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7

L & -N(H)C(0)CHy=, -N(H)C(0)CFy- == —CHp-olaL;

rEeblold, ZEEHA, FReld, odultelel, ofuhel, Fostuielal, nholgkalie] =, o} 2]
Ghel, ol e R, BILL oAlAl, slvlolzdel, KSP oAIAl, TIR 284l B mizrlobn o GA| i
O[3 (PBD), % o]59] fAbAl i ATOFER o Folx FOoRNE MuH;

)

g3 AB

2 2] wE FA-AFACNEE Trop-2-2d AE, 53 % AZE F43T + e IAES T
Trop-2i= & AHE A% <o Ao, &0 "IA"S TPAA dwrH o=

G wa Aol Ads AP Trop2-2d F i

FA438F A B Trop2-dd A=A =3 AAd 5 . F-Trop-2 A= Trop2-2d Aol Ao

2 A3,
-7 op—2 GA= FhAN LA Jdon, B wme] oA eoje] HEge qA 7t AMEE 4 vk, vl
= Huk5-70-2, hRS7, hTINA, AR47A6.4.2, RN926°.2 o|Fojx E=2o 2 HE Mugc), 714 ulahA s

—

o
off
o

2l
Ir

Eho| A, o] A9 Fc 992 0-10 79 Ao = 0-5 79 EAWolg} o] 3l o]ite] EdARolE
7Hd = duk. 53] gAY U E 2A5H7] 9d] FeRn &A1 gt 23S WsA7E =AWt A5y
o}, dE E9], IgGl Feolld % YTE#tL Eo]&= Met252Tyr, Ser254Thr, 2 Thr256Glu E¢lWole] ¥ <l
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[0078]

[0079]

[0080]

ZIHSd 10-2025-0024743

7t FeRnoll i@k &aje] oF 11-8) o ¥ A4S Z#ske], &3 w77k oF 3.5 8 S713idh, upebs, o 4
AoFefol A, &A= 2.5 x 100 M HEk, wAEAE 0.05-0.99 x 10 Mo #9], o ulREAE 0.1-0.49 x
10° Mo W], 7 vpEAEAE 0.2-0.4 x 10 Me] W9]e] Hu7] 7t FeRn AT AFE £ .,5 e A
w7l A% 28% K .= Mackness 5 JMABS, 2019, 11(7), 1276-1288<] we} 249 4 ch. vpdbxer 2 Ao
oA, A AB= 9] & ofglolA Qe Feojd nlghAs A YIE EdAWolA o),

hRS7-S ARAIEFHo A 3 A 9o, HEuE 3o wE A M, 2 HIHE 49 e F) HLDS
ol Adoma I A" 4 9o, oA Y UL Holm= 90%, ulHAEAE Holx= 95%, U u}
B2 AE Hojk 99%, 7 ntEA s Al 100%0]t. 53] npgddh AAgejolA, o] AA e wE A=
Zke] 7]o}ulo] Al | MMAE, PF-06380101, <IA}HIZF @ DXdE o] Fojzl Fo2XE Mg wHo]l2x D, v ulzzs
Ae 7‘?4710}11}01 , MMAE 2 xlgzto g o]Fojx FoRH Aed dHolz= D, /g vlgdsAe vl
2= DA SAbERbe 2EEc,

N

hTINAE StEXEF o2 A T3k A8z glu, AguE 74 e 34 AMd, 2 Iz 8o wa S HNdS
Fishe AoZA T Hod F glon, ofr|A Ad AL Aox 90%, vhgAsHAE Holx 95%, ! uf
HA A= Holw 99%, 7HF wiEA s A= 100%0] . 53] npeA g A 1%\:4% AN, o] AAGE e e A=
Z-E7]okute] 2], MMAE, PF-06380101, “JAlelzk 2 DXd —"%E1 Aeg o= D, o ulgAsl
A= ZE]7)otutolal, MMAE R GAMEHIZEO R o] FolZ] o R HH
2= DEA AL ZEY Z3HE U

H

o

B

2

)
St

2

ko, A= ool Vi B Wy Rmviclel ejs] AeHw, ol Fdol AFste MW LHls
?‘%Hf‘w} wEbA], wheEA R AAGE A, Al AEWE 1,5, 9, 13, 19, 21 B 2308 olfoixl o
Bl e v, =vel, 2 AMEWE 2, 6, 10, 14, 15, 20, 22 % 24% o] Fo7 Lo RFE AdEE vy =l
frete, o7 A4 %%“ & Aolle 70%, mheASAE Aol 756 Hi= Holle 80%, © wheASHAl= Ao
85% Wiz Aollm 90% Hi= Mol 95%, M WA Sl Aol 99% Hi= AlAe] 100%elth. F=7ke] kg
P AAGEC oM, @Al IS 1 B 59V TH]l, B MENE 2 B 69 Vy EHIlS et
o71A M FAAEL Holm 70%, vhgAaAE Aol 75% Ei= Aol 80%, T u}ﬂﬂo}ﬂl% AoI® 85% T
= Aolle 90% HEiz Aol 956, 7HE mhEA sl Mol 99% Ha= AlXof 100%0]th. 53] vk A S
dlM, FAl= AWz 19 v =Eel, 2 AEUE 29 Wy E=rele ek, o]7]A Hcﬂ TUAGLE Aolx
70%, wREFHSHAE Aol 75% Hi= Aol 80%, H whHSHAlE Aok 85% Hi= Aol 90% H= Hol:
95%, 7Hd kA= Aol 99% H= AlA o] 100%°] Tt

o -z

o b md
rlr

ﬂr

g =Rl &gt MES A A, ol =Y AA MEL Trop-29 Wit 2
Aol Ly WHolE &A1 ol folskAl HElEA skA

49 ((R)°] ¥ =2 A¥ U o] uighAsltt. (DR A+ o
A= A EHE 1, 5, 9, 13, 19, 21 2 2302 o]|Fojz FOZFE AUy v, &

Trop-

ol

ol

N

o

:(?g‘

ox

g

o

|

Y

o o 2 =

N}
=2

PURE)
%
iy
o
(]

mel, B AdwE 2, 6, 10, 14, 15, 20, 22 R 24% o Fofxl wewRE AEH Vy =]l vpeEA s A= A
1 EE 59 vy =Hdl 8 AEWE 2 B 69 Vy vlel, o ukeh T 19 Vv, =gl 2

=
WM 29 Wy BrRlE ek Aol whEAskH, o71M (DRe] ML U2 Ao 90%, WA sl

ol
o
)
rlr
jﬁ
EE

2E!
Aol 950, W HMFASAL Aol 99%, 7HE MFASAE 10050tk FAE o] AR v, LV, B2
of Aga B w3 xyEe] U AT GAY F AL e}

_18_



[0081]

[0082]
[0083]

[0084]
[0085]

[0086]

[0087]
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Mgz CDR (MY LHO| Of0| = 4t Bl
1 24-34 | 50-56 | 89-97
5 24-34 | 50-56 | 89-97
9 24-34 | 50-56 | 89-97
13 24-34 | 50-56 | 89-97
18 24-34 | 50-56 | 89-97
21 24-34 | 50-56 | 89-97
23 24-34 | 50-56 | 89-97

M= CDR (M€ Uo] oo gt M=)
2 31-35 | 50-66 | 99-110
6 31-35 | 50-66 | 99-110
10 31-35 | 50-66 | 99-110
14 31-35 | 50-66 | 99-110
15 31-35 | 50-66 | 99-110
20 31-35 | 50-66 | 99-110
22 31-35 | 50-66 | 99-110
24 31-35 | 50-66 | 99-110

L T AEEE 99 Vi =H]l B AdME 109] Vy =], e MERE
139] V. & ¢l AEAT 14 = 159 Vy Zdel, B AEHE 199 v, Z=dl 2 AEds 209 Vy =

derdon, WA FAS @ @A FA L FA ot wed, vaAs AAgeelr, FAls
AWz 3, 7, 11 2 1602 o]Folx FozRE Aus Ay, 2 AIdWs 4, 8, 12, 17 L 182 o]Foj7
TomnE AuE FAE RV, o714 N BAHe Holw 106, wHEAAE Holw 754 EE Holx
80%, O wFEA AT HFo® 85% L& HoXE 90% v HolZ 95%, 7HF vlEASHAlE ok 99% & AA
of 100%0]c}. o uhEAF AA N, FA HANME 3 = 79) 44, % AANE 4 BE 8% o]Folq
TomnY AUy FAT AV, o714 NG BAHe Hol® 106, WAL Holw 754 Ei Holx
80%, © wFEASHAIE Hox 85% & FoXE 90% v HolZ 95%, 7HE vlEASHAlE ok 99% & AA

o] 100%°1t}. 7Fg wlskzl gl A A]oFEjol A,

A= AEHE 39 FH, 2@ AEHs 42 o] Fof T o ZHEH

AuE FAE sk, 7N AL SdAdS Aol 70%, vhEHASHIE Aol 78% Ei= Aol 80%, o wf
FASAE Aok 85h Ha= Aojk= 90% Ha= Aojk 95%, 7FE whHSHAl= Aol 99% Ha= AA o]

100%©] T} .

=" AE U8 gL
HeNFA A FowA A dd
sl7] $1&l CDRe] ¢f
A= qEHNF 3, 7, 11 2 16S

Fola pozyy dud FHE ¥

shAl= Aol 95%, U wherEshAl= A

h

A% AL AP olF 4 A4 ALE Trop2ol UE AHL
g 5 83hAu, Trop-20l W@ ATl Folsl ABEA A QS

Aol wiEA stk (DRe] 1A% ofe) Hol Fold qlch. wekA,

7 =

N -

2ol FoRRE Mux A @ AdHE 4, 8, 12, 17 2 188 o]
frate slo] upgha

L =
= 99%, 7Fg wrgEskAlE 100%¢] U

s, o714 (DRe] ME FLAd2 o= 90%, kg
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[0088]

[0089]
[0090]

[0091]
[0092]

[0093]

[0094]

[0095]

ZIHSd 10-2025-0024743

MEHD CDR (M2 2| OFD| = 4 #i=)
3 24-34 | 50-56 | 89-97
7 24-34 | 50-56 | 89-97
11 24-34 | 50-56 | 89-97
16 24-34 | 50-56 | 89-97

N@#Hs | COR(ME e Ofo[=it B )

4 31-35 | 50-86 | 99-110

8 31-35 | 50-66 | 99-110

12 31-35| 50-66 | 99-110

17 31-35 | 50-66 | 99-110

18 31-35 50-66 | 99-110
53] g Ae AAFHA, FAE AAuE 39 4 L AAUE 49 F4, == ALDUE 79 Z4 2 A
Qs 8o F4, EE AAWE 119 44 B AGWE 129 4, £E AAWE 169 44 2 ALdWs 17
EE 189 FAE GRAT. BAdM, S0 AR ofiet (ROl el el GolH uish e MY BA
of AgHT. 1 wgAsAE, WA ADNE 39 A D ALGWE 49 FAE TR, I8 29
Aguwnr o ma CDROl cial §lel AolE weh ge A FAMe] AgArh, B3 AT AL Holws D

A 2o AR A, BE Fol Adste 9A L (P2 (3)
Z (D9 AFAllEe] A$)e BAlFta, b = 00]c}, o]t
¢4 7] F& ABE Fell a443}

=AU (P2 @) @A 49 e ABE 20 Adae 294 L (72 (D] AFAIEY] A9)e AL
ol GAlo] wH =W & gom, o] A% Lol EAlEm b = lojt}, o] Al A9, weA 7] Fe A
Brom o) Feltel VAT dF Sel, ol dE Gl EsIRGAR ARG G2 3
Y7 WY (AY, FYRAEALAGA EE o-1,3-The - S E-2- B-N-opA Y 2T A-E A
Sepiel ol Ast 2ol AEAeE HUN WA /) FE B ARG Aol dE Hel, MW
g A7) S(BLF ZEel m=Ee], Fee e BRR ] s R4T 4 Qon o @A Fe

%4

A= 49 LS ABE F i 70 dZs= P70, —GlCNAC(Fuc)w—(G)j‘S‘(L7)w"i EdEH, 974 G=
doFolal, j& 0-109 Welel Afola, SE @ EE w SLFo)al, GlcNAcE N-olAdgZFFA )AL, Fuc
7

= FI20A, wie 0 BE 103, w'2 0, 1 & 203, L& -N(H)C(0)CHy~, -N(H)C(0)CFy- X —CHy-©] T},

whebd, uhg A AN G, LS FHe 250-3509] Welel 91X, wlEAsAL e 280-3109] Wl
AR, o A= Tae] 295-3002] Wele] A, 7P vt E A= el AR 29790 AT Al of
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[0097]
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[0099]

[0100]
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ZIHSdl 10-2025-0024743

=)
r

Aol A2 dH.

L e -GleNAc(Fue),—(0);-+ FAS] Sz e 1 dFo|tt. weps, ZE3he -GlcNAc(Fue),~(0);-& AF A
o2 FARFH  719s, 471 GleNAcs  NoAEEFIARD BoofElolal Fucw  FEA
ZololElo|th. FuckE APFH R a-1,6-3IZA = AFS T3l GlcNAcol At dutdow IA= Fi
Azkd 5 AU (w= D, obd F Atk (w=0). ¥ we] Weor, F2 HolofEle] EAle Tt
FaAsE (w=1) 9 H-F2E3E (v = 0) A AFAIEAN FAGR &7 5T, GleNAe &7]& =
g so]-GleNAe &71=A A=, FA 9] feto]= e 23] 2ty ddFolrt.

