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KRAS mutation in NSCLC

KRAS mut. is the most common mutation

in NSCLC (~ 30%)

b Metastatic

FGFR1 or FGFR2 0.7% -~ |RIT10.2%
HRAS 1.2%- \ | _—

NRAS 1.2% -\ '™ Other
MAPZK10.7% . 28 \& genes

ERBB2 amplification 2.7%—
WET amplification 2.5% 4
RET fusion 2.3% ‘*
ROS1 fusion 1.9% —

ALK fusion 4.4%

MET splice 3.0%

ERBB238% B

NF1 truncation 1.9%1

~————

Data from MSK-IMPACT {lordan et al.”") and
FoundationOne (Frampton et al.”®) panels (n = 5262)

Sanchez Vega et al, Cell 2018

KRAS mut. G12C (~ 40%) is the most
common variant in NSCLC

KRAS point mutations in all patients
N=677 patients
with aNSCLC

_G13C 4%
G130 3%

G125 3%
) GLIF 2%
i\t,m 0.5%
p— Other* 0.5%

GI12Y, G13R,
G135, G13v

Yu et al, JTO 2015
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KRAS mutation in NSCLC

— 40 - "
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Never Former Current
Smokers Smokers Smokers

(n=81) (n=316) (n=85)

Riely et al. CCR 2008; Redig et al. ASCO 2016
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Smokers

WG12A(7)
W G12C (46)
mG12D (12)
EG12R (2)
mG12S (3)
mG12V(19)
mG13C (1)
mG13D (5)
L19F (1)
W Q61H (6)
mQ61L(1)

Never smokers

Current/Former smoker +++
Female population
Agressive disease

Mainly adenocarcinoma

W G12A(6)
W G12C (6)
B G12D (20)
WG12S (1)
WG12V (7)

mG13D (1)

Janne, ESMO 2019
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KRAS mutation in NSCLC: differences

A
Mutation  Germany USA India
- KRAS 33% 25% 8% 5%
EGFR 24% f
b —

EGFA 25 E;g’-‘;____% EGFR 1% 17% 49% 29%

Peru -

EGFR 5T Timar J & Kashofer K. Cancer Metastasis Rev 2020
%, Argentina
Carrot-Zhang et al, Cancer Discov 2021 EGFR 14%

Chinese Population with NSCLC

B 9.8% KRAS mutation
mCohort iCohort
KRAS subtypes KRAS subtypes
mm 29.5% GI2C /= 32.3% Gl12C
B 17.3% G12D = 19.2% G12D
18.3% GI2V —/ 13.1% G122V
m 84% GI2A — 6.9% GI2A
mEm 33% GI13D = 6.2% GI13D
mm 3.1% G13C = 2.3% G13C
B 6.7% other exon2 muts 3 8.5% other exon2 muts
mm 5.0% Q61H = 7.7% QG61H J
B 39% other exon3 muts T3 1.5% other exon3 mut
= 2.8% exond muts 3 2.3% exon4 muts
= 2.4% others
Liu SY et al, Biomark Res 2020
Total=40,804 Total=3,998
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NGS recommendations, ESMO

ESMO Translational
Research Working Group

ESCAT, ESMO

Ready for routine use Investigational

ESCAT |: Alteration-drug match is II: alteration-drug
evidence tier associated with improved
outcome in clinical trials with antitumour

activity, but

is unknown

match is associated

magnitude of benefit

‘ [pothetical target

:alteration-drug match
suspected to improve
outcome based on
clinical trial data in
other tumour type(s) or
with similar molecular
alteration

: pre-clinical evidence of
actionability

Combination
development

V: alteration-drug match
is associated with
objective response,
but without clinically
meaningful benefit

X: lack of evidence
for actionability

Levels of accionability

Mateo J et al, Ann Oncol 2018; Mosele F Ann Onc 2020
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NGS, advanced NSCLC

Alteration Prevalence ESCAT
Common mutations (Del19, L858R) 15% (50%—60% Asian) 1A
Acquired T790M exon 20 60% of EGFR mutant 1A
Uncommon EGFR mutations (G719X in exon NSCLC IB
18, L861Q in exon 21, 5768/ in exon 20) 10% 1IB
Exon 20 insertions 2%

Fusions (mutations as mechanism of resistance) 5% 1A
Mutations ex 14 skipping 3% IB
Focal amplifications (acquired resistance 3% B
on EGFR TKI in EGFR-mutant tumours)

Mutations 2% 1B
Fusions (mutations as mechanism 1%—2% IB
of resistance)

Fusions 0.23%—3% IC
Fusions 1%—2% IC
Mutations 12% lIB
Hotspot mutations 2%—5% B

Amplifications
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KRAS NSCLC: Heterogeneous disease

G12S
A G13C g B
Q61H 2%

KRAS*
n=102
G13D

*KRAS (n=102) listed above represents number of
Arbour et al. Clin C Res 2018 patients with KRAS mutations but without cooccurring
foouretal i ~ancernes mutations in TP53, STK11, KEAP1 or NFE2L2
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KRAS NSCLC: Co-occurring mutations across the KRAS variants

