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Vo] gAY AAH F e 7 E V|5t FA-oF= B E(Drug to
Antibody Ratio; DAR)<> F 1 #] 9F202] A 4= o, a4 o= of |
A ok 8, 9F 2 A] oF 8, k3 A] oF 8, ok 4 W #] oF 8, oF 5 W] A] oF 8, oF 6 W] A] oF
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A3 2] DARS 7 WA 8 4= ). B ubg o] uleh=] 3l o S ol A, By o
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7= A EHA 27stol A 7 H A Y AbskE of S5t ES A
o} o & &9, J:ﬁokn% o4 o= 7}5111"&: 5 = £l
gut’”-']of*’-—ﬂ' w3l 7 gk 719
ﬂ]O]E A= 8H4| og,_ 7hael 7hs
7hs gk ofn =, A= shA o = JhEiE 7k st ‘%"J Oﬂj\Eﬂ = *EEQ&IQE 7k
T 7Hs g Fhulvlo| E 2 A EetH o & s RE) 7ed $-dlol =8 23
st ol of] A ghE] = A& of T

ek &g o shetE-2 A o] A A Al (stereoisomer) 9] HEE 7HE 4 Q)
th A7 A ol A A A = L g 3heh = A 2 THAI AR A A o
2 & 35ES ov]star, Aol A Al (enantiomer), i Y A o] A A
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WAL A V| QA E-& 2 518 =2 Al 85)
o] 3}s1ar, 318 =8 W W (ice-

-

cold)EtOH(100mL) 2 Al Z 3lo] A &S A2 A3 4 518 E(14.3g) 2 A|&-35F



21

WO 2025/084861 PCT/KR2024/015907

[211]
[212]
[213]
[214]

[215]

[216]
[217]
[218]
[219]

[220]
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7hake] A E (102908 234 A =AM A F ek oA BF 74
Al glo] THh = AR E AT
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Al
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2 3
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L-6-HEZuIZ[d][1,3]5] % %(8.75g, 29.9mmol) 2] A el A
119mmol) ¥ 43} 2. 4(6.39g, 119mmol)S 7}k At} 64%@,4%
3tal 16,5413 ot wgkstgith Wk 3RS A2 o 7 WZka
FEAZAT A E A 18 =8 ol e oAl EH o] E(100ml)l] 3
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o] g-ollof] o} A EAF F4=E-(2.75mL, 29.2mmol) E E #] o & o} %1 (4.06mL,
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29.2mmol)& H7FeFAth HHg E3ES A 2ol A whA) nRkelith E A1 &
o 37} DCM(10ml)& A7}ttt A e N e 2 27| & Z38) o Hafar Wy
DCM(10mL) 2.2 M A &3t A A 28 712 7htstol] A A -2 34 a1

[221]
[222]
[223]

[224]

[225]
[226]

[227]

R g
LT
Hu St
i

iﬂ(4.46g)§ A}, of Mg Q) Elol] 5 A Y|

i, ' 2 A5E M AL, Na,SO oA AzA 715, 7 AN
AA (~3g)E 5T A aA 5 ZiA A1 A2 epE 199 (80g Si, &
5 0-100% & o}AE| o) ENa A ). A/ Eo] BE vl X E WY ElOAc(S-
10 mh 2B L8tk F A & §ebar F7FE Az2A A S A E QD

ATt

% 8 5.0g, 66%

SC_ACID: m/z 306.0 [M+H]*

1H NMR (400 MHz, DMSO-d6) 6 9.88 (s, 1H), 7.39 (d, J = 1.9 Hz, 1H), 7.17 (d, ] =
1.9 Hz, 1H), 6.04 (s, 2H), 1.99 (s, 3H).

1-4. 31 & 59 &4

ST A 7} A2 3-neck E ek~ ofA EY E-(40mL) T N-(7-2.2. 5
Z[d][1,3]5] & 4-5-)ob A E o} =(5.06g, 16.59mmol), - E-3-2l14H(1.69mL,
19.90mmol) ‘;‘ B ZEE(2.98 g, 21.56mmol) 2] £l 8 & 0~ 5°CE WA A &
(13.33mL)& H 3] H7tete] 71 A& LA ZA T 7| A d o] s EE
S ArE 30% 5 BYIAI AT Efo-EH X2 ¥(0.505g, 1.659mmol) ' H et
o} A H o] E(0.186g, 0.829mmol) E # 7}8} 31 EFHE-S thA] 305 < &A1
F Ar &l B 7R RES S A2 02 WA 7| A Aefol EE F3 o
ettt B 7ol A5 H,0 B EtOAc®E Al H 83t f-7] &1 & X% &tell
N o 2 RE A A o}i T =22 e GAoR AASAIZTE pH= 127} 2
| 7-2] HCL /4 5& EtOAcE %311, 318 7148 2 Al 3 8kl Na,

7+

_EL

olr

SOl A AZEA 7] 4L, o 3staL, ZES) 8ol s5ate] &= =& 5330
Z E4 8 WY BtOAc(30 mL) 2B ¥4 33 24| 2 o] w}o)] o] & =g 5t A
AEs AN AR A Fstlth Log 7t ol s Feta o] AErtED
2l 37 (80g Si, FEF 5 0 - 100% EtOAc)S 53 AASIA k. A& ¥8S 74t &t
of ‘sFato] A XA E 58T F 78 3.46g, 75%. E/Z ©1 /3 A A €]
ZIES I
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[228]
[229]
[230]
[231]

[232]

[233]
[234]

[235]
[236]

SC_ACID: m/z 264.4 [M+H]"

1-5. 3}3HE 69 &4
o 0
s “OH "““/M“QH

O J%, - /Q R

SR 08

6

B E 2}8] = 2 F FH(50mL)/=(50mL) 5 4-(6-0F A Eol] Wl 2 [d][1,3]V] & £-4-
)T E-3-214H(3.47g, 13.18mmol) 2] HEIM)E 154 &< N2 @7 A Z T} H, 8}
(&)l A 40°C2 7L 817] Aol Pd/C(2.97g, 1.397mmol)E 7 7}shal # g oS
H, 2 5% ot @7 A AT 244 7F 3 db-8 2358 A4 2 F=719] Pd/C(2.97 g,
1.397 mmol)S A7}t t) b8 358 4R 0% St B EH 6t 4 3
o 45°Col| A REA] kst leh vk &S Aeto| EE F3f o] Aatglth I A o]
HE H,0 (50 mL)E A & 313 o} 2 EtOAc(50 mL) 2 EtOAc(50 mL) 2 F7] &)
£ xlFstol] o gl o 2 RE A A 6}0“4 FAl g8 Z3HCIE pH=10] €
w7} 2] A B sl Al oAl Al A A BS A 2 7] B E 3 o] 7o) 9 F) 43
stlth =4 o Bollg =3l # & 717¢& A= A A 8L, Na,SO, =
Azxsta, o datar, & g stel Al Aste] 244 2 dS AU A= 3
Ffol ygrom g I 7 o] I E EtOAc(50 ml), g(zooml) 2 1} OH(400ml). =/
EtOAc =2 Al & MeOH = M FE o DA E ke ekl Hoteksd
o} A z S A% = gﬂ_ ],o:hq. pH= lo] =] tu],;q HCI 2 =t} Quﬂxﬂ 2=
ol FAHNeH, ol LA AWV E F 3 o o)l o) =Rt A o

EtOAc(3x200 mL) 2 F% 3 3, LCMSE & A 2o Aol A Al A = 9

e A TE 38 713 R A A SFAL, Na,SO/doll A 1247151, o
Hatar, Guj & xlFstol] A7 st vhE 2 A & 58t BE Al v
A 5 ffstal Al Ayl AR E I 40g Si, DCM % 0-10% MeOH)Z %-3
AA G A E FHE S sFato] B A A & Ak 8 2.52g, 72%.

SC_ACID: 266.2 [M+H]*

1H NMR (400 MHz, DMSO-d6) & 12.07 (s, 1H), 9.78 (s, 1H), 7.14 (d, J = 2.0 Hz,
1H), 6.80 (d, J = 2.2 Hz, 1H), 5.95 (s, 2H), 2.50 - 2.46 (m, 2H), 2.23 (t, ] = 7.4 Hz,
2H), 1.98 (s, 3H), 1.84 - 1.70 (m, 2H).

1-6. 31 & 79 &A
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[237]

[238]

[239]
[240]

[241]

[242]
[243]

[244]

N
w“ﬁ&\

6 7

TFA(433uL, 5.65mmol) 5 2] 4-(6-oFA| Eo}r] X Wl Z[d][1,3]t] & %-4-2)
EHH(150mg, 0.565mmol) 2] HE NS L 5 9ol A WZEA Tl TFAA(157uL,
1.131mmol)Z A7}t th. EF-2-2 0-5°Coll A 1A 3} 5o snubalar, A7k ]
ol uhe} of & gHo 2 M vhg EFES WY X3} 54 NaHCO, &
N(10mL)ol & 7}akar =4 &S ol & ol A E o] E(3 x 25 mL) & FE3&F3 ). 3
3 715 S sat. NaHCO; 2 9152 Na,SO, &2 AXA 7|31 o] 3}&tar gvj & A
sholl Al Aske] 1o WA A& 45319t 48+ 140mg, 100%

SC_ACID: m/z 248.2 [M+H]*

1H NMR (400 MHz, DMSO-d6) & 12.34 (s, 1H), 8.11 (s, 1H), 6.13 (s,2H), 2.80 (t, J
= 6.2 Hz, 2H), 2.66 - 2.58 (m, 2H), 2.12 (s, 3H), 2.01 - 1.91(m, 2H).

