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New Targets and Targeted Therapies

* Overcoming EGFR-TKI Resistance

e Targeting Previously Undruggable Mutations
(EGFR Exon 20 ins and KRAS)

 KRAS mutant NSCLC/Co-mutations that

mediate resistance to systemic treatments
(KEAP1/NFE2L2)



Progress in Targeted Therapy for NSCLC-Adenocarcinoma

MET 3%
> 1 Mutation 3%
HER2 2%

EGFR
Other 4% ROS1 2%
/ BRAF 2%
y / RET 2%

/_NTRKl 1%

PIK3CA 1%

Unknown MEK1 <1%

Oncogenic Driver
Detected
31%

EGFR:
gefitinib, afatinib, erlotinib, osimertinib, dacomitinib

ALK:
Crizotinib, ceritinib, alectinib, brigatinib, lorlatinib, ensartinib,
entrectinib

ROS1:
Crizotinib, cabozatinib, ceritinib, brigatinib, lorlatinib, entrectinib,
ropotrectinib

BRAF:
Dabrafenib/trametinib, vemurafenib, dabrafenib

MET:
Crizotinib, cabozatinib, capmatinib, tepotinib, savolitinib,
merestinib, glesatinib

KRAS G12C
adagrasib, sotorasib

HER2:

Trastuzumab emtansine, afatinib, dacomitinib, poziotinib,
neratinib-temsirolimus, XMT-1522, TAK-788, Trastuzumab
deruxtecan

EGFR exon 20 insertions
mobocertinib, poziotinib, amivantamab

RET:
Cabozatinib, alectinib, vandetanib, sunitinib, ponatinib,
lenvatinib, apatinib, selpercatinib,pralsetinib, RXDX-105

NTRK:
Larotrectinib, entrectinib, LOXO-195, DS-6051b, ropotrectinib

vda4d

Adapted by L Bazhenova from Tsao AS, et al. J Thorac Oncol. 2016;11:613-638.




FLAURA: Osimertinib vs comparator EGFR-TKI as first-line
treatment for EGFRm advanced NSCLC: Final overall survival

Patients with locally advanced
or metastatic NSCLC

Key inclusion criteria
>18 years old
WHO performance status 0/1

Exon 19 deletion/L858R (enrollment
by local or central EGFR testing)

No prior systemic anticancer/
EGFR-TKI therapy

Stable CNS metastases were allowed

Probability of overall survival

No. at risk
Osimertinib
Comparator EGFR-TKI

Stratification by
mutation status
(exon 19
deletion/
L858R) and race
(Asian/non-
Asian)

1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1

0.0

data

Osimertinib
(80 mg po qd)
(n=279)

RECIST v1.1 assessment every
6 weeks until objective
progressive disease
Following the primary PFS analysis, progression
— events per RECIST 1.1 were no longer collected
centrally
Comparator EGFR-TKI;
Gefitinib (250 mg po qd) or
Erlotinib (150 mg po qd)
(n=277)

Crossover was allowed for patients
in the comparator arm, who could
receive open-label osimertinib upon
central confirmation of progression
and T790M positivity

Median OS, months (95% Cl)
38.6(34.5,41.8)
— Comparator EGFR-TKI 31.8(26.6,36.0)
HR (95.05%CI) 0.799 (0.641, 0.997); p=0.0462

321 deaths in 556 patients at data cut-off: 58% maturity

279 276 270 254
277 263 252 239

15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time from randomisation (months)

236 217 204 193 180 166 153 138 123 86 50 17 2 0
205 182 165 148 138 131 121 110 101 72 40 17 2 0

Ramalingam SS, et al. ESMO 2019. Abstract LBA5_PR.



Broad Mechanisms of Resistance to EGFR-TKI
and Temporal Occurrence

Mutations in BRAF, HER2, KRAS, NRAS, PIK3CA
« Others: AXL overexpression, GF1R activation P53/Rbl - 18% RET fusion (<1%) _—
(@%) (6%)
i —ERBB2 alteration
Cooper AS. et al. Nat Rev Clin Oncol 2022 FGFRI/213 fusion (2%) 7 '

On-Target: Off-Target: Histologic Genomics from Orchard: N-174 tissue samples/concurrent
i i transformation
EGFR resistance mt Diverse Bypass MOR Plasma ctDNA
i b 3 EGFR 24%
l ADC scc am;(a;igf/a)tion 1
@ ©e “eorn
‘ \& mutations EGFR
( (w ADC 0, (7%) alteration
TK —’ ( Y Ly
EGFR-ALK RAS-MAPK activation COCC 1 1 A) ()
downstream PI3K-AKT activation v
signalling JAK-STAT activation T
PIK3CA  AKT/PTEN/
alterations PIK3CA
Osimertinib EGFRC797X, « Amplifications in MET, HER2, KRAS, NRAS, YES1 + Small-cell transformation (11%) alterations
alsticice G796X, L792X, + Rearrangements in RET, NTRK1, ALK, BRAF, + Squamous-celltransformation
G1245,L718Q ROSH, FGFR3 <EMT (11%)
BRAF alteration
(2%)
45% ALK fusion (2%) /
3 BRAF V600E mutation (<1%) i el (%) j
S RAS mutation (<1%)
3 3.0%
E ERBBZ amplification (2%) No alteration
E EGFR C797X BRAF fusion + EGFR ERBB2 mutation (<1%) (34%)
% /\ amplification (3%)
A 15% / o BRAF fusion only (2%)
: < 9%
[}
ks \—
NS
0.0%
PO R A R * Pre-Existing Comutations Mediating Resistance (Impact for
<
<« & month intervals locally advanced/early stage treatment)
—EGFR C797 MET amp BRAF