% Mutated
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TP53, 74

STK11,9
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KEAPL 4
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KRAS WT ATM, 2

BRAF, 5

I v2ar,1
GNAS, 0

EGFR, 17

TP53,49
5TK11, 23

NF1, S

KEAPL, 6
CDKNZA, 6

ATM, 9

BRAF, 1
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GNAS, 0

EGFR, 0

G12c

TP53, 46
5TK11, 24

CDKNZA, 10
Ry ATM, 8
BRAF, 1
U2AF], 4
GNAS, 2
EGFR, 0

TP53, 43
STK11, 23
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EGFR, 0
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G120

G12 Other

Qel
nTs3
|STK1
BNF1
BEKEAPL
mCDKN2A
BATM

BRAF G13
mU2AF1
uGNAS
BEGFR

% Mutated
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TP53, 44
5TX11, 14
CDKN2A, 7
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BRAF, 1
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GNAS, 3
EGFR, 0
P53, 55
STK11, 29
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BRAF, 1
F B U2AFL 8
GNAS, 1
EGFR, 0
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STK11, 26
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KEAPL, 5
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GNAS, 0 |ITK1
B eGrR1 aNF
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GNAS, 1 B GNAS
EGFR, 0 = EGFR

Judd J et al, Mol Cancer Ther 2021
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KRAS MUT. IN LUNG CANCER:

IMMUNE PROFILE

KRAS mut. G12C
™ favorable immunomarkers
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Other KRAS mut. variants:
Differences on immunomarkers

*4q<0.05

¥

Judd J et al, Mol Cancer Ther 2021
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KRAS MUT. IN LUNG CANCER: IMMUNE PROFILE
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G12C
8.0

Gilav
8.0

G12A
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6-0

G12 other
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G13
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Other
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Judd J et al, Mol Cancer Ther 2021
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KRAS MUT. IN LUNG CANCER: SMOKING

KRAS mut. variant & Smoking status

( )
E &%
e a3%
B [
- .
g More frequent in
£ am non-smokers
E 2%
9 I SR
E LU 165
15% 11%
% 10% I“ - I ™ e
o "% . ™ 1%
B o O Il N ma o=
G12C G122 G130 G113 G124 G112 Other Other
o Qever smakerflipht smoker B Dwrrent smoker
\_ J \ ) Judd J et al, Mol Cancer Ther 2021
More frequent

in smokers
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Targeting KRAS with immunotherapy
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» ®

- immune cells
MDSC M2 cell  Tregs 4:,*
o EGFR family L S g;, F—| Immunotherapy
EGFR/Hrbb inhibitors ‘ ¢‘ IL-1B, -6, -8, /
@ ® 1or

B Tumoral

KRAS GDP mutation

specific PD-L1 burden (TMB)
inhibitors:
v -G12C

J

%iri‘;i‘f’?s, / KRAS GTP
s () — inhibitors:
-SHP2 = g:gg/D/V/A

Downstream KRAS

pathway inhibitors —— PI3K inhibitors

MEK inhibitors |——

Cellsm

| Autophagy inhibitors |

| AKT inhibitors

ERK inhibitors |——

v
QDKA}/G , ( CDK4/6 )
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Cell growth + survival
Angiogenesis
Migration/Invasion

| (*)Ras)

([ e2 | [ Es
I
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Cucurull M, et al Frontier Oncol 2022
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Immunotherapy: SoC in advanced lung cancer

®PDL1 100 Monotherapy Combination

Expression

Both histologies Non-squamous

o li KEYNOTE-189
aNSCLC Y S Perbrolizumab  chT | ©@

KEYNOTE-042* g‘
[ Aczozuman I o o150 | ©@

omver i 16 @
S -ERER o 6@

ERFovEng 1] © @

50 Squamous
Pembrolizumab + [KEYNOTE-407 | 65 @
Both histologies

M+ [CheckMate-227 | &) rou1-
B + (pitimuman) + [E00) [CheckMate-olA | 65 @

Platinum-based ChT +/- BVZ Docetaxel + Ramucirumab / nintedanib

Dr. Laura Mezquita Reck M et al, J Clin Oncol 2022 m
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KRAS mutation: Immunotherapy outcomes

IMMUNOTARGET cohort (n=574)

Ak RET ROS1
HER2 23/4% 16/3% 7/1%

MET 29/5%
36/7%

BRAF
43/8%

EGFR
125/23%

KRAS
271/49%

Maziéres et al, ASCO 2018, Maziérez Ann Oncol 2018
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Pretreated pop; Single agent

Driver PD SD CR/IPR  PFS(m)
BRAF 46% 30% 24% 3.1
MET 50% 34% 16% 3.4
KRAS 51% 23% 26% 3.2
HER2 67% 26% 7% 2.5
EGFR 67% 21% 12% 21
ALK 68% 32% 0 2.5
RET 75% 19% 6% 21
ROS1 83% 0 17%

TOTAL 57% 24% 19% 2.8
Content of this presentation is copyright and responsibilty ofthe author. Permission is required for e-use. | VI



