1/85

~-,~..,‘.\\§\ \\\\\\\\\\\\

¢ 2 4 5

FIG. 2

Erlotinib
JGKO005

N N
o (5.}
1 1

GI50 (M)
o

-
(3} o
1




WO 2020/190765 2/85 PCT/US2020/022743

FIG. 3
Cell Free EGFR Kinase Activity
e we Erlotinib
1009 T e — wi JGKOMO
< S0 3 \ N
25- f
TS
Log [nM]
FIG. 4
25 EGFR mutant GBM
77 Erlotinib
20- - JGK005
= o § JGKO010
=4
= -
5 -
L




WO 2020/190765 3/85 PCT/US2020/022743

FIG. 5
JEROOE PR {10mglkg} - SERIFO PR {10myikg)
[E, TR
5 & P @ Plamns
B & Qe
e e RrabPlasma A+ 105 9%
Plastrs b $ 8GR

B 1 208 g

™ T
\ ‘wﬂb\"‘%‘-‘*-nu,-.\.\m ) - ‘-.\‘&;._\‘.s,\\w\\-\“.:_;\\\\\\\\\\ "
: TQ“““““‘\ \“g o y .
tREE :} 2 ,3’ ........... {'; ...... : £ 2 4

Time {h) Time {(h}

FIG. 6

GBM
=20 >320 20 »20 >20
20

2

154

HOB0 (uMy

10-

T ]

51 .
L h

il

B § §
oLB N N\
Fe¥ Py ey

EGFRIl B domain



WO 2020/190765 4/85 PCT/US2020/022743

FIG. 7A
Lung Cancer
1.5
1.21
Il PC9
0.94 HCC827

GI50 (uM)

Q 0V N g;b
& S A

Q . O
S
S LE TP

EGFR mutant (ex19 del)



WO 2020/190765 5/85 PCT/US2020/022743

FIG. 7B
Others
0.6+ : ,
A431 (Epidermoid
carcinoma)
0.4
=
©
Q)
0.2-
0.0-
Q 0 QO 6%
d & & &
& F P

EGFR Amplified



WO 2020/190765

FIG. 8A

6/85 PCT/US2020/022743

Plasma and Brain PK {(8mg/kg)

.18+

0 (e}

-~ Plasma
-~ Brain

BrainFlasma AUC, 77 91.8%
Plasma by 1857 hrs
Brain o 1447 hesg

B

00048
G

FIG 8B.

{135~

0204

M)

=
=
i

{105

JGKO10 {p
2
-

'?iif.‘/////,-,;:a;-”

Time {(hr}

| Plasma and Brain PK (10mg/kyg}

@ Plasma

-# Brain

Brain'Plasma AUCq.»: 105.8%
Plasma fp 1.780 hes

Brain tyo) 1.800 tes

g
k: N AN XS 3
M N\\\\\\\\x\\\\\\%

Q.00

2 4 6 8
Time (hr)



WO 2020/190765 7/85 PCT/US2020/022743

FIG. 8C

JGKO10 IV PK {(Bmg/kg)

253
i

%
%

s s 07
AT

JGKO10 {pht)

. Flasma b 1971 hes

Time {hr)

FIG. 8D
JGKO10 IP PK {10mg/kyg)}

%\ -+ P Plasma
Y - P Brain

| e
o Brain'Plasma Am:ﬁ - 144.5%

£
A4
7

JGROTO (b

Time (ht)



PCT/US2020/022743

8/85
EGFR Amp WT + vill

JGK IC50

WO 2020/190765

FIG. 9

%

#

%
A <
» I mw %
Y I & o mw
> &
Ui &, .~ S P
% s
tce S fg %
58 ¢ i3
sk 4, O ¢ © %
W~ £, d : &ﬁ\.
i & Ul T &,
4 wmne &,
- & iy <,
¥ - & o <
" .%
p ®
% &
% A.ﬂm
Y o> &
P &
. % ?
ST TS . $3
gge - 8 8 |
) g1 (W) 050l

FIG. 10

EGFRi



9/85 PCT/US2020/022743

WO 2020/190765

FIG .11

10000

4600

&S00
2000+

(Nu) psIe

EGFRi



10/85 PCT/US2020/022743

WO 2020/190765

FIG 12

GBM39

E

RvIll

GF

a Y
o
=

il

)

.