Presented by S. Ramalingam WCLC 2022 .
* Resistance to Immunotherapy



C797S-Active Compounds in Development: Preclinical Data

Compound Del19 | L858R | Del19/ | L858R/ | Del19/ | L858R/ Triple Other Status

T790 T790M | C797S C797S Mutant

M

‘ BLU-945 - X X X - X X - Phase 1/2 (NCT04862780)

BLU-701 X X - - X X X X Discontinued
BLU-525 X X - - X X X X Preclinical
BDTX-1535 X X - - X X X Uncommon | X Phase 1 (NCT05256290)
THE-349 X X X X X X X X Preclinical
HO002 X X X X X X X X Phase 1/2 (NCT05552781)
BAY X X X X Ex20ins Phase 1 (NCT05099172)
2927088
JIN-A02 X X X X X X X Phase 1/2 (NCT05394831)
BBT-176 X X X X X X X Phase 1/2 (NCT04820023)

E Predicted Not Active E Predicted Active E No available data

Shum et al, AACR 2022; Tavera-Mendoza et al ENA 2022 #177; Lucas et al. ENA 2022. Abstract #64; Zhang et eal. ENA 2022 #236; Siegel et al. ENA 2022 #17; Lim et
al ESMO 2021; Yun et al ESMO 2022 #999P Slide courtesy of Julia Rotow. MD
7



BLU-945: Preliminary Efficacy Data
Monotherapy Cohorts, Top Dose Levels

EGFR C797S ctDNA CLEARANCE TUMOR SHRINKAGE

100
[T
[0)
<= % Change Tumor Volume
20% == PD
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o E o 0% SD
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-100
- 0,
Baseline EGFR  ex19del L858R ex19del L858R ex19del ex19del L858R L858R L858R L858R ex19del ex19del ex19del 40 A”
mutational profile C797S* C797S* T790M C797S* T790M T790M T790M C797S* C797S* T790M T790M T790M T790M
(C1D1; FALCDXx) C797s C797S C797S C797S C797S C7978* C797S* C797S
- 0,
200mg BLU-945 BID = 250mg BLU-945 BID = 300mg BLU-945 BID 60% 200mg BLU-945 BID = 250mg BLU-945 BID ® 300mg BLU-945 BID

Adapted from: Mar, B. Presented to EGFR Exon 20 Research Consortium



Amivantamab + Lazertinib

EGFR/MET Bispecific +3'd Gen EGFR TKI
CHRYSALIS-2

60 - Prior Therapy Groups BICR ORR (95% Cl) INV ORR (95% CI)
50'; [l Osimertinib > platinum-based chemotherapy (n=39) 21% (9-37) 26% (13-42)
40'5 [0 1st/2nd-generation EGFR TKI - osimertinib > platinum-based chemotherapy (n=67) 36% (25-49) 30% (19-42)
30 3 B Heavily pretreated or out of sequence (n=56) 39% (27-53) 29% (17-42)

P | R R TR EEEEEEEEE
10 3

03
10 3
20 3
-30 3
-40 3
-50 3

71 BICR ORR 33%
i PFS 5.1 months

Best Change from Baseline in
SoD of Target Lesions (%)

Shu et al. ASCO 2022. #9006.; Bauml et al ASCO 2021 #9006

In CHRYSALIS-1, MET/EGFR
IHC score correlated with
response (n=20)

ORR 90% if IHC+
ORR 10% if IHC-




INSIGHT?2: Tepotinib and Osimertinib

Key eligibility

* Locally advanced or metastatic
NSCLC with activating EGFR mutation
Acquired resistance to 1L osimertinib

METamp detected by central/ local
FISH testing (TBx) or central NGS
testing (LBx)

ECOGPSof O or 1

Stable, treated brain metastases
allowed

Tepotinib monotherapy

Primary endpoint:
* ORR by IRC (patients with METamp
centrally confirmed by TBx FISH treated
with tepotinib + osimertinib)

Secondary endpoints:
* ORR by IRC in patients with:
— METamp centrally confirmed by TBx FISH
treated with tepolinib

Detection of METamp

METqu] MET GCN >5 and/or
definitions and/or

LBx NGS:
MET GCN >2.3;
Archer®

TBX FISH: METamp +ve

TBx FISH: METamp -ve

MET GCN, 2.33;
MET/CEP7, 0.96

MET GCN, 17.4;
MET/CEP7, 7.35

TBx FISH
n=139
(33%)

METamp detected in 153/425 (36%) of pre-screened patiea

LBx NGS
n=47
(11%)

J




INSIGHT 2: Osimertinib + Tepotinib for MET-amplified EGFRm
NSCLC

Tumor shrinkage (IRC) in patients with METamp detected by central TBx FISH (N=48)t

100 +
g 80 - Best overall response
EZ 60 B Siatre romne
c % 40 A M Progressive disease
o2 Not evaluable
Se 20
5% 0
23 N
5 0 §§§§§
e L
% -80 A METamp detection MET GCN &§§\:\\§
TBx FISH 5-<10
-100 = mmiBxNGS W=10
METamp detection u u o o o = | |
MET GCN H B H HE EH B EEENE HE EE EEN HEN [ ] |

ORR 45.8%-56.5% osimertinib + tepotinib
ORR 8.3% tepotinib monotherapy



EGFR + MET TKI Combinations

Osimertinib + Savolitinib for MET+ s/p Osimertinib

Key Takeaways
TATTON Phase lb SAVANNAH Phase Il * Biomarker
FISH MET/CEP7 2+ or Definition MET+: IHC 50+ or FISH 5+ Definition of MET
MET 5x+; IHC 3+ in 50%+; (62% screened) hich
NGS 5X CNG) Definition MET-high: IHC 90+/FISH 10+ 8
(34% screened) * What does that
ORR 30% post 3" gen mean in the
SO ORR 49%, PFS 7.1 mo MET-high patient?
* Tumor
Osimertinib + Capmatinib for MET+ s/p Osimertin|Disubis itk .
P /p NCT NCT05261399 Heterogeneity and
response
GEOMETRY-E Phase Il * Single agent MET
Randomized osimertinib + .
TKI likely unhelpful

capmatinib vs platinum doublet
NCT 04816214 - study

Sequist et al, Lancet Oncology, 2020; Ahn et al, IASLC 2022 EP08.01-140; McCoach et al J Precision Oncol. 2021.