KRAS mutation: Immunotherapy outcomes

Pretreated pop; Single agent

Table 2. Comparison of ICI Efficacy in KRAS-Mutant NSCLC and Other Types of NSCLC

KRAS-Mutated  Non-KRAS- OR or HR p NSCLC with OR or HR p Wild-Type OR or HR p
Indicator ~ NSCLC Mutated NSCLC §(95% ClI) Value Other Mutation (95% Cl) Value NSCLC (95% Cl) Value

ORR 18.7% 14.4% OR =1.37 (0.71-2.63) 0.348 7.7% OR = 2.76 (0.62-12.35) 0.184 16.3% OR = 1.18 (0.6-2.34) 0.633

48.4% 49.2% OR =0.97 (0.6-1.57) 0.900 50% OR = 0.94 (0.41-2.15) 0.879 48.9% OR = 0.98 (0.58-1.64) 0.936

Mean PFS,  3.09 (2.36-3.82) 2.66 (1.98-3.34) JHR = 0.93 (0.71-1.21) 0.584 2.66 (1.39-3.93) HR = (0.62-1.6) 1.000 2.66 (1.71-3.62) HR =0.91 (0.69-1.21) 0.519
mo (range)

Mean 0S, 14.29 (9.64-18.95) 11.14 (7.4-14.9) JHR = 0.93 (0.68-1.29) 0.682 13.04 (7.71-18.37) HR = 1.14 (0.64-2) 0.660 10.97 (4.74-17.21) HR = 0.89 (0.62-1.24) 0.465
mo (range)

PFS >6mo  30.2% 25.8% OR =1.25(0.73-2.11) 0.417 25.9% OR =1.24 (0.49-3.12) 0.649 25.8% OR =1.25(0.7-22.1) 0.451

PFS >12mo 12.3% 1.7% OR = 1.07 (0.52-2.21) 0.863 14.8% OR = 0.81 (0.25-2.58) 0.722 10.8% OR = 1.17 (0.52-2.62) 0.704

OR, odds ratio; HR, hazard ratio; Cl, confidence interval; ORR, overall response rate; DCR, disease control rate; PFS, progression-free survival; OS, overall survival.

Jeanson et al, Clin Cancer Rev 2019
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KRAS NSCLC: Inmunosuppresive TME

FGFR1 or FGFR2
HRAS

NRAS

MAP2K1

ERBB2 amplification
MET amplification ¢
RET fusion —/
ROSI1 fusion

ALK fusion

Co-occurring STK11/KEAP1 mutations

MET splice

ERBB2

NF1 truncation

Skoulidis F. Nat Rev Cancer. 2019.
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KRAS mutation: Immunotherapy outcomes

KRASmut Pretreated pop; Single agent

Chemotherapy +/- Immuno

TARGETABILITY

100 Only KRASm

o “III"'I'I'"'.II lllllllll lIIIIIlIlIll

=100

Max % change from baseline

Co-Mutations

100
50

in
=]

Max % change from baseline
=

-100-

g

=

50

o

&

Max % change from baseline

2

KRASm + TP33

KRASm + STK11

Mhanna et al, Current Treat Options Oncol 2019; m
Skoulidis, Cancer Discovery 2018



STK11/KRAS mut, KEAP1/KRAS mut: Immunotherapy outcomes

Pretreated pop; Single agent z B

H 0y
N Median PFS (95%Cl) b Median 06 (95t

—— KRASMUT/STK11WT 398 17.3 months (15.1-22.8)

—— KRASMT/STK11WT 398 4.8 months (3.7-6.2) — uT MUT 5
A < 0.0001 —— KRASMUT/STK1TMUT 138 2.0 months (1.7-2.3) N KRASMUT/STK11 138 6.2 months (4.4-9.2)
40% - 1.0 - o Ol
HR = 2.04, 95% CI: 1.66-2.51, p < 0.0001 HE = 208, 850 Gl 160-2:64. p=1.0001
? % o8
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Q9 ;\?o.e §oe
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O 20% 1 NEEERL) Lo, o4
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KRASMUT e e, ) , ‘ , ) - W @ m s w ® M wme s 2 o
A
C p =0.02 N Median PFS (95%Cl) N Median OS (95%Cl)
40% - = KRASMUTIKEAP1WT 376 4.6 months (3.7-5.9) = KRASMUTIKEAPTWT 376 18.4 months (14.9-21.7)
2 = KRASMYT/KEAPT™UT 101 1.8 months (1.7-2.2) = KRASMUT/KEAPTMYT 101 4.8 months (4.0-8.0)
1.0 1.0
= HR = 2.05, 95% ClI: 1.63-2.59, p < 0.0001 HR =2.24, 95% ClI: 1.74-2.88, p < 0.0001
X 30% s
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E Soe
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Q— 02
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KRAS mutation: Impact on outcomes upfront

Chemotherapy

Immunogenic
chemotherapy

/~ N
y Y
f |
, )
1\ //

' Cancer cell !

