PCT/US2021/060193

WO 2022/109335

1720

(01) 86-NS

(6) suisueiheN-dvy

Ll Old

(8) suisuejheN-cOINN

ﬂ (§) INQ unAwieoonQ
)

HO
%Wz%

DS

SUBSTITUTE SHEET (RULE 26)



WO 2022/109335 PCT/US2021/060193

2120

FIG. 2

HIPS ligation

SUBSTITUTE SHEET (RULE 26)



WO 2022/109335 PCT/US2021/060193

320
FIG. 3
Norm.
500 7695 /) - Area:
100 8637.81
5.900
300
200 Area: Area:
" 3.804 659.956 /2121.67
X e
-100
AL RN RENLELELE RN B L
2 4 6 8 10 min
# Time Area Height Width Area% Symmerty
113804 | 660 | 292 |0.3762| 5779 | 0.683
2] 59 |2121.7| 534 106624 |18.579| 0.446
3]7.695(8637.8| 583.8 |0.2466 | 75.641| 0.742
FIG. 4
"5
] /Area:
250 ] 13367.2
200
150'5 Area:
] 395.418
1007
509 \
0= 'J

2.5 5 7.5 10 12.5 15 17.5 min

# Time Area Height Width Area% Symmerty

1/6.398| 3954 | 84 |0.7888| 2.873 0
2|7.497 [13367.2| 314.4 10.7086]97.127 | 0432

SUBSTITUTE SHEET (RULE 26)



WO 2022/109335 PCT/US2021/060193

420
FIG. 5
Norm.
500 7.372\n Arear
400 8317.08
300 5733
e | ioss
200 3806 795.63 -
100 L \ / /
0 AN
100 L B L L e
2 4 6 8 10 min
# Time Area Height Width Area% Symmerty
113806 7956 | 406 |0.3269| 6.971 | 0.617
21573323004 | 61 |06287]20.155| 0.512
317.372(8317.1] 524.7 [ 0.2642 | 72.873 | 0.748
FIG. 6
Norm. 4
3 Area:
3005 /14860
2504
200? Area:
150 358.287
100
N
0= —

. T T T
2.5 5 7.5 10 12.5 15 17.5 min

# Time Area Height Width Area% Symmerty

1/6.424 | 3583 | 81 |0.7355 | 2.354 0
2|7.564 | 14860 | 3458 |1 0.7161]97.646| 043

SUBSTITUTE SHEET (RULE 26)



WO 2022/109335 PCT/US2021/060193

5/20
FIG. 7
Norm.
7.718~ )
/Area.
400 9498.37
300 5.708
. Area:
200 Area:
1194.27
3.921 625.107
100 \ /
0 L b
-100
1 L B
2 4 6 8 10 min
# Time Area Height Width Area% Symmerty
113.221 ] 625.1 | 17.3 10.6009 | 5.523 | 0.563
2(5.708 | 1194.3| 233 10.8552|10.552| 0.471
3[7.71819498.4 | 4929 [0.3212183.925| 0.662
FIG. 8
Norm.-;
3003
250
200
] Area:
190 657,532
100 3
I
0 |

Y
rrrrryrrrr|yrrrr|yrrrr|rrrr|rrrr|rrrrj

25 5 7.5 10 12.5 15 17.5 min

# Time Area Height Width Area% Symmerty

1/6.062 | 657.5 | 14.5 |0.7576 | 4.550 0
2]7.151]13793.7| 354.8 | 0.6479]95450| 0416

SUBSTITUTE SHEET (RULE 26)



WO 2022/109335 PCT/US2021/060193

6/20
FIG. 9
Norm. 7.362\ ,
5.431 rea.
150 Area: Area /513652
100
50
0
-50
-100
L B L L
2 4 6 8 10 min
# Time Area Height Width Area% Symmerty
1/3.165] 909.1 | 40.7 |0.3727 |12.864| 0.707
215431110216 | 204 |0.8343|14.456 | 0.389
37362 [5136.5| 1731 [0.4947 72680 | 0.49
FIG. 10
Norm. 3
Area:
1405 6273.88
120'E
100 3
80 Area:
60 209.083
40 \
207
I N

