WO 2022/155347

1/74

FiG. 1

Rr?

A
\_J

.

=

P

.

O

NS

i N
N 7 E\I T ©
[{:1] \. J¢] N )
\ ~X

A . ~

} X by o
HC © \}~

SN-38 {1 IS

FiG. 2

4 lg\;
U
{

HIPS Hogation

¢ RZ R

N y
variable region ﬁ K/ P <\x1

i RATYTONT T -

L

28 alcohod

oy w2

it H {ON
AN, P
AT ~§\ />,..\O

N

Exatecan {3)

"] [ target-binding region

)

¢}

PCT/US2022/012325



PCT/US2022/012325

WO 2022/155347

2/74

FIG. 3

N

e

SRR Sanay

Ry

i3

B

®

Ny

RES

FiGe. 4

7

Hymenatny

Rt

Téon




WO 2022/155347 PCT/US2022/012325

3/74

FiG. 8

¥ BRI
3

o

Wk Arvaly Symmstey
AT

1 o 1




PCT/US2022/012325

WO 2022/155347

a/74

» 7

a

B L€

i

T N

7
;
-
et
Pl
.
i
[

e
oooossnn AR s

gy o -
Gy G
o o

b
2
2
R

%
res

Aeuy

&

s

FiG. 8

iecorricorriet

el X

Avate

W

SiNa

it

e
S
i

~ibo

QL8




PCT/US2022/012325

5/74

WO 2022/155347

g

-
K

<

e

i

Syoameyy.

R Ry 2t T 3

/
f

Rk

3
W

Huaht

Ly

Arna

Aven

B
e

i

Y

TRATORN yunaane s NI AR AR s RIS B ik .

e

16

FiG,




PCT/US2022/012325

6/74

WO 2022/155347
it

-
K

<

e

i

Armat - Sronnmy.

Sreale | Spmmntry

Wl

WAy

Arna

e

S

o

TR

¥
$

By et
&

e
e

i

FiG, 12




PCT/US2022/012325

7/74

ANy
NN
3

At

Wikt

AR
il
Ratsited

gy

22,

PO UL YO8 9
% + \\ oot
e
\\»\\\\\
H w
i
i
5
H

WO 2022/155347

s, 13

<

i

FiG, 14




WO 2022/155347 PCT/US2022/012325

8/74

FiG. 18

. 3 N
S‘; ¥ a\\\\\
HE i
HE i
P H
HER H
R H \

N IR i ¥

i I H H

i A {

H A i H

(S PN : H

1o ity

Z

FiG. 16




WO 2022/155347 PCT/US2022/012325

g/74

FiG. 17

$ TR SN gk SIaNe Rty
b d H i &3 i R
R S { i H

FiG, 18

2 et
3 S
) &
3 &




WO 2022/155347 PCT/US2022/012325

10/74

FiG. 19

TR SIaNe Rty
3

v 3 H g H N
AR H B H H H H
P B H . ¥ K e b3

23 R ¥ mewEr 3 1 H
s 3 FWIA 3 3 2 EET N 3

FiG, 28

P

s

/
4

SR

i 133, LR S
b3 JERY Mg TANE AN
3 JIWIR My DI RARNY




PCT/US2022/012325

WO 2022/155347

11/74

x 2%

a

e

i

Y

e

prassien

Yygrnerts”

e

AR
3,

e

8

FiG, 22

ANH A At

:
i

Reaw

Junn

sy a4




WO 2022/155347 PCT/US2022/012325

12/74

FiG., 23

SRS ReeaNo  Byamatsg

oo { § DS PR
PRt saEm i i IoDRE WA AW i




PCT/US2022/012325

WO 2022/155347

13/74

145, 25

<

i

Sy
o

A AR IR

X

0

¥

st

Ry

FiG. 26

4o

s

i
B
k=

gy
iz

3

SowR,
3

RS
X

£ Q8T
L
EENY

¥




PCT/US2022/012325

WO 2022/155347

14/74

G, 27

e PSe

2
fad

@

S

FiG. 28

BregW

e

Ao




WO 2022/155347

FiG. 29

15/74

PCT/US2022/012325

& 5
FiG, 36
o
IR N
G ;
; H H
wadl b H
N3 3 i
N §
H 3 H
P R
H i H
i ;
N y N
i S § SRV— ROCEE R