S Ao|-GleNAc(Fue), Zolofelel 23 ddd 4 glem, =, j = 009, o= S7k H#2H7] del| =39
u A o] so-GleNAc(Fuc), Kol Bl 258 AAdS o, ol Fezte] Egi2 Al & &
g4 ler, dmEaeaAlniAle] A&l ol ddE = Aok, dijkHe®, so]-GlcNAc(Fuc), HololE]s} S

2
Apolol sht ol del wRF w1k B,

NN

%, 1-109] Wele] Aol wikAslE | = 250l v
FAT AAFHAA, (@ § A BIRE W) 6B e edng Bdoln, orlq j: 259 Wl

Agolth, (6= A¥Hew B-1,4 AFE Ea GleNe(Fue),®l GloNAe RololElo] AZFT, wlereg 24
3, 4 EE solth. ] EAG £ U Qoo GFFA GEA S + AW, 479 ¢

g AsAE geEs, 2R, FoAYRREAY, oAU FTaAN, Wil 3 FoldUirenAbe
= R g oR AdE, G e o A $He dES, FopAE I TN, B

o i 2 FA-AFANES Fe-dvt FEA e ele] AT vhehyA

A Aol JERIA s vk, 4109 WSSl jE e @A AFACIES} Fe-tvl 4840 Agee waia)
k. mebd, ol GE 54 %S AugomM, Fedvh £8Ad 0@ dshs AFe RS FET 4
sick. webd, o= 0, 5,6, 7,8 9 EE 10, B MgASAE § =0, 3, 4 B 5, 7P v e
A7t Eely

r

il
r

Lo

B
K

St 9 EE T fEAY. §o] 'Y FEA"E 2ddA @EF G fE=Al, 5, A&7 8/EE 7)5H 7]
T Zete @ET $E UEhly] fld) ARgEh. Sell AfE ol SF32 (Glo), ZHES (Gal), WX
(Man), 32 (Fuc), obed B Fab, o], 73R (GleN), ZHEARD (GalNHy) N-opAd =734}

W (GlecNAc), N-ofAlgZd=tEAY (GalNAc), N-oFAl€FEldl4l (NeuNAc) oZA] T3 XA == AlL4E (Sia),
2 N-obE R (MurNAc), SFFE4F (GlcAd) ¥ o] FE24F (IdoA)S& x3hstt. ubAsiAl=, S+ Glc,
Gal, GlcNAc % GalNAcRHE MeHc), E3) ufzhzlsh AA U oA, S GalNAco|t}.

e g (FEA) s R3E Q47 2 (AFACE (D] 49 E= w
Uehil Aot weha, R owe) we @A x Aol whed 2ol
ool wheAl mololE] F 217k Ak & (2)o] wE ShRe] wey mo
A77) 27} AR T Ak P2 () BE x e sgEol se @l wae] padc,
P AL x = 1010,

A47) 2 (AFAE (Do) 4

o) mE WA 7] F (A (3)9 A$)E Sol A4 Ra® = g, Se) 7
w= FoAfolo] 97 L'o] 91& 4 (

ATH. L& SE 7o Adsh= FACIT. L& A & AAY
2), FAT 5 Aot (v' = 0). AFHow, 7zte] WololE 7= #A L'S Fd| Sol dAd &
ANl w' = 0 Al xolth. uigAsAE, L'e RASa 77te] dF wolojE] 7 So AR I,
2qeks 29, L& -NH)CO)CH-, -NC(O)CF-, i —C(H-25E Ae= 5 glrk, uletga A FeolA,
x = 10]3, w' = 0 E= 1o|aL, 71 mpgAstAl= x = 10]3 w' = 0°|t}.

v Zzto] @Al <

CyE 1 2, 3 EE 4o]3, uigAallE y = 2 B : Aty = 20]
o.owebd, GAE y A molofel $B GRS, olF Z7he x A9 w4 moloy] FE Tawh. ol
3 wrg wolole] F Zb7he ik P2 (200 W SgEel wey wololE Qg wedtel, x +y Jle) A7
) b BAEE, dw px (@0 e x +y A9 SEEe] el Aol FHAY. dw P2 (2)] wE 7
o] PR AW, LW B4 Ak 4% Mool S8 BF AolZEE FHE 5 Ak, AW P2 @) we
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[0102]

[0103]

[0104]

[0105]

[0106]

[0107]

[0108]

[0109]

[0110]

[0111]

TS5l 10-2025-0024743
Zzte] e Dol 1 e 2 89 WA, Jbg Al Dol 2 8o WS FRshs Aol wEAst, 5
3 vk e AxGEelA, BA L' Dol A2 Aol AANE BA A QA N Fia.

Aol F-2tgl slojz= (D) Ak ¥ FANA DAR (FE-FA Hl&)zA Lo ik ¥ we
< 1-8 W9le A5, o vk eAlE 2 B 4, 7P vk s A= DAR = 490 Zlo] niE st
Aoz st DARE vhgbdsde (x +y) WA [(x +y) X 2] ®9je] Aolar, 7P nhghdsil e

DAR = [(x +y) x 2]o]t}. xo that upahz g gho] 1o]ar yoll thdt mpsk= g gho] 291 4%, 3]

= 40|t} o] o]2% DAR @holw AR DARS B AfAclHoR Q3] o FomHE it Hod
T dFel d2E Ao, dPA R, AFACEE IA-E AFACES] FEA EFEZA F55, DAR
@ M AFACE zhol]l 2 ARSH AFFAlolA 7]l whEl DARS W2 E (7AW, DAR = 0-10) E&
F2 X (o7, DAR = 3-0)E 71E & Atk olHd EFE A, DARS FF EFE Ho DARS AF
gteh. o= mlolAFAC ALY RofellA & dHA Qvh. ey, Aol Me] FE|xks el wAlse A9

2 3.

9] FA7E s vkl 49] DARS 7S YERATE

il A

75 B oddo] w2 AFAo|ES] F RE nEE T4 Adste Aotk B go] "dAY"= Q9 F

Atolo] whSo A WAISIE L2 Q45 A AT, ol AFACIES I HES FUI AFAES pyE B

I AAdst. FhAtel sl olaE A1 ukel o], AAT|e] AL U] SRtEY FE Atole dHe] 4

555 59 Fd mEt Z9-dn. =24, R-C(0)-0H] FHEA7]7F HN-R'9] o}r] 7|9} 7k-&-3}e] R-C(0)-
Ak, 9E7] I=

ND-R'S F4E wf, RS A47] 25 Fall R 945, Z& -C(0O)-NID- 7= 532
e}

S AARAY st 23t selws D, dAd], 1-8 o) Hel=E D, viAsAE 1, 4
25D, O WA 2 B 4 el Mol DE AT & Ak volmme) AsE Aol 34 44
&

=

Gl st Zute] wgy wolole] b EASAIL =YW 4 9lv] whel, & wel we FA-AFAclE
= = 1 3
N

2 ;i@ W APHoE A5 Aol thA wal, A shtel FHo] FE /15EE w, A 03Bl
5 7155 ol derHeR, emde AzHe e AdHeR wAst: €271} FEA AgHE
A%, nol ghe B @ 5 glor] A AFACE el v 5 A,

T2 (D g SFBelA, A4 7 9A L2 Ba DS Bl Adsn, dolw L'e Fal AAw. w3
4 7] Q2 WA 7] Fol RARY] 98 vhae] whge] gl elA gk, 7 v, X ouwe] e A%
ol=el TR A4 27k FAT S Avk. A AAGFHNM, w4 7] o Aol Y FHoRYE Hus
o, EASIE £ 1o BARE whsh 23, duA wgA 7] F L olgA £58 A4 2 Gl o
A k. 0F @S GA-DFACIEN JuH Wy ) FE EFsHE AARA AFAIAL 1 Hol e

g N zgata,
= % Lo =AE sk 2ok b ElgvlolAY olg Egehs A%, And 7] gs =d 2
3}

AE Fol, F7b oblslelAu olF EFs: A%, 4nA 7 @5 AT 2 BYSE x|
Egsta, 4ske 9] 2k © 1o B4 vk g

AE Fol, 7k ALTAY o F Egshs A%, FuA 7] @ (0-27)Fel = Aopu)ier] I sol=ehil7]
g 239, 4goht A7) 2= = 10 =49 ve} v}

dE 5o, P/} &1d7]olAY o8 k= A5, FRA 7] Qe oMHEVIE EFstal, Feshs 947 =
puy

o o), 7k ok mslol A o8 mdshe A5, 4u 7] Qs FA/E s, Fsshe 4dy) e
sy

REp e,
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[0112]

[0113]

[0114]

[0115]

[0116]

[0117]
[0118]

[0119]

[0120]

[0121]

ZIHS3dl 10-2025-0024743

A= B9, 7} Ale]EFR2ZauYr], Edx-Alo|FR2SHY] = AMEE% 71l AY, o8 Eslale A,
ARz 7 Qe HEZSNIZE 2sta, ASEE A2 I= 1o =AlE wpe} ). 018%?‘& £
B, Ze EA FF Fxoln, N2E &3Sk, EFO]&O]EEJJE]E}X (LAF}e] ¥hgowRE) wE= vt
2 (L7 7e] v o2 HE)S AT o)),

F Qe F7149 Ajtet 23 2 AAdE A2V 739 42L Al A &84 o, dad), dx= x%
¥ G.T. Hermanson, "Bioconjugate Techniques", Elsevier, 3rd Ed. 2013 (ISBN:978-0-12-382239-0), 53|
 229-258 Ho|Ho] ZlAHo] lvk. miele Al A AR FrRA WA 719 552 G.T.
Hermanson, "Bioconjugate Techniques", Elsevier, 3rd Ed. 2013 (ISBN:978-0-12-382239-0)2] 3 2] 230-232
#Hlo]#], 3£ 3.1¢ /HAIEe] Qlom, o] o] W& o Fxw YAHO R EFHo] .

A AN G, ARV 2 A FRA B AN W] oa £5HM, mEgsAE o714 A
FRAME [442] Al ZEAT = 1394 AlelFEA AL, AAY WS vholF Wk wE 1Y
g AFolth, o]l AolFE A/t Ex AW W S AdY WA ] FE L& Ea Dol AAH
WS4 7] 0 Fel wARTh AlelERAv EE AN WS B8 ATACIA e GeiRelA A 9l
ovl, gl A4 urg =Y F L 0 A9 5 gor, 44E 947 29 4L o8l g solth.

FF
o,
u9

AL whEA g AAFEeA, 23z Atel 2RI o FAETE. uhA g Ao ZRH R (4+2)-Ato] E R AL
(oA, Diels-Alder ¥ES) HE (3+2)-Alo]E 27} (A3, 1,3-85#F ].o]ﬂgﬂﬂ)o]\:}' vh-2 A =
AFA )AL Diels-Alder ¥Hg T 1,3-%852 Alo|ZZ H7toltt, ulekA st Diels-Alder 932 -7 52
Diels-Alder Ate]E&37tolvh. thE nbgra gk AAFEIONA, 1,3-852F Ae] 22717} *P*@E]l o] wheEA
A= ERl-ofate| = Abo| 2RI ARG H AL, TG WA EHAlE o714 Qs E7IoAY ol&

= ol{&7)oltl. Diels-Alder WHS 9 1,3-852F Alo]Z 2 A LS} e Alo]| 22 A7 2 Aol

H, FYA= ol Fdse e 4

s, 2 EfolE, Al REAl, Ato]E2dAlttoldl, [2.2.2]-HlojAtolE =S, [2.2.2]-4}
ojifel ERGHl, ofo]aSAER, ofo] ALY, ekEd, FHE], HodHE, ojvlol= EE ojn=7|
2 olFoxl FomFE Aud WoloElE it EfolE EolojEl= 53] 7o EAsk= Al
A stk o AAGEHA A, 2= S, (SEHR)A]E RS RolojHE 23eh= QEFH d4E (FH=)A
oFEUAN HolofElE EFIT. thAHA AAGHNA, 2= 5, (FH2)AlE RS RolojEE ek
Q2FH F4E GHz)A ol 22T RololEE 23t waA e AAGedA, 7= 87 72 ZDS %
=}

(R™),

(v4))
A7 - = -RA BAbE A3 G 29 Ee oS Ajteltt. Atk
- atg] Ze ApelERAVM s 5HY, wigeAE ae 2 ofddl old (Za)-(Z))=WH e,
71 xx2 BAE i A 1 27 §9EHE (219 - - -24 BAE 2] 2 9] g bl A

3FaL;

- RPE gz, wEAL SRS, N0, -ON, -S(OR', =S(0)s |, Ci-Coy 7], Ci-Cor (SEIR)OFL 7], Ci-Coy 22

(Al =)otd7] B C-Cy (SEZ)opEBLA7|Z o] Folx] LomiE Sz HAYma, 7|4 447, (3

H2)old7], &4 HR2)o1d7] € (FEHZ)olded7= d9= XFHa, o714 2 /Y AF7] R & 3
Qzsol, delz MA@y ned A2 i Qoz Aad vy (Aol A8E I4E 5 9
o714 R & Fa, 27, CCu &27], CCy (FlEHR)OIE7], CCu LA GEHR)oTE 7] & C-Cyy (F

HZ)ol A% ol Fojzl FortE SyPson HeEu

= c®™M,, 0,8, SR SR, s(0)=aR” m= WReln], o714 §7= B o) o8 @S o]® ool oA

_23_



[0122]
[0123]
[0124]
[0125]

[0126]

[0127]

[0128]

[0129]

ZIHS3dl 10-2025-0024743

3 9ol o7 B = Soleoln], o7 ztzte] RE AMAom RV} LS B3] AW Dote] A7

o)1l

-ue= 0, 1, 2, 3, 4 & 50]3L;

-u'20,1,2 3 4x=59, 971 ut+tu =0, 1, 2, 3, 4,5, 6, 7 EE 89]aL;
- v =816 ¥ AFolaL;

- g Ax AbolE R AN o8 A, ntEAsHAE (Za)-(Z)) Z5-H Mdegrt.

- - -2 BAlE Agto] o]F AFel 4%, u
2 EAY Z24Ane A% S o

b (Ael@)Atol F 2ol Woloel 3 EFeh Aol B3l whgrAstn, Z, - - -2 BAE AT oF 2F
otk WhHA S AAFENA, 2 o171A eldlel A TR (22)-(720) 2% AeHch

Oy OfF LR a0

(Z22) (Z3) (Z24) (Z5) (Z6)

2
G SNJINCANIR®
opd J e Ao
Q o NE 3%
(216) @1 (218) (219) (220)

714, Lol U3 dde B4R Aoz YA
ojZoltt. ilg] Zi= AlolEEFH7 g
trolell, [2.2.2]-v}o]Alo] S 2L ETtolell, [2.2.2]-H}o]Alo] S 226l o]o]
4 Ev dd x|t 7}%} s A=, g ZE EgolE: Lﬂcﬂﬂr. g Ze ofel LA}% (Za)—
(Imo2HE AEE 25 7P 4 9oy, ofr]A =2 EXE vh 9xe 1g 77 3" (72)-(720)9]

—|~
rE
oo
=2
lo
o
oft
oX,

(N2 el 22T T2o) 2 A i Aol FS L. WA 12 25 (Za-(Z)ENH AdEw, o
SR (Za), (Zd) ¥ ZWEYE A9, by agAsle e s T2 () 2. 947 2
b w AxgEe Heel Al (slHl2) Aol e se] wkgel o8] BAFmE, ol - - —=A BAE AF

= o]F Agtolt}.

