AR
NN 7R

PCT/AU2020/051147
1/23

WO 2021/077175

Yiable TR ve Py

FIG. 1

Vighls CT8tve Pop.

SUBSTITUTE SHEET (RULE 26) RO/AU

2 :
5 ; ]
m 8 & %
8 7 2
| -l G £
b o
m“u ! o
X§ mm m : , u .
= 4
%
SRS PIOS 19y ¥ [<+] dog oSt



WO 2021/077175 PCT/AU2020/051147
2/23

S1

R
:x

.3
- B T
—
i ) - F
) a3~ ~ A a
) 23
S & s 3 m i S ) ~ " &
- s © © = o G Ay Bupus 8 ukousy oY
i} — e
5 " —
= = 9 ——
‘ 83 sese—
S% ; ; { : & W : T : - {
4 3 & g 3 a3 82 3 8
\ g \&\}\\ﬁ\w“é
! -N‘ wy
- % 3 ————
& —:pf’éi | ‘é SHNSTEEINNN.. ¥
2 . 23 N ——
) KOO0 1122 1Y o AURGRIA 193 194

FIG. 1 cont’d

SUBSTITUTE SHEET (RULE 26) RO/AU



WO 2021/077175

3/23
s &
R 'y
I B "5, <
H A e s
¥ 2 Y
*3 Q{i“ .Q* e
LSS :'““ T %
AR 8 & 4 e
ansEaBROTES Oy
anBG0D wnsEUD SGEIN %
P
£ R 8 8§ = =
enbosadsey oy
- - SHPAT AYBIA %
21
®
£ § 8 R
was L S0Y
G800 BN PIGRIA %
S x, €2
ol E DT ‘5}%
ol <
i % .
1 ¢§.¥ ('{?
H v 1 v i
2 § 8 %8 8 ¢
o S o ST VA S
1
3 B

s LS

8 8 &8 & ¥
a5 0 5P FGEIA %

PCT/AU2020/051147

Y . 3%
o e Fgy b
i «

i }Qg‘ N %tq,
i 13 '3':?
= @ Q &
o -~ it
w108
2 FED o BT HHYRIA %
<
® . ¢
[ me‘ .
L {3:3
& 8 b «
=
o
A
weBGAD 20 £ SGRIA K
&
=
*
{.Q- S ﬁ 8 5] ]

anERSEASED 09
e BEUD 0 PAD HYBA K

2
¥
N 1 L m: 3
£ 8 8 &8 = @
sasEaBRASES Oy
an-BRUD SRIA 35

FIG. 2

SUBSTITUTE SHEET (RULE 26) RO/AU



WO 2021/077175 PCT/AU2020/051147
4/23

g

s o0os e e

rssnssnsos

P
B O

p

48

20~

15+

10
5
o

3

%

3

£

8

L

P

£

K}

ped

4

o -
™ Lo

20
5
£
5
]
4

30
8

. £
e emseenaasaasaseed %‘Q\s : !Q!
; L4 & = -~ & < ¢
g & & -° § 8 R S

B aRUD o 80D A %

wn BAD0n B0 SO0 BGRIA % e BRUD 0, 8CD PARIA S

reve

> o]

