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FIG.1A-1M: Spheroid Growth in KRAS G12C vs. KRAS G12S NSCLC Cell Lines
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FIG.2A-2B:Spheroid Growth in Dox-Inducible shRHEB KRAS G12C NSCLC Cell Lines
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FIG.3A-3G: 3D and 2I Signaling in KRAS G120 NSCLC Cell Lines
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FIG.4A-4C: Tumor Growth over Time in NCI-H2122 NSCLC Model
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FIG.5A-5C: Tumor Growth over Time in LU2512 NSCLC Model

LU2512 (KRAS G12C) PDX
--0-- Vehicle, QD

3000

] --0-- Tipifarnib, 60 mg/kg,
2500 %\ BIF[)) -

g " % —a— Adagrasib, 100 mg/kg,
2000 - QD
1500 {Y-/é Tipifarnib, 60 mg/kg,

] /§_,- —o-BD+
1000 ST AT L é%agrasm, 100 mg/kg,

500- .

z _- ______ -§.__.§___,__=§r____§::___§:__ -

L

[ L
0 5 10 15 20 25 30
Treatment Days

FIG. 5A

SUBSTITUTE SHEET (RULE 26)



WO 2024/249551 PCT/US2024/031545
18/46

LU2512 (KRAS G12C) PDX
3000 —-0--Vehicle, QD
< 2500 ... Tipifarnib, 60 mg/kg,
E _,./%\-% il
‘é’ 2000—: §'/./% - Sé)[t)orasib, 100 mg/kg,
E ] -
g 100 5- & Tifarniv, 60 mghg
o _- . _ +
E 1000 _,.»§" P - S "> Sotorasib, 100 mglkg,
500?9-§_§ §___ YT @
O L | | L | |
0 5 10 15 20 25 30
Treatment Days
FIG. 5B
LU2512 (KRAS G12C) PDX
3000+ ,
] —-O-—Vehicle, QD

AT .. Compound (1), 15 mg/kg,
%/%LE % 58D

—2x— Adagrasib, 100 mg/kg,
QD

Compound (I}, 15 mg/kg,
BID +

- Adagrasib, 100 mg/kg,
QD

Tumor Volume (mm’)
S NN

(&2 () (&3] () (&)}
(an) (a>) [ [ ()
C T . T2

Treatment Days

FIG. 5C

SUBSTITUTE SHEET (RULE 26)



WO 2024/249551
19/46

PCT/US2024/031545

FIG.6A-6C: Tumor Growth over Time in NCI-H2030 NSCLC Model

NCI-H2030 (KRAS G12C) CDX
stop dosing

Tumor Volume (m

0
0 5

Treatment Days

FIG. 6A

NCI-H2030 (KRAS G12C) CDX
stop dosing

P

0
0 5
Treatment Days

FIG. 6B

Vehicle, BID
- Tipifarnib, 60 mg/kg, BID
- Adagrasib, 30 mg/kg,QD

Adagrasib, 100 mg/kg, BID

Adagrasib, 30 mg/kg,QD +
Tipifarnib, 60 mg/kg, BID

Adagrasib, 30 mg/kg,QD +
Tipifarnib, 60 mg/kg, BID

10 15 20 25 30 35 40 45

--0--Vehicle, BID
--0-- Tipifarnib, 60 mg/kg, BID
--¥- Sotorasib, 100 mg/kg, QD

Sotorasib, 100 mg/kg, QD +
Tipifarnib, 60 mg/kg, BID

10 15 20 25 30 35 40 45

SUBSTITUTE SHEET (RULE 26)



WO 2024/249551 PCT/US2024/031545
20/46

NCI-H2030 (KRAS G12C) CDX
p dosing

--0--Vehicle, BID
§, % --0-- Compound (1), 15 mg/kg, BID
% --¥- Adagrasib, 30 mg/kg, QD
Y" —a— Adagrasib, 100 mg/kg, QD
X Adagrasib, 100 mg/kg, QD +
.0 "~ Compound (l), 15 mg/kg, BID
" . _o- Adagrasib, 30 mg/kg, QD +
Compound (1), 15 mg/kg, BID

0 5 10 15 20 25 30 35 40 45
Treatment Days

FIG. 6C

FIG.7A-7B: Duration of Response in NCI-H2030 NSCLC Model
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FIG.9A-9C: Signaling and IHC Results from NCI-H2122 KRAS G12C NSCLC Model
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FIG.10A-10B: Tumor Growth over Time in PDAC Models
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FIG.12A-12E: Tumor Growth over Time in CRC Models
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Immunoblot Analysis of Treated GP2D CDX Model Cells
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FIG.14A-14B: Tumor Growth over Time in PDAC Models
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FIG.15A-15D: Tumor Growth over Time in CRC Models
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FIG.16A-16B: Tumor Growth over Time in NCI-H358 NSCLC Model
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FIG.17A-17F: Tumor Growth over Time in NCI-H2122 NSCLC Model
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NCI-H2122 (KRAS™) NSCLC
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FIG.18A-18E: Tumor Growth Over Time in NCI-H2030 and NCI-H2122 NSCLC Model
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FIG.19A-19B: Signaling in KRAS G12C Pretreated Tumors
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Dose Scheduling in NCI-H2122 NSCLC Model
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Tumor Growth over Time in NCI-H2122 NSCLC Model
NCI-H2122

(KRAS®“) NSCLC CDX

—_ —_ N
[$)) (] (S} ()
o o (e o
S S % 9

(an)

—0O-- Vehicle, QD

--0-- Compound (1), 10 mg/kg, BID

—— Divarasib, 100 mg/kg, QD

- Divarasib, 25 mg/kg, QD

—--- Divarasib, 100 mg/kg, QD +
Compound (1), 10 mg/kg, BID

— o- Divarasib, 25 mg/kg, QD +
Compound (1), 10 mg/kg, BID

0

| | | | |
5 10 15 20 25 30 35
Treatment Days

FIG. 21

SUBSTITUTE SHEET (RULE 26)



WO 2024/249551 PCT/US2024/031545
46/46

FIG.22A-22B: Tumor Growth over Time in KRAS G12V PDAC Models
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