_____________

Antigenicity

T MHC-| exposure

T ERV expression

T TNA/TAA expression

Adjuvanticity

* CALR/HSP exposure
* ATP secretion

* ANXA1 release

* HMGBI1 release

* Type | IFN secretion

Effector cells

T Dendritic cells
TCD4' T,1 cells

T CD8* CTLs/NK cells
T M1 macrophages
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Suppressor cells
T, cells

1 M2 macrophages
1 MDSCs

| <«

Patient

—————

Intestinal microbiota

T Immunostimulatory
bacteria

L Immunosupressive
bacteria

Neuroendocrine

circuitries

! Endogenous
glucocorticoids

Upfront; Combinations

Different Treatment options

Voo

Single Combo Combo Combo
CT+10 CT+I0/O

10 10/10

Galluzzi L et al, Nature Reviews Clin Oncol 2020 m
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KRAS mutation: Chemo + Immuno outcomes

KRAS in KN-189

= 289 (47% of the overall population) patients pts had
evaluable WES data for
- KRAS status
- Tumor mutational burden (TMB)

- 89 (31%) had KRAS mutation
—> 37 (13%) had KRAS G12C mutation

- 1 PD-L1 TPS (median 30% vs 5% WT)
- 1 TMB (median 204 mut/exome vs. 141 WT)

Outcomes: No significant differences

Dr. Laura Mezquita

Upfront; Combinations

Empty

With Any KRAS

With KRAS G12C

Without Any KRAS

Cell Muta Mutation Mutation
Empt Pembro + §Placebo +§ Pembro + jPlacebo +
Cellpy Chemo (N fChemo (N§ Chemo (N §Chemo (N
= 145) 55)
ORR, % 47.6 10.9
(95% ClI)
(39.2-56.0) §(4.1-22.3)
PFS,
median,
mo (95% (4-9)
Cl)
PFS, HR 57)
(95% ClI)
0S,
median,
mo (95% (7-47)
Cl)
0S, HR 0.79 (0.45-1.38) 1.14 (0.45-2.92) 0.55(0.37-0.81)
(95% CI)

Gadgeel, ESMO 2019
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KRAS mutation: Chemo + Immuno outcomes

KRAS in KN-042; KN-189; FDA-pooled

Treatment type

KRASm KRASwt

SN-042%» 29%

FOA-pooled®
KN-189*

FOA-pooled™

immunotherapy monothetapy

Chemoimmunotherapy

KRASwt
PD-L1 high

Obiective response rate

Upfront; Combinations

KRASm KRASwt

16 mo
23 mo
19 mo

KRASm

PD-L1 high

Sun, ; Marmarelis and Aggarwal,
ASCO Daily News Sep 2022
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KRAS mutation: Chemo + Immuno outcomes Upfront; Combinations

KRAS in A post hoc analysis in patients with KRAS, STK11 and KEAP1 mut.
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Time (months) Time (months) Time (months)
ACP 308 220 120 78 60 45 36 31 20 11 3 0O ACP 74 44 24 15 13 9 8 7 7 5 4 1 0 ACP 234 185 96 63 47 36 32 20 24 15 7 2 0
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STK11/KEAP1 + KRAS mut.: Impact on outcomes upfront

KRAS in MYSTIC

KEAP1m vs KEAP1wt

Upfront; Combinations

STK11m vs STK11wt ARID1Am vs ARID1Awt
KEAPTm KEAP1wt STK11m STK11wt ARID1Am ARID1Awt
(n=170) (n=773) (n=147) (n=796) (n=114) (n=829)
mOS, months 7.4 12.9 mOS, months 6.8 12.6 mOS, months 12.6 11.4
(95% Cl) (5.7-9.4) (11.4-14.5) (95% Cl) (4.9-10.0) (11.1-13.8) (95% CI) (8.8-16.4) (10.4-12.7)
HR 1.64 HR 1.52 HR 0.94
(95% ClI) (1.37-1.97) (95% ClI) (1.25-1.85) (95% ClI) (0.74-1.17)
1.0 5 1.0 5 10 -
0.8 0.8 0.8 4
2 0.6 4 ; 0.6 — 'g 0.6 =
- 3 £
é 0.4+ _‘é 0.4 - g 0.4
& <
\m o a
02 — KEAPIm 024 — sTK11m 029 — ARID1AM
~ KEAP1wt — STK11wt — ARID1Awt
0 I I I U I I I 0 I I 1 1 I 1 1 0 I I I I I I 1
0 5 10 15 20 25 30 35 0 5 10 15 20 25 30 35 0 5 10 15 20 25 30 35
Time to event or censor (months) Time to event or censor (months) Time to event or censor (months)
No. at risk
Mut 170 104 70 44 30 24 13 0 147 81 61 42 25 22 13 0 114 83 64 49 38 32 17 0
WT 773 592 447 345 267 220 94 0 796 615 456 347 272 222 94 0 829 613 453 340 259 212 90 0
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KRAS G12C covalent inhibitors in NSCLC
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KRAS G12C covalent inhibitors
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KRAS G12C covalent inhibitors in NSCLC

Sotorasib, CodeBreak 100 Adagrasib, KRYSTAL-1
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A Best Percentage Change in Tumor Burden
M Progressive disease Stable disease Partial response Complete response M Could not be evaluated 40 M Progressive Stable [ Partial B Complete