Telisotuzumab vedotin + Osimertinib
MET-ADC + EGFR TKI

MET-overexpression: IHC 3+ in at 25% of tumor cells

31.7 ORR 58% B 1.6 mgkg Q2W

1.9 mg/kg Q2W
9.3 g/kg
00

-50 - -44.0 462 -46.7

-100

Best Percentage Change From Baseline
o
N
~
o ml
o
w
o
[(e]
w
N
o
R
O
=
———

-100

Patients (N=19)

Goldman et al. ASCO 2022. #9013



Other Bypass Tracts That Are Potentially Actionable

Osimertinib + RET TKI in Acquired Resistance

Osimertinib + Alectinib ) )
ALK Fusions 6 months DoR Mediated by RET Fusion

Reports Pralsetinib
B
BRAF Osimertinib + Trametinib
Fusions Response, D/c at 5 mo (Tox) Case
Report
Dabrafenib/Trametinib
BRAF V600E 7-8 months DoR
Osimertinib+Vemurafenib Selpercatinib
7+ months DoR Case 00
§
Z. Piotrowska et al. Cancer Discovery 2022 E"’ 20 Objective Response n (%) 8 (50%)
) ) E Partial Response* 5 (50%)
g:’ 40 Stable Disease 3 (30%)
_E% Progressive Disease 2 (20%)
: 0 A Disease Control Rate n (%) 8 (80%)
fq(,,: " ‘. ﬁ:igigﬁfgiesease Median Depth of Response (%) -43%
@ W Partial Response * *One partial response unconfirmed

-100

One patient with clinical progression without radiographic evaluation not shown



Patritumab deruxtecan in EGFR-
mutated NSCLC with PD on Prior EGFR-
TKI

Human anti-HER3 IgG1 mAb Deruxtecan
o
24 o1
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) ) e B 5 gl 23 Troou i T < B g =]
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g 0.1
oo
0
0 3 6 9 12 15 18
Months
Number

atriskS ¥ 183 110 P. Janne et al. Cancer Discovery 2022.



EGFR mutations are heterogeneous

L858R, 721, 32% ex20ins, 261, 12%

ex19del, 1056, 47%

Extracellular domain Tyrosine kinase domain

ex19del+L861Q, 2, 0%
L861Q+S768I, 1, 0%

G719X+S768l, 29, 1%

ex19del+ex20ins, 1, 0%
G719X+L681Q, 10, 1%

. ex20ins+L858R, 6, 0%

G719X+L858R, 1, 0%

[ 1 I

EGFR I i /"_H v I Transmembrane Exon L[ Exon [ Exon L[ Exon
domain 7l 0 2 22

Loop following C-helix

Exon

Rare Insertions, 64, 24%
N771_P772insH, 3, 1%

D770_N771>GSVON, 4, |
2%

N771_P772>GYP, 5, 2%
V774_C7755AHVC, 6, 2%
H773_V774duphV, 6, 2%
D770_N771>GYN, 6, 2%
H773dupH, 8, 3%
P772_H773dupPH, 9, 3%

D770_N771insG, 10, 4% A763_Y764insFQEA, 15, 6%

N771_H773dupNPH, 20, 8%

Meador, L. Sequist, Z. Piotrowska. Cancer Discov. 2021, 2021
Sep;11(9):2145-2157. Y. Elamin et al Cancer Cell 2022 40: 754-67.
JW Riess et al JTO 2018. 13:10. P1560-1568,

16
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2020 World Conference
on Lung Cancer Singapore

wcic20201ASLC.com | #WCLC20

CONQUERING .THORACIC CANCERS WORLDWIDE

Amivantamab: EGFR-MET Bispecific Antibody

Fully human EGFR-MET bispecific antibody with immune cell-directing activity'-2

Targets activating and resistance EGFR mutations and MET mutations and amplifications3-4

Demonstrated monotherapy activity in patients with diverse EGFRm disease including EGFR Exon19del, L858R, T790M,
C797S, Exon20ins, and MET amplification34 e

MOA Relevant to EGFR Exon20ins-mutated NSCLC

~

/ Immune Cell-directing Activity Inhibition of Ligand Binding

Receptor Degradation
Trogocytosis ! y/
“ i ” \ i
cellular gnawm’go \\f > \ Tumor Cell Ehen a \ % ongand
w Tumor Cell “e > )&
4 iy . i y ‘
wmz €& "' S ™ { } \ EGFR Yy~ Y wmer
Lysosome ]
Macrophage 2 " \ !
_~ P )__\ G ) J o\ O
atural Killer @( Gl b Tr i) tiibutsat oo dati .
Cell OgOCYQOSIS aiso contributes to receptor degraaation Tumor ce"

'Vijayaraghavan Mol Cancer Ther 19(10):2044. 2Yun Cancer Discov 10(8):1194. *Haura JCO 37(15_suppl):9009. “Park JCO 38(15_suppl):9512
GFR, epidermal growth factor receptor; EGFRm, EGFR-mutant; MET, mesenchymal-epithelial transition; NSCLC, non-small cell lung cancer