PCT/US2022/012325

WO 2022/155347

16/74

G 31

e

A,

S

FiG. 32

Nt aanaay

e

v

I
7

3343




WO 2022/155347 PCT/US2022/012325

17/74

FIG. 33

X e B
FiG, 34
o
H
N o,
H i3
§ i
Py
1 $ N
H PR
H RN
R H b
5 H S
1 3 \\
i H *
3 ks ",
AN i - S
e SN
5 x




WO 2022/155347 PCT/US2022/012325

18/74

FiG., 35

BREBRing
TN

3. N

¥ frue Seua Rtk na Symuanay.
X AT ¥ 3 AR & AWEa3
K N RLY BN M &
X £ AN 0, fo




PCT/US2022/012325

WO 2022/155347

18/74

» 37

a

e

i

RN

”

P

5

SRS ReaXe  Byawmning

Ry

38

.

FiG

e

&

%

RIBRH

Witk

Baighe

Ama

T

£




WO 2022/155347

FiG., 39

20/74

PCT/US2022/012325

%

.

o

N

T

SRS ReenNor Byamatsg

PLEN

“

RN

N

Sean

3




WO 2022/155347 PCT/US2022/012325

21/74

FiG. 41

R
R y
PR ]
i ‘3.\\\‘ 3
HR i
I i
Y H
H b
{ i
{ i
i A HE
i3
i \ F
s .

FiG. 42




WO 2022/155347 PCT/US2022/012325

23/74

FiG. 43

Freow s .
&
Py
[
[
i §
R i3
i i
ol RN
3 i
1 it
AR 3 HE
\ [
. Y

FiG. 44




WO 2022/155347 PCT/US2022/012325

23/74

FiG. 48

isoe.

FiG. 46




PCT/US2022/012325

WO 2022/155347

24/74

» 47

a

e

i

P

5

4,

&

s
%,

%,

ot vuromiiirnaiera

e

» 48

¥

gk

i

Rsen

T

e
A




WO 2022/155347

PCT/US2022/012325
25/74

FiG. 49

7
7

Iniigten

Wikt Syounetny

i b s fen 15

FiG, 58

vsien i

Syannatey

LN




PCT/US2022/012325

26/74

i

&

WO 2022/155347
Fa ot

-

<

e

i

ISR

By

R TOCSSERPPRVRNNRRNNINNS

Feeals

Sy

Aoy

s
wente 7%

.
B -

7,
erviner
-y,

%
;
;

FiG, 82




WO 2022/155347 PCT/US2022/012325

27/74

FiG, 33

/
;

§ Aoy SShidy Feeats
& e AR
2

3

FiG, 54

Byswnetvy
N o




PCT/US2022/012325

28/74

WO 2022/155347
55

-
K

<

e

i

.

%
g
¥

Hreale | Spmmntry

Wl

WA

“ o Tt ot
Hed £
Zirainy

Arna

AR

True:

wL2e I

TR

¥
$

s,

e

N0
ol
1R

FiG, 36




PCT/US2022/012325

29/74

57

WO 2022/155347
Fa ot

-

<

e

i

SHIEAN RRRRENT

WA

Zivin
B
4 R

A
Hreay

TR

¥
$

e

2 JORES

] 3
e

FiG, 38




PCT/US2022/012325

30/74

59

WO 2022/155347
Fa ot

-

<

e

i

Seranty
g
R

\

N
Areal

RSk

3
A -
i
<
Ty
L %
: 2
Bheci i
< .
'

pienie

64

A,




PCT/US2022/012325

WO 2022/155347

31/74

1. 61

<

i

RN

H
H
/

H

;

4
;
;

e

el

. 62

3




PCT/US2022/012325

WO 2022/155347

32/74

15, 63

<

i

. 64

o

owrrarrnitsn




PCT/US2022/012325
33/74

WO 2022/155347

Sy

Aol

J

fh de
St
Fimisiy )