0000
15000+
10000

3
&

{NY) OSID

GFRI

s
ol

b



WO 2020/190765

FIG. 13A

pEGFRVIII activity
(%o of control

FIG. 13B

PEGFRwt activity
(% of control)

)
[y
e
<

PCT/US2020/022743

11/85

— Erlotinib (15.2nM)
=== [ apatinib (4.1nM)
s JGKO037 (4.8nM)
== JGKO010 (6.2nM)
s JGKO038 (32.4nM)
s JGKOS55 (10.5nM)
s JGKO056 (31.4nM)
= JGKO60 (29.6nM)
== Gefitinib (9.3nM)

120

[
NV A N 0O
Q@@@?

<

1— AZD3759 (11.6nM)

0 2 4
log [EGFRi (nM)]

— Erlotinib (3.09nM)
=== [apatinib (22.5nM)
~ JGK037 (4.78nM)
we - JGK025 (57 2nM)
~s JGK026 (39.6nM)
== JGK 055 (9.54nM)
s JGKO056 (16.23nM)

1
[\S]

log [EGFRi (nM)]



WO 2020/190765 12/85 PCT/US2020/022743

FIG. 14A

JGKOO05 PK {10mgikg)
{3,204
~3 Flasma
- Brain

x

el

7%
]

i BrawFiasma AlCg oy, 81.1%
i Plasma o 2,07 his
\l Brain {0 184 hes

JGKOO5 (;iM)

=

fas:

i
1

T

e

Tz
1
55

AT

£

=
7
=

(g
Ba
£
53
85

Time (hr)

FIG. 14B

JGKOOS5 PK (10mglkg)

[acd

-t

for)
|

-#- Plazma
& Bradn

fasi]

e

%
1

k BrainPlasma AUC s T1%
' Plasma ty 50 2.24 hrs
Brafnty o 1.78 hrs

o
2
(%3
1
B rrerrees)

JGKOGS {uid}
e

S T
N \\%ﬂ"\\
o, N,

IO,

§.03 4 T
S

I e ®

B U

E}ﬂﬁﬁ T T T 1

2 4 6 8
Time (hr)




PCT/US2020/022743

WO 2020/190765 13/85

FIG. 15A

JGKO38 (M)

JGKO038 PK {10mg/kg)

- Flasma
- Bramn

BrainPlasms ACh 7, 83.4%

Plasma 1y 1,58 hes
Brain tyy 1,38 hrs

NS
N % .
N

SR e

vt O

FIG. 15B

JGKO3B (1)

2 4 5 8
Time thr)

JGKO038 PK (10mgiky)

T & Plasma
-g& Brain

BrainPlasme AUCGu . 85.2%
Plasma {100 156 hes
Brain o 2.00 brs

Time (hr)



PCT/US2020/022743

WO 2020/190765 14/85
FIG. 16A
525 JGK010 PK {10mg/kg)
; -+ JGKO10 Plasma
< 0.20 1 = JGKO10 Brain
- a15 BranPlasms AUG, 0 105.9%
o Flasma tyy 1.780 hws
— Brain s 1,809 hrs
g 8 104 TR Ty £
805
0.00 @ .
0 8
FIG. 16B
626 Plasma and Brain PK {10mg/kg)
-+ Plasma
g = Brain
= Srain/Plasma AlUCy 7 83.4%
£ Plasma typ 2077 hues
g X Hrain ig_\.«;::f. 158 hes
i
)
- i,

0 2 4 8 g
Time (hr)



WO 2020/190765 15/85 PCT/US2020/022743

FIG 17A

JGKO37 PK {10mg/kg)

1.2
N & Pasma
8 & Brain
ST,
% 9841 BratnPlasma AUC, 7,0 200.4%
;:' ® Plasma o 117 hes
0 fain byl 146 Ars
% Km&s‘,maérn: 123
ﬁ

FIG. 17B

JGKO3T PK {(10myg/kg)
& Nlasma
~& Brain

BramyPiasms Ay ny 223 34%
Plasma {“S.': .36 hrs
Brawi ty 1.32 hys

Rgmuttmini 13

JGKO37 (u)

