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Background: KRAS Biology

« KRAS is GTPase protein

* Acts as a cellular switch for extracellular stimuli
(e.g. growth factors)

« 2 different states of KRAS:

INACTIVE ™%  GDP-bound

ACTIVE ™% GTP-bound

 + common mutated oncogene in human cancer
(=20%)

 80% of KRAS mutations =#%codon 12 (G12C,
G12V, G12D)

12-14%

Overall prevalence of
KRAS G12C in NSCLC?#

® amf,>><:
(GEP)
oF

KRAS

K (active) \
v
l |
l l
mTOR NF-kB

Proliferation, differentiation, survival

Prevent GTP hydrolysis Constitutional

activation of KRAS (GTP-bound)

Downward J. Nat Rev Cancer. 2003 Jan;3(1):11-22.
Veluswamy R, et al. J Mol Diagn. 2021 May;23(5):507-520
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Background: KRAS mutations in NSCLC

 KRAS: historically, thought to be an untreatable oncogene o
v 1 affinity (pM) for GTP

‘ v'No allosteric regulatory sites

e 2013: Discovered a regulatory cysteine pocket of KRASG12C mm) targetable!

= (=)
8
c Switch-1l

Ostrem UM, et al. Nature. 2013;503(7477):548-51. doi: 10.1038/nature12796.
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KRAS mutant NSCLC

KRAS is a challenging therapeutic target

First line vs. Previously treated patients

KRAS G12Ci vs. Combination therapy (ICI?Chemo?)

Allele specific vs. PanRAS inhibition

KRAS on inhibitor vs KRAS off inhibitor

ESMO guidelines updated Jan 2025

A4

KRAS G12C
mutation [ESCAT I-A]

®
|

Refer to ESMO CPG on
non-oncogene-addicted
mNSCLC (c) [lll, A]

Disease progression
® o
| ]

KRAS G12C monotherapy
1, B; MCBS 2-3] (c)

Alternative: if ICI monotherap)-
given in first line:
platinum-doublet ChT [lIlLA]
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KRAS G12C INHIBITORS
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'KRAS G12C inhibitors: what we know

Docetaxel
Primary endpoint

KRAS G12C mutant PES
NSCLC Stage IV (2L/3L)

= Prior treatment with a PD-(L)1 inhibitor
and chemotherapy KRAS G12C

- Treated brain metastases inhibitor

KRAS G12C inhibitors: open questions

....Is 1.5 months ....docetaxel is not
enough? the best example

benefit ....resistance
mechanism

Better inhibitors? Combination therapy?
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KRAS G12C inhibitors with data from global phase lll trials in

CodeBreak 200: Sotorasib

NSCLC that led to regulatory approvals
KRYSTAL-12: Adagrasib

Efficacy data'? Efficacy data’

ADA DOCE
100 — 100 -p= (n = 301) (n=152)
_ Events, n (%) 164 (55) 93 (61)
80
. Median PFS, mo 5.5 3.8
80 Sotorasib 5.6 (95% cl) (4.5:6.7) 2.7°4.7)
& 60 HR (95% Cl) 0.58 (0.45-0.76)
= 45% P value < 0.0001
-~ 60— 4.5 Q0
3 (n=151) & 40 - :
— i H
0 HR=0.66 30%
& 40— (95% Cl: 0.51-0.86) 201 T My
25% P=0.002 S 1 DOCE ADA
0 T t T T T T T T T 1
20 - | 0 3 6 9 12 15 18 21 24 27 30
; ) Months from randomization
- No. at risk
10% T ———— - I ADA 301 160 77 41 19 8 5 1 0 0 0
0 Y } . '
0 6 12 18 Median follow-up: 7.2 months.
Months

Additional efficacy for sotorasib vs docetaxel:
« ORR: 28% vs 13%'; median DOR: 8.6 months vs 6.8 months

Safety
33% =G3 TRAEs
15% Dose reduction
10% Discontinuation

Additional efficacy for adagrasib vs docetaxel':
» ORR: 32% vs 9% (P<0.0001); median DOR: 8.3 months vs 5.4

Safety
47% =G3 TRAEs
48% Dose reduction

(/) ; i i De Langen AJ et al. Lancet 2023
8% Discontinuation Dingemans AC et al. ASCO 2023.