25 5 7.5 10 12.5 15 17.5 min

Time Area Height Width Area% Symmerty

6.11 | 209.1 | 56 |0.6202| 3.225 0
7.201]6273.9] 161.7 |0.6465 |96.775| 0.424

N |— |+

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/060193

WO 2022/109335

7120

g€

HN ey
‘N o 5
J N_A
H O O N 7 0
m O * H

o

HCOD

e Imow

ReSRECaeTaben b% jatante

\=/\/Z/

IZ.ZI
\

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/060193

WO 2022/109335
820
FIG. 12
Granta-519 (CD79b+, HER2-)
1004 —&— CD79b 30
-~={F-- CD79b 35
-=-©-- Maytansine
>
;] e
S 504------- R L Ch N R TR EEEEEE
R
O _ e
O_ —
0.01 0.1 1 10 100
Drug concentation (nM)
FIG. 13
Ramos-RA (CD79b+, HER2-)
1004 Q —e— CD79b 30
--{F-- CD79b 35
--©-- Maytansine
=
%
S 504
x
O_ ..~

0.01 0.1 1 10 100
Drug concentation (nM)

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/060193

WO 2022/109335
9720
FIG. 14
NCI-N87 (HER2+, CD79b-)
100 - § —e— HER2 30
. ~-{F-- HER2 35
o --©-- Maytansine
=
%
S 504
X
0 IIIIIII 1 IIIIIIII T IIIIIIII 1 IIIIIIII ) IIII'|'|'|'[_|_|I
0.01 0.1 1 10 100
Drug concentation (nM)
FIG. 15
Sk-Br-3 (HER2+, CD79b-)
1004 -He-ee, —e— HER2 30
o & ™\ -3+ HER2 35
&\‘ --©-- Maytansine
2> {
%
S 50 -
2
0 -

0.01 0.1 1 10 100
Drug concentation (nM)

SUBSTITUTE SHEET (RULE 26)



WO 2022/109335 PCT/US2021/060193

10720
FIG. 16
Ramos-RA (CD79b+, HER2-)
o
="V~ CD79b 34

-=-- MMAE

2
%
S 50 1
X
O m
0.01 0.1 1 10 100
Drug concentation (nM)
FIG. 17
NCI-N87 (HER2+, CD79b-)
100 - —o— HER2 33
o -0 HER2 34
’\‘\\? --0-- MMAE

% Viability
o
S
]

0.01 0.1 1 10 100
Drug concentation (nM)

SUBSTITUTE SHEET (RULE 26)



WO 2022/109335

100

% Viability
o
o

PCT/US2021/060193

11720

FIG. 18

Sk-Br-3 (HER2+, CD79b-)

&=
\ —8— HER2 33

---0--- HER2 34
-—<-- MMAE

oM od OE

O IIIIIII 1 IIIIIIII f Illlllﬁ.-_-l IIIIIIII I IIIIIIII ||

0.01 0.1 1 10 100

Drug concentation (nM)

SUBSTITUTE SHEET (RULE 26)



WO 2022/109335 PCT/US2021/060193

12720
FIG. 19
Norm. 8.174
100 H/ Area:
Area; Area: 9176.24
300 988.488  1474.72
200
4,804 7.118
100 \ \
0 A
100 | LA L L
2 4 6 8 10 min
# Time Type Area Height Width Area% Symmerty
114.804| MM | 988.5 | 432 | 0.381 | 8.493 | 0.39
217118 | MF [1474.7| 43.2 |10.5685]12.670| 1.385
318174 FM |9176.2| 531.8 |0.2876 | 78.837| 0.716
FIG. 20
Norm. 4
3507 /- Area:
300-; n 11120.6
2507
200 Area:
1503 476.728
1003
3 Na
ik ; i
LNLELE L L BN LN L BN LR IR BN
2 4 6 8 10 12 14 16 18 min

# Time Type Area Height Width Area% Symmerty

116.826| MF | 476.7 | 132 |0.6022| 4.111 0
2/8.049] FM [11120.6] 350.7 | 0.5285 | 95.889 | 0.564

SUBSTITUTE SHEET (RULE 26)