Time (hr)



WO 2020/190765 16/85

FIG. 18A

EGFRI (M)

FIG. 18B

y
¥

EGFRI ()

PCT/US2020/022743

Plasma Concentrations

Hrain Concentrations




WO 2020/190765

17185 PCT/US2020/022743

FIG. 19

Brain Penefrance {9}

ALK Brain/FPlazsma

EBrain Penetrance

P

o

(<1
]

““““

P s f o3
e o 21
& & &
L L

123
o
1

= Vehicle (n=7)

Treatment Start Treatment End -+ JGK037 (n=7)

10-5 0 5 10 15 20 25 30
Days from Treatment Start



WO 2020/190765 18/85 PCT/US2020/022743

FIG. 21A

mstabalio responders

% adn CFFDG uptake
wi erichinil




19/85 PCT/US2020/022743

WO 2020/190765

FIG. 21B

o
~
1
£
Lo
O |l
sE
—
8¢ |o y
>0 S o
0T |V “
hudl m o #
7 i m co.vu
; 5 .
= [0] °
s % et X LlHo
-
C
(0]
m m T T T T 1
o o o o o o
o (o0 © <r N
o 7 —
quunop /m

sisojdode o

FIG. 21C



PCT/US2020/022743

20/85
B3 peplide

WO 2020/190765

FIG. 21D

gk,
u.ﬁ,\ﬁ
P
e

SR, S—

s 3
b %

g 1 B

FIG. 21E




21/85 PCT/US2020/022743

WO 2020/190765

FIG. 21F

T G0
G

3

FIG. 22A




WO 2020/190765 29/85 PCT/US2020/022743

FIG. 22B

% & privving w/ erclinib
T

o MR WREY
HK301 HK336

FIG. 22C




WO 2020/190765 23/85 PCT/US2020/022743

FIG. 22D

FIG. 22E

e BEIKO + pEIF®
A\ g}ﬁ -w‘:} A\ §;§3§»\g§ + p&I

= .. P21 PIG3  MOWR

relalive epresEon
Yo change wl donorabiel




WO 2020/190765

FIG. 22F

g B solhi

NN pRIKG N
QSE KQ + msgsﬂi«[}
4oy POIKO =+ pS3™

f erictini
Lo

ining w
k3

Y

FIG. 22G

24/85

RN

R

e 3

%
f\m\\\\m\“ﬁ

TS
SN

PCT/US2020/022743



WO 2020/190765 25/85 PCT/US2020/022743

FIG. 22H

RS

Y
\\‘-}-§‘ §

§

%

B
N

_—
SR
R N

iy

& Sy
pid

SR

actin




26/85 PCT/US2020/022743

WO 2020/190765

FIG. 23B

2
AP

P .

FIG. 23C



WO 2020/190765 27/85 PCT/US2020/022743

FIG. 23D

FIG. 23E

matabaolic noreresponder
responders



28/85 PCT/US2020/022743

WO 2020/190765

FIG. 23F

Gy
B

s,
“h

:S\:\‘

R
R
&

RS
R &
RN

S

S
L
S

FIG. 24A
&



WO 2020/190765 29/85 PCT/US2020/022743

FIG. 24B

FIG. 24C

A N p I

§\\§ - §§§\\ _____ L

3 \\ )
FZ N - Al l b M I

.- -
i \;\* Af \; oLt oY k\“ \;\:\S W

\.“\.\‘ \:%



WO 2020/190765 30/85

FIG. 24D

- mslaboli respondsr
1 nonresponder

FIG. 24E

e

: ¥

Pz

7

i

,;’;
1

PCT/US2020/022743



31/85 PCT/US2020/022743

WO 2020/190765

FIG. 24F

FIG. 24G




WO 2020/190765 32/85

FIG. 25A

:
Z
H

isRon 1iize §

{reimtin

40

&0

FIG. 25B

M eriotinib
e 2DG
pictitisib

G $u
o o
z

% & priming
Faod
e

10

HIK383 HK2G4

PCT/US2020/022743



WO 2020/190765 33/85

FIG. 25C

irving

U A pF

2DG pictilisib

FIG. 25D

N

e N
3

PCT/US2020/022743



34/85 PCT/US2020/022743

WO 2020/190765

FIG. 25E

W G 4

. s

sisoydode ¥,

Ry

o
3

Ry

» §¥’§§3§§§‘§§

5
i
¥
Wy g e

LB W Y
B FE s

FIG. 25F



WO 2020/190765 35/85 PCT/US2020/022743

FIG. 26A

FIG. 26B

"PEY

waly
an
idass
SO

L4 il chiarne)