FIG. 2 cont’d

SUBSTITUTE SHEET (RULE 26) RO/AU



PCT/AU2020/051147

WO 2021/077175

5/23

k3
P r .
-] H : :
= H H :
2 @ H : :
m «m d 3 :
g k-
£ = 2 i 3
% v m B u
N W - S ] m m
Z k] e X m -
¢ 7 g 3 ¥
P g ¢ E S
= PRI R it $ % i o
p— ok - % 7 o ;7 ) \\V\\k % .
4444444 gt 2 A - £ e e
£ 2 @ =
'3 o 4
* - = - = =
A ~ @ P
L - o m m
: = “
OOORORON [N S——— o
: ; ] ; o & : = & [~ i 1
2 o g g & & & & @ @ m s g & <@
- Adsrayl-1uod peaing % Adeasyrasod paning o
Adesayy-isod BARING ¥, v
5
L4
r g -3
A
T . 2
] 3/» -R )
i, - @ .
N. e
os
& g
< T3
Nz B £ -
W = P 4 bl % %
2 £ % 2 Rg 22
3 £ B3 E £ E
e £ - = ¥ ¥ oox o=
%z ol « 33
s % § % a ¥
=S o E L .
~ i - S ~ ¥ Y% 3
1* 4 % e % % o
[% A b I o “ . o
: : ! i ; ’ ; X o = @ < o
o © o s 2 G a o S 21 & & 2
) {,00] Zmngos somng, . () eae souny,
THT uossa 213G LHSORY, TXT LRSI Dy,
{HASHNY R BUE D0 Y IHE I8 L 20070 pRIHIVDLEEE PUB T W H) HIBT L £001L {pardiEas-opy pue U9 S9Y L 26074
< & W

Time {in Days}

b~
g 3
0 i
&8 ]
=
o -
5 ¥
2L
: T %
¢ 7 ot A
: H G %
oty
%
P
\\\\\\\\\ ¥
W +
- ™
& : ©
& R B g o
Adesayy-ysod raang ¥
=
i, -
. %.
" %,
» % g
L %
» %
. . %
23 o 5%
¢ g w
e %
£ *s
= .
3¢ 4
%
g 8 8 8 o
1 “t 2] 0

{580 YIXZ) SUGISH UL dved,

{Potoysa- 35 G PUS TTY IR R0 £ S001L

Time {in Days)

Tima {in Waeks)

FIG. 3

SUBSTITUTE SHEET (RULE 26) RO/AU



PCT/AU2020/051147
6/23

WO 2021/077175

{shag

{sya0ns ) ety ) ausy

2t o1 8 9 ¥ £ G 09 oy
u »uo 3 ﬂ H “* : 4] o0 L i \m\\.«\.\\\\&w\\. IR B
b4 x\ . # =
H H H w
i j “0f £ v 3 m B
% . 4 g ik d g
s A | 2 3 g
Q % L 4 09 W« ] am. 08 W
; 5 gy 2
w & 2 2
g w 17 tzoipeimeey yeng o OFV T
—- {20} patesiy 901w ‘ g1 e {15} paresiy §90-L -
{1} pemeasy pan-g.y- - 00 i PRISBHION 9L 0BT .
A PIILGI-YIOY gy i 4 ETLONS §
{supam w) ey vw«H&, umuwwww {sheq wi) sy
8 v z o e e ) o8 oy o0F 04 ) 0T g
“ S i 8 oe Y, »* e
W H H . \\\\ :, & L!!\
» m % oF
; # LY -850 F -
; 08 O 3 - g
Ly . £ ] i e 3 s
; i 2 ; \t g X
A : : ot 3 * z &
% ‘- 08 = { ) o ke R
: -t = i iy 1 oor 2 0+
[ PR B-L - o R S z
*! - D6 w.w» H - X
Lo PRIRBALHIOPE A B
2 | o2 . PIVERIL YL -
0TI TTRET parealLom - Logy .
i L} BYIANE !

FIG. 4
SUBSTITUTE SHEET (RULE 26) RO/AU



PCT/AU2020/051147

7/23

{syanm ur} sy

FIG.5

WO 2021/077175

{syanm w3} By {snoamul} eurgy
4 2. £ 4 1 [ AN 11 8 4 1 )
: - — 0 : . g ¥ 8
= & %
v z 5 9 &
J & - O 2
¢ 2o m &
i M i 87 O
1 -5 ¥ m
% ~ rM
H = Qe
29 v B o & g
M 3 - £ o
e o k4 bl
8 Y - o o @
SHd % z #
9T O Ty 05y
L g
uaiysally 573508 shep symeds
ALY UD BRI S}BT 1 PRUNEW YIH B01L DEN PETREBA O ) SR U