1-7. 33& 89 {4
H
. J'N”“QH J‘“\\}fwm.& ﬂ(ﬂ

C

1 ¢ il o _Mj\ N ity [N f“l‘wo Q

AL, — < .l

Q T \0«“ PN [ & M
QA?/L‘M.

i &

HEZDS| =2F T (1.2mL) T N-(6-542-6,7,8,9-H| E&} 3] = 2 Y X E[],2-d]
[1,3]6]24-5-2) oA Eo}r] = (50 mg, 0.202 mmol) 2] & EFel-g o°CE Y ZHA]
7131 ZHE tert-+5 A1 0] =(27.2mg, 0.243mmol) 2 o] Ao o} A4} (35.0ul,
0.263mmol) S A7}t A2 54 E3E-8 d8(< 5°0) Yol A 1.5A17F &<t
A HEERSI T}, o} Ml EAK(170uL, 2.94mmol), oFAl E4F F-4=5(170uL, 1.810mmol) 2
o}, t] 2 E(66.1mg, 1.01 lmmol)E ¥h-& Z 3=l H7Fat3itt. 8-S 0°Co]
A 2413 F ot wRkskiTh b E 358 ATto] E Aol A o] 3}tal DCM O 2
stk oA RS At sFste] A Y =4S At 2 A= S E
Al AY A 2nbE 1 v (4g Si, DCM % 0-4% MeOH)S 538 4 #1313 ot A4
E HES 5%319] 80-90% =52 3] A a1A|(32 mg, 52%)E 53 B A&

MPLCE A5 U] & ¢me] 452 92 5 ok,

of
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[245]
[246]

[247]
[248]
[249]

[250]

[251]
[252]

[253]
[254]
[255]

SC_ACID: m/z 305.4 [M+H]*

1H NMR (400 MHz, DMSO-d6) 8 12.10 (s, 1H), 8.21 (d, J = 8.0Hz, 1H), 8.12 (s,
1H), 6.15 (d, J = 9.3 Hz, 2H), 4.66 - 4.56 (m, 1H), 2.93(dd, J = 8.9, 4.0 Hz, 2H), 2.14
(s, 3H), 2.13 - 1.93 (m, 2H), 1.91 (s, 3H).

1-8. 31 g-E 99 &A

N,N'-(6-24-6,7,8,9-H E &} 8] = 21U} Z E[1,2-d][1,3]V] £ 4-5,7-H] &)t o} A E
o}H] = (244 mg, 0.802 mmol) & °ll ¥t=/%& (5/1) T 2M 9 4H4.69 mL, 9.38 mmol)
of AN ATE EFES 41 B 55°CE 7L 3T =4 E3E-S 0-5°CE
1@71}\] T}, HPo}Uﬂi Egd O}ﬂ(léhnL 10.04mmol)& 4 7}3} 1t} 1t}

a1 2 A=A RS 57 DCM Aol el
ES ] T&DCMLe = 18] FFa3lth 3 f715<
Na,SO, % A28kl 5 F8to] A& 24 A (178 mg, 73%)2A 86% w52

SC_ACID: m/z 263.0 [M+H]"

1H NMR (400 MHz, DMSO) 6 8.04 (d, ] =8.0 Hz, 1H), 6.20 (s, 1H), 5.94 (d, J =
6.0 Hz, 2H), 4.48 - 4.41 (m, 1H), 3.08 (s, 2H), 2.88 - 2.69(m, 2H), 2.15 - 2.03 (m, 1H),
1.88 (s, 3H), 1.86 - 1.75 (m, 1H).

1-9. 31 & 109 A

H 7
N0 2 o
L PN T al |
Dy * ! | 15 L FR— 0O- L‘“\h”u
AL IR S
O, o { bH 0NN
©
HO™: %
RN

[2nd

10
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[256]

[257]
[258]
[259]

[260]
[261]

[262]
[263]
[264]

[265]

[266]
[267]
[268]

[269]

(4S)-4-01 &1-7,8-1] 3] = 2-4-3] =5 A]-1H-¥] 2} = [3,4-f]¢1 & 2] 7-3,6,10(4H)- E
2] (146 mg, 0.555 mmol) & N- (5-0}7] 1-6-54:-6,7,8,9-H| E&} 3| =2 YT &
[1,2-d][1,3]E] % £-7-) o} Al Eo}r] =(112 mg, 0.427 mmol)E 7 2 & F<(4.5ml).
PPTS(21mg, 0.085mmol)E A 7}ataL ¥h-2 Z 35S 115°Co| A 4041 7 FF wyt
=

i3 23S A2 o2 WA ZT ¥ & 2mL DCM S = 3| A5l a1 o] 7}
St A JAH= =(210 mg) S At

ZAAES A AgntE 19 (12 Si, DCM 3 0-7% v ¥H-2) 2 A A5t A

AEA45 mg, 21%)E 2 A 2 535151

LCMS w412 270 o] -l A o] A A A & Kol =3t}

SC_ACID: m/z 490.2 [M+H]*

1H NMR (400 MHz, DMSO-d6) 6 8.47 (t,J = 9.3 Hz, 1H), 7.42 (s, 1H), 7.24 (s,
1H), 6.49 (s, 1H), 6.29 (d, J = 5.2 Hz, 2H), 5.57 - 5.49 (m, 1H), 5.41 (s, 2H), 5.23 -
5.07 (m, 2H), 3.09 - 3.00 (m, 2H), 2.11 - 2.01 (m, 2H), 1.91 (s, 3H), 1.89 - 1.79 (m,
2H), 0.87 (t, ] = 7.1 Hz, 3H).

1-10. PBX-7011 2 PBX-7012¢] ¥4

e

o

ik Hi
| /w\],,wu ] {‘l‘;;m : 2
i 9 e gy sK ,./,_
gy L"\m o 5 0
m:»’}“ 3 "‘JW O
."“k B RN T
10 PBX-T011 PBE-TO12

N-((10S)-10-°11 &-10-3] =5 A]-11,14-U] % 4-2,3,10,11,14,16-FN A} 3| =2
IH,13H- M Z[de][1,3]H] & 2 [4,5-g] 9] 2} 2 [3',4:6,7] 1 & 2] A [ 1,2- b]—ﬂ wH-1-
ehyol A Eoln] =(73.5mg, 0.150mmol)E 1.0mL 6N HCl1ol] 83| A| 7] 31, 90°Cel 4] 8
AlZE E ot oo A Aol A WA =5 kst it vhg E32-8 7S Stell w5
31 AHA) H-3 8 MPLCE %3 2§J 2 3 (Luna2-30)3t o] A ﬂ“ﬂ} el
_Er?ﬂj x]] o] A) A ;q] = ﬂ o O}L =N _' £ 3N HCl 5u1— o 7 /\}/\4 g}o} Zj}_{g}oq
AN ES FA aA = 535

Ist eluting isomer: PBX-7011, 23 mg, 34% yield

U_AN_ACID: m/z 448.4 [M+H]"

1H NMR (400 MHz, DMSO-d6) 6 8.54 (s, 3H), 7.50 (s, 1H), 7.27 (s, 1H), 6.52 (s,
1H), 6.34 (d, J = 13.3 Hz, 2H), 5.77 (d, J = 19.3 Hz, 1H), 5.44(s, 2H), 5.37 (d, 1 = 19.3
Hz, 1H), 5.05 (s, 1H), 3.19 - 3.02 (m, 2H), 2.46(s, 1H), 2.20 - 2.03 (m, 1H), 1.94 - 1.81
(m, 2H), 0.88 (t, ] = 7.3 Hz, 3H).
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[270] 2nd eluting isomer: PBX-7012, 28 mg, 41% yield

[271] U_AN_ACID: m/z 448.2 [M+H]*

[272]  1H NMR (400 MHz, DMSO-d6) & 8.57 (d, J = 4.7 Hz, 3H), 7.51 (s, 1H), 7.27 (s,
1H), 6.52 (s, 1H), 6.34 (d, J = 12.2 Hz, 2H), 5.76 (d, J = 19.4 Hz, 1H), 5.44 (s, 2H),
5.37 (d, J=19.4 Hz, 1H), 5.08 (s, 1H), 3.16 - 2.98(m, 2H), 2.46 (s, 1H), 2.18 - 2.06
(m, 1H), 1.94 - 1.80 (m, 2H), 0.87 (t, J = 7.3 Hz, 3H).