H

N oo

m ) by
| Pt o BT s

:

H

H

;

65
. 66

<
)
o

e

<

i




PCT/US2022/012325

WO 2022/155347

34/74

FiG., 67

3

R s

X,

RS

g

N

S Synvoeaty

rew

. 68

3




WO 2022/155347

FiG. 69

35/74

PCT/US2022/012325

FiG. 78

% Viability

150~

100

NCI-N87 Gastric Cancer Cells

50

8.1 1 10 100 1000
Drug concentration {(nh)

-« Free SN-38
-# Free Dxd
Free Belotecan




PCT/US2022/012325

WO 2022/155347

FiG. 78

36/74

5k-Br-3 Breast Cancer Celis

180~
=% Free Belotecan
- Free SN-38
2 1004
= ~#- Free Dxd
£3
3
-
ST R CCCCTTIEEEEERRREEE. W SRR
[ e USSMSSSSMISFSMSISESISPSPPRLRRRIR - GRACIALAALN > S
8.01 0.1 1 10 100 1000
Drug concentration {nM)
FiG. 72
Granta NHL Cells
150~
=% Free Belotecan
~+ Free SN-38
& 1001 - Free Dxd
%
3
5
S L7118 .
.01 0.1 4 10 100 1000

Drug concentration {nhi}



WO 2022/155347 PCT/US2022/012325

37/74

FiG. 73

MDA-MB-488 Breast Cancer Celis

4 50
- Free Beiotecan
i Free SN-38
2 100 B,
& ~& Fres Dxd
L2
RS
>
ESS 50~
UL B o i gy gy TR TS e
0.01 0.1 4 10 100 1008
Drug concentration {nM)}
FiGi. 74
MDA-PCa-2b Prostate Cancer Cells
180~ =z Free Belotecan
=~ Free SN-38
z 100- ‘ -#- Free Dxd
g
]
-
= 50~
8.0 9.1 1 18 100 10060

Drug concentration (nM)



WO 2022/155347

38/74

FiG. 78

MDA-MB-488 Breast Cancer Cells, TROP-2+

150+
® 100
ey
%
3
> 58
C Ll L} L]
0.04 1 160 10000
Drug concentration {nh}
FIG. 76

Viability %

NCI-N87 Gastric Cancer Cells, HERZ2+

150+

100+, p -

BQepeceesesensenmonsnsennansiys Bheoracncnsonacensncons
[ e ——
0.01 1 100 10000

Drug concentration {niM}

PCT/US2022/012325

=B TROP-2 Targeted ADC; DAR 6.9
«i~ [solypes ADC; DAR 6.84

- Free Belotecan

~&~ HERZ Targsted ADC DARG.7
i {sotype ADC DAR 6.8

~&- Free Belotecan



WO 2022/155347

PCT/US2022/012325
38/74
i 77
SU-DHL-1 ALCL Celis, CD25+
180 - CD25 Targeted ADC, DAR 8.9
«i~  Isolype ADC, DAR 6.8
2 1084 ~%- Free Belolecan
=
g
8
S 504
G ¥ L3 N
4.4 ki 108 1008¢
Drug concentration (nM}
FiG. 78

BxPC-3 Pancreatic Cancer Calls, TROP-2+
150~

B TROP-Z Tamgeted ADC, DAR 6.99
~i fsotype ADC, DAR 6.84
- Free Belotecan

Viability %
E

8.01 1 100 10000
Prug concentration {(nM)



WO 2022/155347 PCT/US2022/012325

40/74
3. 79

NCI-N87 Gasiric Cancer Celis, HERZ2+
150+

~ Enherty; DAR 7.82

-~ HERZ-Targeted ADC; DAR 4.9
X 160
§ - Free Dxd
=
8 &3 Free Belotscan
= 50

0 J R R R R
£.01 (L] 1 18 100 1000
Drug concentration {(nM}

¥FiG. 89

Sk-Br-3 Breast Cancer Cells, HERZ+

150~
-8~ HER2-Targeted ADC; DAR 4.9
5 4004 ~3- Free Belolecan
A - Enhertu; DAR 7.82
2
& N e
£ 5 ™ Free Dxd
5 -y
L e o B B X 1 g T e L e
$.01 8.4 ki 10 100 1000

