) 56-8FEAHICSTBLI6I-hCD137 MM/ NG A B HIERE 1x 105(EEI &
Nectin-4 3B HMC384HHL (MC38#13) © E BRI A/NEE 72mm’ i >
/NERBERERESZ A Y)EBCY 11863 (HEREN4EEE) - K (QD) =X (Q3D)
PA1 mg/kgs10 mg/kgfIHIE (n=6/NE/ /G4 H (cohort) ) 45 TBCY11863 - QDHE
R/ NEREZ16HBCY 11863 » Q3DHZEHY/NEEEZ 10HBCY 11863 - BlER
AEEHRERENE RERGRFBETOR - X ERRAVGER T RINE4 > Hh7E
TR R RIS R P IR B A BB SR (p<0.05 » 52 Dunnett
B T2 IT RS EITESRILE) - FraE e R R E - B
48K BCY 11863 ARIAE B hE22EH AR T 2% % - I B /¢ HBHREN
FERETEE

[0164) #RARIPIEHTE (2.5 /NIF) BCY11863 7R/ N P VBRI AE 3=
Hi > 7EBCY11863%I&E (1510 mg/kg) MAEZERARR (QDRQ3D) 1% » AN
BERFAT0 - NELEER T HaG R\ EBCY 11863 MEE R E &/ VI EESR
e EDEREENIUEREN - MESFF AT % -

[0165] 7.BCY11863;45F 5K Nectin-41B3 7 EHIMC3 SR AN B IE
W)=

[0166) FEEE69K » FH1x10° MC38#13-4MlFE IR EBCY 118638 5%
é‘éﬁﬁﬁé%%éﬂ% > F1x10° MC38#13-¢li i fE—2H S E 4 EC57BL/6J-hCD137
BEME/NBAE R PERI4H - EESF B RIZ ERINVER - HfaSEREEN
C57BL/6J-hCD13 71 M/ NEAEBARETR S5 13 KB E R T R - M ATA SN 5E
ER/NEIIAR T IRIER - EEIREEBCY 11863 RS 52 2 I ERE R FERVE]

PIESERE TR -
5546 H > 3t 54 H(BYRIE)
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[0167] 8. BCY118637E[E ZNectin-4 83 H N CT26 fRRIREA th ZE R b fE
REEME (CT26#7)

[0168) ¥56-8 3@ M5 Y BALB/c-hCD137 i 14 /)N B8 HY B (Il B2 /8 3x10° [ &
Nectin-43BFmAICT264HM (CT26#7) -« BRI A/NES]70 mm’ A
= REBWR N BIEHR PR Z RS me/kg BCY11863 (FL6H]) - BlERR
HERAEEEREZIEFIMBEREI4AR - HEHRIETZERIGEE K
FBCY 1186378 /ZE (p<0.0001 > Student'stilif ) #EEETRBAAMK T IBREIVAE
B e

[0169] #RIRIPIEEFZ (2.5 /NIF) BCY11863 1L/ NE HFRITEIR MATF 52
B - FER R - MEREG A GHEET - BRI/ EEBCY 118631
18858 & NS BRI E Rk

[0170] 9. fE&E1B—R(E6R)BCY118631JQ3DHIE >~ £ 1/\§ > CT26#7
FEJRE4H 4% Y 4E TARRE & CD8 + T4HAEHS N

[0171] FEEB—RENEBCY11863FIE %1/ - BRILHH CD26#7
HY/NER - SRR - T ERARER R o e LU TR R AT
FI A3 AT 4ET4HRE (CD45 + CD3 +) ~ CD8 + T4Hfg (CD45 +CD3 + CD8+)
CD4 + T4HAfE (CDA45 + CD3 + CD4 +) i #4 TAHH ( Tregs ; CD45 + CD3 +CDA4
+Foxp3 +) - X ERIVEER AT LIERE7HER] > A LLEHBCY11863 R EEEE4ET
4HAE (p <0.0001 » Student's tiEf ) K CDS8 + T4 (p <0.0001 > Student's ti& 5 )
FEEE I IO LUK CDR + TAHRE/ TregtbERVREEZE SN (p <0.05 - Student's tih ) -