Sabari, et al; WCLC20



Amivantamab Efficacy in EGFR Exon ins20

Amivantamab: Efficacy by BICR Amivantamab: Responses Over Time
60 1 » 5 Treatment Sta?us: :g?gg:: @ Completed/Discontinued

Overall response rate 40% (95% Cl, 29-51) o ’ 4 % 7 Froarsesive Lissass: i Poet
Median duration of response 11.1 months (95% ClI, 6.9-NR) g gl 4
Best response, n (%) §§ ol

Complete response 3 (4) §§ "

Partial response 29 (36) é%w

Stable disease 39 (48) 57

Progressive disease 8 (10) -

Not evaluable 1(1) oo e
Clinical benefit rate2 74% (95% Cl, 63-83) N

Months

Median follow-up: 9.7 months (range, 1.1-29.3) . .
Best ORR by Insertion Region of Exon 20 (detected by ctDNA)

Helical Region (n=1) Near Loop (n=54) Far Loop (n=8) Not Detected by ctDNA (n=18)
ORR=100%; CBR=100% ORR=41%; CBR=70% ORR=25%; CBR=75% ORR=39%; CBR=83%

Exon20ins Location: @ Helical Region (762-766)
@ Near Loop Region (767-772)
@ Far Loop Region (773-775)
@ Not Detected by ctDNA

mPFS: 8.3 mo (95% Cl, 6.5-10.9)
mOS: 22.8 mo (95% Cl, 14.6-NR)

Best Change from Baseline in
SoD of Target Lesions (%)
838888833888 88388

=X

25 distinct Exon20ins variants identified by NGS of ctDNA (Guardant360®) from 63 evaluable patient samples

K. Park et al JCO 2021



Mobocertinib in EGFR Exon20in NSCLC

E Best percentage change in target lesions
80

60

PD

40

v

Best change from baseline in target lesion size, %

-60 No. of independent ~ Patients, ~ Confirmed ORR,
Variant category? variants No.b No. (%) [95% CI]
801 | ASV,SVD,or NPH 3 47 15 (32) [19-471
100 ASV 1 25 8(32) [15-54]
SVD 1 13 2(15)[2-45]
207 ey 1 9 5.(56) [21-86]
Other EGFRex20ins 29 48 12 (25) [14-40]
Insertion unknown 16 5(31)[11-59]

R T T W

ORR=28%

[ AV, SVD, or NPH

[E Insertion unknown

[] Other EGFRex20ins variant
[] unconfirmed EGFRex20ins

&

iy
R

mPFS: 7.3 mo (95% Cl, 5.5-9.2)
mDoR: 17.5 months (95% Cl, 7.4-20.3)
mOS: 24.0 mo (95% Cl, 14.6-28.8)

C. Zhou et al. Jama Onc 2021.

Objective response by time on treatment

Variant?

N771_P772insH | PR___PD

[ ASV, SVD, or NPH

[ Other EGFRex20ins variant
[ Insertion unknown

=» Remains on treatment

I Discontinued treatment

NPH

ASV
SVD

12 18 24 30 36
Treatment duration, mo

Median duration of confirmed response

1.0
g Median duration of response:
S 17.5(95% Cl, 7.4-20.3) mo
g 0.8+
=
£
£ 0.6+
k=
‘®
E 041
5
2z
E 02
3
2
S
&
0 T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24
Time, mo
No.atrisk 32 29 23 19 17 10 6 5 5 2 2 1 0
[D] Median 05
1.0

0.8+

0.6

0.4

Probability of 0S

0.2

Median 0S: 24.0
(95% Cl, 14.6-28.8) mo

0 4 8 12 16 20 24 28 32 36

Time, mo

No.atrisk 114 103 85 61 21 15 13 8 2 0



Abstract #9002

Sunvozertinib Activity by Location of EGFR
Exon 20 Ins Subtypes

amivantamab NNNNNNNNNNNNNNNHNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNHNNNNNNNNNNNNNNNNNNNHNNNNN

Baseline BM NNNNNHNNNEEINNNHHEHNHNNNNNNNHNNNNNHNNNNNNEIHNN NNHHHNNNN NNHNHNNHN NMNHEHNNNNNNHNHHNNNNNNNHEEHHNNHNNNN

80
C-helical (n=2) Near loop (n=71)

60 w ORR=100% ORR=62.0%

40 D DCR=100% DCR=88.7%
g -
R R
£ D
= SD
[ 0
E PDsppp
s 20 e UL
E SDSDSDSDSDg i 17
= PR
S 40 - PRPRSDPRPRPRPRPRPRPRPRPRPR UL
A PR R PRPRSDPRPRPRSDPR,

-60 PR X X PRERPRPRpRPRShpR L

Loop classification PRRPRPRSDpp = = L
30 [ Helical insertion (N = 2) PRPRpg,
[ Near Loop (N =71)
_100 | I Far Loop (N =24)

N
GRS

05908
S

A
5
AR
ST 008"

Mutation Subtype



Investigator assessed

Mobocertinib
1,a

(N=114)

Amivantamab? (TAS6417)

(N=81)

CLN-081

6
(N=42)¢

Sunvozertinib
(DZD9008)

(N=97) WUKONG6

EGFR Exon 20 ins TKI

with Putative CNS

Penetration

ORR, % 35% 36% 38% 46.4%
) Disease control rate, 78% 73% 96%
%
Duration of 11.2 mo ) )
response, mos
IRC assessed (95% Cl)
28% 60.8%
ORR, % 40% (29-51% -
0 (20-37%) d ) (50.4-70.6%)
Disease control rate, 78% 24% : 87.6%
A
. 64.4% responding
Duration of 17.5 mo 11.1 mo 10 mo at median fup of
response, months
5.6 mo.
PFS, months 7.3 mo 8.3 mo 10 mo

Brain Mets, ORR (N=)

33% (N=3)

44% (N=25)
From pooled WUKONG
studies

Zhou C. et al. JAMA Oncol. 2021 Oct 14;e214761. [Epub ahead of print]. Park K, et al. J Clin Oncol.