Drug concentration {nh)}



WO 2022/155347
41774
Total Antibody
Detect with
anti-human Fo
O

Capture with antigen
or anti-human Igi

PCT/US2022/012325

Total ADC

Detect with
anti-mouse IgG1

\ 3

Lse

mouse
y anti-
< pavioad
NN &
§§ primary

N

i

Yoy

e M
™

V4

P
e

N
R
R\
i d
W

R
\\

i

tigen or

|

Capture with an
anti~-human Fab

FiG. 81



WO 2022/155347 PCT/US2022/012325

4274

100y

~-g- Total Antibody

ug/mk

5 5 10 i5
Days Post Dose
FiG. 82
100y i
-a- Total Antibody
~s Total ADC
101
y > \\ R e S ....................
§ 1 \\\\&\_\\\\\\\\\&\\\
g} \\'&'\"\““““‘§~ \\\_\“\\
\\\\\\\\ §‘
G ’E peie
0.01+4 ; ‘ ‘
5 5 10 i85

Days Post Dose
FiG. 83



WO 2022/155347 PCT/US2022/012325

43/74

100y

e~ Total Antibody
w3~ Total ADC

ug/mi

5 é 189 1‘5
Days Post Dose
FiG. 84

1@02 -8~ Total Antibody
=z Total ADC

ug/mi

) ]
o 5 10

15
Days Post Dose

FiG. 85



Mean tumor volume (mm?®)

WO 2022/155347 PCT/US2022/012325

4474

2000

1750

1500 %

1250 i &
7 A

1000 g’

750 E

500+ 7 §\

250~

N
\\\\:},«x\;\‘\“ ‘\\':\\\\'\\\g\\%\\\ \\‘\\“\\\\

10 15 20 36 35 45 50 §0 65 75 80 85 90

bttt
4

e oo \ahicle
== Trodebvy; 10 mokg (90, 7, 21, 28)
= Conjugate 3485; 6 mglkg (d0, 21)

s [8-1082; 8 mglkg (d0, 21)
FIG. 86



WO 2022/155347 PCT/US2022/012325

45/74

1000

~\\“\\\‘
800

o,
[as]
S & R
@ 550+
&
=

N

:
e
Q@
& N
= 400+ N
e &
C \\
3
@ §

f
=
200=
‘\‘ ~\s

30

Days

o Yehicle
5 DS-1062, 3 ma/kg
&= Conjugate 3485, 3 mg/kg
N Conjugate 3789, 3 makyg
@ Conjugate 3790, 3 mgkg
FiG. 87



Yiability %

WO 2022/155347

1500~

1000

500~

Mean tumor volume (mm®)

46/74

-& Vehicle

-8 Compound 85 Nectin-4 Conjugate; DAR 6.8
=@ MC-GGFG-Dxd Nectin4 Conjugate; DAR 3.7
FiG. 88

MDA-MB-468 Breast Cancer Cells, Trop-2+

150

PCT/US2022/012325

~&~ Compound 188 TROP-2 Conjugats; DAR 3.41

andiiar

8

8.014

2.1 1 1 100
Prug concentation {niM}

1000

Fig, 89

A

Compound 85 TROP-2 Conjugate; DAR 4,82
Compound 178 TROP-2 Conjugate; DAR 1.18
Compound 188 isotype Conjugale; DAR 3.67
Compound 88 isotype Conjugate; DAR 5.04
Compound 175 isotype Conjugate; DAR 5.08

- Compound 1
- Compound 2



Yiability %

WO 2022/155347 PCT/US2022/012325

47/74

BxPC-3 Pancreatic Cancer Cells, TROP-2+
° ' == Compound 165 TROP-2 Conjugate; DAR 3.41
150