[0172] EREAFERISREGEEER - FIBCY 11863 T/ o] BEUER S+

R T4 E T -
B 4TH 4 54 HEEREE)
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[0173] 10. FEEEXEEARA (iv) HEFS mg/kg BCY118637% » BCY11863
FECT 26475 2 FERE BN 45 B N R AR a8 th By BN Bl 2203 415 |

[0174] H46-83EMlsHYBALB/clfe 4/ NER AT RE (HIEE1E3x10°[F ZuNectin-43#32
EEMCT264H (CT26#7) - EREREFHIA/NEE400 mm’ /505 » 4/ 5 Bat
A BRFHIROES M ES mg/kg BCY11863 © 1£0.25-05-1-2~4 -8}
24/ NP EIBAEE S —4H /N e, (n=3/RETEIEE ) » ST R R ImAE B g 4H 4%
HIBCY11863 - HAEEBCY 11863 & & 5517 > BB 1088KE (w: v) IEBRR

(MeOH/1S mM PBS (1:2>v:v) ) EEMAAEREFEREITE - 40 pLiE

i fH200 uL ISUA, - KEREII800 romHE R A 105748 - 247%%1E4 °C2L3220 g
B 155 - 18 BB NS E S —(EEFHI96FLEEYAEA *CTEL3220 gf(y55y
5 0 MERIEAL0.0uL EEIR - FI Orbitrap Q Exactive UGBz T #1TLC-MS
IMST3HT > DARERE 53 S aViars - SN MIMEEBCY 11863 & &4 » MM fhUY
SETEK2-EDTAE  » NGEBIELT4 °C ~ 3000 gfffe ) TIZEIRE B4 - 40 plLifn
HEEE T 2000l IS AR - PRSI LA800 rpmi JElR & 104788 » ZA1&1F4 °C 23220
gRE OIS o G HEREMN R S —(ERZEN6FLAL A /E4 °CF L3220 gBfE (a5
oY RIEIEA10.0 pL_EJETR - 52 fOrbitrap Q Exactive AR HEF =0 TLC-MS
IMS5HT > DARETE ST erE -

[0175] ZEBNSRBENERRT > P LIES » MEBCY118637E(E
BB » BCY 118634 (R AE FERGAEA T - UBCY118631#FT1/2 (1.65/\% )
KHERET12 (13.4/N85) HYZERFT -

[0176] 11.BCY11863E2/UFERRRETHITE Z [HNectin-4 5z CD13 70945 &

F 48 H - 4k 54 H(EHEREE)
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[0177) (EFIREESESIE (SPR) FEBCY 1186351 3 T ENectin-4
FICD13 7RIS S
[0178]) (a) Nectin-4
[0179) BCY11863iE3#5-27 nM 7 YK EL 20 ~ KB, ~ /NE XA
Nectin-445 & - BB e & D 2 (L T I E s S H =i
A N H -
[0180] &7 : BCY11863524: M1 {b-Nectin-4 41 HIS M HE IR A5 A 8RN

77 : SPREIE
SPRK, | HlEE A AJE NHP KE /INER,
(nM) n (25°C) |(37°C)| (25°C) | 25°C) | (25°C)
5.2+
ERLE | 5.0+2.1 27 +15 15+1 | 46+2.1
BCY11863 1.1
& n=7 0 n=9 n==o6 n=9
n =

[0181) & THMEE=TESYWIIFERLT  HEHECDI3TESE -
BCY11863BiNectin-4fJ4E &= B U8 » B 7 ZAISPRESNIEL - EILH
BCY 118635 FI[E 5 ESPREH KA AJECDI370h » SRR I [l
Nectin-+EIEE & 7 £ DIHEE EMEEIBCY 11863193 /1 (£ RE10C) -
Nectin-4HJ3R M7 ECD 13765 A 1EE TERFF » WA ¢

[0182] =k8 : HRAAEYR/EHIASHCDI3TE RiffEsi Al > BCY11863

Nectin-44H4 M EVEE SR T
SPR Kp
(nM)