2021;39:3391-3404. 3. Nagasaka M, et al. Presented at: WCLC;2021. Abstract P50.04. 4. Piotrowska Z, et al.
Presented at: ASCO;2020. Abstract 9513. 5. Zwierenga F, et al. Presented at: ESM0O;2021. Abstract 1214P. 6.
Piotrowska Z, et al. Presented at: ASCO; 2021. Abstract 9077. 7. Janne P, et al. Presented at: WCLC;2021.

Abstract OA15.02.

Blu-451
Oric-114
Furmonertinib

21



EGFR Exon 20 Ins NSCLC: Future Strategies

First-Line

Sequenci

ng

Extracellular Transmembrane Tyrosine kinase
domain domain ‘domain
/ N\ Mobocertinib 160 mg dally # ”" H oy ﬂ Ef;’" l E){gﬂ l E;S" l Exon l Exon l E;g" h
~Treat nent naive i
~ccaly zdenced or Amivantamab TKi Emerging
metastatic . |
-Nonsquamous Mutations :
NSCLC ) A :
-EGFR ex20ins 19 endpoint: PFS by IRC . !
20 endpoints: ORR, OS, PFS by IA, DoR, TTR, DCR, PRO, safet 5 762 763 764 765 766
Subgroup analysis P g Bl d ty TKI Amivantamab E@EEL
1. Brain mets (yes vs
no)
2. Race (Asian vs non- Exon 20
Asian) Insertions
Platinum/Pemetrexed x 4 - Grossover T
\. J/ / . mobocertinib I acheix [l Loop following a C-helix [l Gatekeeper @ Emerging variant @ Ex20ins
Pemetrexed maintenance allowed
. e s .. _ o
Sunvozertinib in Tx Naive ORR=73.1% (19/26) PAPILLON EGFR Exon 20 TKI + EGFR moAB
BaselieBM N N[YJN N N N N N[Y]N N N N N NYJYJN NEJ¥]N N N 58 i 3
50
. Key Eligibility Criteria ‘Waterfall Plot Best Response — Cohort D Exon 20 Ins
w0l > 12 EGFR exon20ins subtypes Am 4 02150 Am A (=180 ] TRy wS——TE——
30 4 * Untreated locally & . ) A I ) Primasy Endpolnt: | esponse ment (Treating Physician)
aenoidimekiaials § Amivantamab 140011750 mg* IV QW up to C2D1 ry Endp H TR
20 NSCLC W > 175072100 mg* IV on C3D1 and C4D1  ——» Amivantamab 1750/2100mg IV D1 H rial Response
F 10 z (escalated doses for C3 and C4) * PFS by BICR
e 0 * Documented EGFR b Pemetrexed 500 mg/m? IV D1 Pemetrexed 500 mg/m? IV D1 o0
£ 10 Exon20ins activating e Carboplatin  AUCS IV D1 W s
2 = mutation 3 .
‘é -20 - ; ndpoints: H
E 30 8 = * ORR &
& 40 FIUPRS e o %ﬁs £ Arm B (n=150 + 08 ™
g PR* b ] + Brain metastases 2 * Safet
H ':g FIOPR RS PR TR e e oy (yesino) R it LR * Pemetrexed 500 mgim? IV D1 i Bl
i - PR* PR* pR= PD prs +ECOG status(0vs1) 8 5
R PR® pRe el il IS Carboplatin  AUCS IV D1 ol
E -80 (yes/no) !
-90
-100 Cohort
[ 200 mg (N 19) IR EEEE R
[ 300 mg (N —9) Patient Number
QORI Q AR 22 AR, AR gs 28/ egasds
RIALERRR :f §§§f§§f§i FEIESS §i€§g 1. Vincent, S et al. ASCO 2022. 5. Xu, Y. et al. ASCO 2023,
SRR £ & N
A R Y A S 2. Zhang SS, Zhu VW. Lung Cancer (Auckl). 2021

3. Agrawal T, WCLC 2020

4, Riess JW et al, ASCO 2022



Osimertinib Efficacy in Atypical EGFR
utations

M P-loop ' aC-helix M Hydrophobic core mutations selectivity
M Hinge

. Leson
Distal to drug- Ex19dels
binding pocket S720P
L861Q/R Intermediate
S811F
Modest to no K754E

impact on drug T725M

A e Structure-Function relationship
T790M-like At least one T790M-3S T790M-3S and CIaSSification prEdiCtS TKI

mutation in Classical/T790M

hydrophobic core  G719X/T790M P M
. L747_K745del insATSPE
s, S N activity in EGFR mutant NSCLC.
for ATP compared 1st gen
toclassicallike 79055 T790M-3R
mutations ——
Ex19del/T790M/L792H
Two subgroups:  LBSBR/T790M/L718X
T790M-like-3S Classical/T790M/ C797S g:“f’%m
T790M-like-3R 1st gen
 Role of EGFR moAb and
C-terminal loop Ex20ins-NL Ex20ins-NL
of aC-helix §768dupSVD Ex20ins: H £ H
indroctand  ATGTAUpASY s ISPEeCITICS DY N \utation needs to
bstantial impact D770|nsNPG ol
= D770del insGY 3rd gen

on drug binding

P e A be more fully explored.
H773insNPH

Two subgroups: H773dupH

Ex20ins-near loop ~ V774insAV

Ex20ins- farloop ~ V774insPR
P-loop aC-helix compressing Proximal to drug- ~ Primary
> binding pocket G719X
S768|
L747P/S
Direct or indirect V769L
impact on drug E709_T710 delinsD
binding via Asaiired 1stgen
moderate CJ—797S Ex20ins-active
displacement of L792H
P-loop and/or G724S
aC-helix L718X
T8541

Robichaux et al. Nature 2021.