_24_



[0130]
[0131]

[0132]

[0133]

[0134]

[0135]

[0136]

ZIHS3d 10-2025-0024743

® ®
/ *k ok sk /O sk
N ® N
\\N £ *5k sk B
(Za) (Zb) (Zo) (Zd)
@]
* sk
* * \N R—N/
EEs Kk . / % Kok
Hk Hk \ wx «
(Ze) e4)) Z9) Zh)
B R2° R29 R2°
o / sx N / wx N / %
p #k |
" \ N \ ok \ s% N \ sk
ok
ok ® * ®
[04) (e4)) (K @ (m)

HhshA g AA I, Zs o171 obslell BAbE g (Z21)-(Z38) B (Z8a) ZH-E AEeE

%(7:1 Fm
L o:@

Q

N
&

21) (222 (223) (224 (225) (226)
o) (2)

z
XD #0854
70 073y H™V H
@27) (228) (229) (230)

LI S SN 2% Y
(235) (236) @37 (238) (Z38a).

71, Lo U¥ dde BARY dgow maEt. T2 (238)014, B & Sole, wislE eetgo
2 #Hg7bse Soleoltt, 17 7 ol el® ke gol T2 (Za)-(Zm), WFAAIAE T2 (Za)-(Z)RF
CREEES

vhgbA gk AAIGE A, 25 (FER)A] S 2SN BoloJE] Ee (FHE)A|Z 2R RoloEHE EFE,
vl A e Al & (28), (726), (727), (728) H: (737) Wi (Z38a)o] wr=ar, o wlgalaiAls +x (78),
(726), (727), (728) & (Z37)°] wWEH, o]52 Joz 3tHr), 7o didh ol e viakxs 34 7z
714 ofgell A F7tE g ojEt.

whebA Ak e AN, ZE T2 (237 WE FHEAI|EFE P RoloHE EFelH, o o=

2

_25_



[0137]

[0138]

[0139]

[0140]

[0141]

[0142]
[0143]

[0144]

[0145]

[0146]

[0147]

ZBINE S 10-2025-0024743

XA, vl s A, 2 (2370 WE sEEAlo]F R Y To|oE]lE XA Y=

vk A gk AAkElo A | 7= TF (78), U HlEASHAIE (729)0] wWE (JEH2)Ale)F RS E FolojElE ¥
s, ol deol® XFHETt. wgHEAE, TR (Z8) EiE (729)0] uE Alo]F RS E RolojElE X 3HE A
R B AAGHe] Wk, 728 v AE ol Al wvhe} e 2 (Z39)el wE (FH R )AL
F2Ld HolojElE FdslH, of71A V&= (CHy)°)al 1L 0 WA 109 B9, vtz eA= 0 WA 69 H9Y
Aotk o wpetAlE, 12 0, 1, 2, 3 & 401, ¢ ugddsAE 12 0, 1 =& 20|14, 7 vpg4 3]
A 12 0 T8 1019, 7] (Z39)9] WeolA, 12 71 uigdAstiAE 1o, 7 H}%‘ao}ﬂlc, 7 of#al
F7t2 A" F2 (742)°] wE Aol

kAl v Aol A, 7E T2 (726), (727) TE (728)¢] wWE (FHHE)AI)ZELH RolojEE
xghald, o5 A2 AEEHU, B AAIFEH Y Ao, Z& v ASAE otglel =AIE uie e FE

1

(740) E= (741)0] BE (H2)Ato]FRed TololE]Z ¥dtah, o714 Y& 0 EE MR o)1, 7|4 R

A s X8 C-Cp €27 T CCp (FHR)oEV| 2 o]Foj7 Fo2HE SHKog Aem

agE S o]Ate] fxjA o= 0-dxdsEE whd | (741)9 e sy o)A+

oA TdzAstE 4 dr). vtFASAE, FFR (Z40) = (7419 wWE (HR)Alo|E 2L Ho]ojE
=, 7P v A=, ZE okl FUtE AoE Fx (Z43)] wE Folt,

b el vt Aol A, 2 dHEA ol 2R RAAYE £FeT 5] TE (306l W2 ot

58] nteA g AA Gl A, 25 Aol 22 SHAVIE EFetar §h7] 2 (Z42)0) wE Aot

*\ R18
N/N ‘ R o
N\
N 1
R18
(Z242)
714

-2 FAE A Sol AdE 3, w2 FAE FEARY A Lo 945,

S RP= g g2, R, NOw, —ON, =S(O)R”, =S(0)s |, Ci=Cos 7], Cs-Cos (BB Z)0FD 7], C-Coe 27

(e =)ol 7] = CCy (BFE|Z)o}HL A7 R o] FojR Fo2HE SHAHoRE Auliri oY)

2
e
i)
N
~
k)

Hz)otd7], dA(EHz)otEY] 2 (FER)olddAr]= doz A ar, o71A 2 7He A&7 R = @7
ddHe], delz Agd nyd Aol2Rdd e Yojr Add uedy (tﬂlEﬂE)O}% 21871 J
714 R 2 g4, 2, C-Cy 4471, CCu (BlHRZ)oFE7], CCo EZAEER)FET] B CCy (lEH 2 )0}

it
oft
o
ol
Kl
&

- R 2 F&, T2A, CCuy &27], CCyu (FEZ)oLE7], C-Cy LAEHRZ)IE 7] E C-Cy (FHZ) oL
G707z ool FomiE SYHoT HeHu;

- R = F&, 2, Cy &247], CCy (FHR)IET], C-Cy EA(FEHZ ) 7] 2 C-Cy (FHZ) oM

A}

P72 ool FORVE UM, 4= YOl 0, N % SR o|Folxl FoRIE Held sht o
o sElz-AAol o FolAx, o714 A, (E)okdr], FAHE)oFDr] R (SER)okE L]
Egdor oz ARAAY, RE Aoy Rololelg Ba Add 7 (Fe Q) Fi Dol A2 Aol

iy

_26_



[0148]

[0149]

[0150]

[0151]
[0152]

[0153]

[0154]

[0155]

[0156]

[0157]

[0158]
[0159]

ZIHS3d 10-2025-0024743

- 12 0-10 B999 A4+

Tz (742)0] mE g wRHe AAGEelA, RTE S, a2, R, C-C 7], CC (ER)ot

2 B G $AR oFolR FomiE SyPHoz Mesu, s uFHsAE ZE RE el 7

v

(U2) e 2§ vk d AAFEAA, Re Fa, 0C AR oo FomyE SPHo A

Hu), b wAEAE F R RRE Holth, TE (742)0] wE aFe] werdd ANGEHdA, R'E Holt,
T (Z42)°] wE Lol vhEA R AAGE M, 12 0 B 1ola, o whEHsAlE 12 10l

53] npAd AAIGE A, 2= ()Ml ER5E LIS 28t sh7] 2 (Z43)°] wE Aolu:

(3.
\

/N | Y%**

-2 BAE A2 Soll dAHL w2 FAE =ARG A2 Lol dAHaL;

S RPE ga @EAL -0RY, N0, -ON, =S(O)R”, =S(0)5 |, Ci=Cor 7], Co-Cuy (SEIZ)OFD 7], C-Co 27

(e z)obd7] & CCy (SHZ)oFERA7IZ o] FolX] Lo rRE Hydor Musa, orjM 447], (3
Hz)otd7], G z)orEY] 2 (FER)olddAr]= dojm AdEar, o71A 2 7He) A&7 R = @7
ddulol, oz AgE uYy AolERdd Ee dow Add aedy (‘éﬂEﬂi)OFﬁ 2715 g & 3

I, Q7| R & Fa, 24, Cy EZ7], CCyu (BHZ)oA7], (-Cy LA EHZ)FE7] E CCy (3

N

T2 (e WE g A AN, RTE Fh, @24, R, -S0) |, 6-C 247, GG
(SElZ)okd 7] 2 ol Fol2l Ty SRHow Aguy], o4 R'e i EE (- 2ela, o uy
FAE RE £a R S0), 2 o]Foxl ToENE Yo Addrh, T& (243)0] WE 15 gy

gk AAIEIO A, Y= N B CHola, © vhEAsiAl= Y = Nojt},

53] utg A AN G A, 2 Rl FEARAYE £3sta 87] TR (737) B (Z38a)°] WE A
ojm, WA sl 72 (237l wE Zlow A e 73 EdobE ae]oltt

/S\\
o' N-§ N
237) (z383)
dierA Rl vk gk AA ol A, Ze= (FlElR)Ate] S 2ATE RololH & EFstH, 5, - - -2A HAbE AF

_27_



[0160]
[0161]

[0162]

[0163]

ZIHS3d 10-2025-0024743

g S RAl F R AT

< T Agtoltt. (FHE)AlE R ® A7) = Alo]FRUATAT], vk EH
T A|ERETAVIEA AAE F on, 7N FlHE)A|ERETAYE do2 AETH. nEAsH
o, EEHE)Al22Ed7= (FEHR)A ol Rz28dY], (FH2)A g2 edr], x2rnady], =2
2= 5 3 017],

E E)Ao] SR SEAY], (FElR)AL)Z 27| e (HE )ALl E
= Atk GEHZ)AolERZ2 A7, (FHR)AI|ZFZPEA7] &
3 nlzlEtH | of7|A (HEIR)A A ERIE R Y], EWRA-(FEHRE)ALIF
oz Agdn, uEg A, 725 ] 7F (Z44)°] wE A}
2 T2 (Z45)°] W S H ZA}O FLE—"%E} RolojE], 37] FF (Z46)°] WE ==
HEdy e x2H2d7], 37 7% (Z47)°] wE (EHEHE)AlE2 e EolojH T 17] % (Z48)°l

e (E ) Al RS RoloE] & @wh oA, Y CR )., W, Ei 025 AuEn, o)A

5, @
e
4>

7izte] RS AR Fa, G DAL, Aoz AW Fa Lo AAH, - - v ZA® A
2 g TE oF Aotk Frhe] ulgAdt A EeA, Ao)lFREIR2RAYE Y] LR (749)dd wE A
ojtt. e nhEA @HO&HMW, Gl E)Atel 227 = 7] 3 (250) %= (Z5D)el whe Zlolvh. th
2 v A s AAGHd A, (FlHZ)AelE2 S8 = 317 3 (752), (753), (Z54), (Z55) = (Z56) wf
2 Zo|t},
Or PN @
z
& @ o« &
(Z44) (Z45) (Z46) (Z47) (Z48)
SiR,
G @3 B @
(Z49) (Z50) (Z51) (252)
O
e e e @
O (e}
(Z53) (Z54) (Z55) (Z56)
oA7IA, (Z50) H (Z51) Wl Si 49 R 7I(8)E A¥Ho=z &4 T o, vt sl (-G &doltt. 1
g z& d¥gHo=R ] T2 (In)-ZuwEHE AgYEy, U =2 ZXE v dxE a8 727 3
(744)-(756)2] (SlEl2)Alol EF 2t mEle] 2 Jfe 4 Aol A$sta, 2 FA" i a @ A 9]
Aepol= Hol| A AZdRA, wpge 1 75 (Zo)-(Zr)2HE Adudn, 947 75 B AA e Wt
A (FElE) Aol 22 gl he] whgol o3 FAHER, oA - - -2 mAE AL dd Aol
o] O
N R—N HN 5
N/ % *% wk . N/ -
N
@n) ) @p) @a)
o R29 R29 R29
P N/ sk / sk / sk

\ % N \ sk N \ sk

*
*
*
*

A A8y A8 E= vt F A7k, MFASAE vho]
ge-welelv= Azeld, Jbg wEAsAE o714
o ARl A1) Zae] EADT. dEA e A el

_28_



[0164]

[0165]
[0166]

[0167]
[0168]

[0169]

[0170]

[0171]

ZIHS3d 10-2025-0024743

A, Adr] 7 Alelvd meE] e ole] mE-/WE Malil olvfelE fEAE Attt AAH7] Zol ot
bz sl SAL o 7] A ol BAME (Z57)-(Z71)EHE AdE RolojElE E3F3It},

e}

0
N HO_O Ho)‘j\rH o
&&O DG e r AT
H H

(257) (258) (259) (Z60)
— 0 .
}L /T N\J SS/Q@\K \/\©\
S P—NH \‘S"
weod & s 9
(z61) (262) (263) (Z64)
X' X'
o] o}
*‘.'{S\)J\N/ELL 3‘{3/\)J\Nj’z **N& *‘kN)J\Nj‘Lz
H H H H H
(265) (Z66) (267) (268)
X']
Lo
**N
H **NJ\O **NJ\O},
H H
(269) (Z70) 71
A7NA, +2 ZAE EARY AF(E)S FA Abel AAE, Jo)2 HFAE T8 JdA¥ L, 1 247} §l

Cor 27, 714 mlgdaids ogo]lq, X & 0 ®i= Sola, ntabgalii= X = 0olth. (Z67)-(Z71)ellA #=2

EAE As QA= FAo] 2l A7)e] S Ax Ao ALFTE. (269) D (270)9] L)) wa Y=
ool A&y, nEAstAE Jo Basu)

A g AA SO, A7) 78 (ZD-(Z7D)ERE AgE HolojElE £},

g7 L

g7 Lo HelzE D2 AAY] 7 (T (1o ©E AFAc Ed ) AAFAY dolzs D2 WA 7] Q
(72 (2)0] W 329} ARG, FAE %‘741 of dedA Qlom AwlsEA v-durpsd 5
gitt. 97 L& wirgaidls Aefol= ~uo]q 2 whal-olu] w2 A7 (PABC) HolojE] Ei= o]9] &
CAE THS A5 7] E Adskse 94 Sfe

vl AAgEeA, G Le 7E -(L)-L)U)-L)-2A, 9714 (L)%= dol2E Dol AN
(L, 7 me= Qo Azdag. o714, L), 1Y L2 L's 974 ®= a2 §yoln, n, o, p @ q 22E AE

Mo 0 E 10]0], o7]A n + o + p + ¢ HolE lojth. vgrga AAgelelA, Helw A L' R L7}

2 Lol A8, L'

EABT (F, n=10=1; p=0EE 1; ¢=0 E= 1), o vhagsiie 24 L, L

7 E=AGAY EAGA ST (5, n=1i0=1p=1 q=0 E= D, 2 Al 974 L, 1), 1
2L EAFT (B, n=1o=1p=1 q=1. 4 AAFHAA, IA L, L 2 Lo EAsta L'} =
ANetA] &=t (Z2, n=1,0=1;,p=1; q=0).

