


WO 2019/173523 PCT/US2019/021024
2111

1600 -
=4 9G1-p12 4 mgikg
1400 I gG1-b12-vcMMAE 0.5 mg/kg
¥ 1gG1-012-vcMMAE 1.5 mg/kg
1200 "
- W G 1-b12-vcMMAE 4.5 mg/kg
€
E1000-
® - tisotumab vedotin 0.5 magikg
- 800 "
@ - tisotum ab vedotini.5 mg/kg
-
2 600 = ‘.‘ tisotumab vedotin 4.5 mg/kg
=
-
400 - v Treatment
200 T
o —r——rr—r——r—r—r—r——r
0 20 40 60

Days after tumor inoculation

FIG. 2A



WO 2019/173523

3/11

N

3\\‘ §\

<

PCT/US2019/021024

Log (Tumor Volume (mm3)atday 47

day 47

{1gG1-b12 4mg/kg
IgG1-b12-MMAE 0.5mg/kg

IgG1-b12-MMAE 1.5mg/kg

IgG1-b12-MMAE 4.5mg/kg

tisotumab vedotin 0.5mg/kg
tisotumab vedotin 1.5mg/kg
tisotumab vedotin 4.5mg/kg

1gG1-b12 4mg/kg

*
*
*
*

1gG1-b12-MMAE 0.5mg/kg

%

*
*

1gG1-b12-MMAE 1.5mg/kg

* % 3k %k

1gG1-b12-MMAE 4.5mg/kg

% 3k %k

tisotumab vedotin 0.5mg/kg

tisotumab vedotin 1.5mg/kg

tisotumab vedotin 4.5mg/kg

%k 3k %k | ok %k Kk

%k % %k

% 3k %k

FIG. 2B



WO 2019/173523 PCT/US2019/021024
4/11

lgG 1-b12

lgG1-b12-vcMMAE

—_—

3

t wo

tisotumab vedotin

v Treatment 4mg/kg

Tumor size {(mm

0 7 14 21 28 35 42

Days after start treatment

FIG. 3
1200
vyvvVwYyy
1000 =4 gc1-b12 3 mgikg
o - tisotumab vedotin 0.3 mag/kg
£ 800 -
E - tisotumab vedotin 1.0 mg/kg
L+
N 600 -
w0
Q
c v Treatment
= 400 -
-
200 -
0 -
0 20 40 60 80

Days after tumor inoculation

FIG. 4A



WO 2019/173523 PCT/US2019/021024
5/11

16009

)

>

1400 9

1200 9 A

iA 0.0

800 - O

600 -

400 -

200

Tumorsize at day 25 (m m

&+ ‘_Q ‘_Q
\ \ \
& ® & ® & ®
Q L) Q
b Q° N
‘o\“’ \'\Q ,;\Q
o o
0\ Qb Qb
Y Y
N J o
é‘lb é‘lb
N N
o o
o O

day 25

tisotumab vedotin 0.3 mg/kg
tisotumab vedotin 1.0 mg/kg

*
*
*
*
*

1gG1-b12
tisotumab vedotin 0.3 mg/kg
tisotumab vedotinC 1.0 mg/kg

FIG. 4B



WO 2019/173523

3
)

Tumorsize (mm

4

Tasrruer gize {en

150

0=

Days after start treatment

e GRSl

shal vedslin g @

PCT/US2019/021024

© jci1-b12
B jci1-b12-vecMMAE

* tisotumab vedotin

A Treatment 4 mg/kg

WHAE 4 mglkg

i Becfomal vadaln 2wy

fart fvsabment



WO 2019/173523 PCT/US2019/021024
711

1400 "
-O‘ 1gG 1-b12, 4 maglkg

M. (mm

- 1gG1-b12-MMAE, 4 mag'/kg

-k* sotumanb vedotin, 0.5 mgi/kg

S .E
o
o
o
[l
L=

+ 800 = ‘A' tisotumab vedotin, 1 mg/kg
(o]