AERR | A8 | NHP | KE /INER,

E49H o 54 HEERHES)
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= ' A ABCY11863HAYH{ECD1374

=HREHIE
. 122 | 28£5 25+2 6.7+1.7
BCY11863 | ( Sandwich
n=4 n=3 n=3 n=3
Assay )
[0183]
[0184) (b) CD137

[0185) BCY11863HAFRMH4E A HICDI137HY B 545 & % 15 1B SPREEHE
BEERG VB Fl8ke (2
RIEI10B) - IE5h > HRIRCDI3THYAEY R ALIHER TBCY11863/y45 S » 15 TIAE
R ERRED LER VS HBCY 1863 &TRER - NIk » fESPRH
AT 2F Clmd Y RLHEEEE (BCY13582) HIBCY118638H 1Y) » DIKERE
BCY 118630y TEMRI T 2 - M ol A Z AR S FBCY 13582 E 2
HEsEhF b WHERE TR [E Y fES Nectin-4AYERA 17 - WITESEISHIRET » Bl

BCY11863%A (LI MAKp<10 nMEZ A K B AARCD13745 5 - Wk HEL/NE S KB

CDI3THIE AF RIS RSt -

[0186] %9 : A¥E{LBCY118633FH {LIYELCD13 74 IMNETEB VS S -
BT © SPREHR
SPR K
PHEER | AE NHP KE, IINE,
(nM)
BCY13582 | E#4&ES S4%42 423 B B
n=>3 n=1 n=1 n=1

L

[0187) R 7T THE=TTESYIVEN TBCY118638CDI37TH4E &R

WIS T > RIE & B Nectin- 44551 - FHE T HEEGSPREGHIE. - HLE

550 H o 3 54 H(SFHAREAE)
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BCY11861 /85| 7ESPRE F FRiEEHY N Nectin-4 A6 E1 R EIMIRERY

TFHECDITIEMASR A o DUREE M HIBCY LIS BRI (2 RE

10D) - B TENectin- 465 AT T RFFEICDI3THEAT S - 40 FFTR °
[0188] 10 : FRFHEWZ{LHT ASENectin-4/E IR BESAEIBCY 11863

EACD137 ECDHY&E &R
SPR Ky
(nM)

HIERR NHE NHP | KE | /D&

63+07 | 18+6 | NB NB
BCY11863 | EEEIES
n=4 n=3 | n=2| n=2

[0189] MEI0AZ IR T —(EEFIECHIE - HiEHIBCY11863044.1 nMAY
FAT18INectin-4 ( NEH) 455 - [B10BETR TBCY 11863 LS iRFI /7#CD137 ( A
DS S HIEDANE - HFABCY 11863 77 F2{ECDI13745 &R - RILE EHICD137
EANIRRERIEENR » W HHRENKo o sEM =L T (E10B) - E10CER T
BCY118638iNectin-445 5 » MCDI37TEHE E/L MR FHICDI3TERGE S » B
=THEEY) - B10DER TBCY1186384CD137454 » TfiiNectin-445 & B B E B 1
g EHYNectin-4EH &G TR = TEEY) - Bl10E:E9E T B EFESPRE H _FY
BCY1358245& AJECD137HIRE

[0190] 12. BCY11863%fNectin-4 5 CD137AY3EEHEM:

[0191] Nectin—455 Z:[EJFYIETEE - FBAHEVRECEMEHEMEE
EHEEURERE L - (HASPRELEBCY1186383Nectin-1 ( 2880-N1 » R&D %
&) -~ Nectin-2 (2229-N2 > R&D%4R) -~ Nectin-3 (3064-N3 - R&D%4&:) ~ 8

Nectin-1 (3678-S4-050 » R&DZ4%) ~ $HNectin-2 (3519-S4-050 » R&DZ:4%8) ~
51 H » 3t 54 HEREE)



1862640

#fNectin-3 (4290-S4-050 » R&DZA%E) -~ #HNectin-4 (4164-S4 > R&DALE) K
#ENectin-5 (2530-CD-050 » R&DZ&R ) 454 17 - BCY 11863 7E 2R 35000 nM
I SR RS LR (R A4 &