1401 56 disease disease response response
120 2 o 40
&% 100 2 o =
2 o ) £ 3 o
G 604 ORR 37.1% & -
8. 40 2 40 g 04
£8 il ¢ F
S® o [T £ _g0d )
v : i | I g £ 204
& E 20 5 £
2 S _go- =
g 40 B 404
(4] -60- ~100 g
_80_
-60-{
-100-
B Time to Response an E
Adagrasib Dos: E -0
B Time to Response and Duration of Response in 46 Patients * Time of i o
” - -,  *Firstresponse - zgg me 2 004
2 = = ive di mg
@ & = : E‘:’agt‘;]ess've disease = 600 mg ¢ Evaluable Patients y, 200 mg twice daily)
o 3 S
2 :.‘: = ':" . - Ongoi jon-fi = % -
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CodeBreak 200, Ph3: Sotorasib for KRAS G12C NSCLC

4 Key eligibility criteria N O S
Locally advanced/unresectable or metastatic heeyrheniadcs S L Sotorasib = Docetaxel
KRAS G12C-mutated NSCLC Sotorasib 960 mg oral daily Dealhs, 1 (%) 109(637)

- A % 7 . . | 94(54.0)
«Z:v:e'r)nr::ot:u::‘;n::; 'é‘ﬁl‘éﬂ}!lﬂn‘i'?.fh“i‘éﬁoﬂm" N=171 v HR (98 I 101 077,139 :\nytSUbstequ;nL' 3% 42%
i i T 094 value (1-sided)t . reatment, including
+ No active brain metastases Randomisation Pvalue (1-sidedy P=053 |
L ;
+ ECOG performance status < 1 1:1 (N = 345) 2 0.8 ggg/:a&gs‘ months 106(88,140) 1300,149 crossover
Stratification factors Docetaxel 75 mg/m? IV Q3W 5 019 Subsequent
« Prior lines of therapy (1 vs 2 vs > 2) N=174 £ 06 KRASS!2C nhibitor, 4% 34%
* Race (Asian vs non-Asian) p o 054 including crossover
\__History of CNS involvement (yes vs no) § |
H g: Subsequent chemo 21% 12%
S 2 5 034
Primary Endpoint: PFS by BICR 9 . i g 0 " -
Secondary Endpoints: Efficacy (OSt, ORR, DOR, TTR, DCR), safety/tolerability, PRO o) e X
ITT population analysis included all randomised patients 0‘0
T T T T T T T T T T T T 1
Per regulatory guidance, protocol was amended to reduce planned enrolment from 650 to ~330 patierits, and 0 2 4 6 8 0 122 14 16 18 20 2 24 %
crossover from docetaxel to sotorasib was permitted. Months from Randomisation
Number of Patients at Risk:
Enroliment period: June 4, 2020 to April 26, 2021; protocol amendment: February 15, 2021; data cutoff: August 2, 2022. Sotorasib 171 162 137 19 9 81 7 86 56 2% 15 3 0
Docetaxel 174 136 115 103 90 81 65 61 4 2 [ 4 1 0
| ] w
% (95% CI) Sotorasib Docetaxel . .
100- SOtoraSib ORR 28.1 (21,5, 35.4) 13.2(8.6,19.2) Prlmarv End p0|nt: PFS
DCR 82.5 (759, 87.8) 60.3 (52.7, 67.7) i SioTeaE 060G —
80 Median DpR! 58.8 48.7 y DI 8 -
§ 2 8 . 1 (yo m— 3 0.9+ HR (95% CI)t 0.66 (0.51, 0.86)
g 60 . , Docetaxel (N = 129)* £ 0.8 P-value (1-sided)* P =0.002
g = 074 Median PFS, months (95% CI)§ 5.6 (4.3,7.8) | 45(3.0,5.7)
5 40 Tumour shrinkage in Tumour shrinkage in oc X
£ 80.4% of patients 62.8% of patients £2 067
=1 i sV il
3 2 ggo 05 e oAt
® * DS 04- 12-month PFS* = 24.8%
2 o 11 Sf SS————— LU S chS 12-month PFS* = 10.1%
: ] | s o) ¢
3 20 | S 024 !
= 1| DR Ui} I Y RESRERRIRRN e il o 0.1 Median study follow-up: !
o 407 I "“ ” ” W” ’ ‘ H D t I & 0‘0 17.7 months B , : i
2 S - T T T T T T T T T T T 1
g 6o ! ocetaxe 0 2 4 6 8 0 12 14 16 18 20 22 24
g Confirmed BOR ‘ 0 Monthz from Randomisation
< _80A EBCR [@SD 1 3 2 /0 Number of Patients at Risk:
o PR PD . Sotorasib 171 139 93 63 56 38 30 24 14 6 2 1 0
Docetaxel 174 93 62 36 20 10 7 5 3 1 1 0

=100~
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 docetaxel
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I Response rate was significantly higher with sotorasib versus docetaxel (P < 0.001)