2
%
kZ

£

days of reaiment



WO 2020/190765 36/85 PCT/US2020/022743

FIG. 26C

FIG. 26D

.
X

W i change)
Lk

4
7
%%

=




37/85 PCT/US2020/022743

WO 2020/190765

FIG. 26E

i

st

e
s e

£
ok

g

8%

% &

o
2%

%3

7

Lot

S
%

FIG. 26F

£
W

5

5%
o
%
k2
eres

R

%

”

. 4

Resg

4

M e
%

£y
2%
i,

g

£
s

¥
SN

geer;
(9%

2%
17

)
Yerd

P

i

7
4



38/85 PCT/US2020/022743

WO 2020/190765

FIG. 26G

(53
g
%7
&M g
# o,
o
% iy
3 - P
# . )
Z ‘
%
P i,
g .y Yo
) ] % 7
% %55 o5 o Qm
g5 5w - : %
b s
g . 4%
2 PR
. g “..
H
H i
s “
H % et
4 » ;
# % %
# K"
i
H

o

eI At ade

Y%

, pE

Fay

Lot

FIG. 26H



WO 2020/190765

FIG. 27A

W G

t g ¥

AR AT

]

L

B
h

FIG. 27B

FIG. 27C

WA \‘3§ §\\

39/85

PCT/US2020/022743



40/85 PCT/US2020/022743

WO 2020/190765

FIG. 27D

FIG. 27E




41/85 PCT/US2020/022743

WO 2020/190765

FIG. 27F

¥

i

\\\“\\\\\\\
.
i

77
7

2

sy

FIG. 27G




42/85 PCT/US2020/022743

WO 2020/190765

FIG. 28A

%
wm
%

%

%

%

%5

s S sSSP A S5

5

.

28B

b

FIG

“.\.

e



43/85 PCT/US2020/022743

WO 2020/190765

FIG. 29A

ceeeey,

R R

SR
?
i

002

FIG. 29B

FIG. 30A




44/85 PCT/US2020/022743

WO 2020/190765

FIG. 30B

X

O NS

RNaRT

R,

SN

I

dyhamie

drram

Snge

IS
3

e

» §\ .,

s g Mt v

e




45/85 PCT/US2020/022743

WO 2020/190765

FIG31A

Y

L
Ny

LATRSR
MAANY
AR

&
smanianssany

OIS,

B

\\&\ \\\\

SASRA

7

25 A

FIG31B

FIG. 31C

\&,

%
7




46/85 PCT/US2020/022743

WO 2020/190765

FIG. 32A

SR I I I I I PP I I PP 777

FIG. 32B

- £
' %
7,

5] “y
9. \”m\\wz
3 L S Ty
= s &\\;Nx 4
P K]
- \ &\.
5 b
)
: : - ., 3
20y 27 g e o] Zy

) o i T "y

apoe. s

3

£

&

s shunys oy



WO 2020/190765 47/85 PCT/US2020/022743

FIG. 32C

g

HK336

FIG. 32E




WO 2020/190765 48/85

FIG. 32F

FIG. 32G

PCT/US2020/022743



WO 2020/190765 49/85 PCT/US2020/022743

FIG. 32H

FIG. 321

£
e

s
i

(relative to control)
5

A

&



50/85 PCT/US2020/022743

WO 2020/190765

FIG. 33A

i
%

g p Bapaiid v v,

FIG. 33B




WO 2020/190765 51/85 PCT/US2020/022743

FIG. 33C

c HKa K338
' B vohicly NN WEHMELRIS
W erstiniy 8 combe

Y% ppapiusis
E% 4 £
.