[273]

[274] Az 2: 3182 4 =& 3182 59 @Y AT EHA FEAH(PBX-7014 E
PBX-7015)2] A

[275] < A A= Exatecan-3to] H 2] = 313HE(PBX-7011 % PBX-7012)¢] F 7§ 2] &
2l FEAA oY A A =7 E Al #}ske] 3132 PBX-7014 2 PBX-70159] ¥4
& A9

t}.
[276] O
o T
m,llv,e:m rNoon Qﬁ/ “OH
" o e NH
EDC, 3N, DMF [ fﬁ‘j
SO
< AN
O F T,
50% —
PBX-7011 PBX-7014
0
 LSE
o O O ¥ o
o~ MNH o . WNH
Lﬁiﬂ EDC, EtsN, DMF (=
PP S, 0 PSSy, 9
S 8s. LI
o R \Nf \‘ ) o S 7 4 .
L L 309 W b A
“Q;s;v o (9 O
HO™: 4, HO™ “‘%
PBX-7012 PBX.T015
[277]

[278]  2-1: PBX-70149] &4
[279]
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[280]
[281]

[282]

[283]
[284]

[285]
[286]
[287]

PBX-TO11 PBX-T014

thg dxabol whah A stE FElFAke] A% &S Az

28] F4H17mg, 0.224mmol)S NN-t] W & £ Zolu] = mLe] &l A] 7t}
HOSu(25.7mg, 0.223mmol) & EDC(42.8mg, 0.223mmol) = A 7}&t At} wh-&- &3t
Eg Ao A 1A 7F Fot ksl o,

o]o] A, NN-t] W &l ¥ Zo}lu] =(2.5mL) % (18,108)-1-0}1] =-10-0] E1-10-3]
=2 A]-1,2,3,10,13,16- 3 A3 = 2 -11H, 14H- ¥ Z[de][1,3] V] %% 2 [4,5-g] 5] &} =
(346,712 5 2] A ==[1,2-b]F] = #-11,14-T] & (40 mg, 0.089 mmol) L E 2] o] & o}
71(0.025ml, 0.179mmol)2] & EFN o) 0.4mLe] 43t 4 N8 HIFski. &
FES Aol A 3*17& FQF wHkESITh A 2 Al 2 E 244 gk 4§ 0.05mL
£ 3 7};}0%} 0101*1 S =S A2 A F7EE 2AIZE FF ksl

At 2 APAES A A2 EIHI(EZZEE
t}. o] 4 & PBX- 7014 AdE R AT sl =E
A 328 MPLC(Luna5- 40)01] 91

jf; Ll :@“/}H -Lxﬂ S AdA}

or

=z=

= 0-8% wﬂ %)i A xﬂ sttt o] A

ot A A & ATkt A E
8 F7FE GAste]l A= 8o F411
20mg, 50%

U_AN_ACID: m/z 506.2 [M+H]*

1H NMR (400 MHz, DMSO-d6) & 8.40 (d, J = 8.9 Hz, 1H), 7.40 (s, 1H), 7.23 (s,
1H), 6.49 (s, 1H), 6.28 (d, ] = 4.6 Hz, 2H), 5.61 - 5.45 (m, 2H), 5.45 - 5.35 (m, 2H),
5.19 - 5.06 (m, 2H), 3.95 (s, 2H), 3.13 - 2.96 (m, 2H), 2.21 - 2.02 (m, 2H), 1.94 - 1.77
(m, 2H), 0.87 (t, J = 7.3 Hz, 3H).

PN nﬂo

2-2: PBX-7015¢] &4
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[288]
[289]

[290]

[291]
[292]

[293]
[294]

[295]

[296]

PBX-T012 PBX-7018

th Ao wpel A5t 4] A5 & AS Azt

= 2] =2H(17.00mg, 0.223mmol)& N,N-T] ¥ & £ F-o} 1| = [mLe]] &3 Al Z t},
HOSu(25.7mg, 0.223mmol) @ EDC(42.8mg, 0.223mmol) S 3 7}&F3i v}, vh-& 23t
& A2 A 1A1ZE ot ksl

o]o] A, N,N-t] W &l 3 F-o} ] =(2.5mL) % (1R,108)-1-0}] 1=-10-°] & -10-3]
T E22]-1,2,3,10,13,16-F A8 = 2-11H, 14H-W Z[de][1,3]V] =& 2[4,5-g]¥] & =
[3',4:6,71%0 &= 2] A =[1,2-b]# =¥ -11,14-T] 2 (25 mg, 0.056 mmol) F E 2] & o}
11 (0.016ml, 0.112mmol)2] & & hof] 0.25 mLe] &3} AF & N8 H715H3d o)
SFES Ao vl kst Ath A 2 Al 2 248k 4 89 0.03mLE
7hst ATt o] oy A, vb-E 3 E S A 2ol A 2A]ZF E o wnks Qi T B S5
S ol o A2 A<} Astal S A=A A 2 AL ES A AEnE
g v 2 A st o] A2 PBX-7015 A & 2 i HAlo|n =& g {5k
g A4 E AFst el A4 ES A 13 8 MPLC(Luna5-40)= 4 A 3131t}
A= 8 TAA2ANA WL A 1A & 531300 8 15mg, 38%

U_AN_ACID: 506.2 [M+H]"

1H NMR (400 MHz, DMSO) & 8.44 (d, J = 9.0 Hz, 1H), 7.41 (s, 1H), 7.24 (s, 1H),
6.48 (s, 1H), 6.29 (d, J = 2.3 Hz, 2H), 5.61 - 5.44 (m, 2H), 5.44 - 5.36 (m, 2H), 5.20 -
5.07 (m, 2H), 3.96 (s, 2H), 3.10 - 2.96 (m, 2H), 2.20 - 2.06 (m, 2H), 1.95 - 1.79 (m, J =
7.3 Hz, 2H), 0.87 (t, J = 7.3 Hz, 3H).

Azd 3: 313t 62 4 AT EHA FEZA(PBX-7016)9 A4 =+ 318
2] 79 43 ZFZEHA FEA(PBX-7017)2] &4

B 2 A] o) 3= Exatecan-3Fo] B 2] = 3}3HE(PBX-7011) 28] A 2tato] 313 &
PBX-70169] ¥4)-& A gt}
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“OH

0 ‘m_‘f»ﬂm
Ry '
HOS OH %7' N
O

EDC, Et;N, DMF

" e o}
<] R T
° N ’“B%A\ 52% °
HO™? “‘(%

PBX-T011 PBX-TU6

[297]  243}¥ D-FELY A% & NE o5 dafd] whef A2 Ao

298]  D-ZFEAH22 mg, 0.244 mmol)S N N-U W €] F Zolu] = |mLof| &8 A AT}
HOSu(27 mg, 0.235 mmol) & EDC(38.6 mg, 0.201 mmol)= & 7}&td v}, wh-& 23t
& Aol A 2413 FRt ket gl

[299] o]o] A NN-tl W &l & Zo}u] =(2.5ml) % (18,108)-1-0}1] +=-10-0l &l-10-3] =
22]-1,2,3,10,13,16- A} 8] = 2 -11H, 14H- ¥ Z [de][1,3] 0] =4 2 [4,5-g] 9] &} ==
[3,4:6,7]12) & 2] X =[1,2-b]F] = #-11,14-1] & (36 mg, 0.080 mmol) L E 2] o] & o}
©1(0.022 ml, 0.161 mmol)2] &) 0.3 mLe] &4 3l 42 N & H7) slgict =
S-S A Lo A A7t Fot wukE T Al H A &N 0.05mLE &7}t
AT} o]0} A, HbE Z3FE-S Aol A KA alEkeRGITE BEg 3 ES AN W
#-& MPLC(Lunal0-50)= #5 AAleto WA= 99 54
AAE A}

[300] T8 22mg, 52%

[301] U_AN_ACID: m/z 520.2 [M+H]*

[302] 1H NMR (400 MHz, DMSO) & 8.43 (d, ] =9.1 Hz, 1H), 7.41 (s, 1H), 7.23 (s, 1H),
6.50 (s, 1H), 6.29 (d, J = 2.1 Hz, 2H), 5.62 - 5.58 (m, 1H), 5.58 - 5.51 (m, 1H), 5.41 (s,
2H), 5.21 - 5.01 (m, 2H), 4.17 - 4.07 (m, 1H), 3.14 - 2.95 (m, 2H), 2.19 - 2.04 (m, 2H),
1.92 - 1.78 (m, 2H), 1.39 (d, ] = 6.8 Hz, 3H), 0.87 (1, J = 7.3 Hz, 3H).

[303] A 43k ulo} o], 3}sh4] 6] PBX-7016% 3}8h2] 22] PBX-7011 2 72€ g4 7

st g, FAs b o 2 318k 72] PBX-7017-2 3}8H24] 32] PBX-7012% F-E

A 7hs st

AL
BN
o
=
O
i
.

oo 01r

[304]
[305] Az 4: 3134 82 4P FZEH A A (PBX-7018)¢] &4
[306]
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j CF,

FS i K

" TOH Ha T;,O

o NH =H RN
OI/L\ S:LI’”“ o HATU, DIPZA, DWF . ow’[:: Jz

L M=%
OTITINTTR O
e O 49%
‘\,\. [#]
PBX-7011 PEX-7078

[307]

[308]

[309]

[310]
[311]
[312]

[313]
[314]
[315]

(8)-3,3,3-E8] & F L &2-2-8Fo] =5 A] 3 & 9} = 4H(11.59 mg, 0.080 mmol)2 N,N-
U E X Eol| =2 ml))°ll 83322 HATU(Hexafluorophosphate  Azabenzotriaz
ole Tetramethyl Uronium)(30.6 mg, 0.080 mmol)E 3 7} 3} 31t}