97, 58 24 L'e 9 Qa6 tE delzmE PAss] 98 sht ol #HE R & AT, v
FAE AAGEel N, B ool B AFACIES YA B HololHF ik, ¥ W woly "%
A 2oI0lHE 3 ) SololelE AUshs Gl 99 2ololg A PR G e, 8 2elof
= ge molojEld W@ HojE 3 sle) S EFehd, AYHow 7 Ex 0o AL shtel AR, o
o|ZE Do tlg shibel AF, A2 HolZE Dol st shite] Afelth ¥ molojElst EAISHE A%, kg
s 9o Lo QugEn, o sgdse sp'e Qv m e Ak A=A Qg b



[0172]

[0173]

[0174]

[0175]

[0176]

[0177]

[0178]

ZIHES 10-2025-0024743
oje] wololElt B o] Mol X EX| Ho|ojE| A A3
wololEE B Uz, Ax 92, 9 9F, (FEE)LEgE 1,
HololE| 2R AuWETt, 7pg nfge s, B4 RolojEll: A 9z}
=8
g7 [
297 L'o] BAlAY (n = 0), ZAFT} (n = 1). vptdaiAs, 97 L'o] 483, n = 1o}, L'e o2 =
o], A¥ T EAH (Cyp EZAAT], CoChpo LALLM, CCho L71EA7], C3Cop Aol EF=SZAA 7], Cs-
Copp AFOIZZ LA AT, CoCopp AFCIZ L7 A7), C-Copo S AMT], CrChpo OFEEAAT], CsCoo P2 L
A7), C-Cop OFHAT| AT R o] Fo] A FoRBEH Au® 5 glrh, 9oz 4y, rdar], a7d
A7), ApelZmatAwy], AtolZaAA DAY, Ao] 2oty Iy, LZolily], ofdLAwAS], oLt DA
7] 2 ofgety| Ay E A 4 glow, o A7) 7 s} ol4e] dEH=dA, wEAsAE 1 A
100 A9l sEZ Aol o8] Zold 4 glow], A7 U g 0, S0), 2 N 2 o]Fo]d

21

o RE AU, of7|A y'& 0, 1 B 2003, HhEASHAE v' o= 20]aL, R 2 4, @24, 6-Cy &4
71, GGy (AHIZ)OFE7], CCo SAEER)FEY] R CCy (FEHR)FELEATZ o] Foj Lo R =

WA AN, B L'e F471% dawth od@ 347 (Zehdga 2 Evelel (),

1,8-tholopv]e-3,6-tho] SAFS B = ] 71 oWl 292 AF TS 54, (F)dud 29 we

(ZBelgdl Sabol= 4, (FHxedd 222 ®== (F)ZRd A= 4 2 1,2 -theloluwl
1

(A71A4 z'= & W &4 9x19] A4 vt eAE 2! = 1-109), —(O)a—C(O)—NH—S(O)g—NRB— (o}l =7}
= Aod wel e, P2 (23) A1), -CS0); )=, -CC0)s D=, -S(0)s=, -PO)s -, -O(CHCHO0).~,

RV (CHCHNR ) - 2 TFS-9] 2 7je] FxeRE A= 4 gl

FA7)= w3k vt AEAE Arg, Glu, Asp, Ser ¥ Thr25E Ad
2 RTE Fx (23)0] tha] otglel FrIE AW, tE 0-15, vlEAEAE 1-10, O wEAsAE 2-59 ¥

ol goel Wil Boln], A whgAAE ¢ = 2 E dolth, A7e RS AWHOR K, €y 27, 0

£ HHT 5 At AL B 9A Lo B0 24 5 Qom, ol g RolA Aelw vie ge B
A mololElol ] BAHG. HEHeAE, A Bt Ba 97 BA RololHzA AEHTG. 53 B

—0(CHCH0) = S48 717F S48k Alo] nhgrz s},

A S AAdElel A, B L'e Ashutel=0], wdAslE 87l & (23)e] W Ashulol=7]e] ALt o) %

P ]
O O\ Io
R o NS
H |'—\,13
(23)

_30_



[0179]

[0180]

[0181]

[0182]

[0183]

[0184]

ZIHS3dl 10-2025-0024743

ANe serEe] ymx BE Agdown 2 L, L, L e D, wiadsAs Q 2 L gF 949 Y
Qo AAa",. R mojog)= L2, LY L' w= b, uf2gaiAs L

T2 (23)0A, a =0 EE 1, e AE a = 10]2, R 4, CCy &2A7], CCy A Z2S2A7], (-
Cor (BlEIZ) 7], Co-Co EAGIHR)IEY] B C-Co (FEIZ)olA L], AR X&H 3 A2 0, S Z
WRUREE AU s ool alEl=ARtel oja 20X (-Cy BT, CoCy AR, GGy (SE]
Z)otd7], CCy SAGEEHR)ME7] L C-Co (FEIRZ)}EAAVIZ o] Folxl FOoRFE HYsn, o7

RUE 44 2 0oC GA712 olfeldl womtE Sgdown Adusu, R'e Adelx meloe, uigras

_ : o 13 =
R R AATGE Ol A, R a B GG 2Z7]0laL, B viahEsls R & i B GG 22 7]0laL,

rir
jale
o
fru
Al‘
rlet
i
k1
jale
o
fru
o
w
SE,

B o mgEAE RS S EE (-C 270, o714 &)
MR, wE A AE 0=RE Auw skt ool HERdte] ols ZolAu, o714 RE 44 @ (-, %7
A& o]Ro]d FomRE Ewdom Auwch. wde AA G, RS Frolth. B2 uaAd AN}

oA, R& C-Cyp 227, o wgdaiiAs 0-Cp 9271, 8o o vlggads -, 2a7]0H, o714

A7 st oo 0-YAtE o7 Bojx|a, of7|A] LAsE -0H 7], wigAsAE 2e -0 712 do
Ak, o] ANFHe|A, R & Tk -0H 712 EFa= (ZaDdgd 2D 9 Ao HtE uidH s},
=] }%} & AAGAA, RS Gk, e, g, -2, -2 g5, s-3E 9 (-RER o] ol
A T+

;51 S =
23, o BREalE S, WY, Y, -red 9 2R ooy Fomye, wrh o v
FAAE 4, vlE 9 dER o]Fol ForiE HdYgdr. A4 W o ut

Wgols, 744 nfgdsAs RS 420t

rr

Feile, RS o

nl g AN Gl A, L 517 T2 (24)o] mE Aol

@) O”O
B O
H II?”
(24)
d714, a @ RS 9l Aol wheh i, Sp @ Sp EuAow Avold HolojEo]i, b 9 ok EHA
o2 0 ®E loth. whEAa s, b= 0 B2 10]3 ¢ = 1019, o WA= b = 00]3 ¢ = 1otk o A
2

Aekefol A, molA Spl B Sy MF Em BAY (O BB, CCop FALAI], CrCy 719717,
Ci-Coop AHOIZ RSN | CimCarg A1 ZZEALRNT] | CoCarg A1 227D C-Capg LML AT, CCoy
S}, CoCao OFRAAAGAT] D CoCrpp SFRAT| DAY 2 0] 70} FonRY Sgdoz Hesn
Gy, eAdAr], Ay, Alel2ReAAs], AllEReAYdY],  AelZRe|ddr],
7oty ophdAAs) ol dAy] 2 ophaty)da]E dojw AdHL, dw 0, S @ W'Y P
onRy Aud s ol sldzAnd ola] ZolAn], 74 RUS Fh, CrCy BRI, GGy BAEA],
o)Fold wonty Sgdon duxu o], 94U, 27

=
971 B Al Rd e ol AgEn. /Y], AT, 71T, AelSRd LR, AlolE R
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[0188]
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A7), Apol2 27|, detddly], ojderAy], ol d ] 9 ofety| A7} o] Aol
mhel ge st olake] ez ARt o8] ZolA AL, A7) 717F st olare] 0-99AF W/EE s o]4be]
S-S 7]0] ola) 2ojA= Aol upaAsT}.

o ulgAss, 2do)A ZololE] Sp @ Spt EAlSH: A9 A8 EE BAY C-Co LA, GG 2
AT, CCp  DILRI], GG AFIZRAAMI], CCuo  AFIZRAALAI],  C-Cuo
Apol 227 DA, C-Crop FAFL AT, CCrop FLLAAT], CoCrop OFL AL B Cy-Crop O} A7
N7 ooy FomYE Ey¥dow Audn, ody], orday], %rdwy], Afo|ERAAMS], Apo] 2
2oALAY], AfolZrety|ddy], ol dAy], ol A], olFAALAY] D ofHy I el
A3, ez 0, S L NR© FozBE MEg s} o)abe] su AR o8] ZolAH, d7)A RS 4
2, Gy A7), GGy BAGT], CrCy D797 B CCy AFol 2RI R o] Fojd FoaRE Egdo

AgsEw, &d7], dAd7], 271d7] 2 Al RE 7= dom A

f

wr o wEAs s, Avold molojE] Sp' @ Spit EAleh: A9 ¥ Ei: BAE (-G FAAT], GGy
AADNT), G LIIHAT], Gy AFIREIANI], GG AlERIALANT],  CCy
ApolZ 2 D7), CmCyy AP AT], CCyo oFALAT], CoCyp SFFLALAT] B CoCy b7 D77
2 o]Folzl FoRyE ByPHor Musy, 2y, ALY, d|dAs], Ae]FRALAY], Ao FE
AU, AfolFRr ], Doy, olLAAdy], olhAA LAY @ ofPaAy|dalr)E 9w A
FH3 QR 0, S R NR Y FomyE Aud st ol sumAxtel o3 ZeiAn, o7 RS Fx,
CCu €271, CCu ALY, CCu E71d7] L CCy AL EFRLAVE o] FofZ] FOo2HYH SPHoz A

g, 7], A7), L71d7] R AlFREAV= o= AdEn.

24w} o nas, 2delA mololE Sp @ SpE EAlGtE A9 A8 mi BAE (-0 2],
CrCop AILRT], CCyp BFIIRT], CoCop AFOIZ R, C-Cyy AFO] 2R AL T], CoCyp AFO] 2R ]
JA7], C-Cp GZOFARNT], C-Co OFLAZAMT], C-Cop OFLAAGRT] B Co-Cyp oFD AT IRII]Z 0] 0]
FouRE Egdon Mumy obdy], ALY, &ydAY], Al|2RAANY], Alo]Fr Ay
Aol et ddy], GZolddy], ol ddAy], ofdaAdAY] W ojFAy| A= o HdhEw g
20,8 % MR FowyE Aam s ol4el aHmntel od] BolAn, of7H R & Fi, -Gy 2
7, CrCo AT, CrCy D197 2 C4-Cy AP 2RV 2 o] F0]7] FOoRFE Sgxon Mesi, o
471, ¢Ad7], &71d7] R Afol ERUA V= doRE X ShE).

@ vlgAs AxEol A, Ads], dALAs], dydds], Afo|ZrAdAs], AlolZrtA ], A}
RS RE [ A S Py B [ A B A0 1 2 [ PA B S R 7 R [ R o 7 RS 2 A RSt ENE- 8- VS IS KR
2R, HlEAE A 09 FoRYE HuE s ool dERARd ola ZoAH, 97]M Re i 9@

g

G 27, MRS AE 4 EE WP olFojn FowRE SgPdow HuHE Aol /b wgds

(]

g agAsAE, 2delA Holol] Sp' W Sp' EASH: A9 AE E: PAY (-G AN o] Fof
2 Forye mygor dusy, dddsle delz A#sm de) 0, 5 ¥ MR 9 FoRRE dud 3
} olabel slEm el ojs) olXH, o7 RTe Fa, CCy 22T, GGy BALT], GGy 2197 H
Ci-Co At ZRAAINZ o] Fol7l o2RE Sexoz Hesy, %7y, edr], 97197 % Ale]2R
A7)E ez Aghck, o AAGeelA, HhAv)E wARs T del 0, S ¥ MR, WAL 0 R/

5S¢ womRE Auw sk} ole] Aol o8] Bole Aol 2R wEAse], )M R 4

3 3
A% 0 277, wdAsE S EE YR olFen FomyE SYdown Auu,
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[0191]

[0192]

[0193]

[0194]

[0195]

[0196]
[0197]
[0198]

[0199]

[0200]

[0201]

[0202]
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[0205]
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webdd, wlgHe ssold mololEl Sp W SpE ~(CH)i-, ~(CHCH)-, ~(CHCHO)~, —(OCHCH,) -
- ( CH2CH20)|—CH2CH2_ y _CH2CH2(OCH2CH2 ) r - ( CHQCHzCHgO)r_ y - (OCHzCHzCHZ ) r - ( CHZCHZCHZO)rCHZCHZCHZ_ y ‘ji]
~CHCHyCH2(OCH,CHoCHy ) =5 3E3F8EH, o714 r2 1 W% 509 W), vpEAaAl= 1 A 409 ¥, o #hes

SHAIE 1 UlA 309 W9, €4 ¢ upgdsiAs 1 A 209 Hel, 282 €4 95 o v sAe 1 A
15¢] W9jo] Agrolth. o ulRAsIAE ne 1, 2, 3, 4, 5, 6, 7, 8, 9 EE 10, © uHASAE 1, 2, 3,
4,5, 6, 7 %E=8, AN ¢ vutFASAE= 1, 2, 3, 4, 5 =6, RN ¢S ¢ vtFAEAE 1, 2, 3 == 4

o|t}.

oA 0w whEAS BA L ~(N)e (M) (B)~(A)- (CON,-= FFE & Jom, o7]A:

-d =0 Ee 1, SIS d = 10]aL

- e = 0-10 ¥HYY A, vEASAE e = 0, 1, 2, 3, 4, 5 ¥ 6o]x, vtFASAE 1-10 HY9
Agolar, 71 vl EH A= e = 1, 2, 3 = 40]3;

- =021, vt sAl= [ = 00]az;

S o7l d +e t £ AR 1, wEAsAE 15 Welela; MAASE d + [ Ao 1, whrdshAlt: d

+f =101

- g =0 % 1, s sAle g = 10]aL;
-k =0 %= 1, v EAE ko= 10]aL;

AE T3 (23)° e Aun=7]e]ar;

B ~CHy-CH-0- HE= -0-CHy-CHy- Eo]ofE]o] A}, (B)et= ~(CHy~CHy=0)e1=CHo-CHy=, B3 =(CHy=CHy=0)e1=CHom
TololEloln], 7|4 el e9} FUT WAOoE HoHm

- W= -0C(0)-, -C(0)0-, -C(O)NH-, -NHC(0)-, -OC(O)NH-, -NHC(0)0-, -C(0)(CH»),C(0)-, -C(0)(CHy),C(O)INH-,
T —(4-Ph)CHNHC(0) (CHy),C(ONH-0] a1, m}2l8iAlE Wi -0C(ONH-,  -C(0)(CH»),C(ONH-, — Hi=