Johnson M, ESMO 2022



CodeBreaK 200, Ph3: Sotorasib for KRAS G12C NSCLC

Sotorasib 960 mg oral daily Docetaxel 75 mg/m? IV Q3W
(N = 169) (N=151)

TEAES, n (%) 166 (98.2) 148 (98.0)
Grade 23 121 (71.6) 91 (60.3)
TRAES, n (%) 119 (70.4) 130 (86.1)
Grade 23 56 (33.1) 61 (40.4)
Serious 18 (10.7) 34 (22.5)
Leading to dose interruption* 5 60 (35.5) 23 (15.2)
Leading to dose reductiont 26 (15.4) 40 (26.5)
Leading to discontinuation* 16 (9.5) 17 (11.3)
Fatal TRAESS, n (%) 1(0.6) 2(1.3)
Duration of treatment, weeks, median (range) 20 (0.4,101) 12 (3,101)

I Sotorasib was well-tolerated with a lower incidence of grade 23 and serious TRAEs vs docetaxel

*For sotorasib, diarrhoea (n=22), increased ALT (n=9), and AST (n=7), and for docetaxel, fatigue and pneumonia (both n=3), hypersensitivity and myalgia (both n=2) were the most common

!For sotorasib, diarrhoea (n=14), increased ALT (n=6), and AST (n=3), and for docetaxel, neutropenia (n=7), fatigue (n=6), febrile neutropenia, peripheral neuropathy, and asthenia (n=4 each) were the most common

‘For sotorasib, increased ALT (n=8), blood bilirubin (n=4), AST and blood alkaline phosphatase (both n=2), and drug-induced liver injury (n=2), and for docetaxel, fatigue (n=3) and febrile neutropenia (n=2) were most common.
Fatal TRAEs were observed in 1 patient in the sotorasib group (interstitial lung disease) and 2 patients in the docetaxel group (ileus and multiorgan failure)

Sotorasib = SoC in pretreated population
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Co-occurring mutations: KRAS G12C inhibitors

Sotorasib Adagrasib

KRYSTAL-1: Adagrasib (MRTX849) KRAS®'2C Inhibitor in NSCLC

ORR by co-occurring mutations in PFS and OS by co-occurring mutations g : : : G12C .
both STK11 and KEAP1 (n=104) in both STK11 and KEAP1 (n=104) Adagrasib in Previously Treated Patients with KRAS®12C-.mutated NSCLC:

il Pre-specified Correlative Analyses
=
% 70 4
é --.-- ORR in Patients Harboring KRAS®'2¢ Co-mutations ORR by PD-L1 Subgroups?®
©
x 58.3%
904 904
g 2.6(1.4,11.1) 4.8(2.1,10.8) e
a 80+ 55.9% 50 “.7%
A% /1
& Jmut |wr 11.0(28,NE) 153 (4.8, NE) | o) e _— 4% o osd N e
s Y 23148 o 44.9% 5114 11125 468% 1227
2 S = 40.5% 7% 22149 14.3% = 22147
S 411104 5.5 (0, 7.0) 7.5 (0, NE) £ 607 17142 286% 25060 117 & 601
) e 621 2
3 & 50 & 50
6.8 (4.0,11.0)  NE (NE, NE) 9 e
- —_ S 40 & 40
STK11 MUT MUT WT WT A" 104 344 134 NE -3 3
o o
KEAP1| mut wWT MUT WT evaluable evaluable 63(41,83) 3.1(9.5, NE) € 304 € 304
Analyses were conducted retrospectively in patients who had available biomarker data, ORR: objective response rate; MUT: mutant. Id type; mPFS: median progression-free survival; mOS: median overall survival; NE: not evaluable; CI: confidence interval 20 204
104 104

< WT  MT WT o MT WT  MT WT MT STK11 MT/ STK11 MT/ STK11 WT/ STK11 WT/ <1% 1-49% 250%
nted By: Fer Sk M.D., Ph.D. #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO STK11 KEAP1 P53 CDKN2A KEAP1 MT KEAP1 WT KEAP1 MT KEAP1 WT POt Expression
Data cutoff: March 15, 2021; Median follow-up time: 15.3 months Permission required for reuse. ANNUAL MEETING Tri-mutation
DL was cooh tomed
Data as of October 15, 2021 (median folow-up” 12.9 months) 12

F Skoulidis et al ASCO Annual Meeting 2021
A Spria et al ASCO Annual Meeting 2022
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Resistance mechanisms to KRAS G12C inhibitors

RTK gene alteration: 24%
EGFR: 9%

MET: 7%

FGFR2: 4%

FGFR1: 1%

MYC: 1%

ROS1:3%

PI3K/AKT/mTOR
mutations: 4%

PIK3CA: 4%

T
et

STK11

@

Apoptosis

BT Li et al ASCO Annual Meeting 2022
Awad, MM et al. N Engl J Med 2021
Begum, et al. JTO, 2021
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Sample Type Histologic Features at Resistance KRASSIZC at Resistance  Type of Alteration
M Tissue I Adenocarcinoma to squamous-cell carcinoma M Detected M Mutation
[ ctDNA [0 Adenocarcinoma M Not detected B Amplification
¥ Tissue and ctDNA [ Not assessed M Fusion
Acquired RTK/RAS/MAPK/PI3K Acquired Gene
Acquired KRAS Alterations Alterations Fusions
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KRAS G12C covalent inhibitors combinations