ELS 3% Fok ke 3 pBX-70118 B H (1S,108)-1-0}H] =-10-0 E.-
10-3F0] = 514]-1,2,3,10,13,16- 3 A} &Fo] = 2-11H,14H-"1 Z[de][1,3]1] &&=
[4,5-g]3] &} =[3',4:6,7] &= 2] X '=[1,2-b]F & ¢ -11,14-T] 2 (30 mg, 0.067 mmol)
2 DIPEA(N,N-Diisopropylethylamine) (0.047 ml, 0.268 mmol)E 3 7}3} 3L ¥k-&-
ZFES A2AA 15A1ZE Fet akast it whg £3= -2 4 preparative
MPLC(Lunal0-50)% A5 AAstal A& W& &S 54 71xsto] 3y 514
2 =S AU (58 19 mg, 49%)

4F7] PBX-7011-& PCT/KR2023/009854 % 5ol 7] A @ W
AA R o] of] §Hg ¥ = 3 -& o}t

Ay

oft

of ¢

A= A~
=59 5

T

U_AN_ACID: m/z 574.2 [M+H]"

'H NMR (400 MHz, DMSO-d6) & 8.95 (d, J = 8.6 Hz, 1H), 7.42 (s, 1H), 7.24 (s,
1H), 7.18 (d, J = 6.2 Hz, 1H), 6.48 (s, 1H), 6.29 (d, J=7.1 Hz, 2H), 5.61 - 5.52 (m,
1H), 5.46 - 5.35 (m, 2H), 5.21 (d, /= 19.2 Hz, 1H), 5.06 (d, /= 19.2 Hz, 1H), 4.66 -
4.55 (m, 1H), 3.08 - 2.97 (m, 2H), 2.18 - 2.03 (m, 2H), 1.93 - 1.77 (m, 2H), 0.87 (t, J =
7.3 Hz, 3H).

Azd 5: 53H4 99 84 F T EHA FEAH(PBX-7020)9] T4

o ! :?O -
PROSES o
&u > ;j.?/ OH HO w2
- LBH
EDC, BN, DiF l/:s;]
. Bzl : J)O\ fs/ -:\Tl,f Q:3|"/‘1 0

Y it . . .
i e K
[ QT N

b

8%

PEX-70U PEX-TI26
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[316]

[317]

[318]
[319]
[320]

[321]
[322]
[323]

[324]

[325]
[326]
[327]
[328]

(R)-2-3}F 0] =& A] 2 E] 241(20.9 mg, 0.201 mmol)S ImL DMFo|| &3] A] 7 ¢},
HOSu(23 1 mg, 0.201 mmol) L EDC(38.6 mg, 0.201 mmol)E % 7} ska Hk-S
=& A2 A 247 FF ankskgi T

13 o 0.3 mLe] 24141 8918 PBX-7011 (30 mg, 0. 067 mmol) & E & of
gl o}l (0.019 ml, 0.134 mmol)2 NN- t]#| &l ¥ & o}u]= (2 ml)ol] E3hA 71 &
gollo] H7betqitt. 3= A 2ol 4] 23 AIgE ot wwk ST} vhg Z 35
2 AN E F89 54 71z 3 WA A4 & A &5F= 2] preparative MPLC
(Lunal0-50)°ll o] 3l 215 g A skt (78 25 mg, 69%)

U_AN_ACID: m/z 534.2 [M+H]*

'"H NMR (400 MHz, DMSO) & 8.39 (d, J = 8.9 Hz, 1H), 7.41 (s, 1H), 7.23 (s, 1H),
6.48 (s, 1H), 6.29 (d, J = 3.6 Hz, 2H), 5.57 - 5.50 (m, 1H), 5.48 - 5.44 (m, 1H), 5.41 (s,
2H), 5.13 (s, 2H), 3.92 - 3.86 (m, 1H), 3.06 - 3.00 (m, 2H), 2.15 - 2.05 (m, 2H), 1.92 -

1.74 (m, 3H), 1.71 - 1.62 (m, 1H), 0.93 (t, J = 7.4 Hz, 3H), 0.87 (t, ] = 7.3 Hz, 3H).

A Zd 6: 3314 109 B4 Y FZEH A § 5 (PBX-7022)2] T4

~

W

s

[

= ’ DIPEA, DOM

PEX~TIH PBX-T022
Y& 2 2w gh(712)(1 mL)°ll PBX-7011 (30 mg, 0. 067 mmol) 2 DIPEA(0.047

mL, 0.268 mmol)S @& AT NS 0°CE Y238} 0.1 mLe] DCMe] o} =1 H &
A FZefol= goM(5.44 ul, 0.067 mmol) S A Hrlstqith vhg £ ES
0°Coll A :HkEFaL 305 3, 0. 15 ﬂaksﬂ 3} ol Y R o] =E DCM O] A& gl
o A7 sl & 241 7F SOk wukel & ke SRS 7ok =39}, 2
=& DMSOo°l §-3llstar };} d preparative MPLC(Reprosil10-50 %'H)E F 3l %
AstRd ot A E FEES Tt &2 2lxeto] ©@3 o] 208 A4 &

1o

['13 O_u

ATt (F7F: 22mg, 65%)
U _AN_ACID: m/z 502.2 [M+H]"

'H NMR (400 MHz, DMSO-d6) & 8.71 (d, J = 8.8 Hz, 1H), 7.43 (s, 1H), 7.23 (s,
1H), 6.49 (s, 1H), 6.30 (d, J =4.2 Hz, 2H), 6.28 - 6.21 (m, 2H), 5.69 (dd, J = 8.5, 3.7
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Hz, 1H), 5.65 - 5.58 (m, 1H), 5.40 (s, 2H), 5.25 - 5.12 (m, 1H), 5.12 - 4.99 (m, 1H),
3.10 - 3.02 (m, 2H), 2.16 - 2.06 (m, 2H), 1.92 - 1.78 (m, 2H), 0.86 (t, /= 7.3 Hz, 3H).

[329]
[330] AZd 7: 38t 119 A4 Y ZZEHA FZH(PBX-7024)2] §A
[331] Y —
- 4\"15’
H3 =N T
1? \GE-' _;‘ e
r ,
HO%, 800,
DEPEL
fHE5
FEX-7Fa11 AR TETE
[332]

[333]  PBX-7011 33-Eol (28)-2- A1 FEZ & H-2-5to]| ZEA| o} A EANS AFA| A
PBX-7024& % 8= A x50t}
[334]  (2S)2-AlFRZ 2 H ) 3to] EE Ao} A EAL (26 mg, 0.244 mmol)S N,N-T]
w el ¥ Folu| = | mLel &3 Al ZTF HOSu(26 mg, 0.226 mmol) "2 EDC(42 mg,
0.219 mmol)E H7FF3th H-g E3E-& A 20 A 243t F-oF aksl Qi T}, o]
o] 4, N,N-t] W] & £ 5-0}1] =(2.5 ml) Z (18,108)-1-0}1] %=-10-0 € -10-3] =5 A] -
1,2,3,10,13,16- &) A} 8] = 2 -11H,14H- W Z[de][ 1,3] U] =< 5 [4,5-g] Y] 2} = [3",4"6,
7191 = 2] %] 3=[1,2-b]F &2 -11,14-1] 2 (40 mg, 0.089 mmol) 2 DIPEA(0.047 ml,
0.268 mmol)2] &<Mo]l 0.6 mL2] S 3} AF 898 Hulslgl E3ES A2

of| A WA L wkEtl ) Hk-e E3H 2S5 AFA] H-# -2 MPLC(Lunal0-50)& 23 A
Aol A E R0 TAAZ T e 3 a4 E A

[335] 5132 mg, 65%

[336] U_AN_ACID: m/z 520.2 [M+H]*

[337] 1H NMR (400 MHz, DMSO-d6) 6 8.33 (d, J = 8.7 Hz, 1H), 7.39 (s, 1H), 7.23 (s,
1H), 6.48 (s, 1H), 6.28 (d, J = 4.9 Hz, 2H), 5.50 (q, J = 6.7 Hz, 1H), 5.40 (s, 3H), 5.23
-5.06 (m, 2H), 3.62 (d, J = 6.3 Hz, 1H), 3.03 (q, ] = 6.2 Hz, 2H), 2.21 - 2.02 (m, 2H),
1.92 - 1.79 (m, 2H), 1.18 - 1.08 (m, 1H), 0.87 (t, ] = 7.3 Hz, 3H), 0.47 - 0.30 (m, 4H).