-~ Compound 88 TROP-2 Conjugate; DAR 4.92

- Compound 178 TROP-2 Conjugate; DAR 1.18

i Cornpound 188 isctype Conjugate; DAR 3.67

% :: - Compound 68 isolype Conjugate, DAR 5.04

§ 3 s «# Compound 178 isotype Conjugate; DAR 5.08
N\ Compound 1

J ~&- Compound 2
0.01 0.1 1 10 106 4000
Cone Drug nid
FiG. 86
SK-BR-3 Breast Cancer Celis, HER2+ ~#~ Compound 65 HER2 Conjugate; DAR 4.9

150 =~ Compound 87 HERZ Conjugate;, DAR 3.82
== Compound 73 HERZ Conjugate; DAR 5.41

1604 R 3 s Compound 85 isotype Conjugate; DAR 4.5

N %F“W“ R \\'\\t““\\\\§* -~ Compound 87 Isotype Conjugate; DAR 4.39
) - < Compound 73 Isolype Conjugaie; DAR 4.38
50 L -\ Compound 2
g
L T T
0,01 8.1 4 19 100 1000

Conc Drug nM

FiG. 9%



Viability %

Viability %

WO 2022/155347

PCT/US2022/012325
48/74

NCI-N87 Gastric Cancer Cells, HERZ+

150~

ek
[
<

~&- Compound 85 HERZ Conjugale; DAR 4.9
-~ Qompound 87 HERZ Conjugate; DAR 3.92

- Compound 73 HER2 Conjugate; DAR 5.41

“ Compound 88 Isotype Conjugate; DAR 4.5
= Compound 87 Isolype Conjugate; DAR 4.39

Compound 73 isotype Conjugate; DAR 4,38
-\ Compound 2

il

84 4 10 400 1000

Cone Drug nM
FIG. 92

MDA-MB-468 Breast Cancer Cells, Trop-2+

150+
8- Compound 5 TROP-2 Conjugate; DAR 4.92
108-be- ~s~ Compound 88 TROP-2 Conjugate; DAR 6.19
N - Compound 8§ (sotype Conjugate; DAR 45
‘ - Compound 88 Isotype Conjugate; DAR 5.05
50 % = Compound 2
1
g ¥ s'““*‘“““““““‘:‘ -
8.1

L}
1 100 10000
Congc Drug nM

FIG. 93



Viability %

WO 2022/155347 PCT/US2022/012325

49/74

BxPC-3 Pancreatic Cancer Cells, TROP-2+

150
~&~ Compound 85 TROP-2 Conjugale; DAR 4.92
R 1%-:;\-;:::"_\\ iy ~s~ Compound 80 TROP-2 Conjugate; DAR 6.18
g ‘ % Compound 85 Isotype Conjugate; DAR 4.5
§ 50 = Compound 88 isolype Conjugale; DAR 5.05
=& Compound 2
¢ R Y
8.81 % 108 18000

Cong Drug nM
FIG. %4

NCI-N87 Gastric Cancer Cells, HERZ+

158+
=g Compound 9% HER2 Conjugate; DAR 489

=@ Compound 103 HERZ Conjugale; DAR 8.56

?Gﬁ\\‘%\\\m -~ Compound 118 HERZ Conjugate; DAR 8.1
Compound 98 Isotype Conjugate; DAR 3.07
50 - Compound 103 Isotype Conjugate; DAR 4.53

- Compound 118 isoiype Conjugals; DAR 588
W Compound 2

S —
8.04 1 100 10800
Conc Drug nM

FiG., 95



Yiabitity %

Yiability %

WO 2022/155347 PCT/US2022/012325

50/74

SK-BR-3 Breast Cancer Cells, HER2+

158
-~ Compound 6% HERZ2 Conjugate; DAR 4.9

-#~ Compound 88 HERZ Conjugate, BDAR 5.8
-~ Compound 82 HERZ Conjugats; DAR 513
Compound 85 isotype Conjugate; DAR 8.78
. - Compound 88 Isotype Conjugate; DAR 5.46
- Compound 82 isolype Conjugale; DAR 1.58