[0192] CDI3755 A4 [ERYI&H2E © {52 F SPREVE R A VSRR A Ry
BCY13582 (4#&RAEHIBCY11863 ) BAT 4 TNF K HEZ B4 0X40 J; CDA0HI4E

> BCY 1358215 =3 100 nMHS R E S ShfEipnst &

[0193] RetrogenixfuPH7I[EHEE : RetrogenixHYAHAEAHIRT 1 fi F A B 284
YE/EBCY11863 (F8/RBCY13582) AR EMIBAESHEIER -

[0194] S5 RIGKAMEBR B [E B HY ~ RIS ZLHYHEK 293 4 fifg DA B 38 55 2
Nectin-4 }2CD137 (TNFRSF9) WATREAE & EHIHFFCREEE > 1 uMAVHTE A 7S
SREERE - EEMEREGT - SRS A EHEK 293 R4 4 > 5351
RESMEERNFEREL KNED - B 7 9EEZEar > AHiNectin-4
JCD137 o

[0195) %= primary bits) IETIEREAIE B (TGFBR2,
EGFR) —#EE#FIE » WAFE100 YM BCY 118637V T » A1 utM BCY 13582
AEBERR ~ 1 uM BCY 13582 RIGARERR BRI RIE, » S 21T AN RS 1 R B el 4R
AFE ([E4) - BREFERTRY - R EREIFERNG % o IR AT
ZRERFRMMHTER - EEENectin-452CD137 ( TR ) R Z RGN HFH

ez -
[0196] 'RASTHBCY1358285 E EIRr RIEMICAH T IEFA - RIFAFE F TR
HEATERREMY -

52 H 354 HEIERHS)



1862640

[0197] 13. BCY11863 ££ [& %Y Nectin-4 i % # #J MC38 & J&5 £& 7l
(MC38#13) FHIPTIEREEM: » BB > BIEBRIE0 ~ 24/NG458E 5 mg/kg
FeAEO/NF455E10 mg |
[0198) j&6-8EIAYIEMECS7BL/6J-hCD137/Ne [B-hTNFRSF9 ( CD137)
/NG, 5 Biocytogen] 57 FHE A 1x10° MC38#13 (4% T 20 DL #3578 Bl Nectin-4
FYMC384HHRE ) 4R - & P fERE iR 214995 mm I » 16/ NEEBBHL Y By aRedH
(n=6/4) » i HEAEBIEAVE 7 (25 mMAHRERL - 10 %RERE » pH7 ) 310 mg/kg
BCY11863#1T/AH%E » P EMN EZEAI- P AW E A V4 2EREEZ%R (DoKX
D7FE0/NEE 2 24 /NI G 45825 mg/kg BCY11863 » 5¢D0 5 D71F0/NAGES B 10
mg/kg) ° FTAEFRISRIIRAI4EE (IV) - OBEBGERIFE 1S KE R E
1,% o
[0199] TEMTE4GEETZEH - BCY11863 A EENUEREM - 22
EAEERBIRTRSE 1SRN T Se B AV BN » 7E0/NEE Ko 24/ NEF45 225 mg/kgfII7

BT EEREVNFAEE0 me/kelIBIE 7 (B12) - DORDTIEO/NEE24/1

I
i

P45 5ES mg/kg BCY11863E B 6(H5E R IEREGHEFHI4(E » DO K D70/ N

a5

452210 mg / kg BCY1I83 EH6(HE 2 EREME TN —(E - ELHEH
BCY11863/N IMAFPKEE —HEFRET > FBCY 11863 A F 5 & 4 Fr & HEHA0
/NI B2 24/ NIF 4G BES mg/kgiEE AR Y& R EMC3 8# 13 [l R AU EE A R SE 2 VT
FERESIE -

[0200) 14. BCY118637E[E#! Nectin-43H 35 5EAYMC3 SERE1E AU oh {1y H i

BEEME (MC38#13)