FIG. 33D

GRM3S




WO 2020/190765 52/85 PCT/US2020/022743

FIG. 34A

metabolic respondery

e
[
fti'/
n
e
¥
+

ariolingy -

X
&
[y ]
[
4
1]
o
Lk
2]

FIG. 34B

gy

¥

8

R

¥ B

s



53/85 PCT/US2020/022743

WO 2020/190765

FIG. 34C

FIG. 34D

(%) sisoydode



54/85 PCT/US2020/022743

WO 2020/190765

FIG. 34E

100

0
N~
S

Isoydode 9,

FIG. 34F

Il vehicle

*kk
1

*kk
m

N erlotinib

nutlin

(] combo
S

1

100+

o o o
© © <
sisoldode o,

T
(@]
N




WO 2020/190765 55/85 PCT/US2020/022743

FIG. 34G

HK301

Il vehicle nutlin
erlotinib [] combo
pesp

—
H OO ®©® O
S © o o

apoptosis (%)

[}
@

2

FIG. 34H

HK336

l vehicle nutlin
erlotinib [ ] combo

apoptosis (%)




WO 2020/190765 56/85 PCT/US2020/022743

FIG. 35A

FIG. 35B




57/85 PCT/US2020/022743

WO 2020/190765

FIG. 35C

N
PO —

%:\\\\\\\\%&\E\t&&x\.i\
E

Cumuparhat) srd v

it 5 e

g

Kl

Ay ) W

FIG. 35D

y
g

-

s, % f

sistypiode %,

%




58/85 PCT/US2020/022743

WO 2020/190765

FIG. 35E

FIG. 35F

FIG. 36A

LA &
TS G

S
N

N
&

ey
N

OB

A

&

N
&
R



WO 2020/190765 59/85 PCT/US2020/022743

FIG. 36B

FIG. 36C

lpre
\ post eriotinib




60/85 PCT/US2020/022743

WO 2020/190765

36D

FIG.

+ Rivnanutin

Sy of freatment

FIG. 37A

S & & & o %
0 O < « 7

+ A UIXBUUB %,

FIG. 37B

(HE RN

Dhsonsse Dapervatiog

v A

P
& 2%

WXLy




61/85 PCT/US2020/022743

WO 2020/190765

FIG. 37C

A

W 7

WX BULY %



WO 2020/190765 62/85 PCT/US2020/022743

FIG. 38

BE-FDG PET Tumor 1 (white circle)

Svnviteetic Lothaline

W

SBEFDG PET Tumor 2 (white circle)

Vadildle E‘ﬁ{}é%s?si
9 .

N Bynthatie
Lothality

Mo changs in
%5?":‘3 i @}1 W

Y% B




WO 2020/190765 63/85 PCT/US2020/022743

FIG. 39A

E%

5

5

facemic
e

“r

e

Wiy

=¥
pres

s

¥
prey

}

™ @
3

%

™

s ©

AR W g
P + bl



64/85 PCT/US2020/022743

WO 2020/190765

FIG. 39B

tratins, oo

S . sy

zZ
%

5-(S)

%

v

.:\W.mm.!

P

B T

T
ad
Pty

pand
&
ey

faed

&S
AW

G BVEIS O D0k - L I 4T84



PCT/US2020/022743

L)

Bz 4 54 ZZ 17 21 i ¥i

R
b
el
-
o
LY
¥

65/85

WO 2020/190765

5

s AT sy A
w0

s

)
&

£y

s

FIG. 39C

3 RIS 0 D0L b - L9 O 2 At



WO 2020/190765

66/85 PCT/US2020/022743

FiG. 38D

Hy0G, c,F3

j \E" e [f‘j\' . HyCO bFso \J\OL ?‘
oy

HN\(H' Br

=

i H
¥ 3
{ {
P
: Cod
| Vo
P
P
i
Y ¢ i
% ¢
N\ &
i A \
S BTN N e
SFLAM “FL3% ~FLAR LS ~7E.58 “¥LES
)
£5 {ppo