~C(ONH-°]aL, 7] m2 0-10 WMo Aol wpeasiA= m =0, 1, 2, 3, 4, 5 Hi= 603, 7H Hist
ASAE m = 2 v 3031

- wEFEAE LS (D2 B8 Qo 283 (0(0),2 B4, utadais= o= 53 1L, U, L' == b,
wlgA AL Lol dam.
B FEe] Mo, Tx (23)9] BAME (N, (B, 2 (C0)),9 e A 7o) g AAL e

13

o AR 2 (23)9 wE Flo] ulgAst | oJ7|A a = 19| R = H B G-Cyp €271, o vtEAsHA= R

= H = g, 7P e gsAE R = Holt,

up=hA] gk = A L'e 7z ~(Mi=(A)¢=(B)e=(A)=(C(0)) & 7AW, oI7]A4:

(a) k=0;d=1;g=1; f =0; B=-CCl-0-; e=1, 2, 3 5 4, ufFASA= e = 20|},

(b) k=1, W=-C0)(CH),CONH-; m = 2; d = 0; (B)e = ~(CHy~CHy=0);=CHy~CHy—; £ = 0; g =1; el =
1, 2, 3 x4, vlEAEAE e = 10|},

(c) k
= 20|t}

(D k=1, W=-C0)(CH),CONH-; m = 2; d = 0; (B)e = ~(CHy~CHy=0);=CHy~CHy—; £ = 0; g = 1; el =
1, 2, 3 == 4, vEASFA = el = 40|},

1; W= -0C(O)NH-; d = 0; B = -CH,CH;-0-; g =1; f =0; e =1, 2, 3 =& 4, vt gAE e

_33_



[0208]

[0209]

[0210]

[0211]

[0212]

[0213]

[0214]

[0215]

[0216]

[0217]
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(e) k =1; W= -0C(O)NH-; d = 0; (B)e = —(CHyCHy-0);-CH,CH,—; g = 1; f =0; el =1, 2, 3 T+ 4,
sl e A el = 40]t},

(f) k =1; W= -(4-Ph)CHNHC(0) (CH,),C(O)NH-, m = 3; d = 0; (B)e = —(CH,~CH,~0)1—CH,-CHs—; g = 1; f
0; el =1, 2, 3 & 4, vlEF A= el = 40|},

(g) k=0,d=0g=1;, f =0, B=-CHCHy0-; e =1, 2, 3 Ex 4, ufgAAE e = 20|},

(h) k=1; W=-C(ONH-; d =0; g=1; f =0; B=-CHyCHy0-; e = 1, 2, 3 =EE 4, A} AE e

nhr A g AAFEel A, BA L Q EE s} (L), Aole] FAe siHstm sk 2A F7b molofE] DS

Sl Bx Ak AxE Feehd, 015 WP AFAE GAS Ba) B4 D2 Axte] AAPT, BA ik
2ol o= Tz (23)9] B2 97 NRColw, o]7]A RUS 2wolA RololE|E E3 Do A2 uHAle] AW},
1

bz, £4 Al A= 72 (D (A)=(B)e~(A)=(C0) ol whet L ol 911 5= dvk. d A

oA, L' (D (A (B)e=(A) ~(C(0)) N [-(A) = (B)m () ~(C(0)), - L2 TAH™, 714 A, B, W, d, e, f,
g % ki 9ol 4ol® msh 2a Zhzbe] whgel dis) WA eE AL, Ne (0 (B)-()-(C0)),-9] 2

el QlxEavl AARE BA Aa 9ol o714, F (C(0), RololE i —(L)-(L),~(L)-Del o
Adm, o714 L, L L, o, p, q 2 DE Yol Aelw upsh m zhzt AdAow e, ulebde Ao

o, 15 L0 L o, b, a 2D 7 (C0), 0 AAE T molol] miFe| tha] FUsT}.

1

A Aa e et vbEAE 84 L 72 (N ()= (B)e=(A)=(C(0)) N[ (A" )g=(B")e—(A" ) -
(C0))g-1o2 7HAIM, o7]A:

A

(i) k =d=g-= 0olaL; W = -C(0)-°]aL; B = B' = -CH,~CH,-0-°]aL; Ax= %

|
@]

|
—
L
=
—h

Il
-

Il
m_

Il

(23)°] W}l a = 00]aL R = Hola; e =1, 2, 3 x4, vfEA A= e = 20|t}

() k=d=g=¢e" =g =10]a; { = d' = 00°]a; W= -C(0)-°]aL; B = B' = -CHy-CH,-0-°]3L; AE X

(23)0] Wl a = 00]aL R = Holat; e = 1, 2, 3 = 4, updAa A= e = 20|t}
2
g [

27 L= 24ty (0 = 0), 24T (0 = 1. wadaiAs, 97 L7 &4k o = lo]t}. 897 L'=
go]= ~s|o] Aot HEpo]|= ~F|o] A= HletHaAE (NH-(R ~C0),0.2 Aelwn, ol7]4 R'e FdAe] o

270 vkeh e olulial SAE UrhITh, o714, opuleite AA mi A opnwmid 4 gtk w
Aaple, ohulmi(E)e BE LMol ne 1-59 W), wkdsl: 259 welel Aol
Wepd, Hekel= Adol At MR AsAE 15 A9l oprlwmate Ffath vddsA, Arelsi thol
o|E (n = 2), Ego]qElolE (n = 3) = HEDHEOE (n = 4)o]1, 7FF vl s AE FElo|T A o]
M tolfigte]l=olth. qlee] JEtol= AFo]A7E AREE & AR, ubgAEAlE JEle]= AuoA =
Val-Cit, Val-Ala, Val-Lys, Val-Arg, AcLys-Val-Cit, AcLys-Val-Ala, Glu-Val-Ala, Asp-Val-Ala, iGlu-Val-
Ala, Glu-Val-Cit, Asp-Val-Cit, iGlu-Val-Cit, Phe-Cit, Phe-Ala, Phe-Lys, Phe-Arg, Ala-Lys, Leu-Cit,
Ile-Cit, Trp-Cit, Ala-Ala-Asn, Ala-Asn, Gly-Gly-Phe-Gly % Lys, © H}23}Al=, Val-Cit, Val-Ala,
Glu-Val-Ala, Val-Lys, Phe-Cit, Phe-Ala, Phe-Lys, Ala-Ala-Asn, © ®}&2&3s}A=, Val-Cit, Val-Ala, Ala-
Ala-Asn, 7P wtgbAlsHAlE, Val-Cit B Val-Ala2 58 AdgErt. o7]A, AcLyse ohl”lolal, iGlus

olo] sz ZElmo]Eoltt, A AAFE oA, L = Val-Citolth. & A Gl A, L = Val-Alao]t}.

17

RS ofuliedt 228 uehdv, wgeds 2wkl AsH9l, ojaREEd, R

s

I et

r
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[0219]

[0220]

[0221]

[0222]

[0223]

[0224]

[0225]

[0226]

[0227]

O
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AL, F2ER, ol ARA, U4, oA, FA, oY, ofxneld, WBAl, L2Y, FE, of
2o, AR, Edlen, AdleAsdel, M, EGER, B2 2 Asgde] S04 duds. vead

]
olm| =2t =4+= Val, Cit, Ala, Lys, Arg, AcLys, Phe, Leu, Ile, Trp, Glu, Asp 2 Asn9 =#o|y, ¢ n}jzt
AaAE Val, Cit, Ala, Glu 2 Lys®l Zzjolth. tiobdes waw, R & wdsds O (Ala),
CH,CH(CH3);  (Leu), CH,CH,CH,NHC(O)NH,  (Cit), CHyCHoCHoCHoNHy, — (Lys), CHyCHoCHoNHC(O)CH;  (AcLys),

CH2CH.CH,NHC(=NH)NH; ~ (Arg), CH:Ph  (Phe), CH(CHs); (Val), CH(CH3)CH,CHs (Ile), CH,C(ONH, (Asn),

CH,CH,C(0)OH (Glu), CH,C(0)OH (Asp), ® CH,(1A-%1E-3-4) (Trp)ZH-E A==}, Rl 53] A AA
YEl= CH; (Ala), CH,CH,CHNHC(OINH, (Cit), CH,CH.CH.CHNH, (Lys), CH.CH.C(O)OH (Glu) %! CH(CHs),

17

(Val)o]ﬁ} 7}’;{0]— B}‘%aé}ﬂ]%, R “%‘ CH3 (Ala), CH2CH2CH2NHC(O)NH2 (Clt), CH2CH2CH2CH2NH2 (LYS), BE’E‘
CH(CHs), (Val)o]tt.

53] g AN G, Aetel= AolA ahy] A Fx (13)ow B W & vk
0
H
’;\N N\-)JE;
H 5§ Rr7
(L3)

o714, R'e 9ol Ao® wie} ga, mEHaAE R S CHy (Val) =2 CHCHCHNHC(ONH, (Cit)olth. 2A4
o (LY, 2 W) WE AAe YEhi, wgdads T2 (L) mE L'E NI S8 (L) Addm

O =3 (U)o aanr.

g7 L

g7 L'e BASAY (p = 0), AT (p = 1. stgdaAs, 97 L'e &8 p = 1o}, 97 L'e 2
7-Ae7bsE sdolHolu, w3 4754 ~FolNEA AHATt. ngAaAs, L'e geb-opu]wmul A8
7bRd (PABC) FwAlolH, o wrbHsiAlE a7 & (L4)ol mE PABC frixlolth:

A7, BARE Q m= 7, U m= L 2 L m= Do dok AAS Ueiith, A¥" 0% PABC SEAE M
Q, 7, L m= Lo, ngaaie Lo 9453, 02 S8 L' £ Do Adw},

A 5 mE 6o WS EE SHRRRE v, vl 6-9 HS EE suys

SAE, EolE W Fgolth, A%d 6-9 nele dd 9 wdolth. vt
2.5-9ed E 3,6-d 2 dolch. Y utFHsAE, A

R'e 1, RY, CO0H, 2 COR o2RE Aasm o714 RS 0,-Cy (AE2)22A7], C-Cp (B R)A ]2
2AA7], CCyp (BlEIZ)o}E 7], CCpp EAEERE)o}E7] H C-Cp (FE|Z)o}E U770l | o]EL2 Yoz

AgE 1 ez 0, S 2 NR 2HE AEE s} o]4ke] ezl oa ZolAu, o714 RTe 4 2 (-

C PUNR ool FoRNE HPAOE AUt MFARAE, R Gy (AHB)AIFRAY
ERPA FeFolth, FelAA Fele wiAslt Eeddd 29 £t Eosogq 292, 9
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[0228]

[0229]

[0230]

[0231]

[0232]

[0233]

[0234]

[0235]

[0236]

[0237]

[0238]
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wlebA a1 -(CLCLO) M, B ~(CLCOLALO)JOth, Eejdd Fe2e 714 nfadsis Zeldda e
= wagaAE -(CLCLO)Ho v, o714 s 1-10, HldaiAl= 1-5 Wele] A4, 714 nlgas s =
1, 2, 3 ®= 40th, o ulRAsAE, RS H B COR o1, o714 R = 4-dg-gsgtd == e
olth. 7MF whetahAE, R 2 Holth,

g7 L

97 L's 2AeAY (q = 0), 2AFT (q = ). wdads, 97 L's 2483 q = 1ot 97 L'e 8
7)2E Aew:

- FE AR (LA A)-C0)-o T ofu Skt Ao, o]7]q 2= 1-20 WIS Afolm R = H &

rr

C-C, &4

- T2 NR = (CH-CHy=0)os= (CHy)~C(0)-ol] W ojelalZe]Z ~s|o]A], 7|4 6L 1-10 W o] Ao, o7

22
o 1-3 W99 Aol R = H & ¢, &

o
e

o] -
=

=i}
EEN

- R AR -(C-RAA)NR -(C(0))-oll uhE tholopul Zso] A, of7]4 hi 0 Ei 10]iL, 2= 1-20 Wl

22
A<
Agola, R

s

H %+ C-C &9,

G L' opuliolhat aslold, 5 NR-(CLAA)-C0)- F ger], o37)4 2= 1WA 20, wiAaA
= 1510, 3 wRHASIE 16 WS Aol oisIA, obwmeby AdoldE AYHOR Ak AAE

1

sl Lol d4dsa hnd wololelg $3) Dol AZALh vaae P71 L's 6-ohvl it (Ahx, z = 5),
SRl (2= 2) 0 FeA @ly, 2 = DORNE AdE, ueh o MEAAE 6ol

olth. o AAFelelA, L' = 6-ohulmalabatolrt, O Aol A, L' = Felaleltt. o}7]A, R”—C i

C-Cy el m, Mgl R & 1 e ddela, 7% mardshie R & Holth.

ﬂJH
AU

5
B-
A

¢

R

etgom, 97 L' T2 R -(CH-CH0)u- (Cl) - (C(0)-0] W& oeaZa)s ~mo]qd 4 glom, o
71M e6 1-10 Bele] Agola, meatilE e 2-6 WYl ﬂ*om, 7S 1-3 Wele] Hgolm
a7 e7e 20]th. o7, RUE H EE (-, lola, netdels RUE 1 EE vdeln, b werdet
A= R Holu}.

gordoz, =97 L' P2 R —(C-LAA)-NR —(C(0))y-oll W2 tholobul xwlo]Aal 4 ¢lom o]7]A] h
=0 EE Lo, 2= 1-20 W9le] Arolm, ulEAEAE 2-6 W] Aroln, wrh o MBHAE 4 = 2
w 5olu], s ulgdeAlE 2 = 20]th, RO H EE (-0, &holt. o714, RIE H EE (-C, g7olv

s el e 1 EE dgeln, 7 wgbsle R Mgelt. o714, bt wgAsAE 10la, o

A% FA L'e 58 dole Dol EAsHe A Stl=SU/E B AFAIAA AFs.

5] 2.