N Compound 2

8,64 1 100 10000
Cone Drug nM

FIG. %6

MDA-MB-468 Breast Cancer Cells, Trop-2+

150
- Compound §8 TROP-2 Conjugate; DAR 4.71
R - Trodelvy
180§ \\\‘&?\*&\\\\f"‘“ """"" " -
e -x  Compound 88 Isotype Conjugale; DAR 4.5
- CLZA-SN3E isotype Conjugale; DAR 3.18
L e -+ Compound 1
3 : =& Compound 2
“‘ o R »;~‘\\:q
8.01 8.1 1 18 180 1000

Cone Drug nM

FiG, 97



WO 2022/155347 PCT/US2022/012325

51/74

NCI-N87 Gastric Cancer Celis, HER2+

150
-8 Compound 88 HERZ Conjugale; DAR 4.8
~g- Enhertu
ES WU“% s Compound 85 Isotype Conjugate; DAR 4.5
% T ® & MC-GGFG-Dxd Isolype Conjugate; DAR 6.9
s -
S 5g & " Compound 2
\\\\\\:\\\\w\\w\@
Q N X ) R R
8.81 0.1 1 10 160 1080

Cone Drug nM
FIG. 98

MDA-MB-488 Breast Cancer Cells, Trop-2+

150+
- Compound 85 TROP-Z Conijugate; DAR 3.68
~s~ Compound 113 TROP-2 Conjugate; DAR 6.41
2 100 ~&  Compound 85 Isotype Conjugate; DAR 6.67
>
% - Compound 113 Isotype Conjugate; DAR 6.39
§ §0- =»- Compound 2
¢ STy
¢.01 10000

Conc Drug nh
FiG. 99



WO 2022/155347

52/74

NCI-N87 Gastric Cancer Cells, HERZ2+
150n

o
N
£ 100N .
2
%
S 50 ~
\.\'\\
% -
8 S S —
6.01 1 100 10000

Cone Drug nM
FIG. 169

MDA-MB-468 Breast Cancer Cells, Trop-2+
158~

B
e
R 180 N
&
E
1] .
e
¥
Sl N
¢ ) ! :
8.04 1 100 10000

Cone Drug nM
FIG. 101

PCT/US2022/012325

-8 Compound 68 HERZ Conjugate; DAR 8.83

Compound 138 HERZ Conjugate; DAR 7.26
Compound 142 HERZ2 Conjugate; DAR 6.8
Compound 88 isotype Conjugate; DAR 5.04
Compound 136 Isotype Conjugate; DAR 6.51
Compound 142 isolype Conjugate; DAR 4.27
Compound 2

Compound 68 TROP-2 Conjugate; DAR 4.42
Compound 127 TROP-2 Conjugate; DAR 8.67

~ Compound 131 TROP-Z Conjugate; DAR 5.4

Compound 88 Isotype Conjugaie; DAR 5.04
Compound 127 isolype Conjugale; DAR 6.9
Compound 131 isotype Conjugate; DAR §.44
Compound 2



Viability %

WO 2022/155347

PCT/US2022/012325

53/74

NCI-N87 Gastric Cancer Cells, HER2+
150+

MDA-MB-488 Breast Cancer Cells, Trop-2+
150+

N ®
1008~
" 'R
3 E \{i\
E Y
R %
50 . -
Y N
®
o \'.ﬁ\\x

10000
Conc Drug nid

~g~ Compound 68 HER2 Conjugate; DAR 6.83

~g~ Compound 127 HER2 Conjugate; DAR 7 4

& 100N =D ~& Compound 131 HER2 Conjugate; DAR 6.81

§ = Compound 88 isotype Conjugate; DAR 5.04

£ spdenn ~~ Compound 127 Isotype Conjugate; DAR 8.8
~& Compound 131 Isotype Conjugate; DAR 6.44

R N\ Compound 2
501 1 100 10000
Conc Drug ni
FiG. 102

Compound 151 TROP-2 Conjugate; DAR 668
-3 Compound 147 TROP-2 Conjugals; DAR 6.81
Compound 131 TROP-2 Conjugate; DAR 7.21
< Gompound 181 isotype Conjugale; DAR 567
- Compound 147 isolype Conjugate;, DAR 6.47