Wiz et
SRORBAINY ADJHUNLE 0% DOUUT ADIGBAR

L I R
I

Buions WHBM Apae- 15

NG §0 unpiy
137 S 5 PTG ¥

3745 30 uniaaiul SRUBARY

{uoaius AR g-3a0d} sAeg
§24 4

SHBI T
SIS A4 UB IR AT
4§ puon O 7
B Gl HHRRG

SN
.\\\\\\\«
s £

BN POLIRU-ART

SUBSTITUTE SHEET (RULE 26) RO/AU



WO 2021/077175 PCT/AU2020/051147

8/23
C Experiment 1 E Experiment 2
-
Mock- Mok~
treated treated
T-Letl T-Lell
Treated {G1) Treated {G1}
‘ T-Cell
mmgfg;; Treated {G2)
«P &k F -
1.0~ ;
o i 1.0 re—
»
0.8 -~ 0.8 =
‘% 0.6 re é
¥ S b 3.8 ~
® %
» o
g 84 E 04
o G \\\\Y . Y Y
0.3 § A §.3 d
X1 ‘%i Y
& gl
& & «&
FIG. 5 cont’d

SUBSTITUTE SHEET (RULE 26) RO/AU



PCT/AU2020/051147

WO 2021/077175

9/23

6

FIG

SUBSTITUTE SHEET (RULE 26) RO/AU



WO 2021/077175

e

£ ™

SHRD s EIAIL
2 2Q0 SIUBIA %

v

X4 L]

60 -

SHRD 2, EDYY
« RO NAYIA %

E2 23

<
<

I e TO
= BQ3 SIURIA %

68+

10/23

PCT/AU2020/051147

EAFE

60 -

SHR o BUD
s EQD QA S

C

FIG. 6 cont’d

&

- [
o
=
] . %
] ? T E
® s
£ = B ORE
> ¥ g ¥ B2
= & £ % 3% 3%
¥ ¢ g F § =
g_!ll g2 & & =+ "ﬁ
s EEE
=
I
w
-
3
®
=
= bl =
wr
2
- ¥ T T ¥ T
E & B & ®
"
- Kdeaaryg 3504 ARG 5
=
QR 0 B
¥ 3
Rl
)m
*
X
*
*
@
g
:3 £
B .
)
== &
% g
L3 o
b -
o
-3
=
§ #§ S
2 8 RS !
s . N % [&
H a S 8
\ 3 - g . \
b & g §
= +
= B P 3
KR I
2 8 55 8K
L £ F £ B
* 3 8 E &
E - | J
8 %
L N
+
@
&
o

{380} Fasy Roumy

SUBSTITUTE SHEET (RULE 26) RO/AU



PCT/AU2020/051147

WO 2021/077175

11/23

— §§ %,

.w ¥ i .AW
: %
> %, %
: - 0.
S, P %, T R
| P 3, ww ..wm.w\ .sw@ <

_ IO

H .\wva &WW» mmv ¥ 4 H 4 H \mwv.\\ mvwmw.\; .»..N\\
8 e e e e %, Y Y oo e N e T T, ey
- P = 5 o5 c@v Yy Amv Buipuig A UIXsUUY SAIRIDY Y « &w
ABHIRIA 1180 SALRIOY <

- i .