WO 2020/190765 67/85 PCT/US2020/022743

FIG. 40

AROOAOL
. S80I

500 \§1 3
LO0H0T
LG0T
GO
BEONDE
HEONDE

‘; )u e\mf
> ] i) (911
g i — £CONDE
it CCONDE
' SEFONOT
= m\mf

0£05D

- 6TONDT
i -R7ONOT

L ERURTYS
| 9ZONOS
e ——— STONDI
: S OO

s

Qe dery

JREGO 5]
SOONOS

10060
1000
160

(AW psO1 MNanHd



WO 2020/190765 68/85 PCT/US2020/022743

FIG. 41

LGN
LOUND
GOONOT
SOONOT
C SO
LD
; SEONDT

3 — D

M SRONMO
I FRONOT

é FONOT

............................................. S SN

2% LD

: GOONMOT

- SOMOT

=

& £ SONDY
L | SFOMDT
<) PROMO{
r~
oL
-]

LD
si €3‘§‘”3f

?!E}‘{‘}i
WONLT
+S—— }LN\PH

SSLEATV
GEREAD
qumedery
PO
—— T

10600
1600
100

(AU psOT maaonad



69/85 PCT/US2020/022743

WO 2020/190765

FIG. 42

HK301

sFRVILD

o~y

€

(E

R77204

i |-

i

v
V7

b P

/773

VZZZ43

10086+

8000+

< P A

= = ]

e [ =

L~ - ~1
{NU) 051D

i

R

-

EGE



70/85 PCT/US2020/022743

WO 2020/190765

FIG. 43

~y
~F
ol

(E

GFRVI)

Vi i

L

Y

77
W

[
% A A A
A
D777 772 A

000+
0

10000
5

FOH0
15000

(N 0510



WO 2020/190765 71/85 PCT/US2020/022743

FIG. 44

GBM3S
(EGPFRyIH mutant)

ol AL T .

fi \l & = Vehiele
§ ~ 804 -~ JGRO68S (10mgkg)
= o= . EVak T SR i3
25 o o wee JGROESS (73megdke)
S 5 ! - JGRD6SS (25megke)
£E a0 » e Erlotinik (10mgkg)
&My $ . Ve e T
5 é 2. / ~s Lapatimb {80mg'kg)

ﬁ (§F 8 &

4 20 10

Treatment (Days)

FIG. 45A
HOCC827 Lung Cancer

(EGFR mutant; ex19 deletion)

60+

)

GI50 ("M

EGFR:



WO 2020/190765 72/85 PCT/US2020/022743

FIG. 45B

PCY Lung Cancer
{EGFR mutant; del E746-A750)

18
ey

GISO (nMD)

FIG. 45C

HE38 Lung Cancer
{(Normal EGFR)
40000
30000

200004

G50 (nM)

100004




WO 2020/190765 73/85 PCT/US2020/022743

FIG. 46

PC9 Lung Cancer
(EGFR mutant; del E746-A730)

-# Mouse 1
-& Mouse 2

Iy - - R I D R R R R

Log relative RLU
o

2010 0 10 20 30 40 50 60
Days Post Tx Start



74/85 PCT/US2020/022743

WO 2020/190765

FIG. 47

re
s HNM

3 %,

7 ]

.o.t w\

#ee
;
rd

F= 90 %

Mrvisnnd]

%

D

o
e

kK2

<t

g0

4

X
%,

7z

7

s

s,

by

K
P
g
o

o

b e

£
£

k3

i

2
o
)
o
Z
o
“3




0000000000000

FFFFFFF

22222222222222222



WO 2020/190765 76/85 PCT/US2020/022743

ST

FIG. 48C
NHA
100000
- mE JCN068S
80000+ & JCNO082S
— 3 §
S 60000- N JCN083S
23
& 40000+
20000+
0_
S S
¥ ¥
FIG. 49A
JGK068S Rat PK (5mgikg PO)
8000 +
-@ Plasma
o 1 -w- Brain
= 6000{ |
R &\ Brain/Plasma AUCy ggye 463 4%
0 % 3 Plasma by 7.33 hrs
O 40004 L 40 Brain ty,: 7.41 hrs
) d § \\ 1
&y ;
@ 200017 N

. ] ‘ : m—
0 8 16 24 32 40 48
Time (hr)