WO 2022/109335 PCT/US2021/060193

13420
FIG. 21
Norm. ,
400 8.167 ~  Area
] 7071.9
3001
] Area;
2005 Area: 849629
] 4989 441.399
00 ; _J \\\ 7.245 /
0 o~ >
100 rr+~ .1 1 "1 "1+ 1
2 4 6 8 10 min
# Time Type Area Height Width Area% Symmerty
114.989| MM | 4414 | 178 10.4125| 5278 | 0.532
2(7245| MF | 8496 | 266 |0.5321]10.159| 1.814
318167 FM |707191( 453.2 [0.2601[84.562| 0.623
FIG. 22
Norm. ;
] H Area:
300 11289
250
200
] Area:

150 452.504
100
" \,J j\/L
0-"""' I "I'"I"I'I"'I"'I"'I"'I
10 12 14 16 18 min
# Time Type Area Height Width Area% Symmerty

1/6.808 | MF | 4525 | 103 |0.7353 | 3.854 0
21814 | FM | 11289 | 347.2 | 0.542 | 96.146| 0.56

SUBSTITUTE SHEET (RULE 26)



WO 2022/109335 PCT/US2021/060193

14/20
FIG. 23
Norm. Area:
400 2860.95
300 7809 8.545
200 rea: Area:
1202.3 /2154.2-7
100 6.875—
0
-100
| | I | L L L |
2 4 6 8 10 min
# Time Type Area Height Width Area% Symmerty
116.875| MF |12023| 824 10.243219.337| 0.589
207809 FM | 2861 | 235.1 |10.2028 | 46.014 | 0.621
318545| FM [2154.3 | 167.9 10.2139134.648| 0.75
FIG. 24
Norm. ; A
E rea:
3007 %990.23
2507
2003
E Area:
1504 597509
1007
. \ j\’\/L
01 . /J

2 4 6 8 10 12 14 16 18 min

# Time Type Area Height Width Area% Symmerty

116.986| MF | 5975 | 15 |0.6651| 5.643 | 0.809
2/8118 | FM [9990.2| 302.1 | 0.5511|94.357 | 0.551

SUBSTITUTE SHEET (RULE 26)



WO 2022/109335 PCT/US2021/060193

Norm.
500

400
300
200
100

-100

Norm.E
350
300@
250@
200@
150@

100?

50@

15/20

FIG. 25

Area:
7850~/ 9599
Area:

1067.59 Area

1798.38

4792 6.909 /
WA >

I L L L
2 4 6 8 10 min

# Time Type Area Height Width Area% Symmerty

4.795| MM | 10676 466 |0.3817| 8.569 | 0.985

1
2/6909| MF [17984| 39.3 |0.7635)14.427 | 1.256
317859 FM | 9599 | 5324 |0.3005|77.008 | 0.744

FIG. 26
Va Area:
‘ 11539.2
Area:
481.157

S o

L LA B NLELEL BLALELE NLELELE BLALALE NLELEL BALELE NLELE
2 4 6 8 10 12 14 16 18 min

# Time Type Area Height Width Area% Symmerty

1/6.864 | MF | 4812 | 138 10.5818| 4.003 | 0.705

218102 FM [11539.2] 363.2 | 0.5296 | 95.997 | 0.555

SUBSTITUTE SHEET (RULE 26)



WO 2022/109335

PCT/US2021/060193

16720
FIG. 27
Norm.
400 7.864~, , Area:
H 6921.23
300 Area:  Area:
200 424.319 974.739
100 4.986/ 7070
-100
L I L LR I L B L R L
2 4 6 8 10 min
# Time Type Area Height Width Area% Symmerty
1/4.986| MM | 4243 | 174 |0.4069| 5100 | 0.493
2|1 707 | MF | 9747 | 241 |06737|11.715| 1.216
3/7.864| FM [69212] 422 |0.2733]83.185| 0.552
FIG. 28
Norm. 4 :
3 Area:
200 | T35
250
200_5 Area:
150 5 469.62
100-;
" \\,J M
0] —
| T rrrrrrrrrrrrrrrrrrr
2 4 6 8 10 12 14 16 18 min

# Time Type Area Height Width Area% Symmerty

1

6.878

MF

469.6

10.8

0.7243

3.970

0.64

2

8.199

FM

11359

349

0.5424

96.030

0.562

SUBSTITUTE SHEET (RULE 26)