B S3H  H54 H(BYERHEE)
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[0201] DA3 - 10530 mg/kgfVREB3XEIE - LIGHE - BRERERE
THEAIx10° MC38#13 (4838 TS LIS FE 1 B Nectin-4fYMC3841HE ) AHAEAY
6 22 QA HA I CSTBL/6J-hCD137/NE [B-hTNFRSF9 (CD137) /N, ; Biocytogen]
KR%E o H I IERERETEIETIV107 mm B - U INREEE Y R (n = 6/4H)
W21 H HAERE M (25 mMAHRERR > 10 %REENE > pH7) J&% - BCY11863
B =R FEEESR (QD &K ;5 BIW : §AMKEQW : &8) g0k
=RBAENSRGEERE (FHEAEBIET RIS ~ 10530 mgkg) ##T - REN
BCY11863)EF 4 HIEZ 21 KEIE (043 ~ 1.4504.3 mg/kg) » 6REHEMRIHN
B2 (1.5~ 5815 mglhke) BEGHAEZRIVEIE (3 - 105030 mg/kg) - FrA AR
BRIRA4REE (IV) - BSHIfEEM 4 B E PSR ER#EE2000 mm AVREHE » 50H
FLEEBEIBE3 IR - Bt w2&E OSAHEREENEY) ) HEDS2 - |

[0202] BCY11863EEAZEHIHIIERIEN » FF254588 7 EHPBIWLSEE TS
%%H’%ﬁ%l%ﬁ% » FrBlES mg/kg BIWKIE - EEBEES2 K& MEIHN
BB o JARERIGEES2K - FABCY 11863 ABIW AR 15/18/ NG B 5E 24
f# » FIBCY 11863 LLQD; &M 12/18/NE B 5E 2 48E » T FIBCY 11863 LQW &
AY6/18/NEE S 4R R - 5 mg/kg BIWEIE T EH6/6 CRSHY100 %l e 245 HER
(complete response rate) ([E]13) - iZEEEIZEIBCY 11863/ NE MIFPKEIE—+HEFE
HE > FEMC38#13[EEIEAIth - BCY 1186314 fEE & FESETE HAERIBCY 118631

HERE -

5 54 H > 3t 54 HEWRIE)
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<110>
<110>

<120>

<130>

<150>
<151>

<150>
<151>

<150>
<151>

<150>
<151>

<150>
<151>

<160> -

<170>

<210>
211>
<212>
<213>

<220>
<223>

<220>

[FF3I%]
AR R AR IR AE
BICYCLETX LIMITED
FEERINESY)

EIC-C-P2832TW

62/880,191
2019-07-30

62/910,088
2019-10-03

62/931,442,
2019-11-06

63/022,667
2020-05-11

63/024,715
2020-05-14

PatentIn version 3.5

1

15

PRT
Artificial

Synthetic Peptide

F1E > FIAEFFR)

LITF0TH29H FriEiE

25 109124761 SREEH
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<221>
<222>
<223>

<220>
<221>
<222>
<223>

- <220>

<221>
<222>
<223>

<400>

Xaa

(3)..3)
Xaa 1s 1Nal

Xaa

..
Xaa1s HArg

Xaa
(13)..(13)
Xaa is HyP

1

Cys Pro Xaa Asp Cys Met Xaa Asp Trp Ser Thr Pro Xaa Trp Cys

1

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

<220>

<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

5 10 15

2

16

PRT
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Cys Xaa Pro Glu Xaa Pro Tyr Cys Phe Ala Asp Pro Tyr Xaa Cys Ala
1 ' 5 10 15

210> 4

211> 16
<212> PRT
<213> Artificial

<220>
<223> Synthetic Peptide
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<221> Xaa

222> ()..(2)

<223> Xaais tBuAla

<220>
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<222>  (5)..(5)

<223> Xaais D-Lys(PYA)

<220>

<221>. Xaa
222> (14)..(14)
<223> Xaais Nle
<400> 4

Cys Xaa Pro Glu Xaa Pro Tyr Cys Phe Ala Asp Pro Tyr Xaa Cys Lys
1 5 10 15
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