KRAS mutations in cancer — Focus on NSCLC

Frequency of KRAS Mutations
by Tumor Type

@7 Head and neck

squamous cell
carcinoma

32% Lung
Melanoma 4@ adenocarcinoma

Bladder urothelial
carcinoma 4® o Pancreatic ductal
36%) adenocarcinoma

Colorectal/
adenocarcinoma

KRAS Mutation Subtypes By
Tumor Tupe

91% G12

G12C

I G12A
B G12C
Il G12D
[1G12F

85% Q61

Figures from Moore AR et al. Nat Rev Drug Discov 19, 533-552 (2020).



KRAS G12C Inhibitors Bind, Inactive
GDP bound RAS and Trap It In Inactive
State

,\;ﬂ 2}' "\t‘ inhibitor i.p \‘?;‘ ‘\)‘”\Q
GTPase
GAPs
“Trapped’ GDP-bound GTP-bound
inactive, non-cycling inactive, cycling active, cycling

From P. Lito et al. Science 2016



KRAS G12C inhibitors have activity in
KRAS G12C NSCLC

Sotorasib
CodeBreak100 (Ph 2)

A Best Percentage Change in Tumor Burden

1404
120
100
80+
60
404
204

M Progressive disease

Stable disease Partial response Complete response Ml Could not be evaluated

(=}

_20 -
40
60

Best Percentage Change
from Baseline (%)

-80
-100-

N=124 pts at 960 mg po qd

Median 2 prior lines of therapy

81% received both platinum and anti-PD-(L)1

ORR 37.1% (95% Cl 28.6-46.2) // DCR 80.6% (95% Cl| 72.6-87.2)
mDOR 11.1 mo (95% ClI 6.9-NE); mPFS 6.8 mo (95% Cl 5.1-8.2)
mOS 12.5 mo (95% Cl 10.0-NE)*

*median f/u 15.3 months F Skoulidis et al. N Engl J Med 2021;384:2371-2381.

Maximum % Change From Baseline

Adagrasib

KRYSTAL-1 study (Ph 1/1b & 2)

Responses

B Complete response

M Partial response
Stable disease

W Progressive disease

Evaluable Patients

N=112 pts at 600 mg po bid
98% received both chemo and anti-PD-(L)1
ORR 43% // DCR 80% // mPFS 6.5 months (95% Cl
4.7-8.4)
mOS 12.6 months (95% Cl 9.2-19.2)

Spira A. ASCO 2022



CodeBreaK 200 Phase 3 Study Design

/ Key eligibility criteria \
* Locally advanced/unresectable or metastatic
S UGS s Sotorasib 960 mg oral daily
« 21 prior treatment including platinum-based N =171
chemotherapy and checkpoint inhibitor*
* No active brain metastases ,| Randomisation
» ECOG performance status < 1 1:1 (N = 345)

Stratification factors Docetaxel 75 mg/m2 IV Q3W
* Prior lines of therapy (1 vs 2 vs > 2) N=174
* Race (Asian vs non-Asian)
\__History of CNS involvement (yes vs no) W

Primary Endpoint: PFS by BICR
Secondary Endpoints: Efficacy (OSt, ORR, DOR, TTR, DCR), safety/tolerability, PRO

ITT population analysis included all randomised patients

Per regulatory guidance, protocol was amended to reduce planned enrolment from 650 to ~330 patients, and
crossover from docetaxel to sotorasib was permitted.

Enroliment period: June 4, 2020 to April 26, 2021; protocol amendment: February 15, 2021; data cutoff: August 2, 2022.



Primary Endpoint:

PFS by BICR

b 960 . Do ¢

1.0 pe
’g 0.99 HR (95% CI)t 0.66 (0.51, 0.86)
_“C; 0.8+ P-value (1-sided)* P =0.002
= 0.7 Median PFS, months (95% CI)% 56(4.3,78) I 45(3.0,5.7)
s o
sa 0.6
c o 059
é S 0.4- 12-month PFS* = 24.8%
oo 2 12-month PFS* = 10.1%
B 0.3
8_ 0.2+ 4 1
o 0.1 Median study follow-up: 1
o g 17.7 months ' i A
0.0 T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24
Months from Randomisation
Number of Patients at Risk:

Sotorasib 171 139 93 63
Docetaxel 174 93 62 36

56 38 30 24

0 7 5

14 6 2 1 0

CodeBreaK 200 met its primary endpoint with sotorasib demonstrating superior PFS over
docetaxel (HR 0.66, P = 0.002); 12-month PFS rate was 24.8% for sotorasib and 10.1% for docetaxe

ORR 28.1% vs. 13.2%

mOS 10.6 (soto) vs. 11.3 months (doce). No difference in OS.