D A AAHAL A4P EH 24 DF ehiu, ol ®3 FAANA dozsEA AFEn. Dt 9
Ape kel

Qo T ()0 WE HYBE sh} 2o molold DB EFY F Ak, shb 2de] ALEL D EASE
A5, AZS2 DE BYSAL FolB F on, AYHo olFe B wHAR AAFHAA, du
T2 (20 WE FFEE DO 1w 2 8 WY, 7P uFAslE Do) 2 8 WAL FRAT. AFHeE, D
o Az ML YA L el EAG, ol #A woloje], AYHoE BA Ak AAE FHT & 9oH, o
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[0240]

[0241]

[0242]

[0243]

[0244]

[0245]

[0246]

[0247]

[0248]

[0249]

[0250]
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© DO A2 WAl Addv. npEHsAE, Do 7 EA EFVE 33 JAE FA EA EolojHd
AZETG. AR, &2 (Dol wE FA-AFAclEx d47] 77 sl 2349 Rolojy D& FFE +
o}

AL Fefel whe v g FA-AFAolEs sek= (D-(I1D, © vkl (1D Ex= (1D, 7P bk
oAl (IDE olFojx woziy Adgdn. ¥ npgAd A-AFAolEx XN)-KIIDZFEH Ade9dn.
53] vghA g A AAGEelA, FA-AFAClEE (Xa), (XIb), (XIIg), (XITh) B (XIIle)=5F-H Aeg),
2R o ubgA g AAGE A, FA-AFAClEs XD R XIID, © vl XIb) = (XIe) 24
g Adegsa, g v siAs dA-AFAelEx XIIDO w=ar, 71 ahgha sl (XIe)dl whe Zleltt.

olg]gt gA-ATFAlEL T2 o704 oo A ]H o] MDP-
FA-AFANE (e o 725 etk

AB-[(LY~Z-(L)~(LH~(L%)~(L)a—D}y
U]

o714 :

AB, L', Z, D, x @ y= ol Aol wie} 2

- L' 9ol e wke 7Fo] —(A)g-(B)e-(A)~(C(0)) -2 EF

HE = JA 2,

L= Val-Cit = Val-Alao]iL;
- U'e Tz (L)l wE PABC SEA0)1L;

- L'E N-(C~2 ) -C(0)- EE N -(C -2 A)NR —o11] | o174 4 @ RE= 9jo] Ael® upe} 2

5o vpebA R AAGEA, T2 (Dol mhE A=Al B Zef7]obute]ql, MMAE, PF-06380101, SjA}H|
g DXdE ool FomFE AuE dHol== D, o wEHsA= Zel7lokutelAl, MAE B ALEZEe =
ool o giE AEd HolRE D, 7P utEAs A= HeolRE DEAM QAR Sy

FA-AFACNE (ID+= w9 x5 et

AB(L)—{Z-(L")—(L?~(L°)-D}dy
m

o714 :

- AB, L°, Z, D, x 2y Yol Aol wie} 2

L' 9ol Aelw upe}l o] —(A)-(B)~(C(0)-2 FAHE= g7 o]m;

L= Val-Cit = Val-Alao]iL;

21

LS 3% (L4)ol W& PABC Fr=Alolw, 7] R = HY.

FA-AFACE (11)2] ek, T2 (23)e] W2 L', e = 2, A9 A%, a = 10|22 R = HS Ho] nl2Hs
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[0260]

[0261]

[0262]

[0263]

[0264]
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£ WO 2014/065661, WO 2016/022027 £ WO 2016/170186°1 7HAl=o] k. & AAFeol A, Zuj= opyy 2
FEHAENLATA = N-opB A EAIENLATA, vt = N-ob @2 EA  ERd AT A
ojtt. tieHAl AAIFH A, Frje FdRo] AREAEJNLHTA e N-opE 2t EA I E@ oA,
nl2 sl s B N-olEd g A ER s ZAolth, W0 2016/022027 2 WO 2016/170186°] 7]1Al1E =
AwolAl EAvt 53] upgAsith. ol AYEAEWxF A (FARWOlA) Eh Fule FEAEA UF B
2 fFEAE AN = ok, g, F F524 SF)E G (DellA Zol-GleNAc X &7]o] A=, A

7] GleNAc7h F 3285 =% o] 3o} s},

o

e

=

9A (D)= R sHAE dE 50, XavolE, ¢FH Ad4 (47 N4

FH 2d), AEdC|E, HEPES, Ewlx~ 9 Zeald e A3he 3 delA Fadnt. A3 dsHe
FAA delA Aok, A A=, SF NS Eado|E-gFE A4 (PBS) e EF ghFdoltt. W
(D)= v siAlE oF 4 WA 9F 50C4 A, o v EHAlE oF 10 WA oF 45TCe] W9, Bt o wieAs
A= ok 20 WA o doTe) W, elw kg w s oF 30 WA ok 37Ce] Wele] exelA Faw,
SA (D)= wsHAlE ¢ 5 WA oF 99 W9, wiEAs A= oF 5.5 WA ¢F 8.59] ®S, ¢ wigAs A=
oF 6 A oF 8¢] W 9le] pHAllA At 7B vigAstAl=, @A ()= oF 7 WA oF 8] # 91| pHAllA
PR

oA (ii)

A (i1)olA, HaE A=

Ju)
-

»

o2
=
2

AT AAGHIA, @A (DA ohttol=-wgs Ga Aol olxfelni AlelFRAT WMge Fal UAu
T2 @6 e f3Ee) 29, wEdsle gw 2rdr] Ee (dHz)AelEaer)drle B a
obol=g Egshs BAS Wa Wr)dy] Ei (HH)AlFRAINGNE EFsE EA9 of AoFa Az
W G 12 se oA dud wg F shtolnh. WY WrW/E EFHE YA-AFAC Y
A%, A7) ARl FRATL Hge A% Zul, wdAsE Cu(l) Sl 24 shol Faslelor ek, e,
A @ A Gl A-DFANEE (AHR)AeFRAdY], W g A 14 (strained) (3]
) Abel 22V T3k, (SlHZ)Ael2RAYIde] N4E (Hz) Al 2RATEN9 A4S, Fv
o EAlE WastA gow, A7) wrge dHo] AEU-ZAH ofxfe|E-olzl Ao 2R AT (SPMO)TIL 5
gl s AwHoR WA £ Advh. oA YYANA "FE-9E FY HonA ded W F
supoleh
Q.
¥ oage Z7k2 Sl olE uish ge ¥ oW mE FA-AFAEY Rolg s, AuE Bam
s BaAE Amsl A9 el B AT ARE Baw st aAs A9d02 o Bl )
AFAelE, dd, FA-okg ATl Age o Ame ol F deld o, B we] me
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=
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— 3L
R

s}

o] ZHWHoA 7]E&2] Trop-2
= 71&9 Trop—2-3%

154 A%

A

9

E

A=z 57 °]

&

kel

=

.

gl

-

=]
=

.

o]

[0447]

ul
a3

Gl
=)

lol2=5 Aol Aol

J] ABell A

5} %

S,

)

Ho|2E DE

Aol

[0448]

o A5l

[0449]

ﬂo

el
ﬂo
Ho
ol
oF

O

Ho
)

2

=
i

e

=

=

=
=

A

3=

3ts
A=y

Y
X

t7] skeka] (26)°0 ut

o

1A,

=
=A

FA 0]
(i) y =1, 2, 3 =5 4% y 719 3] NMolAldFFIAY (GlcNAc) EoloEE

sol 88 S(F),-Pl BHEE} A

[<)

[0450]
[0451]

)

ola, x= 1 T 201, P
S(F), ®oloJElE& Fo]-GlcNAc EoJolEl& A

Z

I

L

.

gl

=

=

, 714

o~
i

ox

A

aa

(26)
Trop—2-

L

AB—[GIcNAc(Fuc)w—S{F}y

1714
- AB

[0452]
[0453]
[0454]

5

- Fuce= F3209]

[0455]

[0456]

)
~

)

[0457]
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[0458]
[0459]
[0460]
[0461]

[0462]

[0463]
[0464]
[0465]

[0466]

[0467]

[0468]

[0469]

[0470]
[0471]

[0472]

ZIHS3d 10-2025-0024743

TR, B, otelel, olh|, Fostulelal, vholkAlumols, of$-2]2
ElE, o 2%, BL-XL olAlAl, alvlolaglal, KSp olAlAl, TR 4841, QE mzriolA o)A i
clobAlE o gl (PBD), % o]e] fAMAl Ei ATCFRE o] Fold FomE AU,

i
h
= -
BN

st A=, FA-AFAIES] A 84 AeE SRS AL deoziy dgdEn:

= 5 AT 5 Ak AT
HaE EW AR FY EE P80 gaA A8 & gom, sht olde 94 AF, AAd, i

300 mL FE2 dA|H oz WHAAAY. S NS HiTrap MabSelect sure
AHS AHgste] AASth. d5dS A9 dol 293 F, AHol= 10 ¥ F9]9] 25 mM E2]2 pH 7.5, 150
mM NaCl (TBS)= A3}tk 4] 7% ol &stel SEAIZIT. &ElE BAEES 2.5
M E2|A-HCL pH 8.8 o]gdte] FA| F3kslar, 20 mM 3| 2~E]d, 150 mM NaCl, pH 7.5 tha] FAaict. o
S o2, IgGE Vivaspin Turbo 15 23} % (Sartorius)E AFE3te] SFAIAY (520 mg/mL). [g6e] MEL
Bl A ofefel] FFo1A St

hRS7 (1) A4l (AgWE 3):

)
av)
=
i d
o
<
—
=
=
o
S
jo ]
k=]
fo ]
N}

DIQLTQSPSSLSASVGDRVSITCKASQDVSIAVAWYQQKPGKAPKLLIYSASYRYTGVPDRFSGS
GSGTDFTLTISSLQPEDFAVYYCQQHYITPLTFGAGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASV
VCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEV
THQGLSSPVTKSFNRGEC

hRS7 (1) F4f (ML= 4):

QVQLQQSGSELKKPGASVKVSCKASGYTFTNYGMNWVKQAPGQGLKWMGWINTYTGEPTYTD
DFKGRFAFSLDTSVSTAYLQISSLKADDTAVYFCARGGFGSSYWYFDVWGQGSLVTVSSASTKG
PSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVT
VPSSSLGTQTYICNVNHKPSNTKVDKRVYEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLM
ISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSL
SPGK
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[0473]

[0474]
[0475]

[0476]
[0477]

[0478]

[0479]

[0480]

[0481]

[0482]
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hTINA (I1) A4 (AE™E 5):

DIQMTQSPSSLSASVGDRVTITCKASQDVSTAVAWYQQKPGKAPKLLIYSASYRYTGVPSRFSGS
GSGTDFTLTISSLQPEDFAVYYCQQHYITPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASV
VCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEV
THQGLSSPVTKSFNRGEC

hTINA (II) 53 (MEdz 6):

QVQLVQSGAEVKKPGASVKVSCKASGYTFTTAGMQWVRQAPGQGLEWMGWINTHSGVPKYA
EDFKGRVTISADTSTSTAYLQLSSLKSEDTAVYYCARSGFGSSYWYFDVWGQGTLVTVSSASTK
GPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSV
VTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDT
LMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWL
NGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAV
EWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLS
LSPGK

#2494 RP-UPLC_(DTT_Ae]¥l AZ)o ofdk dwbQl A xp: RP-UPLC ¥4 Holl, IgG (10 pL, PBS pH 7.4 W 1
mg/mL)Z 12.5 mM DIT, 100 mM E2]2HCl pH 8.0 (40 ulL)ol F7kstar, 37°CelA 15 B F<t 2388t r).
WSS 49% oPMEUOIE™, 49% =, 2% X5AF (50 pl)& 7o RA AAEIth. RP-UPLC 415 Waters
Acquity UPLC-SQDolA =&ttt AZ (5 pL)S 70Ce AY 2%dA Bioresolve RP mAb 2.1%150 mm 2.7
um (Waters)ell 0.4 mL/min® 2 FF3IFch. A& Full= 0.1% TFA 2 2 W) 30 WA 54% ol EYEFR 9
ool J&5der. &89 a9 FFEE 215 oA 3 F, A53E 53 (MassLynx, Waters)S &l

ubg 482 ARstsrt,

) Az A 29 ER 4 doll, Ie6E, Fe/2 &

hel 24L& 7He s 6} IdeSi xm%}%‘ A R A S e s A8, 20 ng (MEH) 169

T F 4 Lo Wyl AT, EAste B, opRte]=-7]

A atellA] opwlo R ek, Fe/2 T A4S 93, 20 ng (FFE) 1669 NS ¥~

2194 (PBS) pH 6.6 W IdeS/FjB.e]A| o] (Fabricator)™ (1.25 U/uL)Q]- A 37Tl A 1 Al

b B F 10 ple RoE FeAgEnt. WES sMste] 80 pl7b HEF g F, JEOL AccuTOFelA 7]

i o]23F Bl AZE (BSI-TOF) #4& FdskAth. Magtran &ZE S AREste] Hi=FA &E@E
T

[gGo] mAb—-(6-N;-GalNAc),Z2 o] &A% 2Py S st AubAl Ax}: 1g6 (15 mg/mL)E 1% w/w EndoSH

(PCT/EP2017/0527929] 71A¥ wle} g, Ao 1-3 ¥ HIHZ 1 FH3, ol Edd Hx= %34), 3%
w/w His-TnGalNAcT (PCT/EP2016/059194¢] 7]A1% wie} 28 2|4 , D AEHE 49 Fa, o]E EBe
of F=z= ¥3E) 0.01% AP (Roche) 2 UDP 6-Ns-GalNAc (X 39| 3}3E 2d, IgG ulH] 25 eq)9} A 6 mM

MnCl, 2 TBSollA 16 A)7F %<t 30Co|A gexlgstgdet. theo =z 7]%53tE [gGE HiTrap MabSelect sure 5

AYS ALgsle] AAEATE. WS TR 29 F AUS TBSH0.2% E]E @ TBSE A|H i, 16
0.1 M AcOH pH 2.72 &glslar, 2.5 M E8]~-HCl pH 8.82 F3}3Ac}t. 20 mM 3]2~El", 150 mM NaCl pH 7.5
2 3 3] F43% 3 1gGZ Vivaspin Turbo 15 o33 % (Sartorius)S AF&3le] 15-20 mg/mLE ¥=3}3T).

ol ol =75 5kE Aol Az

Al 1: hRS7-(6-Ns=GalNAc), (I-N;)o] A=

w
A
S

24 YREES A gl Hxafe]l whah, hRS7S hRS7-(6-N;-GalNAc),= 7 &3}3it). IdeS A ¥ ME

Z2AEY 2 odE gl deshe shuel 8 Fe/2 AdE (R AT 24360 Da, F
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[0483]

[0484]
[0485]

[0486]

[0487]

[0488]
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DIPEA

EtsN

HAje] 2: gglE 119 A=

3}shE 10 (163 mg, 240 pmol)S HWZE DMF (0.9 mL) W AAERF HAH]E (125 mg, 235 pmol) 2 DIPEA
(61 mg, 82 pL, 0.47 mmol)2] &5 #H7}sFt. 20 AlZF %, WS E3HES 9 mL DOMO 2 38|43kaL, Huf
AY FARZntE 2T (0 — 40% MeOH/DAE AASFe], 11 (155 mg, 159 pmol, 63%)L A3k rt. LCMS

(ESIH) A CollsifNOyy (WHD ol Tl@ ARER] 977,39, A=2] 977.72. 11 9ol =, A eIzke] 28 97 (82.4
mg, 189 pmol, 20%)= 343, LOMS (ESIH)OIA CobagFN:O, (M4H) ol thak AlA12] 436.46, 2=2] 436.54.