[338]

[339]  Alxd 8: Y A-7 o] 2= (me-GGFG-PBX-7016) 33 & 9] 34

[340]
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HATU, DIPEA, DMF

rt, 30 min

[341] PBX-7011 (410 mg, 754 umol)@} mc-ggfg7-%5 7FA+= (2R,108)-10-#12 -23-
(2,5-U 5 A-2,5-U 8Fo] = 2-1H-9] &-1-)-2-7 €1-6,9,12,15,18-H E}- A4-3-

% A}-5,8,11,14,17-F EFo} 2L E 2] T A} -] 4H(2R,108)-10-benzyl-23-(2,5-dioxo-
2,5-dihydro-1H-pyrrol-1-yl)-2-methyl-6,9,12,15,18-penta-oxo0-3-oxa-5,8,11,14,17-
pentaazatricosanoic acid)(466 mg, 739 umol)& N,N-U] #| & 32 F-o} 7] = 10 mL
o] 83l A] # t}. DIPEA (439 mg, 3.39 mmol)¥} HATU (430 mg, 1.13 mmol)E- ©]
oA A G AIZ] F 2ol A] 30 F wHbERQl T, o] B 3 e A W H E
MPLC(Lunal0-50) 4 A1 & 33] 118 at3lar, 54 x5 %8 me-GGFG-PBX-
7016 3}3HES B gk A 2 58kl

[342] 45 :510 mg, 63%

[343] U_AN_ACID: m/z 1060.02 [M+H]"

[344] 1H NMR (400 MHz, DMSO-d6) 6 8.62 (t, J = 6.6 Hz, 1H), 8.50 (d, J = 9.1 Hz, 1H),
8.29 (1, ] = 5.9 Hz, 1H), 8.13 - 7.96 (m, 3H), 7.39 (s, 1H), 7.27 - 7.12 (m, 6H), 6.99 (s,
2H), 6.48 (s, 1H), 6.26 (d, ] = 6.0 Hz, 2H), 5.61 - 5.51 (m, 1H), 5.45 - 5.33 (m, 2H),
5.20 - 4.99 (m, 2H), 4.72 - 4.63 (m, 1H), 4.57 - 4.41 (m, 2H), 4.11 (q, J = 6.7 Hz, 1H),
3.78 - 3.53 (m, 6H), 3.40 - 3.34 (m, 2H), 3.16 - 2.95 (m, 3H), 2.74 (dd, J = 13.8,9.5
Hz, 1H), 2.17 - 2.03 (m, 4H), 1.91 - 1.78 (m, 2H), 1.52 - 1.35 (m, 7H), 1.25 - 1.12 (m,
2H), 0.87 (t, ] = 7.3 Hz, 3H).

[345]

[346] A A 4 31814 19] 33E(PBX H o] 22)S ¥33lE -TF ADC

[347] FA-FE HFAADC)S A=

[348] A7) Azdol A AzE PBX Flo] 2 =2 ¥3}8H= &-TF ADCE A28t}
(F D).
[349]  [3%1]
No. do|2= 71 A

A4 1 PBX-7011 me-GGFG 3LTF &} A
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[350]

[351]

[352]

[353]
[354]
[355]
[356]

[357]

A Al 2 PBX-7014 (Tisotumab, a
A e 3 PBX-7016 nti-TF mAb)
Al 4 PBX-7018
A 5 PBX-7020
Al 6 PBX-7022
ALl 7 PBX-7024

=

PBX ¥ o] =5 ¥ $}3} 31 enzymatically cleavable linker system$?! GGFGE =%
g gA-sel2EE FASAT A A em, Y] FA-volrEe] EAT 2
mc-GGFG-PBX #l o] 2 25 7FA M, 7] 3= 51814 139] 25 28 A& AL
AT A7) A E del RS WhEAIA WA HA-Heol2E HEAE Bt
ATt A& Eof, Al 30 E9H¥ = "ol = 4] Al x| 8ol 71 A E
WO g ekl

o} 7}, 8-TF 3§} A 2 4], Tisotumab(Medchemexpress) X} 717 7] o] 4 &} o
ADCE FA438tlth 7] ADCE= th&3t &2 Wi o 2 Azl =rld
Tisotumab-> NAP-5 column(Cytiva), H+= PD-10 desalting column(Cytiva)< ©]-§
3] Reaction buffer (150mM NaCl, 50mM Histidine pH 6.0) = buffer exchange 5
50 mM TCEP(Tris(2-carboxyethyl)phosphine hydrochloride)(Merck) 30 & &2 &4
of] 25°C 2A1ZF A g ste] &4 €] disulfide 2 F-E ¥F-g-ofl H 2 3 thiol A2] & THE
ALt

0] % NAP-5 column 5=+ PD-10 desalting columng- ©]-&3}¢] o] #-¢] TCEP-E A
713} 3L Reduction buffer (25 mM Histidine, pH 6.0) 0. & W &3St} 7] Al z=9 5
mM HA-#H o] 2= 313 12 D33 reduction F Tisotumab-a- 4°Col| A 1A] 7+ v
Skl AFA ol whg-& skt 71 A3}, 3-TF & A (anti-TF mAb)©ll %
A-do] 2= 3}§HE o] A3+ Tisotumab-PBX-7016 (anti-TF-PBX-7016) ADC7}
Az ¥ At

FA-%FE HFAADC)S B 7}

Atol = wl| Al A &2 v} E 18 3] (Size Exclusion Chromatography, SEC)E ©] 83} <]
2 Al 4] 32] ADC monomer -5 % 1] YEFY AT} (2x PBS, 1 mg/ml, 280 nm)

LC-MSE 53 A% (Da) - B4 9] ¥4 22 DARS 3 7h3ke] 3% 20l LhERASA
t}. SEC 4k >98%°] At}

2]
2 Al o 3 Mass (Da) Area H & DAR
%K DO 23375.5 51097.7 7.1 0.9 7.9
(Light DI 244354 | 669995.8 92.9
Chain)
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D2 - - 0.0
=3 DO 50277.1 - 0.0 3.0
(Heavy D1 51337.1 ; 0.0
Chain)
D2 52397.1 - 0.0
D3 53457.1 270006.1 100.0

[358]
[359]

[360]

[361]

[362]
[363]

[364]
[365]
[366]
[367]

1] 2 o; Isotype ADC 2 H o] 2=7} t} 2 3-TF ADC9] A=

PBX-7016% #|o| 2 E = 3lo], 8-l &F A} A 3 A (Navivumab, P23) R &-
SARS-CoV-2 @A (Regdanvimab, P59)7} Z+7; 715 Al o] A ¥l ADCE 7] A A ]l
of 71A1H W o2 A 2313t} P23} P59 & Aol o] $ Isotype control 2 A}
8= o}, 3, Tivdak™-Z Jupiter Research Service LLCO A -1-¢] 8l o] AF-8-3}51
=3

whA 2o 82 MMAE(Monomethyl auristatin E)E ¥ o] &2 =& &} 3-Q1&F<l
A} A @A (Navivumab, P23)7F 1= Al o] A8 ADCE 7471 A Al ellell 7 i
o= Azstleh 371 F-AEFAAL A FA(P23)= A AWM T 119] ofn| =2k A
Ao zt= 2 2@ HLHT 129 ofn| Al H LS zh= A S E3Hs= 314 o
=3

MMAE= o] 2 =9} ¥ 7]-3| o] 2 = (MC-ve-PAB-MMAE) & B =
MedChemExpress©ll 4 %] 3Fo] AF8-3} %1t} PBX-70162 #H o] 2 == 3F= ADC
= WA 2 me-GGFGE AF8-3Fo] ¥ 71-7) o] 2 = (me-GGFG-PBX-7016) & B] & A}
g3kt

471 7+ ADCe] T 8 SEC, DAR b 3171 3 3¢l 71 A1/ up &} 2o},

[3£3]

ADC SEC DAR
1 P23-PBX-7016 >98% 8
2 P59-PBX-7016 >98% 8
3 Tivdak (Tisotumab-MMAE) >98% 4
4 P23-MMAE >98% 4

A g q 1: PBX ¥ o] = &-TF ADCY] cell viability assay

Ao 1-1. 23 AAKTF) 2 A XF AE

FAEEA 7 E o] g3t 27 QAT E Wl 3l A 255 A3l

AR 3 A £ 521 T4TD(F- 4 Al £55), MCE-7(F-H9Het Al £55), HPAF-1I(3] &
oF A 3£ 55), KYSE-520(2) 5= oF Al £5%), Caski(AFg 459k Al E5) 2 A431(H)
b Al EFyolt) Al #Hg GASFE 314 Q1 PE-mAb (12-1429-42) 2 APC-mAb
(365205)< ol-&3te] A Ajts B KA S Al A% 2 7R,

Tisotumab & AF647-F(ab)2 anti-human IgG-F(ab)2 (109-606-006) 2 Tivdak™
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[368]

[369]

[370]
[371]
[372]

[373]

(Lot:196169) & AF647-F(ab)2 anti-human IgG-F(ab)2 (109-606-006)2 ©] &3] &
A A H FAERA S A A vh 3 2.

HPAF-I(F 4 Al £57), KYSE-520(2] % 9F Al 3£5%), Caski(A}& 7429 A &

40l 714 w}s} 2

[3£4]
AN 3 F Z3 MFI Stainin | Expression
(&%) no staining| A=A g Index
mADb
T47D 1 (Breast) 45 ') 2 Negativ
eor(+)
MCF-7 - (Breast) 53 515 10 Negativ
eor(+)
KYSE-520 2% (Es 64 56,067 876 +++
ophagus)
Caski g 73+ 49 29,318 598 b
(Cervix)
HPAF-II | 7|74 (Pancreas) 76 33,610 442 4+
A431 3] 5 (Skin) 78 21,016 269 +++

A g of 1-2. Cell viability assay
27| A A4 3, Bl Lo o)l A A £ ADC, PBX-7016 ¥ o] 2= 3}3+&E 2 MMAE
Hol2 = 3FES o]-&5te] Ao [-10] 4] AE 3 M 0 th 8 in-vitro cell
viability assay & 35} 31 T}

T4 A 0.2, 96-well plateol] welld 471 3£ 30 7] Al ¥ Al £ 1000~300071 =
9}F (seeding) kL &1 F(37°C, 5% CO,)3F3I T} 24 A1 {F 3, 971 -5 5-(1000nM
¥ 1/4% serial dilution)@] #| o] 2= 3}3E = ADC 9FE 100ulE A E ol A
2latQiet. o) w), o} A 2l dhA] @2 R (FE FE 0% 1S3k ol F
6 ot g2 %(37°C, 5% CO,) A1 71 F, wellll CellTiter-Glo reagent(CellTiter-
Glo® Luminescent Cell Viability Assay kit (Promega, G7571)& AF&)E 100ul®] 5=
7hek & gholsig &) AT 1035 G2 g RTF B3-S A8 &
EE7H0 el 953 ghE 100% % = ), 50%2] 94 als HEhl = s R E 10,
e R skl
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[374]

[375]

[376]

[377]

[378]
[379]
[380]
[381]
[382]

[383]

1 A3}, A A o] 32] ADC (Tisotumab-PBX-7016)7} -3k A 3 ) Al '5S 714
31 9 -& Felskolth 2 ADCell B &k A A Q1 ICs, (91 nM)-S 3H7] 3 50
LHER BEek TR 4 A 9 Hx).