Table 1. KRASS** Inhibitor Combination Strategies under Evaluation.*

Agent

Chemotherapy

EGFR inhibitor
SHP2 inhibitor

SOS1 inhibitor

MEK or ERK inhibitor
VEGF inhibitor

miT OR inhibitor
CDK4 /6 inhibitor
PI3K inhibitor

Aurora kinase inhibitor

PD-1or PD-L1inhibitor AMG-404, pembrolizum-

Sotorasibf Adagrasib

Pembral izum-

ab, atezolizumab¥* ab**f it
Carboplatin, peme-
trexed + docetaxe|**
Afatinib#* Afatini b
RMC-4630, TNO155 TNO155]| |
Bl 1701963%#+*
Trametinib
Everolimus
Palbociclib

JDQ433

Spartalizumab, ff
tislelizumab

Cetuximab99
TMNO155

Trametinib9q9q

Ribociclibq 9

BI 18239113 GDC-6036§ LY35379829]
Atezolizumab Pembrolizumab
Cetuximab, erotinib  Cetuximab, erlotinib
GDC-1971 THO155
Bl 1701963
Temuterkib
Bevacizumab
Abemaciclib
Inavolisib
LY3295668

MK-1084]

Pembrolizumab

Dr. Laura Mezquita

Passaro, A, Peters, S. N Engl J Med 2022
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ESMO guidelines, advanced KRAS G12C mut. NSCLC

Dr. Laura Mezquita

Stage IV mNSCLC, molecular tests positive (EGFR/ALK/ROS1/BRAF/RET/NTRK/MET/HER2/EGFRex20ins/KRAS G12C)

+

4!

: 1

+ ! L 1

A v v A A hd A4
EGFR mutation ALK translocation RoST BRAFV600 RET translocation NTRK/HER2/ MET ex14 KRAS G12C
(refer to Figure 2) (refer to Figure 3) translocation mutation EGFR ex20ins skipping mutation mutation
(refer to Figure 4) (refer to Figure 5)

Osimertinib
[I, A; MCBS 4; ESCAT I-A]*»=¢
Gefitinib
[1, B; MCBS 4; ESCAT I-AJ*
Erlotinib
[1, B; MCBS 4; ESCAT I-AJ*=
Erlotinib—bevacizumab
[l, B; MCBS 2; ESCAT |-A]*=*
Erlotinib-ramucirumab
[1, B; MCBS 3; ESCAT I-A]*
Afatinib
[1, B; MCBS 5; ESCAT I-A]*~¢
Dacomitinib
[I, B; MCBS 3; ESCAT I-A]*
Gefitinib—carboplatin-
pemetrexed [l, B]'

Alectinib [1, A; MCBS 4;
ESCAT |-A]2be
Brigatinib [1, A; MCBS 4;
ESCAT I-A]*®¢
Lorlatinib [I, A; MCBS 4;
ESCAT I-AJ4<
Crizotinib [1, B; MCBS 4;
ESCAT I-A]*¢
Ceritinib [I, B; MCBS 4;
ESCAT I-A]

Dabrafenib—
trametinib
[in, A; MCBS 2;

Crizotinib [IIl, A;
MCBS 3; ESCAT I-BJ*
Entrectinib [lll, A;
MCBS 3; ESCAT I-B]*=¢
Alternative:
Repotrectinib [lll, B;
ESCAT I-B]'

ESCAT I-B]*¢

MCBS 3; ESCAT I-C]*

MCBS 3; ESCAT I-C]*<

Platinum-doublet ChT +
ICI IV, B]
Capmatinib [Ill, A;
MCBS 3; ESCAT I-B]*<i
Tepotinib [lll, A; MCBS 3;
ESCAT |-B]*~

Platinum-doublet
ChT = ICI [IV, B]

Refer to ESMO
CPG on non-
oncogene-addicted
mNSCLC™ [ll, A]

Pralsetinib [Ill, A;

Selpercatinib [lll, A;

!

EGFR ex20ins

NTRK
translocation

Entrectinib [Ill, A;
MCBS 3; ESCAT I-C]*="
Larotrectinib [lIl, A;
MCBS 3; ESCAT I-C]*=

HER2 mutation

Trastuzumab—deruxtecan

[lll, B; ESCAT lI-BJ*

mutation

Amivantamab [Ill, B;
MCBS 3; ESCAT I-B]**
Mobocertinib [lll, C;
MCBS 2; ESCAT I-B]*

Capmatinib [Ill, A;
MCBS 3; ESCAT I-B]**
Tepotinib [lll, A; MCBS 3;
ESCAT I-B]J**

Sotorasib [I, B;
MCBS 3; ESCAT I-B]*
Adagrasib [lll, B;
MCBS 2;