WO 2022/109335 PCT/US2021/060193

17120

FIG. 29

Norm. )
500 Area:

1717 313295

400
Area:
300 1529.59 //8'3”

[ ] s
100 L 6.879\ -
0
100 r-~+1r " *r1 "~ r+r1 11
2 4 6 8 10 min
# Time Type Area Height Width Area% Symmerty
116.879| MF |15296| 102.3 |0.2493 | 20.668 | 0.588
2|7.717| FM [31323| 2742 |10.1904 | 42.324 | 0.64
318311] FM 127389 207.9 {0.2195]37.008| 0.734
FIG. 30
Norm. ; A
3007 rea:
] N/10097.6
2507
200+
] Area:
150 582.047
100 7 \
o /\J M
0'"'|"'|"'.|"'|"'|"'|"'|"'|"'|"'|
2 4 6 8 10 12 14 16 18 min

# Time Type Area Height Width Area% Symmerty

1/7.003| MF | 582 | 145 |0.6679| 5450 | 0.789
21815 | FM [10097.6] 312.1 | 0.5393 | 94.550 | 0.556

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/060193

WO 2022/109335
18/20
FIG. 31
150 7 MDA-MB-468 (Trop2+)
—e— TROP-2 44
__________ --O--- TROP-2 30
_ 100 3% S i AR SRS &
= : --%-+ FITC 30
Y --- 4= Maytansine
> ---------------------------------------------------
o\o 50 .
I YO YRELLE Skl
0 1 T IIIIIII T T IIIIII| T T IIIIIII LI | IIIlIII T 1 IIIIIII
0.01 0.1 1 10 100 1000
Drug Concentration [nM]
FIG. 32
1507 BXPC3 (Trop2+)
Il —e— TROP-2 44
"""" B -- Yooy ooy -0 TROP2 30
T S s M S A el
. NN * ~-k~FITC 44
= . % -~ FITC 30
8 FY - - Maytansine
> R\
- e Fpaesteasn e
LN
N By
LTI P -y
O T 1 IIIIIII T T IIIIIII T T IIIIIII T T IIIIIII T T IIIIIII
0.01 0.1 1 10 100 1000

Drug Concentration [nM]

SUBSTITUTE SHEET (RULE 26)




WO 2022/109335 PCT/US2021/060193

19720
FIG. 33
150 SKBR3 (Her2+)
—e— HER2 44
--0-- HER2 30
R k- FITC 44
% - ¥--FITC 30
3 ---4-- Maytansine
>
o\o 50 N 1 ¥
0 T IIIIIIII T IIIIIIII T IIIIIIII T IIIIIIII T IIIIIIII
0.01 0.1 1 10 100 1000
Drug Concentration [nM]
FIG. 34
150
NCI-N87 (Her2+)
—e— HER2 44
--0-- HER2 30
100 3.
. 1TE ~-k- FITC 44
% --¥--FITC 30
3 --#= Maytansine
> 1 o N =
o\o 50 N
0 T IIIIIIII T IlIIIIII ] IIIIIIII 1 IIIIIIII 1 IIIIIIII
0.01 0.1 1 10 100 1000

Drug Concentration [nM]

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/060193

WO 2022/109335
20120
FIG. 35
1507 MDA-MB-468 (Trop2+)
—e— TROP-2 34
il S S Y SR (ot = TROP-2 46
- 100 \ ¥ Q\ o e FITC 34
% Y Y i | - FITC 46
8 | --m-- MMAE
>
R (e SR \-ooeee T
0 T IIIIIIII LI IIIIIII LI IIIIIII LI IIIIIII LI IIIIlII
0.01 0.1 1 10 100 1000
Drug Concentration [nM]
FIG. 36
150
BxPC3 (Trop2+)
—e— TROP-2 34
--0-- TROP-2 46
100 - ez
. L -~ FITC 34
% -+ FITC 46
g --B-- MMAE
R R R\ IR Ve
0 1 IIIIIIII ] IIIIIIII LI IIIllII 1 IIIIIIII 1 IIIIIIII
0.01 0.1 1 10 100 1000

Drug Concentration [nM]

SUBSTITUTE SHEET (RULE 26)



