Relative Abundance

WO 2023/012669
1/16

800000
750000
700000
650000
600000
550000
500000
450000
400000
350000
300000
250000
200000
150000
100000
50000
0

PCT/IB2022/057173

46 48 50 52 54 56 58 60 62 64 66 68 70 72 74

Time (min)
10 929.584 o
+
9
8
7
6 930.58
5
4 +2Da 931.58
3 927.57
2 928.58 932.59
1 +0 Da 933.59
0 92557 - )N 93459

924 925 926 927 928 929 930 931 932 933 934 935 936 937 938

m/z

FIG. 1

SUBSTITUTE SHEET (RULE 26)



PCT/1B2022/057173

WO 2023/012669

2/16

¢ 9l

000YG 000G  (000¢G  000LS Q000G 0006y  0008Y
ssewl ___.._.__._....____<___.___—._..__..._,..._.I._._.___..._...._ 0
ow+z1q [
palede  Fae
000G ~ 000cG  000cG  00OLG 0000  0O00BY  0008Y
wme _....—.._._...._;...I—_.b..\_r...._....__i. ._._.._...__...._...._uo
€1d M_‘Q — I
M oy e
uieyn AnesH -
89/CL L1d 00k

0005z 00G+Z 000V  00S€Z  000€Z
mwNE PENEEEE SN SR AT B R T BT | I T W W U W T TN [N TN W U W [ U TOE WU N WO U ST W U Y O | O
] i
palede] e
1006'2 11q ~001
00052 00S¥Z 000vZ  00SEZ  000EZ
MWNE PR RN SN BRI NN U A A A _...__...._...._....__..._._.._lO
010 Sy [=m
Uleyo BI] A
1986y 11a -00}

SUBSTITUTE SHEET (RULE 26)



WO 2023/012669 PCT/IB2022/057173

YY)

WYRYY ¥

= |nterchain Disulfide Bond # Cytotoxic agent

FIG. 3

SUBSTITUTE SHEET (RULE 26)



PCT/IB2022/057173

WO 2023/012669

4/16

¥ Ol

(unw) awil (Uiw) swiy
00 06 08 0L 09 0s oy 0c 0Oc¢ 0l 0 00L 06 08 0L 09 0S oy 0c 0c¢ 0l 0
._..___._..______....-_-___._...__._..__.____..._.____O .....ﬁ\ﬁ\....____._....-__..._.____....______..._____._o
0z X} pajednfuon 0z
07 oy
obu o4 E09 Xxg pajebiniuo) obuiy o E09
Xz parednluo) mwv peyetinfuooun mm:
T mm . payebinfucoun mm
)7 oy
09 09
ged4 OH 08 qedOH Eog
pejebnfuo) 001 pajednfuo) 00}
0 | 0
0c arebnluooun E0¢
)7 et N oy
09 09
01 EO08 01 EO08
001 00}
perebniuod 00°0LL-00°0:1Y perebniuog 00°0LL-00°0:1H
Buiddeyy apnded IS Buiddeyy apnded prepueis

SUBSTITUTE SHEET (RULE 26)



PCT/IB2022/057173

WO 2023/012669

5/16

Baly YBad [Rl0L

00} X = (%) uoiehnfuo)

BolY YBad [RINEN

GOl

[eneN @
s o

Jowodojos|
N 9tN StN 7t €t ¢t

NN

HIN

N

00+30°0
90+30°9
£0+30°}
L0+3G°}
£0+307¢
£0+3G¢
£0+30°¢
£0+39°C
L0+30°Y

BolY YBod

Z/w
ovel g6zl 0czl czel
200 g0 .
00 0y Pajdeun
69°0
00’}
Y ¥ ‘ = — = M
nav IS

0
0¢c
oy
09
08
001

0¢
oy

08
001

90UBPUNQY SAIJB[oY

SUBSTITUTE SHEET (RULE 26)



PCT/IB2022/057173

WO 2023/012669

6/16

By YBdd [el0L

001 X

BaIY YBdd [eInjeN

= (%) uonebnfuod

99l

LN 9tN GtN N SN SN

Jowodojos|

W

N

[enjeNm

se

HIN

N

00+30°0
90+30°9
L0+30°1
90+3G°1
£0+30°¢
£0+39°¢
L0+30°€
L0+39°€
L0+30'Y
L0+3GY
£0+30°9

Baly Yead

Z/w
€69 169 069 689 889 /89
g " ' d 2aaal o, " 2 | PPPTTTPY PRUTIVON PrOTPoec Rea) 2
¢80 ¢h0
.80 oay pPaRgeEluN
820
00t
oav s

0
0¢
0
09
08
001

02
o

08
001

90UBpPUNQY dAljR[eY

SUBSTITUTE SHEET (RULE 26)



WO 2023/012669 PCT/IB2022/057173

7/16
O —
—_d
O aao
amBa
S
9L+ =
] GHIN
] 7N
ELH ol
¢\ ole
— <<(
LN |
0L 5 S B
6N E [ o |2
—
8t S| 2|8
T — o
OtN —
SHA -
v+ 3
St s
o)
¢t =
LA 2
W 5
(&
[ e e e S - I =
o o O o o O S
+ + + + + + F
W oW o oW
o v o n 9o 9 9
o ad Al — ~ 16 o
Baly Yead
™
5]
(o]
o N~
L .
o —
2 L
=
D
0
>
Al
£ N
1S
foe]
I8\
Yo}
™~
al
o
o S
A Yo}
< —
3
(@] = Lo
o 2 Y
< S 1)
1 =
U) D
<
N
Lo
Moo L —
o o o o o o o =) o
S frs) S ) S s