ESCAT I-B]**
Alternative: if ICI
monotherapy given
in first line: platinum-
doublet ChT [lll, A]

Hendrriks, Ann Oncol 2023
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Hallmark of the Resistance to immunotherapy

Oncogenes and
Oncoproteins

Inept Host Immunit Genetic and
" g Epigenetic Dysfunction
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Immunometabolism

Deregulated Tumor
T-cell Compartment

Dysfunctional j

Lack of Inflammation
in the TME Karasarides et al, Cancer

Immuno Res 2022
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Hallmark of the Resistance to immunotherapy

Primary tumor

mor development

Advanced/metastatic cancer
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(see fig. 1)
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Novel treatments

MULTIOMICS
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to overcome resistance

Karasarides et al, Cancer
Immuno Res 2022
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KRAS G12C inhibitors reverse immunosuppression

- IMMUNOSUPPRESSION
MULTIPLE mechanisms, including:

= Driving the expression of myeloid cells
= [|nhibition of antigen presentation

= [nhibition of tumour-intrinsic interferon (IFN)
signalling

- KRAS®'2C inhibition reversed KRAS-mediated
immunosuppression remodelling the TME

- | monocytes & neutrophils infiltration
- 1 T cells with improved cytotoxic functions

- 1 antigen uptake & T cell secretion by
dendritic cells

Dr. Laura Mezquita

TN

KRAS G12C-mediated immunosuppression
is released by KRAS G12C inhibitors

KRASS'%¢ inhibitors

# DC CXCL9
mpsc NK MHC

m2 Mo _ Neutrophils D8 IFNy

0 0Q

Vi
—

Oncogenic KRAS

Mugarza E, et al, Science Advances 2022; Boumelha J, et al; Cancer 2022
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KRAS G12C covalent inhibitors combinations

Table 1. KRAS** Inhibitor Combination Strategies under Evaluation.*

Agent Sotorasiby Adagrasib JDQ433 BI 18239113 GDC-6036§ LY35379829] MK-1084]

PD-1or PD-L1inhibitor AMG-404, pembrolizum- Pembrol izum- Spartalizumab, ff Atezolizumab Pembrolizumab Pembrolizumab
ab, atezolizumab¥* ab**f it tislelizumab

ermaotherapy arboplatin, peme-

trexed + docetaxe|**

EGFR inhibitor Afatinib* Afatini bt Cetuximab¥q Cetuximab, erlotinib  Cetuximab, erlotinib

SHP2 inhibitor RMC-4630, TNO 155 THNOI155 | | TMNO155 GDC-1971 THO155

5051 inhibitor Bl 1701963%#+* Bl 1701963

MEK or ERK inhibitor Trametinib Trametinib9q9q Temuterkib

VEGF inhibitor Bevacizumab

miT OR inhibitor Everolimus

CDK4/6 inhibitor Palbociclib Ribociclibq 9 Abemaciclib

PI3K inhibitor Inavolisib

Aurora kinase inhibitor LY3295668

Passaro, A, Peters, S. N Engl J Med 2022
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KRAS G12C + immunotherapy: safety profile

Severe Immune Checkpoint Inhibitor Hepatitis in KRAS G12C-
Mutant NSCLC Potentially Triggered by Sotorasib: Case Report
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Safety profile (1!!):
- Overlap toxicities: Immunotherapy = KRASI
- Concomitant toxicities

Days from commencing sotorasib

e ALT (U/liter) ALP (U/liter) e Bilinbn (umol/liter)

e M. AV (ALL) \ \ \LIPP) —_

Begum P et al, JTO Clin Res Rep 2021
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Management of KRAS G12C
Early & locally advanced NSCLC

Surgery

Pretreated Untreated Locally Adyuvant Neoadyuv.

Advanced advanced advanced

227 227 227

COHSO' idation Courtesy of Dr. Planchard
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OUTLINE

1. KRAS mut in patients with NSCLC

2. Profile of KRAS mutation

3. Therapeutic strategy for KRAS G12C
— Focused on immunotherapy
— Focused on targeted therapy

4. New challenges and future perspectives

5. Take home messages
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TAKE HOME MESSAGES

KRAS-mutant NSCLC, most common genomic alteration in NSCLC
= KRAS mutant NSCLC ~ immunosuppresive TME & heterogeneous disease

= Biomarkers: PD-L1 high, TMB high, no dMMR

= Strategy focused on immunotherapy: ICl +/- chemo outcomes:
—> No differences between KRAS pop vs WT pop
— Co-mutation SKT11/KEAP1: poor outcomes

= Strategy focused on targeted therapies: KRAS G12C selective inh
= Challenges & future perspectives:

—> Combo with KRASI: synergies, but also safety!
—> Understand resistance mechanisms — optimize the clinical development

The best strategy for KRAS-mutant NSCLC needs to be established
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ESMD == Thanks for your attention!

BEST PRACTICE

g Imezquita@clinic.cat

g @LauraMezquitaMD

Contacts ESMO

European Society for Medical Oncology
Via Ginevra 4, CH-6900 Lugano

T. +41(0)91 97319 00
esmo@esmo.org

esmo.org
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