34% crossover in docetaxel arm

M. Johnson et al ESMO 2022



Acquired resistance to KRAS G12C inhibitors

* On-target resistance (in green)
* KRAS G12D/R/V/W, G13D, Q61H,
R68S, H95D/Q/R, Y96C*
* High level KRAS G12C amplification

* MET amplification

* Activating mutations in NRAS, BRAF,
MAP2K1, RET

* Oncogenic fusions ALK, RET, BRAF,
RAF1, FGFR3

* LOF NF1, PTEN

* Histologic transformation
* 2/9 NSCLC adenoca—> squamous

*in switch Il pocket

Sample Type Histologic Features at Resistance KRASGIZC at Resistance  Type of Alteration
M Tissue M Adenocarcinoma to squamous-cell carcinoma M Detected W Mutation
[ ctDNA [0 Adenocarcinoma M Not detected W Amplification

® Tissue and ctDNA [ Not assessed M Fusion

Acquired Gene

Acquired RTK/RAS/MAPK/PI3K
Alterations Fusions

Acquired KRAS Alterations

EEeemm—— ———

NSCLC
||

DoUOUO A ]

¥ | Patient 17 [ | 1 | [ | [

Pat
o P ORI TOQ 0L CAMmML L oo
$ SEIPTITSTESSSES FEISSEE
S FFGCECCFTOIETTII TS VI P DG
\" & .8 g’/‘d"@&\‘("\‘
59' Fod TOLTELL
& IF ChHEFF
9 & LT
&y ©
g
SO
<&

38 pts (27 lung, 10 colorectal, 1 appendiceal)
45% (17) with putative mechanism of resistance; 18% (7) had multiple

Awad M et al. N EnglJ Med. 2021 Jun 24;384(25):2382-2393. Zhao et al Nature. 2021 Nov;599(7886):679-683.



Ehe New York Eimes

Houw Scientists Shot Down Cancer’s ‘Death
Star’

No drug could touch a quivering protein implicated in a variety of

tumors. Then one chemist saw an opening.
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Antitumor Activity of Divarasib in Patients with KRAS G12C

Non-Small-Cell Lung Cancer (NSCLC).

A Best Change from Baseline in Tumor Burden

Best Response
M Progressive disease

-100

[

ob

i =4

©

-

(v}

8 -20-
g ,,,,,,,,,,,,,,,,,,,
o -40
o

&

& -60-
17

Q

o _80

Stable disease Partial response M Complete response : Confirmed

Dose (mg) © SHEFPELLLL L LSO SS

NN T T T R T R Y RN Y L O PO D L O S P DD N N
SELSEL PSS LS L LLL L LS EL LS LL L LSS S

B Duration of Response C Progression-free Survival
100+ 100-
a 754 a 754
< <
4 =
s ®
o a
% G
o 504 o 504
o0 o0
8 8
< <
Q [
I~ g
2 254 & 25-
0 T T T T T 1 0 T T T T T
0 3 6 9 12 18 21 0 3 6 9 12 15
Months Months
No. at Risk 35 29 22 14 7 1 0 No. at Risk 60 48 37 23 14 17

A Sacher et al. N Engl J Med 2023;389:710-721.




Biomarkers of Response and Resistance to Divarasib

A KRAS G12C Variant Allele Frequency
NSCLC Colorectal Cancer Other Solid Tumors
100 CRorPR 100 SD or PD 100 CRorPR 100 SD or PD 1007 crorPR 1009  sporpD Best Response
ES 80 80 80 30 80 80 — Complete response (CR)
E ~— Partial response (PR)
3 50 60 0 59 ; 50 @ Stable disease (SD)
E 40 40 40 40 L‘/ 40 40 — Progressive disease (PD)
)
3 20 20 20 20 20
< N
2 o e x'l iP5 S a Sk g e v
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&S FL S T O
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RTK Other
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Cancer Patient 9 5.4 ] Progression-free
Patient 133 3.9 || Survival (PFS) Type of Alteration
Patient 77 3.9 [ | y
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>
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C Preexisting RAS (Non-KRAS G12C) Mutations D Variant Allele Frequency of Specific RAS or RAF Alterations
Alterations 0.5 KRAS G12V 30 NRAS G13D 100.0 BRAF V600E
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tient -E-:IE-
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A Sacher et al. N Engl J Med 2023;389:710-721.



Antitumor Activity of Divarasib in Patients with KRAS G12C

Non-Small-Cell Lung Cancer (NSCLC).

A Best Change from Baseline in Tumor Burden

Best Response
M Progressive disease
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No. at Risk 35 29 22 14 7 1 0 No. at Risk 60 48 37 23 14 17

A Sacher et al. N Engl J Med 2023;389:710-721.




Biomarkers of Response and Resistance to Divarasib

A KRAS G12C Variant Allele Frequency
NSCLC Colorectal Cancer Other Solid Tumors
100 CRorPR 100 SD or PD 100 CRorPR 100 SD or PD 1007 crorPR 1009  sporpD Best Response
ES 80 80 80 30 80 80 — Complete response (CR)
E ~— Partial response (PR)
3 50 60 0 59 ; 50 @ Stable disease (SD)
E 40 40 40 40 L‘/ 40 40 — Progressive disease (PD)
)
3 20 20 20 20 20
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&S FL S T O
B Acquired Alterations
RTK Other
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Less susceptible to adaptive

RAS(ON) Inhibitors

resistance compared to GDP bound

RAS

RMC-6291 KRAS G12C (ON)

inhibitor

RMC-9805 KRAS G12D (ON)

inhibitor
RMC-6236-Pan RAS(ON)

400

Mean Tumor Volume
% Change From Baseline
o

o o

&
S

'
-
o
o

RAS(ON)
RAS(ON) Inhibitor @23

Cyclophilin A

Binary complex

Tri-Complex
(non-covalent)

Tumor Responses in 19 NSCLC KRAS®12C Xenografts

I I Il Adagrasib 100 mg/kg po qd

42% (8/19) ORR
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Mean Tumor Volume
o
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o
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S

-100

I l I RMC-6291 200 mg/kg po qd

68% (13/19) ORR

OANDDNOOANNODOTONNMIL D ®ON
NANONOOOODONRN T ANNOONNOL ML D
SNCRR82383R38522282 2
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o£<5£w3000ﬂédﬁfaogﬁ
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Tri-Complex
(covalent)

+mPD

mSD

mPR

"}mCR

\Denotes CDX model; all others are PDX. Responses assigned according to mRECIST (modified from Gao et al Nat Med. 2015).