E3
¥ £ M .
;.L \@@ﬁww‘ " b
# ,Me.« .8@, *
Hoa .Y %
8%,
] %, e 3, %
\0@»‘ é@ %ﬁ‘ . . . . . ?
Iy - a@&@@mﬁ o % o N o= o %%7
r & & o ty Yoz, UG A UpEUUY AR ", %,
w2
HGRIA ) sAReiRY vy o 7

FIG.7

SUBSTITUTE SHEET (RULE 26) RO/AU



WO 2021/077175 PCT/AU2020/051147
12/23

Cell index

24
~e Mook reated e 1

? ~~ Teelitreated 251) " ] %1x
e MEK (0.5uM AZDB244) ) °
o TeellssAZDB244 O+

g ¥ Y i 3

400 800 1200 1800 2000
Time {mnts)
-

FIG. 7 cont’d

>
g

&
@
3

0.3~

Relative Cell Viability
b
e

FIG. 8

SUBSTITUTE SHEET (RULE 26) RO/AU



PCT/AU2020/051147

WO 2021/077175

13/23

—o NPCA3EBV-

o NPC43EBV+ve)

-~ C17

- (666.1

= SNUT19
GP202

s YCCLE1

10

1.0

1

0.

1

Log 10 Selumetinib (uM)

0.1

3 o
S &
AMqeIA [P “PA

Log 10 Trametinib (uM)

FIG.9

YCCLE1

D

SNU719

C

€666.1

B

C17

% %k koK

* K %k %k

AqeIA [RD P

3 % %k %k

0.9
0.6
0.3

09
0.6
0.3

0.9
0.6
0.3

ANpQeIA [PD P

FIG. 10

SUBSTITUTE SHEET (RULE 26) RO/AU



WO 2021/077175 PCT/AU2020/051147
14/23

SUBSTITUTE SHEET (RULE 26) RO/AU



WO 2021/077175 PCT/AU2020/051147
15/23

Y 0, . Y ol e,
23R8 S ° UGy, FgE8S S g S
SIPD as€ AsdSE)) DY SR an+€ IsEdSE) DY

2-SPAD PI9®CIA 2 -SSP IIqRIA %

EEE X ]

L & ¢
e N
s $333a° %
SIPD aa+L9DL STED aa+L9D

wSPAD FAPIAY g wSPAD PN
«@ & §l
h¢ i% 28
Q
2|8
A [ M
I § =
j»l\\ ’HA §
*xk \*“" ’%E ok kk . 7'-‘@
*ok g ko § g
x| FF] [ ~ ’%2 R ‘7!—12
% . F ¥ ’ F
--\/lnv
i5i% g E
2323 % % giIsl %
., 25383 N & 2235 &
R B G i :
= g% e as” 3 S &% &
o (9121 YIaoas) xapuy [P (are1 Yymos) xapuy )
<
FIG. 11

SUBSTITUTE SHEET (RULE 26) RO/AU



PCT/AU2020/051147

WO 2021/077175

16/23

o

- Alone

« Selumetinib (1uM)

» Trametinib (1uM)

s &
Anpqeip

2
IPD ‘PH

« Selumetinib (1uM)

+ Trametinib (1uM)

<)

g

< 4 .
w e g g
- - (=] <o
AppqerA 1R "PA

Z N&
B & W,O
7 Q

6TZNNS

FIG. 12

SUBSTITUTE SHEET (RULE 26) RO/AU



WO 2021/077175 PCT/AU2020/051147
17/23

i | % S O«SZV "0, Po
= L - § = %Q ‘[ % < § = @
§ guogi.ld)g § éuoléeldg
© €LVLSd Jo TAN €IVLSd JO TAN

. . %
.
° %
g5 -
IS
-
uorssaxdxo
@ 1 SSeD-DHIA JO TIIN 1 Sse[D-DHIA JO A

< uorssaxdxo uorssaadxa
Z/mnIAd jo 1IN 7/raAd Jo TN
6TLNNS 1°999)
FIG. 13

SUBSTITUTE SHEET (RULE 26) RO/AU



WO 2021/077175 PCT/AU2020/051147
18/23

1.2
—e— NPCA3EBV-vo)
2l . s NPC43EBV+ve)
=
I D N N C17
i C666.1
3 0.6
/ : g SNU719
g 04- GP202
Y
0.2 \g ~s YCCLE1
T T TT | T TTT | T T I‘T T T TT I
0.01 0.1 1 10 100
Log 10 JQ1 (uM)
FIG. 14