WO 2020/190765

FIG. 49B

)

JGKOB8S (nM

8000+

BOGG

4G00

77/85 PCT/US2020/022743

JGK068S Rat PK (Smg/kg PO}

& Plasma

- Brain
BrainfPlasma AUC g4 473.5%
Plasma g 7.33 hrs
m\@ Brain Ly 7.41 hrs

Time (hr)



PCT/US2020/022743

HK301 GI50

78/85

WO 2020/190765

FIG. 50A

o

B ZZZ

EGFRi

onc R oury

L™ n s

O E |
"y % 9

T T T T T T T T
s 28 & g & L 3 5l
g 2 g g 8 £ 2 £ &
- i~y oot

19998 .
(W 0510 OAOSTE

FIG. S0B

EGFRi



79/85 PCT/US2020/022743

WO 2020/190765

FIG. 51A

150

G

39

]

BM

G

. L
A
777

N

e )

b7
sreveedl)

peea

E§S§\\\\W\\\\\\

36000
15000

(e sy

EGFRa

FIG. 51B

0

otent)

GL

139

e

3

—

v

X

s

4000-

008 -

o o]
= =
Gt Lo
& = et

3

o e

(W) 081D



WO 2020/190765 80/85 PCT/US2020/022743

FIG. 824

pEGFRwt
< =
et o
e D
= o &S
aos &
Lan TS poad gt i
Osinertunb o
JGKO68S
Actin
Oximertinib
JGRO68ES
SEGFRwt
120
s JGKO3T {3.64n0M)}

e
- simertinip (40.410AD

------- JGKOBES (0.75nM)

PEGFR {%)

jog [EGFRI {(nM}



WO 2020/190765 81/85 PCT/US2020/022743

FIG, 82B

pEGFRVIY

- > % 5
e i v TR v
[ B i T o I o

Ostmertinb

JOGRO68S

Actin

Osimertoub

JGKO6ES

pEGFRyvil
135+ o
e JEROBT {3.43nM}
T SR - , e
10 NN N /f Osimertinig (17.85nM)
& 89 \\ N e e JGKOGES (0.74nM)
e NN ,,fyffww””f
M U N\ X X e
< ‘\M
o404 X U\
20 AN
\\\\ N \\\ ..
0 . N ‘
2 8 2 t

ing [EGFRI (nM)



WO 2020/190765 82/85 PCT/US2020/022743

FIG. 83A

HK301 (EGFRvED

800

600+

400

GIEG {(nhd}

200

-

FIG. 538

GBMI% (EGFRviD
80 - - === = = = }
8 Osimertinib
B JGK088S

GIS0 ()




WO 2020/190765 83/85 PCT/US2020/022743

FIG. 84A
AZD3T59  AZD929I JGKO63S
.32 .5z s 2
s23s532:5:53%2%3¢
- s m DD i EEEE
PEGER A263P
pEGEFR AZ28YD
PEGER A289V |
PEGFR GS9RV
(EGFR A263P |
{EGFR A289D |
{tEGFR A289V
{EGFR GS98Y |




WO 2020/190765 84/85 PCT/US2020/022743

FIG. 4B

pEGFR A263P

e AZD3TSS (3.080M)
e AZDO2O1 (45.740M)
e JGKOBBS (1 04nM)

pEGFR {% Conirol}

log [EGERI (nM)]

FIG, 84C

pEGFR A289V

e AZD3TES (1.380M)

T 100 / e AZDO201 (54.830M)

£ - - JGKOBSS (0.82nM)
3 X
2 B0- X f//
&
EEB, ‘QQ“ \\
o204

G ¥ SRR ]

-2 g 2 4

fog [EGFRI (nM)]



WO 2020/190765

FIG. 4B

pEGFR A288D

85/85 PCT/US2020/022743

e AZD37E9 (1.840M)
e AZDIS291 (98.671M)
e JGKOBSS (0.490M)

-2 0 2
iog [EGFRI (nMY

FIG, 84K

pEGFR G598V

do

w— AFSTEE (0.57 00
e BZDOZ28T (14 .4400M)

/::/ JGKOBSS (0.41nM)

\

log [EGFRI {(nM)]