[3£5]
MEF | PBX- | MMAE | P23-PB | P59-PB | Tisotumab | Tivdak
7016 X-7016 | X-7016 | -PBX-7016
(Isotyp (Isotyp | (AAI4 3)
eADC) | eADC)
T47D | 046 | 0.16 55.2 57.3 84 137
MCF-7 | 602 | 082 256 294 357 442
KYS | 206 | 0.2 115 104 <0015 | <0015
E-520
Caski | 075 | 0.034 69.5 68.5 <0015 | <0015
HPAF-II| 287 | 0045 251 165 0.018 <0.015
A431 | 194 | 0.032 715 126.5 0.065 <0015
TAA R, 22 JIAKTE)7F v & = el H = a1 E Al 3591 HPAF-TI(F]
b Al EF), KYSE-520(2] 529 Al 250, Caskl(X] E—?; A E7) 2 A431(3)

Fok Al )0l A A Al o] 39] ADC7}PBX-7016 3}3% A4 B+ Isotype ADC
(P23-PBX-7016, P59-PBX-7016)°l] B3| A 9-54=3F IC,, kS 2E= o] &9
t} ulebA], PBX-7016S ADCE 723lS w] 23] QI 2H(TF)E vl w5t
A M EFo) el SolH o= -3k AA| aHE vt 5 Aok 1S g9
AT}, ', A A o] 38] ADCEE Tivdak™ol] B 2 3F= ICs, 453 2H= A o] # )
o2, 324 MEF gk A 2t 78-S glsksith

o= M, &}t 18] ZEH F 54 3t S dlo|2 =2 oy x4 ¢
(TE)oll th&ll o] 4 <l .18k ] Tisotumab-PBX-7016 ADC= % 2] ¢12HTF)7}
“Lfﬂﬂ~xﬂﬁiﬁ el -3k A BN E el o] & A= = o E ' AL

Fl:l

Ol'

],

Ao 2: invive FFEF E2FH7L D)

A g o 2-1. KYSES20 Q13+ A = o] Fo| 2] Bdlof A o] g¢t 537 &2l

Ag dA

BALB/c = A% vh-9-229] A ¥ KYSES20 ¢17F 2] 59k o] 2] 2.9l o] -3
&Y a5e Brtsty] fel vhe Lol A3 S AASATHER 6). AT o] 18
WA 2021 6 WA 85-2] ¢HA mh--2= 87mbe] H o] 0 = 33ute] & FH| sk Gl

[3£6]
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EEIETPS P 2o [ o2y [Ragz] 2%
AT ( (mg/kg)| (mL/kg)
N)
Gl 10 Isotype mAb 10 5 L. QW x 3
(P23) weeks
G2 7 Tisotumab (A 10 5 L. QW «x 3
nti-TF mAb) weeks
G3 10 Isotype-PBX-7016 10 5 L. QW x 3
weeks
G4 10 Tivdak 1 5 L. QW x 3
weeks
G5 10 Tivdak 3 5 L. QW x 3
weeks
G6 10 Tivdak 10 5 L. QW «x 3
weeks
G7 10 Tisotumab- 1 5 L.v. QW «x 3
PBX-7016 weeks
G8 10 Tisotumab- 3 5 L. QW «x 3
PBX-7016 weeks
G9 10 Tisotumab- 10 5 L. QW «x 3
PBX-7016 weeks
[384] TA A o2, 7] 37 694 Isotype mAb(P23)-> L}H] -V (Navivumab) & 2 A]

8}-Q1 & 59l 2} A(anti-influenza A) mAb©] 31, Isotype-PBX-70165= Isotpye control
2] 238 AF-8-3F ADC(P23-PBX-7016)°] t}. $HA, 4} 7] Tisotumab-PBX-7016
ADC+= Tisotumab(anti-TF mAb) 2 PBX-70167} me-GGFG B A& A4 ¥ + 2 &
Z+ 31, Tivdak™-2 Tisotumab®l] MMAEZ} 2§ ADC®] U},

[385] Al X v <&

[386] KYSES20 5% A X5 37°C, &7] % 5% CO, 3t A 10% Blo}--A1 8 2 1
FAA - A E HF 3 RPMI 1640 1l Aol A Al g 2 W ol A %Xl skl &
¥ MEE EHA-EDTA A= 5 23] A7| o= At v Fat oz, <+ 4%
Ao A A= A EE F8et] TF AEE Al ﬂlfo}c’*ﬂr

S

[387]

[388] TEHRETEANE EE FY

[389] 7k np9-2 0] © B2 Zwo] 0.2mLe] PBS Z Matrigel(1:1 )& KYSES20 &
& A E(5x10° A 3228 98 H &8t 5252 T2 2 A g ok
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[390]
[391]
[392]

[393]
[394]
[395]

[396]
[397]

[398]

[399]
[400]

[401]

TF AT T 1088 B FF 97 175mm’) LS v X R E Al %s)
QAT A5 AIAHA 2 Day 022 Al oL, $F ol uhe AT 4 29 3
£ Fdsh= 4 7]uk Al 8 & E°110%E*}ﬁ—o}°4 FEs Il Mt
Aok 4 a5E FFS 7R vk 10vke] Eim vk 2 A sl 4] R 6
of AE &l uhe} k-2 Al 242 Folahglnh

FF 24 % EA B
FREEE FF AL AQAIAY P32 AR 5 AEA S Dol
Aol At} &9 FI](Tumor volume)i= A ] ¥ & AF&31e] 23] 231d 0= =4

Sh91a, 23] (mm') = £F& 212 Abg-ahe] LhehfgAek
V=05axb’

=

o

4
Flf U oS

o 71 A A, b: Fd] @A)
715 T/C(TH 2t ) of) ek F ok 3)) U TGICE S A A 32
dl A3 ATE T/C #(%)> 5 ¢ B4E Y™, T R C= 44 +

o~
&

=Ne)

N
>

ol
b

Ao At 2 o] Faf F3 o] AL, TIC k(%) && & A mare] &
F P8 ] F 2 o] T P o] ASAT. 4 7o TOR: T F4
& Abgstol ARtalck

TGI(%) = [1-(Ti-To)/(Vi-Vy)] x100%
(T: 574 99l ARTo] GF FF 29, T A8 Ao ART FT FF P
Vi T 0 ] Bl B 5G9, Vi A Ak el 93

)
7) o] & ok 1| gt ZF A 7F X Ao A FE L HF QXHSEM E3hHE
gelatdnh A5 A 2F F 35840 D2 dole el tisl] 1F FTF F1 e &
oF &k o A BA] N/\]s}ain} Kruskal Wallis 74 A2

A )| 7}z4x4 le:f’r_E ﬂ%% A7 o2 TUHHEs T 184 ;zﬂ%
# 3} (Body weight change %) 2 &% 4% (Tumor volume, mm®) =41 &=
116 UreRSleh A7k A 3ho) e 3 £ 23S 2 76) Ve, A

A2 35 A o] TG T A S V| E LR TGIE ALtste] 1 8ol YERURL

ok A8 A% 352 0] B B HHE 7IE O R T, T ARLEke] 3 90
e AT

[3£7]

o) 2= £ 9F %3] (Tumor volume (mm®))*

b
Days Gl G2 G3 G4 G5 G6 G7 G8 GY
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0 175+£8| 175 (1758|175 8(175 £8|175+8|175+8|175£8|175+8
+10

4 274 270 250 279 241 243 252 224 231
+16 | £25 | 11 | £20 | £23 | x22 | £17 | =14 | 12

7 362 329 319 360 279 259 353 279 273
+31 | £31 | £13 | £29 [ +£24 | 24 | £26 | £22 | +19
11 502 448 410 489 281 234 454 291 248
+42 | £47 | £22 | £37 | £31 | £23 | £38 | x20 | 14

14 680 589 505 672 270 196 534 296 213
+53 | £62 | £30 | £51 [ £31 | =16 | £48 | 31 | 12

18 883 731 519 771 174 122 575 203 (143 +6
+82 | £93 | x41 | £64 | £17 | £11 | £59 | +16