-# Cormpound 131 isolype Conjugate; DAR 6.44
Compound 2

Compound 148
~#- Compound 144

FIG. 103



Viabitity %

Viability %

WO 2022/155347

PCT/US2022/012325
54/74

SK-BR-3 Breast Cancer Cells, HERZ2+

- Compound 151 HERZ Conjugate; DAR 6.05
150 - Compound 147 HERZ Conjugate; DAR 8.7
s Compound 131 HER2 Conjugate; DAR 6.81
190-bs g # Compound 1581 Isotype Conjugate; DAR .87
N \\\ \‘Q - Compound 147 isolype Conjugate; DAR 6 47
\§\ -%  Compound 131 isolype Conjugate; DARB8.44
50 §§ ) N Compound 2
Q\;\ \\ s Compound 148
8 e o T} : < Compound 144
8.01 1 100 10000
Cong Drug nM
FIG. 164

MDA-MB-468 Breast Cancer Cells, Trop-2+

-#- CL2A-BN38 TROP-2 Conjugate; DAR 2.75

-~ Compound 188 TROP-Z Conjugate; DAR 2.29
CL2A-SNI8 Isotype Conjugate; DAR 3.01

<& Compound 158 Isclype Conjugate; DAR 2.74

N~ Compound 1

1858+
160
584
g
§.01 8.1 1 10 160
Cone Drug nM

1400

FIG. 165



WO 2022/155347 PCT/US2022/012325

55/74

FIG. 106

H
HE

FIG. 187

B




WO 2022/155347 PCT/US2022/012325

56/74

R

SR
ik s

FiG. 109



WO 2022/155347 PCT/US2022/012325

572/74

Walth
f [
3

FIG. 11t



PCT/US2022/012325

WO 2022/155347

58/74

By ety

R

o

Walth

Hnight

Bt

Tone

16112

FiG. 113



WO 2022/155347 PCT/US2022/012325

59/74

S Sy

Revwy,

H B $
3 R
3 S

FIG. 114

FIG. 115




WO 2022/155347 PCT/US2022/012325

FIG. 116

A

1S E

FIG. 117



WO 2022/155347 PCT/US2022/012325

61/74

i
!

G s

FiG. 119



WO 2022/155347

PCT/US2022/012325

s d o e

FIG. 129

FIG. 128




WO 2022/155347 PCT/US2022/012325

63/74

S

FiG. 122

PR

FIG. 123



WO 2022/155347 PCT/US2022/012325

& R R
} ; 3 R

FiG. 124

FiG. 125



WO 2022/155347 PCT/US2022/012325

65/74

S Lesttsdenrrrm,

saleiies iy

FiG. 126

FIG. 127



WO 2022/155347 PCT/US2022/012325

66/74

aieien

AR A R e e R et

5 Y &

£ s AN bt DD N ety

FiG. 129



PCT/US2022/012325

WO 2022/155347

67/74

FiG. 136

P

RS

7

IR

FiG. 1318



WO 2022/155347 PCT/US2022/012325

68/74

R Ny

A A R

2 0 T & S

FiG. 132




WO 2022/155347 PCT/US2022/012325

69/74

Bt

SyReney,

St

FIG. 135



PCT/US2022/012325

WO 2022/155347

70/74

il

R NN RO BN

AR

FIG. 136

FI

oy

G 13



PCT/US2022/012325

WO 2022/155347

71/74

Kooy

FIG. 138

FIG. 139




WO 2022/155347 PCT/US2022/012325

N

» BRI R
L oI B BN
R AW N LNy S didnd

FIG. 141



WO 2022/155347 PCT/US2022/012325

73/74

FIG. 142

FIG. 143




WO 2022/155347 PCT/US2022/012325

74/74

TN

i

Ay

\\““‘:‘?;‘.‘.‘:\3‘\;.‘?“1&’3‘.‘?:‘?.’—.’.\{\
¥ 3

FIG. 144



