NCI-H1975
Tumor Volume (mm3)
o o @
o o o
T2 9

Body Weight Change (%)

2000+

1/17

0
0 5 10
Study Day
FIG. 1A

20-
10-
-20 - | - |

0 10 15

Study Day

FIG. 1B

15

Vehicle PO BID

Osimertinib, 25mg/kg, p.o. QD
Compound 1, 10mg/kg, p.o. BID
Compound 1, 25mg/kg, p.o. BID
Compound 1, 50mg/kg, p.o. BID

ket ¢

Vehicle PO BID

Osimertinib, 25mg/kg p.o. QD
Compound 1, 10mg/kg p.o. BID
Compound 1, 25mg/kg p.o. BID

bk ot ¢

Compound 1, 50mg/kg p.o. BID



2/17

EGFR-L858R-T790M

Osimertinib
El Vehicle
c 125190109 o
'% T 100 ]'E 95 gg 1 Osimertinib, 25mg/kg, p.o.
85 i { . Compound1 | Z= Compound 1, 10mg/kg, p.o.
EE 75- i ! ' om Compound 1, 25mg/kg, p.o.
g":z so- -1 5 sy XX Compound 1, 50mg/kg, p.o.
&
S 254 A ’_zf”zﬁ 15 16 19
0- 1 — m

Relative Expression
[% of vehicle]

LI I
S A A RIS S S S
& it ot et ot it e

N
Time post single oral dose

FIG. 2A

phospho-EGFR

100

Vehicle

Osimertinib, 25mg/kg, p.o.
Osimertinib Compound 1, 10mg/kg, p.o.

Compound 1, 25mg/kg, p.o.

REHDON

Compound 1, 50 mg/kg, p.o.

A A A A A SIS L &
8 o & A & 4 xS & a
O B OV O\ O B O

Time post single oral dose

FIG. 2B



2000

-
(<]
(=]
T

1000

500

3/17

BaF3 EGFR-L858R-T790M-C797S
Tumor Volume (mm3)

-10-

Body Weight Change (%)

koot ¢

5 10 15

Study Day

FIG. 3A

R
S

Study Day

FIG. 3B

Vehicle

Osimertinib, 25mg/kg, p.o. QD
Compound 1, 10mg/kg, p.o. BID
Compound 1, 25mg/kg, p.o. BID
Compound 1, 50mg/kg, p.o. BID

Vehicle

Osimertinib, 25mg/kg p.o. QD
Compound 1, 10mg/kg p.o. BID
Compound 1, 25mg/kg p.o. BID
Compound 1, 50mg/kg p.o. BID

mk oot ¢



BaF3 EGFR-LESBR-TT90M-C797S

Body Weight Change (%)

Tumer Volume (mm°)

20—

4/17

2000 -
1500 4
1000 4
500 -
03 T T | ' |
0 5 10
Study Day

FIG. 4A

10
Study Day

FIG. 4B

15

kb ¢

Vehicle PO BID

Osimertinib, 25mg/kg. p.o. QD
Compound 2, 10ma'kg, p.o. BID
Compound 2 25makg, p.o BID
Compound 2, 50makg, po BID

Venicle PO BID

Csimertinib, 2omaikg poo. QD
Compound 2, 10mg/kg p.o. BID
Compound 2, 25mg'kg p.o. BID

Compound 2, 50mg'kg p.o. BID

bkt ¢



NCI-H1975-luc
BLI (photons/sx10°%)

5/17

1500 .
-~ Vehicle

& Compound 1 (50mg/kg p.o. BID)

15
Study Day
FIG. 5A
20 .
-~ \/ehicle
10 = Compound 1 {50ma/kg p.o BIL)

L
o
1

Body Weight Change (%)

1
k3
=

Study Day

“‘Body weight loss due lo lumor burden

FIG. 5B



6/17

12

10

-~ Plasma
-m- Tumor in brain

<
o
-

10000
1000
100

(6/6u) Jown} pue (ju/bu) ewse|d
ul uoesudadUoI | punodwor

Time (hr)

FIG. 6



/17

120
100

A O @
? 3 9

% SALL4 Remaining
3

OI T T T T T
0.1 1 10 100 1000 10000

Concentration (nM)

-o- Compound 1 DC50 > 10,000 nM
-6~ Lenalidomide DC50 = 137 nM

FIG. 7

—
o DN
o O

80-
60-
40-
20-

0 T T T T T T
0.1 1 10 100 1000 10000

Concentration (nM)

% GSPT1 Remaining

-e—- Compound 1 DC50 > 10,000 nM
-6~ (C(C-885 DC50 =6 nM

FIG. 8



FIG. 9

zT
“

OH

FIG. 10



9/17

FIG. 11

FIG. 12



CMGC

10/17

B

FIG. 13A

TKL

CAMK

AGC



ATYPICAL

11/17

MUTANT

EGFR-L861Q
EGFR-L858R

FIG. 13B



BLI (photons/s)

1010_

10°

108_

107_

106

105-
0

12/17

In Vivo Efficacy

10 20 30 40 50 60 70 80
Treatment Days

-o- Vehicle (PO BID)
—— Compound 1 (60mg/kg PO BID)

FIG 14



% Body Weight Change

N
o
|

0 10 20 30 40 50 60 70 80
Treatment Days

-o- Vehicle (PO BID)
—— Compound 1 (50mg/kg PO BID)

FIG 15



14/17

Survival

-
S (<23 [ o
T 2 2 2

Probability of Survival
N
<

0 T T T T T T ) ) ) )

0 7 14 21 28 35 42 49 56 63 70
Days after the start of treatment

—— Vehicle (PO BID)
-+- Compound 1 (50mg/kg PO BID)

FIG. 16



15/17

O
Q
@
O
<

Binder

FIG. 17



Response (RU)

Response (RU)

16/17

70 : : ;
EGFRL3R + Compound 1 o
” R.., = 59.2 RU
K, = 185 nM
yindof = 2.13
10 nM
F1EAM = = =
100N sesese
F16 M = -
1000 Al = -
A R e LD e e
300 350 400
FIG. 18A
W 5L858R ' ; R
EGFRDsimertinib o Cﬂmpﬂund 1 h,;a.?3x10_1m s
60 1 ks=0.0336 s
] R = 53.8T RU
] = — Ky =90 nM
> ¥iindof = 2.71
40 " 10 nM
31.5““ - -
VA 1007M sssnss
316 N == -—
20 1000 nh - —
11 '_=='-i?'=-i;:'.'.-.-='.-'.7;-.':-.';.—'.'; =1 -:'—
0
-10
0 50 100 150 200 250 300 350
time (s)

FIG. 18B

400



Compound 1 (nM)
EGFR L858R

P-EGFR
P-ERK
ERK

Vinculin

17/17

Compound 1 +

Compound 1 1500 nM osimertinib
o =)
o o o a @ 8
u o (Tp] o (Tp] u o u o [Tp]
— LM —i u — o i LA — [Ty —
= <

o
=

——— —————————
T e G W W W w———

FIG. 19