N ! -

" 600 = tisotum ab vedotin, 2 mg/kg
- ’

© - -n- tisotumab vedotin, 4 mg/kg
€ 400

s

- J’ treatm ent

mean

days after tfreatment

FIG. 7

Tumor size in individual mice, day 31

2400 ™ .
2000 =
©
£ o]
E 1600 "
- o A
v (o)
N
~ 1200
°
E 800 ™ 'OO'O' @® A
>
- (ole) L]
400 " .
:At o ———
0 T T T
\‘_Q‘ \‘_Q‘ NS &~ o &~
> N o o o o
IS & S S S S
> > © N % -
o .
N v@ o o\\“ 0\3 o\&
© RN oF > > >
0’\ @ Q)b 4Q) 4Q) 4Q)
4 © © ©
\° \W ° ? ? ?
A 3 <& <& <&
N < o & &
[ & ° ° °
S o o2 o2 o2

FIG. 8



WO 2019/173523 PCT/US2019/021024
8/11

g 1500
£
=
w
o 1000

* 'O‘ 1IgG 1-b12, 4 mygikg
®
N
o &= ;G 1-b12-MMAE. 4 magikg
4
; 500 =M= (isotumab vedotin, 4m g/kg
E]
< J’ treatm ent
]
®
£ 0 =
0 7 14 21 28 35 42 49 56 63 70

days after initiation of treatm ent

FIG.9

L~ 2000
£
€ lgG 1-b12,4 maglkg
s 1500 = IlgG 1-b12-M MAE, 4 myglkg
w
ro. tisotum ab vedotin, 4m g/kg
+ treatm ent
1000 ™
(]
N
«
-
E 500
E
<
@
(]
= 0

days after intiation of treatment

FIG. 10



WO 2019/173523 PCT/US2019/021024
9/11

R I \’ \’ \’ \’

E 1400 ™

3

~ -O- lgG 1-b12,2 mglkg

1200 "

=

Yoo - ~®= 3G 1-b12-MMAE, 2 mglkg

w

* o0 = == iisotumab vedotin, 0.5 mg/kg

5

E 6009 == jisotumab vedotin, 1 mag/ikg

€

= 400 =

- == iisotumab vedotin, 2 mg/kg

.

o 200" ¢

= treatm ent

0 T T T T
0 10 20 30
days after intiation oftreatment
FIG. 11

S
S
o
e 100
['2]
v lgG 1-b12,2 mglkg
(0]
N
P lgG1-b12-MMAE, 2 mg'lkg
(=]
£ tisotum ab vedotin, 0.5 mg/kg
s
= 50 =
= tisotum ab vedotin, 1 mg/kg
z
z tisotum ab vedotin, 2 mg/kg
S
-
(0]
(5]
- 0 T T T T
(0]
a 0 10 20 30 40

days after initiation of treatm ent

FIG. 12



PCT/US2019/021024
10/11

WO 2019/173523

€1 "OId

uoneziwopuel Jaye sfeq uoneziwopuel Jaye sfeq uoneziwopuel Jaye sfeq
6v Iy S¢ 8 12 v L 0 6v v s¢ 8z 1 v L O 6v Iy S¢ 8 k& v L 0
) -0
— - —
008 £ 005 £ 005 £
: : :
%¥e- OVILV " %62 OV/LV . %601 OV/LV -
: 0001 & P L0001 i 0001 &
: m o e e o
# : : E} v 3 E}
\ : : 0051 3, : : 0051 3, 0051 3,
sdad - i sdd - sdd - : :
AL = : : 000z AL = : : L0002 AL - : : L0002
asuodsay ajelpauuaiu| asuodsal o



PCT/US2019/021024

WO 201

11/11

t
Z £
EN/N |
)

model

TV efficacy in CRC PDX mouse

FIG. 14

cy

effica

MRNA expression versus

sponder AT/AC > 70%

Non-re

Intermediate 10% < AT/AC < 70%

Responder AT/AC < 10%

)
o
-

_____
88888

FIG. 15