Al 3. ZEE 39 A=

BCN-HS-(va-PABC-Ex), (3)9] A mgt o] 3wl PCT/EP2021/075401 (A Ale 4)o] 71A=o] <dt}t. DMF
(1.6 mL) W 3}gHE 11 (155 mg, 159 pmol)e] &No Et;N (73 mg, 101 uL, 0.72 mmol) & DMF (1.4 mL) W
sl3E 12 (65 mg, 72 pmol)9] &N Ik, g EFES 18 Azt Bk wkelar, DCM (20 mL) o2 3
A, ) AY ARvtEady (0 — 40% MeOH/DOM) 2 AASte], 3 w8 w4 (94 mg, 44 pmol, 28
w2 AT, LIS (ESIH)ONA CiotlusFNiOseSy . (/241 ol Tk 71242 1066.88, A% 1067.12.
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[0489]
[0490]

[0491]

[0492]

[0493]

[0494]

[0495]
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= 0
\\\,/ O’JL‘ a
P—1 N\ :
( J ;ﬂ Oﬁk o
™,
H YV Hg o o}
H 0, 0 r
~0 Hgg/\vo\/\o,ﬁ\l\rj
L
. P
YT ToH
(s BN
=
O”lo/\ \\(>
S
1 2 ,
5b \
HATU, DIPEA | Et;N, DMF
DMF/DCM E
O /\i =
o o/mﬁ 1 7
HG”}J\ 0 \1/ o & i) N
/:_-—mj /U\N/ D N/\\\\ N‘(\
H \
L ¥ O\rNH o] :i
H : Ho o] { OH
0, 0 (o] r (20
—\O/“\N':S N/\‘/O\/\o 'gJ\ /f
HoH h
T ow 9
9 © N"‘.-/LLN
H H
\‘;
14
OAOH

HAld] 4. 3lgHE 99] AF
= DMF (180 uL)el &al¥ BCN-HS-PEG,~b-(Glu(OFm)-OH), (8, 12.1 mg, 10 umol, 1.0 eq)? & FH
DCM (180 uL), DIPEA (11 uL, 63 pmol, 6.2 eq) 2 HATU (8.9 mg, 23 umol, 2.3 eq) W NH,-Val-Ala-PABC-

AALEZE (5b, Fmoc-2HE.ZH 5, 19 mg, 25 umol, 2.5 eq)e &M H7letdeh. AL04 2 A|7F FeF iyt
g & dke EIES DOM (800 pl)oz Fr7t= 3AMetan, Ag7tAe B3t Zejx] AW I 2ulE o (0%
— 20%2], DCM W] MeOH) ol <93 At , AHES FHS QUZA AFsIAct (DMFe] SA= A3 55 2

Xé] 6‘}7] O—] E:] %) . LCMS (ES I+ ) Oﬂ /ﬂ C14()H15()F2N170338 (M/2+H )Oﬂ EH ?l' 74] }1\_}?] 1334.01 , /\E]—i_l_j] 1334.79.

o] 3}FES DMF (300 pLl)oll &aiAl7]a, Egoldolyl (21 uL, 150 pmol, 15 eq)S H7Fetich. A-&olA

17 A &, 98 T8-S DM (700 plL)o2 FAsta, Aeyt AL B3t ZeA A" a2uleEadd (0% —
45%2], DCM W] MeOH)ll &3] AAste], 33E 98 44% +5=2 A 1A (10.2 mg, 4.4 plL)2A AFstact.

LCMS (ESI+)oll A C112H130F2N170335+ (M/2+H+)°ﬂ st AlAEA] 1156.2, AS5X] 1156.74.

A 5-7: (HY¥) HEFE Aol it FA-sHolr=9o] HFAlH

YAl 5: HFAO]E BRS7-3& 5-53}7] ¥ $F BON-HS-PEG,~HS—(va-PABC-Ex ), 3%} hRS7(6-Ns~GalNAc),2] Z577
o] 41
hRS7(6-Ns—GalNAc),o] & (764.5 pL, 15.0 mg, TBS pH 7.5 W 19.62 mg/ml)°l] AF HZAZ#H]E (150
L, 110 mD) % BON-HS-PEG2-HS-(va-PAB-Ex), 3 (50 pL, DMF ) 10 mil §9) % =2 22 (400 pl)<
Arbstadch, whEES WA rtelld @AYl =g fel delr=E AZE7] s, 15 mgdl ST
(Carbon RHC, Filtrox AG)S Z7}alar, 2 A7 FoF I AAZAT. Eeks QAR g AAstL, $EH2 o=
PES A7l FE (718 0.20 pm, Corning)® ol#si3ivt. FHHo=, &AS HiTrap 26-10 29 AW
(Cytiva)S AR&ste] @< wkabar, 0.1 M NaOH= @+-ar, PBSZ B saigitt. fre] dolzx FFo] oA
2]akqlct.
N

s:
Oll

3

(<0

3l U 9k e, F719 10 mge] Edeks Hrtskar, WAl A ekl Eehs dAEFdd o) Al
Ashar, F£K o7 PES A7) EE (7] 0.20 pm, Corning) = o 33} th. Aoz LMS HiTrap 26-
10 &9 A (Cytiva)S ARE3le] g5 wgstar, 0.1 M NaOHZ 373, 20 mM 3| ~E|Y, 6% FAZA 95
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[0496]

[0497]

[0498]

[0499]

[0500]
[0501]

[0502]

[0503]

[0504]

[0505]

ZIHSd 10-2025-0024743

% pHl 6.00.2 FPsetaL, 0.04% EA-20& A7bG F, ¥ dAsgieh. IdeS AP F AL AF ~AEY
o AFACIE hRS7-39 453t e 2 Fe/2 AAE (FZ ZF 26497 Da, & Fc/2 5 W=
90%) S RHoAFAUTH. 1deS Ha F MZ 9] RP-UPLC Aol A= 3,909 31+ DARS Lt

v}

es

Al 6: hTINAS] 2 ¥ glE2gzlape] AqAo]d

hTINAS] & (1780 pL, 10 mg, PBS pH 7.4 W 5.63 mg/mL)el PBS (27 ul), EDTA (40 uL, 500 mM) % TCEP
(153 pL, 1 mM, 2.3 FH)E #7788, EHES %—J_QOM 90 & Bt F2AUTE. FHEHOR ) HEA~
EZF (200 pl, 1.8 mM, Achemblock)& F7}slar, o]& A2oA 90 & &<t F2H sl AFAelAS G335}
gt FEHEHow, &9 HiTrap 26-10 €% A (Cytlva)% /\}%OP@ %}19‘1‘ W3k, 0.1 M NaOH=
&3, PBS pH 7.42 HYPgslglct. 45402, NS HiTrap 26-10 €9 27 (Cytiva) S AFE3sle] 5
W&k, 0.1 M NaOHE 331, 20 mM 3| 2EY, 6% AR~ pH 6.0 4] Jgfgﬁ}o}z, 0.04% E9-205 A
7het &, dY sidich. gdE AFACIES] RP-UPLC #41olA = 3.979] Ho DARS YERA

Aol 7: HAFF O] E RRS7T-9F 538}7] 98+ BON-HS-PEG2-(eva-PAB-Ex ), 98} hRS7(6-N;-GalNAc), 8] HF Aol 4

hRS7(6-Ns—GalNAc),o] &< (22.8 mL, 448 mg, TBS pH 7.5 W 19.64 mg/ml)el] AF dlSA|ZF#o|E (4.48 L,
110 mM) 2 BCN-HS-PEG2-(eva-PAB-Ex), 9 (895 uL, DMF W 10 mM €9) @ Z=Za Z& (8.1 nL)S H7}
Sglth. WS ES WA rtolM g, dgor, AFAES HiTrap 26-10 24 A% (Cytiva)S At
&3] AASFaL, 0.2 M NaOHZ 331, AKTA Pure (Cytiva)ollA PBS pH 7.42 HF3}sdct. F=3 8
ol2EZ AAFY] Y&, 100 mgd A€ (Carbon RHC, Filtrox AG)S H7bslar, 2 A7k B¢ 3| @A AT}, &
AAEE 98l AASIL, $E5HO 2 PES T4 E (7]F 0.20 pm, Corning) = o Fsiglth. 5474

s
OF, &NG 20 mM B =EY, 6% FARS ¢hF pl 6.0 HiE] FASAT. ARE EFea, 0.04% E9-20
= # }f‘& ¥, OH Arsigivh. IdeS A2 & AEe] A ~AEY F4M = Aol E hRS7-9¢0 &-e-8h=

sfite]l =8 Fe/2 AAE (BF A7 26676 Da, + Fc/2 & g 90%) S HAAFAT. HBeA)H (1deS)E A
gk AWMEo] RP-UPLC #A oA += 3.869] H DARS YERW

AA 8-9: A AT

Al 8: WA F5 994* (Charles River, Morrisville, NC, USAoJA] <=3)%)

A7 9] 9k mEl A EFO NCI-NSTS AALlA $AART, A5 4G WA W AES Foete], 2F HF
S 8 ASEST.

A& dmbo] 8-12 F# 9] (B.17 SCID wl$-2= (FF)E £ LS 98 0.1 ml9, Matrigel¥ &% PBS
(1:1) W 1 x 10 7He] 2% AE2 A7e oo mjah FAS wgkth. FFo] 150-200 mn ] B =79
gae W, 8 wele) whso) 3l aFoR TANHE Fdan, ARS AAs

k1

E BF Folg AW FAE B sk, FoF B3t 10 al/keol gtk ARE FAAS 3D A
stolth. Fobe 7 AulvlA AAsadt,

FF AL BE T, BES ol#& % AYEA oal A stk 47 mUHY A, Z4EHA A%, 92
0, ol54, &4 % g aule AZE 24, AF A, /4 £H % el Alg AR wdl
e £ A4 2 Amel Q002 ol watel diel FEE FAAT T VuE AUHE gl 2 A
o2 34 Aultt ZAeka, ¥ dolHi theel FAL Agstel m3ow EANTH: V= (L x W x M/2, o7
A Ve B Rujeln, L& FY dol (M 1 B Agelw, W FF UHl (Lol £ AR 7 B
A%)e. FoRR ohe 2% W AF 54 FF ANV AE ot 439 AsEAEE FF B
a7} 800 m' ol Ak A% o] 20% E 45 A 2R A F /PG WA meka Aol

_59_



10-2025-0024743

5

=

=

H

e
=)

[0506]

oW Mo g X oWom o Y w R I Mb
= o % o Mg oo % N = B uxw Id =
T qom = N F TR N e : ha -
T W oW 2 R TS T < . =
~ - s ~ ny
IS B! ~ ! L o B3 — o )
Mo d T s W L E - =
< Mo R - TH w o o L NS o L
-5 o} T v e HW = ,L._ o} ,MH oy e T
W R -
0 g5 i sy WP = ) mAT cd %ﬁ = "M _AGT il
M N T = M 2o E o N % o)) .
R =T i : o S & oy o
.o = " X o) ﬂr . © UXT o qﬂ
Do 2 B L SmIT g ot ® %
R =0 g X B s 0 w .= ol o
ey P Feem ®E oy 4
00T = & £ % 7 o iy T = 3
woRR e e < o 2 %W ) I TR
to (W0 (0o x| gy Cll o T T KIS to
o E T © A Y 4 o =
o |E | B o P o N~ — o my il o w o ° N i Wy
% 5 ol » X E oz -0 b w g v Y <
o% hp- . Z3gP: *E mask §
U;A = ZT 03 S.L q 1 HE ﬂor = W o Mﬂ ) —~
s o g 9 & S o B 78 Sl G
R X BExHE T FHogw  w
PR R R R Mt . X TNy = N~ Topon L 7
0 N -
P gy ™ S P oW Y o G0 o
T o S = X WoE o % zo A =% =9 o
s - A s R »
T 2T NbooT e e w9 B B
‘OI ‘w % —_— 1%0 @ﬁ ~o _io Elﬂ dﬂ XO
B = A M" Yo o m T < T L B0
v ) =0 7 CLIE T LT T
= o o il o] & - EI Mo g
Jo o g Mmoo - - E o . =
TR A S% mrEnzT % S N w
.W-TL ULH — ~ 10 ﬁo M.U ;Awﬁ \Iﬂ “.Wlﬁ %_m WHL M Eru \A‘.ﬁ o dl
=3 " - 4 S % D) M_Wu E = = M &M o= S Wk
= » =i
S RRE H2FE zr Fed tom s oE® o
E - o Mo N X T o o= wow < = gx o
ma T .om HF W s T & Iy
o _ 2 = S ) <
SETXD g S F oWty oy w Mg ST
o e o o= ] o Eo= T T 2 o G 1:@ dl iy
op o N M L8 oo & PB4 SN L
ol Bk © T L E® 8 T ooz o4 T S9N T
s Pl B oS 24 2 02 B o0 ® B g e B
_ I g ® ° g B goRE S H X o mo BB o
4 — B X S B X B o i
or i il 5N No Ao oF Mo 0 = X ) o . = wﬁ = 2l
) S S g S o oW B o P N RN oy
w| m | |5 (DR N~ R oF = PR SR B a1
£ T |@ m 2 O T g J o S N = ™ X o b B W]
i FEEE] 777 T ® Hd oo P - ¥ x P oL cl <]
T e W oW BN L2 MK ® N+ o BFWETOT
=~ o ' o — I o <
=4 =4 S — — — — —
wv wv wv wv wv wv 'a) a)
s S s < S, =) =) =)

2 %3

TF ynl (Ll

o
o},

o]

al

A

L
o

]

=

Fo] mm3
yolar, W

°©

e e

ar

[}

g]

o

i=]

o}

L
o

5] o]

=]

5+

_60_

afaL,

[e)
Foppnl ozt F W AT S FF AN 4N

L
o

2 34 Arhet 54

20
(<))
.