80UBPUNQY dANR|SY

SUBSTITUTE SHEET (RULE 26)



PCT/IB2022/057173

WO 2023/012669

8/16

8 DI

170 80UH OH v
¢1Q 96uH OH e
qeq4 OHe

Jm

Hva
09 0§ oy 0¢ 0¢ ol
IIIIII ‘.ll.ll.‘l.ll.l.‘.ll.ll.l ™
METOERY e
\.\.t‘\.”\\\
8660=2 .o _ar®
. at
0.\.\.\ \..\..\.‘\_

8660=c_. "
""" 9660 = 2

00
0l
0¢c
0¢
0y
0
09
0L
08
06
00t

(%) uoirebinfuo)

dva
09 0¢ (187 0¢ 0¢ 0l 00
v T*T
v v *
v v . .
110 8BUH DH v . .
210 96U OH « .
ge4 DHe -
Jm "
[ ]
- [ ]
a |

00
001
00¢
00¢€
00y
009
009
004
008
006
0001

(%) uonedinluo)

SUBSTITUTE SHEET (RULE 26)



WO 2023/012669

9/16
©
*
. 0
]
< -
<r
< o - -«
(an) .
+
xS -
g T o=
- - a
s : « 8
-‘- §
. S
-' DO
® =
o
..' —
0
°
o
«© Lo < o Al ~— o
dva paienoed Nd IS
<
©
°
<
(o)
°
o
<
[
J S
o8
o=
[
S
()
i
° o
<
Qi
hd o
o
°
o_
o
o o 9 9 9o o9
© B < ® o -~ o
dvd peienoed Nd 'PIS

SUBSTITUTE SHEET (RULE 26)

FIG. 9

PCT/IB2022/057173



WO 2023/012669

10/16

PCT/IB2022/057173

Conjugation (%)

100.0
90.0
80.0
70.0
60.0
50.0
40.0
30.0
20.0
10.0

0.0

—A— A —a

3.0 3.5 4.0 4.6 50 57
DAR

-E- LC

—— HC Fab
—& — HC Hinge DL2
—A - - HC Hinge DL1

FIG. 10

SUBSTITUTE SHEET (RULE 26)




WO 2023/012669

PCT/IB2022/057173

11/16

SIL PM DAR

6.0
55
5.0
45
4.0
3.5
3.0
25

20 L@

y =1.079x - 0.099 .
R?=0.998 o

25 3.0 3.5 4.0 45 5.0 55
HIC DAR

6.0

FIG. 11

SUBSTITUTE SHEET (RULE 26)




PCT/IB2022/057173

WO 2023/012669

12/16

D O © NN~ ©

1585
150
145
140
135
130
125
120
115
110

/

610,810 10

i

7

\J

.-
-

910 910 av1a evid  €1d

¢1d

17 01a

¢l Ol

09

00t
0S1
002
0S¢
00€
0S¢
00v
0S¥
009
089

009

uonoalul Bw 09 — DIH aniesedaid

ulw

0c8l 0691 09°G1 0evl 00°€l 011 0¥’0lL 01’6 082 059

uonoslut 6 g2 - OIH [eonhjeuy

SUBSTITUTE SHEET (RULE 26)



2

A

2

A

-]

A

-]

A

2
<C

2
<C

2

A

WO 2023/012669 PCT/IB2022/057173

13/16
00103 J\ /\ DL8
0.000° /\
0.0003 ~
0.0001 ~ /\ ~
0.010 ]\ DL4a
0.000 —
0.0203 DL2
0.0103 J\
0.0003
0.0203 DLO
0.0103
0.0001 A
0.020; LC HC HLC HHC LG RS
N N\ / \ A lgG
0.000 f=———t————rr—> —— o A

500 600 700 800 900 1000 1100 1200 1300 1400
min

FIG. 13

SUBSTITUTE SHEET (RULE 26)



PCT/IB2022/057173

WO 2023/012669

14/16

Ssew

v1 Ol

00084} 00095} 000¥SL 000CSL 0000GH 0008FL 000971 000¥¥L 000CYL 0000V

e et 0
81d

[ s

, 001
91d

ay1d

ey1d

R —

¢ld

i v
810 J— g N
91d 21

¥1d

SUBSTITUTE SHEET (RULE 26)



PCT/IB2022/057173

WO 2023/012669

15/16

g5l ‘Old

VGl Ol

000/¢ 000S9¢ 0009¢ 009S¢ 000S¢ 00SPe 000¥¢ 00S8¢ 0008¢ 00Sce 000G 0008S 000CS O00LS 0000S 0006  0008%  000LF
e R e _... ............................ 0 ssew . t = . 4. . t . . . . . 0
81d Fa2 81d ~
001 " 001
91d 910
||J
a71d ay1d
L ]
ey1a ey1d
11
ai1d ald
sy N [
810 g 01a sd
01d
11d

Ia

SUBSTITUTE SHEET (RULE 26)



PCT/IB2022/057173

WO 2023/012669

16/16

(9) aunjesadwa

o o o o
n o 1w
~—

00¢
09¢

(o/10wy/1eox)do

91 Old

(D) aunyesadwa

i

o o O
oo
—

(o/10w/jeox)do

o
LO
—

00¢
05¢

(D) ainyessdwa |

(0) ainyessdws |
Gl

99 ag

01—

o o o o
n o w
-~

(9/10w/|eoy)do

002
04¢

09

b=
=

0

00l
0S1

(o/10W/eoy

00¢
0S¢

SUBSTITUTE SHEET (RULE 26)