21 1,083 | 878+ | 521 865 | 154+ |101+7| 606 185 (130+7

£98 | 111 | £42 | £75 | 17n £65 | £16
=9)°
25 | 1,425 | 1,116 | 589 | 1,168 | 142+ |88+7| 718 | 174 [123+8
£109 | £142| +54 | £101| 15(n £83 | £16
=9)
28 | 1,675 | 1,347 | 675 | 1,497 | 129+ | 695|917+ | 161 |[111+8
£135| £158| +86 | £121| 16(n 125 | =16
:9)
32 | 1,895 | 1,597 | 810+ | 1,634 | 115+ |58 +5| 1,086 | 145 |98+7
£149 | £148 | 116 | £126| 16(n +158 | +15
=9)
35 | 2,151 | 1,847 | 947+ | 1,893 99+ 14|45+6| 1,298 | 125 |61x4
£176 | £175| 161 | £166 |(n=9) £192| 12
[402] a. 4 + SEM
[403] b A= A2 T A=
[404]  c. 18U A A Fo] 20% o] Fraste] g vl o] i~ 5 FAYAFL AL nkg-
2o A Ht T 95 AL
[405]  [%8]
1F up-§-2~ 7 & 79 (Tumo T/C° | TG | p value®
A= (N) r volume (mm?®))* (%) | (%)

on day 35
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Gl 10 2,151 +176 - - -

G2 7 1,847 + 175 85.86| 15.40 | >0.999
G3 10 947 + 161 44.05| 60.92 | >0.999
G4 10 1,893 + 166 88.03| 13.03 | >0.999
G5 9° 99 + 14 4.58 [103.89| <0.001
Go6 10 45+6 2.08 [106.62| <0.001
G7 10 1,298 £ 192 60.36| 43.16 | >0.999
G8 10 125+ 12 5.82 |102.54| 0.007
G9 10 61+4 2.83 |105.80| <0.001

[406]  a. B+ SEM

[407]  b.T/C(%)=T/C x 100% (T % C= 27 A 53
o9

[408] . TGI (%) = [1-(Tss-To)/(V15-Vo)] x100%

[409]  dp A FFHIS VTR AN

[410] e 18U At A F0] 20% o7& Fhashe] & mfele] w5 S AR

[411]  [39]

2o X8 3 35U 9

i)

1% | w2 N &% =% (tumor weights (g))* T/Cyeign | p value
A= (N) on day 35 (%)

Gl 10 2.157 £0.205 - -
G2 7 1.767 £ 0.224 81.94 >0.999
G3 10 0.987 £ 0.159 45.74 >0.999
G4 10 1.869 + 0.138 86.67 >0.999
G5 od 0.089 £ 0.013 4.12 0.002
G6 10 0.042 + 0.004 1.93 <0.001
G7 10 1.383 £0.205 64.12 >0.999
G8 10 0.106 £ 0.013 4.90 0.005
G9 10 0.048 + 0.005 2.22 <0.001

[412] a. o + SEM

[413]  b.T/C(%)=T/IC x100% (T L C= A7 A5+ 2 U279 X8 F 3544
o ZoF 131:01)

[414] cpiETYEFTHE VTR

[415]  d. 182D A A F0] 20% ©] 4 7438}

[416]

NE
o

ol
2
Ol i,

Frbe] o] whg2 8 847

-
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[417] HAER Fo] 9o BE AF B4L8 KYSES200] o] 21 ¥ ¢+ BALB/c *F
up-g-Zo A obE gk A1 0 7 G E 951, A B A2 18U A, G5¢] gt vl &) D}

[418]

[419]
[420]
[421]
[422]
[423]

[424]

T éﬂ A 501 20% o] FrAste] o] & FA S o o] S %‘@H A] 2okt
3 8 WA 10014 Bzol, Glo] A Z%L F3) 5= Fol AlA 3 354 A 9]

2151 mm’el] =2t} G113 v 0L 312 v, G5 (T/C = 4.58%, TGI = 103.89%,
p<0.001), G6 (T/C =2.08%, TGI = 106.62%, p<0.001), G8 (T/C = 5.82%, TGl =
102.54%, p = 0.007) 2 G9 (T/C = 2.83%, TGI = 105.80%, p<0.001)°l| A 2] & A] 2}
T 35U A HA FF F397F 242 99 mm?, 45 mm’, 125 mm® 2 61 mm’ 2 F- 7
Ao g fFou g 3 Aol et T4 % A3 T 9o Aot
AR skl whepa] B g o] 3HA-oF = A A AI(ADC) 7 -8 T & A oA

B =4S 59

A 3: invivo FF% 55 F71 Q)

A g o 3-1. HPAFII 217t 374 o] Fol A Bdlo A9 g a3 &<

Ag AA

CB17 SCID A% w}-$2 9] Al 35 HPAFII €17} 2749k o] 2] = d& o] &3 g}
T aTS Hs] fdl v 2ol AES AAS TR 10). A Fo] 17 W]
2] 22g91 6 WA 852 A wp-2= 120mh] E o] F 0 & 60nE] & =083

[3£10]

2F [ s | AR [Rolm| sy [Fega| sz
A A (mg/kg) | (mL/kg)
o,
T (n)
Gl 10 Isotype mAb 3 5 . QW x 3
(P23)
G2 10 Tisotumab (A 3 5 . QW «x3
nti-TF mAb)
G3 10 Isotype-MMAE 3 5 i.v. QW x3
G4 10 Tivdak 0.3 5 iv. QW x3
G5 10 Tivdak 1 5 iv. QW x 3
Go6 10 Tivdak 1 5 iv. QW x 1
G7 10 Tivdak 3 5 i.v. QW x 1
G8 10 Isotype-P 3 5 i.v. QW x 3
BX-7016
G9 10 Tisotumab- 0.3 5 iv. QwW«x3
PBX-7016
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G10 10 Tisotumab- 1 5 iv. QW «x3
PBX-7016

Gl11 10 Tisotumab- 1 5 Ly QW x 1
PBX-7016

G12 10 Tisotumab- 3 5 iv. QW x 1
PBX-7016

[425] TAA =2, 7] 3 1004 Isotype mAb(P23)-> HH] F 1 (Navivumab) 2 2 A

[426]
[427]

[428]
[429]
[430]

[431]
[432]

[433]
[434]

[435]

g2l T‘é <l A} A(anti-influenza A) mAb©] 31, Isotype-PBX-7016+= Isotpye control
24 P23& AH&-3F ADC(P23-PBX-7016)°| th. &, %+ 7] Tisotumab-PBX-7016
ADC = Tisotumab(anti-TF mAb) 2 PBX-70167} me-GGFG B A Z A4 H + 2 &
Z¥ 31, Tivdak™-2 Tisotumab®l] MMAEZ} 2 3+ ADCo] Ut}

A X v &

HPAFII &% M 325 37°C, 7] % 5% CO; 3toll A 10% Efol--A18H 2 1%
AA -G TA S 253 EMEM W 2] ol A Al§] 2k ol A f-2] 8kl T 5 Al
£ EHALEDTA A2 & 5 23] A7 4 o2 A w3t ar, x5 A7 Ao
M AsHE MEE T8t TF 1S A8 74]?‘3}9113}.

OSL’

o,,, _‘

H~l

=

FFRT LAY BA R
7ok 20] Q.8

% 11 ) 0.2mL2] PBS ¥ Matrigel(1:1 -3 2 HPAFII 5%
A3 (3x10° A 2E/mE9-24E 39381 4 T3kt =28 T2 M dsta T4 A
F T oA o] H EF ¥ 7F235mm’ol] R3S u X5 & A FEAE A B

A& Day 002 A3 01, & F ) ol whe} ASA 72355 sk
oAl Al 71k F-219] 8} AX E Qo] & AME S| FES 1ol MA ST 4 1E
2 FFE 7 vk 10kl &2 AT A7) 3 1000 AL E SR el whet
- 2o Alg] B2 & o5t

FTYSA L FTAEY

x| 7 Al 2F F 28U A of] A2 t]o]H & o] &3] TS S43taL S 48}

AT

S HA AR TE AT Ao RUHP e AL, 15 E AT
# 3} (Body weight change %) X &% /7 (Tumor volume, mm’) =& & 12 %
130 Ve AT AT A o]l e o T FYE F 11 R & 1200 YERH L
A, A 85 A[A T 28U A O] FF ] SAHE VF 2R TGIE AlLtste] 3 139
YERW A Th 2153 A 2 328U A o] T4 T S8ES 7 F 2R T/Coeans AlATSH
o 3 14 YEb A,

3E11]
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A Z9F %3] (Tumor volume (mm®))*

Days® | g1 G2 G3 G4 G5 G6
0 | 235417 | 235417 | 235417 | 235417 | 235417 | 235+ 17
4 | 359450 | 290+24 | 357438 | 313+34 | 190+12 | 217+ 16

7 443 £64 | 362+38 | 424+£46 | 361+49 | 124+11 | 141+16

11 646 £78 | 52753 | 60379 | 476+ 64 85+9 879
14 903 +£90 | 69057 | 79998 | 576 +69 70+8 103+ 14

18 1209 | 996+96 | 1,055 | 737+91 | 54+6 | 161+31
+ 105 +125
21 1,470 1,262 1306 |934+113| 40+4 | 213+34
+125 + 138 + 147
25 1,955 1,581 1,626 1,219 3344 | 344+49
+ 145 +159 +182 + 141
28 2,354 2,004 2,142 1,607 26+3 | 486+ 73
+165 +172 + 164 + 144
[436] a. W + SEM
[437] b. A & A2} F U
[438] F12]
4 £ 9F %3] (Tumor volume (mm?))*
Days” | g7 G8 Go G10 Gl1 G12

0 235+17 235+ 17 235+£17 [ 235417 | 23517 | 235+17

4 216 £ 19 352+ 41 362+38 | 342+30 | 355+32 | 326 £31
7 128 £ 10 371 £41 389+£39 | 285431 [ 295+£25 | 221 £26