Kelsey S. AACR-NCI-EORTC 2021. Hofmann MH, et al. Cancer Discov. 2022 Apr 1;12(4):924-937.



Spectrum of KRAS mutations and Co-
Mutations in NSCLC

G125
G13C

Q61H 2% [
4% "\ Other

G13D L 5%

*KRAS (n = 102) isted above represents number of
patients with KRAS mutations but without cooccumng
mutations n TPS3, STK11, KEAPT or NFE2L2

Arbour et al CCR 2018



Differential Efficacy in Co-Occuring Mutations in
KRAS G12C NSCLC

Adagrasib (MRTX849) Sotorasib (AMG510)
ORR in Patients Harboring
KRAS¢®12¢ Co-mutations Response by STK11/KEAP1 Co-Occurring Mutations
n=104
‘ 80 -
B Mutation f e )
R e £ 60 |
g 7
& 45% 8
o 38% 23/51 = A
Y 9/24 2 39%
@ g 411104
o =
o

WT All
evaluable
WT

KRASG12C KEAR(
(all patients)

Li et al WCLC 2020



Upregulated Nrf2 is a Druggable
Target in Squamous NSCLC and

KRAS mutant NSCLC

Nrf2 (encoded by NFE2L2) is a transcription factor that
binds to antioxidant response elements (AREs)

Keapl, the product of KEAP1, sequesters Nrf2 to the
cytoplasm (negative regulator)

Worse outcomes to systemic treatments in
retrospective studies (Frank et al CCR 2018).

NFE2L2 and KEAP1 are mutated in 30% of SQCLCs
(NFE2L2>KEAP1). ~20-25% of KRAS mutant NSCLC
(KEAP1>NFE2L2)

— Transforming, oncogenic

— NFE2L2 mutations disrupt KEAP1 binding and
upregulate mTOR through RagD

Anti-oxidative
stress, cell
motility,
angiogenesis

mTOR inhibitors

Increased pS6K,
p4EBP1, glycolysis

Cancer cell "addiction"
proliferation/survival




Adaptive Glutamine Metabolism by GSK3 Signaling Axis Circumvents
MLNO0128 Inhibition of Glycolysis in Squamous NSCLC

Glucose and Glutamine Adaptive Glutamine
Dependent Metabolism Metabolism
D SQCLC - PDX007
Glucose Glutamine Glucose Glutamine 600
8F-FDG "C-Glutamine 18F.FDG "C-Glutamine - e~ Vehicle
am pd £ 5001 - mLN128
= S € CB839
o Gl ey gt P-AKT T308 (&5 & 4001 = MLN128 +CB839
ucose Glutamine Glucose Glutamine £
@ J_ 3 300 T ok
> o
= P- N >
# == »@ 2 o
()]
S
Pyruvate Glutamate Glutamate E 1004
| pd
\Cy_de/ Qde/ Treatment day

Basal metabolism — high uptake Overcoming resistance — GSK Actionable in vivo with dual
of glucose and glutamine to sustain signaling axis with adaptive mTOR and GLS inhibition
SCC growth GLN metabolism

From the Shackelford lab. Momcilovic et al. Cancer Cell 2018.



A Phase 1 Trial of MLN0128 (Sapanisertib) and CB-839 in Advanced NSCLC

(NCI 10327)

Stage IV NSCLC
PD on or after platinum and/or
PD-(L)1
PS 0-2

Cohort A: LUSC harboring NFE2L2
mutations
(N=14)

Cohort B: LUSC harboring KEAP1
mutations

Dose escalation to Recommended
Expansion Dose

Genomic Profiling: Tissue and plasma NGS
Plasma metabolite and PK profiling (Joel Reid/lan
Lanza Mayo)

Intratumoral metabolic signaling profiling (IHC
Panel) (David Shackelford UCLA)

Paired 8F-Glutamine-PET (*8F-GIn) and '®FDG-PET
analyses (MSKCCC and UCD)

(N=14)

Cohort C: LUAD harboring KRAS mut with
KEAP1 or NFE2L2 mutations
(N=14)

Cohort D: LUSC negative for
NFE2L2/KEAP1 mutations
(N=14)

co-Pls: JW Riess, Paul Paik



2022 World Conference
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Each line represents one subject in the study.

Three patients on DL 1 not respesented on plot:
Pts went off tx prior to their 1st assessment.

* Progression due to new lesions.

** Off Tx due to Progression.

*** Off Tx due to Toxicity.

Pre-treatment On Treatment
KRAS G13C/KEAP1 Adenosquamous NSCLC

180

Dose Level 1
Squamous
Adenacarcinoma
KEAP1+
X Squamous
g « NSCLC-NOS,
o KRAS+
> Adenacarcinoma,
X
5 KRAS+ PR
%] x " SD
E’ Adenocarcinoma, PD
% — X RAGS 4 NA )
Q X Off Tx for Progression
(| —X Squamous Y Off Tx for Toxicity
D | — 7 SQUAMOUS, z  Off Tx for Hospitalizations
o NFE2L2+
2
| s—y  Squamous
2}
« Adenosquamous, Dose Level 2
KRAS+KEAP1+
v Squamous,
KEAP1+/NFE2L2+
X
0 1 2 3 4 5 6 7 8

Months Followed
Each bar represents one subject in the study.

Pre-Treatment
NFE2L2 mutant Squamous NSCLC




Conclusions

* Effective targeted therapeutics against 8+
mutations comprising over a third of lung

adenocarcinoma.

* Next generation agents in development as
well as targeted therapy of bypass tracts and
ADCs

* Still targets with unmet need — KRAS G12D,
PIK3CA and others.