SUBSTITUTE SHEET (RULE 26) RO/AU



WO 2021/077175

8 § §
SIPD ax+€ AsEdSED DOV
aSPAD PN

1
|

T T

288 %
STPD as+LIDL
a-SPID SUBIA Y

%
*

]

el
+

2.5uM)
G-001 (10:1)
JQ1 2.5uM)

- TIG-001 (10:1)

= JOI (

- DMSO

>
SOO\OQ'N@

(31e1 [I013) X3pu] [BD

YCCLE1

SNU719

o
[— I — ]
AImqeiA [P PA

©

19/23

C666.1 ~ DMSO

C17

- TIG-001 (10:1) ] }
~ JQI (2.5uM)

PCT/AU2020/051147

8

g
SIPD on+€ ASEASED) OV
»-SHAD FIABIA Y

Time (mnts)

g
§
g
&
§

JQO1 (2.5uM)

- TIG-001 (10:1)

<

aw@ﬁ'(\l@

(331 YIM0i3) Xapuy [BD

o
S & @
ANMqeIA [P PA

a9 ¥
- o

FIG. 15

SUBSTITUTE SHEET (RULE 26) RO/AU



PCT/AU2020/051147

. Alone

20/23

9’ (J 3 (3
S S S <
4|

N4
IqBIA [PD ‘P @G@

£

a e @
=] = (=
AyMqeIA 1RO P

WO 2021/077175

6TZNNS 1°999)

FIG. 16
SUBSTITUTE SHEET (RULE 26) RO/AU



WO 2021/077175 PCT/AU2020/051147
21/23

,O *| . L | 6\
%Q DQ : O 000

:
s§gEge” TR R

uorssaadxa
yrEd o AN uotssazdxa
/A Jo AN
. M, (s ¥ S,
¥ ), < i 0y
. *f o ,%S 100:;?:% N *I ondd L %; @00\;?;*
¥ wda S %l de LS
C‘ { P O"ODIJ'Of C] 7 — ('-'01):1 (o)
sggEEc Y grigEcv
uoissaadxa D XA JO 1IN uoIssaxdxa D XA Jo AN
< ‘ : ‘ ( H
6TLNNS 19990
FIG. 17

SUBSTITUTE SHEET (RULE 26) RO/AU



PCT/AU2020/051147

WO 2021/077175

22/23

<

aﬂv_mu@ohaxv
I sse[D-DHIA JO TIIN

6TLNNS

3k % %

ke ke ok
*%
* Aok

uoissaadxd
TT-dd Jo N

uorssaadxa
1 SSe[)-DHIN JO N

19992

FIG. 18

SUBSTITUTE SHEET (RULE 26) RO/AU



WO 2021/077175 PCT/AU2020/051147
23/23

* ok ok ok
Heok ok
*k
s NS k%
2 2 _
E_E2
S—=8 S
@ QS VT
2 ESFEC
. £2235F
* NN +
* b =
P ,QE
-
i =32
P R T = ]
i gt o=
(swd) yy3Pm anowny, L oo
P & E
[N -

0

w [eAIAINS 9

) = —
T E 8 £=
S £ & £8
@ Y
= E B E¢
2 2 £
P P}
B o+
[}
[ T
2 g 2
= SIPD an8AD
SIqeIA %
*k — E
T =
* % *% f— o
CorRg =
= 2 - E ST 01 £AD
g 53 == I[qRIA %
L W e 2T
S E3SEQ
E2 ¢ 2E
S 3 E @+
boso
‘ ; ; [ =
S g 8 8 °
< [} — —
(puur) eaxe Inowny, o SIBD ax+SPAD
SAqLIN %
FIG. 19

SUBSTITUTE SHEET (RULE 26) RO/AU