11 69 + 8 481 + 46 498 £52 | 287 +43 | 29526 | 173 +20

14 56 +4 682 + 59 65773 | 254+43 | 354+44 | 133+ 12

18 39+3 786 % 56 906 + 124 | 303+69 | 464 £73 | 140 £ 13

21 30+£2 1,071 £ 77 1,098 337483 | 564+90 | 147 £15
+129

25 26 +2 1,397 + 119 1,474 460+ 129|819 + 146 | 168 +£26
+ 143

28 191 1,772 + 157 1,636  |499 + 146( 1,007 180 + 35

+ 165 + 195
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[439] a. J it + SEM
[440] b. A & A2 5 A=
[441] [3£13]
e T ¥ (Tumo T/CP TGI p value!
2= 7N r volume (mm?))* (%) (%)
A on day 28
N)
Gl 10 2,354 £ 165 - - <0.001
G2 10 2,004 + 172 85.14 16.51
G3 10 2,142 + 164 90.99 10.01
G4 10 1,607 + 144 68.29 35.24
G5 10 26+3 1.09 109.91
G6 10 486 + 73 20.67 88.15
G7 10 19+1 0.80 110.22
G8 10 1,772 + 157 75.31 27.44
G9 10 1,636 £ 165 69.53 33.86
G10 10 499 + 146 21.18 87.58
Gl1 10 1,007 + 195 42.78 63.58
GI12 10 180 + 35 7.64 102.63

[442] a. Bt + SEM

[443]  b.T/C(%)=T/Cx100% (T R C= 27 A5 @ o] X8 F 28U
EL )]

[444] ¢ TGI (%) = [1-(Tas-To)/(Vas-Vy)] x100%

[445]  d.p S TFFIEVIELE AN

[446]  [3E14]

o

2% |"He2 0| E % % (tumor weights (g))* T/Cyeign” | p value®
A4 (N) on day 28 (%)
Gl 10 2.137+0.144 - <0.001
G2 10 1.856 £ 0.148 86.85
G3 10 1.933 +£0.177 90.45
G4 10 1.461 £0.146 68.36
G5 10 0.022 £ 0.003 1.03
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G6 10 0.454 + 0.088 21.23
G7 10 0.012 + 0.001 0.54
G8 10 1.810 + 0.137 84.70
G9 10 1.691 +0.118 79.15
G10 10 0.449 + 0.138 21.01
Gl1 10 1.070 + 0.238 50.05
G12 10 0.144 + 0.036 6.72

[447] a. W + SEM

[448] b. T/C (%) = T/C x 100% (T 2 C+= 212} A 5" F oz A5 3 28U A H
T EFTHFEY)

[449] cp#HS T THEHS VTR ALEE

[450]

[451] HAEF Fo] g o BE A8 228 HPAFIZ} o] 21 ¥ ¢+ CB17 SCID 7k
F-2mof| A kA S Ao 7 GR1E a1, A Foll Foln| st AT A HEE A
%t

[452] ¥ 11 WA 14004 Hzol, G119 H & 3= Fof A2 F 28U Aol 2354
mm’el] ZEEA T G137} v S W], G5 (T/C = 1.09%, TGI = 109.91%), G6 (T/
C =20.67%, TGI = 88.15%), G7 (T/C = 0.80%, TGI = 110.22%), G10 (T/C = 21.18%,
TGI = 87.58%) Z G12 (T/C = 7.64%, TGL = 102.63%)+= 2| & A| 2} T 28 # o] &
o £k 27} 22 26 mm?, 486 mm®, 19 mm®, 499 mm® 2 180 mm®¢] A %] o
2 fou)sh gdF g B o] JElY Y. % T At $F Fulo Axel o
A8kl whebaA 2wk o] g A)-oF 8 A (ADC)7F 8 FF A oA 2
AL el = AS &4 9

[453]

[454] AGEE

[455] B g ol A AR A o] DS 5] 3 1500 71 A | A3} Zo

[456] [3£15]
AqE (AAEHEA A
HS
1 Anti-TF mAb C |GFTFSNYA

DR-H1
2 Anti-TF mAb C |ISGSGDYT
DR-H2

3 Anti-TF mAb C |ARSPWGYYLDS

DR-H3
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Anti-TF mAb C
DR-L1
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QGISSR

Anti-TF mAb C
DR-L2

AAS

Anti-TF mAb C
DR-L3

QQYNSYPYT

Anti-TF mAb he
avy chain variabl

e region

EVQLLESGGGLVQPGGSLRLSCAASGFTFSNYAMS

WVRQAPGKGLEWYVSSISGSGDYTYYTDSVKGRFTI
SRDNSKNTLYLQMNSLRAEDTAVYYCARSPWGYY
LDSWGQGTLVTVSS

Anti-TF mAb lig
ht chain variable

region

DIQMTQSPPSLSASAGDRVTITCRASQGISSRLAWY
QQKPEKAPKSLIYAASSLQSGVPSRFSGSGSGTDFT
LTISSLQPEDFATYYCQQYNSYPYTFGQGTKLEIK

Anti-TF mAb he

avy chain

EVQLLESGGGLVQPGGSLRLSCAASGFTFSNYAMS
WVRQAPGKGLEWYVSSISGSGDYTYYTDSVKGRFTI
SRDNSKNTLYLQMNSLRAEDTAVYYCARSPWGYY
LDSWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGT
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK
VDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPK
PKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWL
NGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESN
GQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQ
GNVFSCSVMHEALHNHYTQKSLSLSPGK

10

Anti-TF mAb lig
ht chain

DIQMTQSPPSLSASAGDRVTITCRASQGISSRLAWY
QQKPEKAPKSLIYAASSLQSGVPSRESGSGSGTDFT
LTISSLQPEDFATYYCQQYNSYPYTFGQGTKLEIKR
TVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREA
KVQWKVDNALQSGNSQESVTEQDSKDSTYSLSST
LTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGE
C

11

Isotype mAb (P2
3) heavy chain

MDWTWSILFLVAAATGAHSQVQLVQSGAEVKKP
GASVKVSCKTSGYSFSTYGVSWVRQAPGQGPEWYV
GWISAYTGITDYAQKFQGRVTLTTDATTATAFLDL
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RSLRPDDTATYFCARDKVQGRVEVGSGGRHDYW
GQGTLVIVSSASTKGPSVFPLAPSSKSTSGGTAALG
CLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSG
LYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDK
KVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKD
TLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVE
VHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLP
PSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQP
ENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVMHEGLHNHYTQKSLSLSPGK*

12 Isotype mAb (P2 |METPAQLLFLLLLWLPDTTGEVVLTQSPGTLALPP
3) light chain GERATLSCRASHRVGSTYIAWYQQKSGQAPRRLIY
GASNRATDIPDRFSGSGSGTDFTLTIRRLEPEDSAV
YYCQQFSVSPWTFGQGTRVEIKRTVAAPSVFIFPPS
DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQ
SGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHK
VYACEVTHQGLSSPVTKSFNRGEC
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47 1]

[°d-1-3k 2]

[7d - 3]

2799
3t7] 3}shA] 1o W 3}3HE = o] 9o kst A o= 3] 8Tt
ol JAA, TN AAAA, Aok, 7=, &S E ©E
FAFA 7F DA E B8 &-Tissue Factor 3| ¢} 12 ¥
A)-oF& 7 34| (Antibody-drug conjugate; ADC):
[3FeH4] 1]

¥y

I
"1\)% /("2&\% P

HA O Fo| A, Bz Abk, A4, 9 B 3
& sk AHg vl
A1l ghoi A,
X, Xo R Xoiz A7 F A0 R ghaolan,

n= 109,
Y, 2 Y, 4 Y g oR faol,

Y3i= -NZ,Z,01 ™,

7,0 2= A7 5P R0 54, B2, o =24, ¢, 2, C=0)H,

CE=0)Cos o‘jl'?a]), C(=0)(Cys & é), C(=0)NH,, C(=0)NH(C, 5 %721), (CH,
)240H, (CH,)>40(Cy5 ¥ Z), (CH2)24NH,, (CH,),NH(Cy 5 22), (CH,),4N(C
s @A), B C=0)CR'RR'Z A E T o2 E AEH = 4875 %
et

ol W RLR* R R 247 BYH 02 S, so| B8, ¢, 4, G, A
olERUA L= Cs FEEARL, Ao

A 1akell glofA,
X, Xo 2 X5z

=)
it

.
o
o
fr
a
P>
°
k]
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[ 4]

n 101,

Y 2Y,E A4 50H 08 Faola,

Y3 NZ,Z,ol ™,

Z& 54053, 7,2 C(=0)(Cys A7) B3 C(=0)CR'RR’ & 4= 9L

AA s
ol M RNR*EREFZ EHH 07 $4, sto] =24 ¢, 42, Cyy A
olFRU B C,, TRUYAL, FA-FE HEA.
A1gel glef A,
371 3kst2 19] seE-2 8hv] g}eha 2 WA 11 5 o] = sty E BAH
= A= A AL

(3}t 2]

[3}8h2 4]
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B
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(5} 8]

BN

(5h5H49 10]
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skt 11

[7d 73 5]

[ 6]
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E] & %7 (Tisotumab), XB-002, MRG-004A,

55

N

1

A

i

G,

-Tissue Factor

3

S
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