]
2

& A5

bl 2 2f

e, A7, o

o]

1

il

R

AR-&
L xWxW/2 o714 Vv

o)

VS

4
=
g

=

]

R

s
2o

)

el
v

]

P
-

A

[0515]



[0516]

[0517]

[0518]

[0519]
[0520]

[0521]

[0522]

[0523]
[0524]

[0525]

[0526]

[0527]

ZIHS3d 10-2025-0024743

1>
Im
oot
Ao
lo
ol
4
ik
W]
L
F
=
4m
8
Am
12
ne
o

(mg/kg)
e - 1 v

A
ne
olo
o

hRS7-3 4 2 v

il
ne
oo

o

8 3 v

B!
ue
ol
o

hTINA-B| S A7t 4 - L)

il
e
ofo
ol

8 5 v

ne
ol
o

el

Er

rlr
Y
Y
e
T
o
=)
o

B ATolA Az Aol B B 23 W vkes AF W o) BAE FRel g 485
o] TRE = 9a, 9b % 9coll HAH O] 3l

AAE 10-12: AL AT

Al 10. <I7F HF Py HAE

olzk " Wl ADCO] SHAAS EHIAESY. AA Holl, CaptivA® @A A of7f22 (1 ml o7t /ml &
A)E AFESle] dF oA BE 1gGE 2ZAFHY. ACE 4" A7 A 0.1 mg/mLe HF s=7) Q.._ﬁ
H7rek & 37CeA F2H sk, Z7ke] Aldel A, 0.5 nlbg w4 Westa, F7F B4 Ag wrbA -
Collr matsiglet. A2 5 ACE delahr] 98], 20 nle] CaptivA® w1 A o7k 7415 A,g:; ]
A7rekar, AL 1 AlZE B deA s, Txle PBSE 3 3] AlHstz, F&EHoz 0.1 M S A-HCI
pH 2.7 (0.4 nL)S #7Fste], ADCE %FJ shlth. &8 F, A1ES 1.0 M Egj2 pH 8.0 (0.1 mL) o2 HA| F
statdtt. AWZS Amicon S EZ 2%W-ZE 0.5 mL MFCO 10 kDa (Merck Millipore)E AF&3}lo] PBSol tisf
3] ~¥-od7}sta, BuE 40 plE Z2AA, fEF 1 ng/nle] HEF AC FEE A&, AES 7%
Az}l RP-UPLC (DTT st)elA EAste, DARE AAstlow, Ad}E o Fel EAHS Utk t =
Aol A, t =0 39 Aol WEEE ATHT}.

o

o o o

=1

3. A -

DAR t=0 DAR =3 DAR t=7

hRS7-3 3.89 3.88 (100%) 3.86 (99%)
hRS7-9 3.87 3.75 (97%) 3.60 (93%)
hTINA-H =25 7 3.61 2.62 (73%) 2.08 (58%)

Gre) 11, Y2H 2 PHE 2Eds ZdoAe] gy

ADCO] ¢HAAS AJea =7 (PBS, pH 7.4, 37C) ®E 4¥ 2EH2A 24 (ANEHOE 955 294, (BS,
pH 5.0, 40C)olA ¥ 2=oA H~EsStt. ADCE HiTrap 26-10 €9 A (Cytiva)S AFEste] 59
W3k, 0.1 M NaOH= 331, AKTA Pure (Cytiva)olld PBS ¥ (BS®E HAE3}sldv;. |AS Vivaspin
Turbo 4 10 kDa MWCO %=} X (Sartorius)E AFE3tY % > 1 mg/mLE 53, ADCO 525 S4s)

‘:I’._"
i, o5& 1 mg/mL= BAstar, 9o 71A¥ wpe o] SE-HPLC 245 flsf Al AR t=0& FH3lvh. A
g 37C E 40T T, o2 AF (el AES AR, $1 FEL AYsAon, ohd E 4-
62 Fagt.
E 4 AYH 21, EFA £ (URE D9D:
= 2 t=0 t=1 t=3 =7
hRS7-3 98.99% 99.06% 99.68% 99.58%
hRS7-9 98.86% 98.96% 99.59% 99.59%
hTINA-O 2 AH 7! 99.51% 98.54% 99.84% 99.72%

_61_
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[0529]
[0530]

[0531]
[0532]

[0533]

[0534]

[0535]

A= t=0 t=3 t=7
hRS7-3 385 3.82 (99%) 3.81 (99%)
hRS7-9 3.87 3.87 (100%) 3.86 (100%)
hTINA-C| S 2H| 7t AH2 350 995 579 123%)

F 6. FRE 2EUL 20, dFA 5 (Y28 99D
=g t=0 =1 t=3 t=7
hRS7-3 99.09% 99.26% 99.83% 89.87%
hRS7-9 99.00% 99.14% 99.73% 99.76%
hTINA-CI S A-H| 7 99.60% 99.66% 99.82% 99.81%

Al 12: Ol B Ak Y

20% ©] 4

3har,

ohef = 10 % & 7

< 98 HIC-HPLC 5%

AZS PBSONA 1 mg/mLzE 34 skit. HIC #4S
m)< ARE3FS] Agilent 1200 AJE|ZoA 3st}. 10 ul
olE pH 6.0 W 2 M ¢tEH

ZIHS3d 10-2025-0024743

TSKgel ® —,—E—NPR HPLC A9 (3.5 cm X 4.6 mm, 2.5 u

AL O
ua 2

Aol E)ZHRE AFse] 100% %%
A2XZ2RE)7HA Y Tl E AESEe] 0.5 mL/+E
olo] B AIZHE 124 AR, & SHY MZE A nAbet Blue AiE B Azkolth, A=
of HAtE] ST},

0 & <ol 100% &+Z A (50 mM
4 B (50 mM
o frow FQu

3 7. HIC-HPLC® =783 EgfAaF50dl ek A4 Bf ARt
A= HIC-HPLC &X Aol 2§ A7
hTINA < 10a 1.00
hTINA-GISAF7F = 10b L2
hRS7 Z10¢ 1.00
hRS7-3 < 104 1,009
hRS7-9 = 10e 1.005

_62_

e

XL EAO]E pll 6.0 +

AA mAb (hRS7 E+ hTINA)E A



ZIHS3d 10-2025-0024743

=9
EH]
F Q z
&-SH o 0
[ﬁm—g L:N—é 1a
%5 o Fs 0
= A g“s\/\?f 1b
o o}
SNSRI (U0 ok 24 VRN R
0 N-Y -
;_< HoN-Y - §_< 1d
Y=0o0rNH
@ = Ne— = T
‘KS N=N
K
g = ‘&NM
N=N i
o ANy
N z
Ny
N=N N*\ < -IN
_<}‘3—N/>—§ N' =
Z=H,Me, m2|g
EH2
AT
nAb @ gajzaic

(B2lnEe EEHE)
(b) N;——UDP

2|3 A Ed A2}

a=01 5 |
=93
Ho R 0
0 2a R = OH; R? = (CH,),SH
Hozg\\ o 9 fj\i" 2b R' = OH; R2 = CH,N;
R\H/NHO—I?-o—ﬁ’-O N0 2¢ R! = OH; R2 = CF,N;
o OH OH Lo 2d R" = N3; R2 = CH3
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R = CHj (SN-38) J\
£& N(CHa), (EZEIZH HN He o

N
R=H(AMDCPT)
Gly (G-AMDCPT)

R = H (OXd) A AE ZH-S
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of
Ml
o
02
Hr

I & SEM

- H|32
- hTINA- S AE 2 10 mgheg
- HWRST-¥, 10 mgikg

AlZE (2=)

g A E + SEM

24~
22+
-4 H|3|2
S <t WTINA-HI SAEZH 10 mokg
= g0 - WRET-F, 10 mgky
Ko
i3
18+
46 v v
[ & 10 18 0
AMZE (=)
ZEHH8c
" S 21|+ SEM
600+

- H[5]Z

-#~ hTINA-Cl S AH|ZF 10 mg/kg, & 82
-+~ Trodelw®, 17.5 mg/kg, biw x 4

= hRS7-3, 10 mg/kg, =t 8

AlZE (=)
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Yd HF +SEM
—— O
24 e e 8= WTINA-GI S 2E|ZH, 10 mg/kg, €t 3

T s ;)_; -+~ Trodelw®, 17.5 mg/kg, biw x4
T ~= hRS7-3, 10 mg/kg, E 8%

¢ —

-1-— ,:‘ﬁ-

|51 &

hTINA- G| A E| 7H4 mg/kg)

-~ hTINA- | §2H ZH8 mg/kg)
-#- hRS7-3 (4 mg/kg)
- hRS7-3 (8 mg/kg)
0 20 40 60 80
AT AlZE ()
=9
o MS £SEM
34-
32-
H|5| 2

be

I
i

hTINA-Cl| £ AE| 7+ (4 mg/kg)
hTINA-G| 5 AE|| 7+ (8 mg/kg)
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hRS7-3 (8 mg/kg)

HAE (g)
b d ¢

0 20 40 60 80
HT AlZH (L)
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			 QVQLVQSGAEVKKPGASVKVSCKASGFTFSSSYISWLRQAPGQRLEWIAWIYAGTGGTSYNQKFTGRVTLTVDTSASTAYMELSSLRSEDTAVYYCARHNPRYYAMDYWGQGTTVTVSS
		
	
	 
		 
			 214
			 AA
			 PAT
			 
				 
					 REGION
					 1..214
					 
						 
							 note
							 2G10-5 and 2G10-6 LC
						
					
				
				 
					 source
					 1..214
					 
						 
							 mol_type
							 protein
						
						 
							 organism
							 synthetic construct
						
					
				
			
			 DTQMTQSPSSLSASVGDRVTITCITSTDIDDDMNWYQQKPGKAPKLLISEGNTLRPGVPSRFSGSGYGTDFTFTISSLQPEDIATYYCLQSDNLPYTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
		
	
	 
		 
			 449
			 AA
			 PAT
			 
				 
					 REGION
					 1..449
					 
						 
							 note
							 2G10-5 HC
						
					
				
				 
					 source
					 1..449
					 
						 
							 mol_type
							 protein
						
						 
							 organism
							 synthetic construct
						
					
				
			
			 QVQLVQSGAEVKKPGASVKVSCKASGFTFSSSYISWLRQAPGQRLEWIAWIYAGTGGTSYNQKFTGKATLTVDTSASTAYMELSSLRSEDTAVYYCARHNPRYYAMDYWGQGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
		
	
	 
		 
			 449
			 AA
			 PAT
			 
				 
					 REGION
					 1..449
					 
						 
							 note
							 2G10-6 HC
						
					
				
				 
					 source
					 1..449
					 
						 
							 mol_type
							 protein
						
						 
							 organism
							 synthetic construct
						
					
				
			
			 QVQLVQSGAEVKKPGASVKVSCKASGFTFSSSYISWLRQAPGQRLEWIAWIYAGTGGTSYNQKFTGRVTLTVDTSASTAYMELSSLRSEDTAVYYCARHNPRYYAMDYWGQGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
		
	
	 
		 
			 111
			 AA
			 PAT
			 
				 
					 REGION
					 1..111
					 
						 
							 note
							 H7E6 VL
						
					
				
				 
					 source
					 1..111
					 
						 
							 mol_type
							 protein
						
						 
							 organism
							 synthetic construct
						
					
				
			
			 DIVMTQSPDSLAVSLGERATINCRASKSVSTSGYSYMHWYQQKPGQPPKLLIYLASNLESGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQHSRELPYTFGQGTKLEIK
		
	
	 
		 
			 119
			 AA
			 PAT
			 
				 
					 REGION
					 1..119
					 
						 
							 note
							 H7E6 VH
						
					
				
				 
					 source
					 1..119
					 
						 
							 mol_type
							 protein
						
						 
							 organism
							 synthetic construct
						
					
				
			
			 QVQLQESGPGLVKPSETLSLTCTVSGGSISSYGVHWIRQPPGKGLEWIGVIWTGGSTDYNSALMSRVTISVDTSKNQFSLKLSSVTAADTAVYYCARDGDYDRYTMDYWGQGTLVTVSS
		
	
	 
		 
			 107
			 AA
			 PAT
			 
				 
					 REGION
					 1..107
					 
						 
							 note
							 AR47A6.4.2 VL
						
					
				
				 
					 source
					 1..107
					 
						 
							 mol_type
							 protein
						
						 
							 organism
							 synthetic construct
						
					
				
			
			 DIQMTQSPSSLSASVGDRVTITCKASQDVSIAVAWYQQKPGKAPKVLIYSASYRYTGVPDRFSGSGSGTDFTFTISSLQPEDIAVYYCQQHYITPLTFGGGTKVEIK
		
	
	 
		 
			 121
			 AA
			 PAT
			 
				 
					 REGION
					 1..121
					 
						 
							 note
							 AR47A6.4.2 VH
						
					
				
				 
					 source
					 1..121
					 
						 
							 mol_type
							 protein
						
						 
							 organism
							 synthetic construct
						
					
				
			
			 QIQLVQSGHEVKKPGASVKVSCKASGYTFTNYGMNWVRQAPGQGLEWMGWINTKTGEPTYAEEFKGRFVFSLETSASTAYLQISSLKAEDTAMYFCGRGGYGSSYWYFDVWGQGTTVTVSS
		
	
	 
		 
			 113
			 AA
			 PAT
			 
				 
					 REGION
					 1..113
					 
						 
							 note
							 hAR47A6.4.2 VL
						
					
				
				 
					 source
					 1..113
					 
						 
							 mol_type
							 protein
						
						 
							 organism
							 synthetic construct
						
					
				
			
			 DIVMTQSPSSLSVSAGEKVTMTCKSSQSLLNSGNQQNYLAWYQQKPGQPPKLLIYGASTRESGVPDRFTGSGSGTDFTLTINSVQAEDLAVYYCQSDHIYPYTFGGGTKLEIK
		
	
	 
		 
			 116
			 AA
			 PAT
			 
				 
					 REGION
					 1..116
					 
						 
							 note
							 hAR47A6.4.2 VL
						
					
				
				 
					 source
					 1..116
					 
						 
							 mol_type
							 protein
						
						 
							 organism
							 synthetic construct
						
					
				
			
			 QVQLQQSGPELVRPGTSVRISCKASGYTFTIYWLGWVKQRPGHGLEWIGNIFPGSAYINYNEKFKGKATLTADTSSSTAYMQLSSLTSEDSAVYFCAREGSNSGYWGQGTTLTVSS
		
	
	 
		 
			 4
			 AA
			 PAT
			 
				 
					 REGION
					 1..4
					 
						 
							 note
							 Artificial Sequence
						
					
				
				 
					 source
					 1..4
					 
						 
							 mol_type
							 protein
						
						 
							 organism
							 synthetic construct
						
					
				
			
			 GGFG
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