Mok T et al. ASCO 2024



Il JORNADA TRASLACIONAL A TRAVES DE LAS ViAS Il AN (EEEENIEEN s || e I

e I | N | - I

DE ONCOLOGIA DE PRECISION: - BeFégfi bebozs NN EESN | I N

Other KRAS G12Ci with phase I/ll monotherapy data in 2L+

OLOMORASIB GARSORASIB GLECIRASIB FULZERASIB DIVARASIB

n=39 n=123 n=119 n=116 n=65
ORR, % 41 52 48 49 56
DCR, % 82 89 86 1 92
TRaga 65 96 08 92 94

2L+ metastatic
KRAS G12C NSCLC . .
Other key eligibility criteria: Divarasib
- PD-L1 all-comers
R

ECOG PS 01 )
Survival

Prior CIT + chemotherapy b 1- follow-up

Measurable disease per RECIST v1.1

* 1

Stratification factors: Locally approved

- History of CNS metastases KRAS G12C inhibitor
= Intended control drug N=320 (Sotorasib or adagrasib)

Krascendo 1: ongoing phase lll head-to-head
study of divarasib vs sotorasib or adagrasib

Primary endpoint
PFS
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KRAS G12CI COMBINATIONS
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Moving to 1st line...KRAS G12Ci+IO

KRYSTAL-7 (Ph 2)
Adagrasib + pembro

(n=148)

44%

n/N: 35/51

Based on these data, the phase
3 component of KRYSTAL-7
was initiated

CodeBreak 101 (Ph 1)
Lead-in with or concurrent
sotorasib + atezo or
pembro (N=58; 21% 1L)

29%

n/N: 17/58

Based on these and other data,
it was determined that sotorasib
+ |-O is not viable*

LOXO-RAS-20001
(Ph 1)
Olomorasib + pembro
(n=16)

77%

n/N: 13/17

Olomorasib + pembro + chemo
is also currently under
investigation”

MK-1084-001 (Ph 1)

n/N: 21/24

Bob T Li. ASCO 2024
Pasi Jédnne. ASCO 2025



Il JORNADA TR ASLACION AL éETSHE/-\K\ll/_\E'lez[]ECLl[,/SﬁVI'AS I A (eI s [ I e "m  IEEEn
DE ONCOLOGIA DE PRECISION: SHARIE,: | S

1L setting KRAS G12Ci+lIO combination
KRYSTAL-7 ORR LOXO-RAS 20001
Adagrasib+ 36% PD-L1 <1% Olomorasib+
Pembrolizumab 61% PD-L1 =50%
- All patients gg:: ORR
Median 7S, mo 110 i 74% Global
e o 90% PD-L1 =50%

100+ Events, n (%) 83 (56)

PFS (%)
Maximum % Change in Tumor Size

0 T T T t T T T T T T T
(o] 3 6 9 12 15 18 21 24 27 30 33 - =
Time (months) u = a -
No. at risk ' Efficacy of 1L Olomorasib + Pembrolizumab + Pemetrexed + Platinum
All %0 7 64 55 44 36 28 18 1" 6 o
1 1004
All patients L 0 ] 2
s (N = 149) 75 - Pts with
Median OS, mo 18.3 £ PD-L1 PD-L1 PD-L1 PD-L1
(95% CI) (14.3-NE) L EMucyP“WEv-h-bb 0-100% <1% 1-49% 250%
100 Events, n (%) 73 (49) E - N7zt L N=26 N=31 N=
s ORR, (%) 61 50 68 67
80 £ o (95% CI) (49.2,72.0) |(29.9,70.1)|(48.6, 83.3) | (41.0, B6.7)
62% &
= ©0 529% 5 s o)
< § CR 1{1) - 1(3) -
S a0 ' g ol PRE 46 (60) 13(50) | 20065 | 1206m
3 PD uuuuu sD 22(20) 9(35) 8(26) 5 (28)
-7
20 - ¥ Troatment Gagaing PO 34 2ig) = 2
i 1004 - ® Received 1 Cycle of SOC 817 ﬁl
o- . v B 1 f ! v ' f . f DCR, (%) 20 85 94 94
3 6 ) 12 15 18 21 24 27 30 33 - S I T e (85% CI) (80.6.95.4) |(65.1.956)|(78.6.99.2)| 72.7. 99.9)

Time (months)
No. at risk

At 1es a6 t0e o1 s w“ 20 186 1 o Alexander Spira. ASCO 2025
Pasi Janne. ASCO 2025 Marcelo V Neagrao. WCLC 2025
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Moving to 1st line...KRAS G12Ci+Chemo or Cetuxi

Chemo free option

CodeBreak 101 (Ph 1) SCARLET (Ph 2)
. : ) , KROCUS (Ph 2)
Sotorasib + Carboplatin + Sotorasib + Carboplatin +
Pemetrexed > Sotorasib + Pemetrexed = Sotorasib + ; . _
Pemetrexed (N=37) Pemetrexed (N=27) NSQ Fulzerasib+Cetuximab (N=33)
% 89% 82%
orr05% ORR () OIS 0
mPFS 10.8m ITT mPFS 6.6m ITT RS 2(E
mPFS 11.9m PD-L1<1% mMPFS 9.7m PD-L1<1%

Li B et al. ASCO 2024
Yosioka H et al. ASCO 2024
Gregorc V et al ASCO 2024
Majem et al. ASCO 2025
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PHASE Ill TRIALS in 1stline
Addition of KRAS G12C off inhibitors could prolong PFS

Dose Optimization*» . Part A Phase Ill Study (250% PD-L1 expression)®
Olomorasib 50 mg BID + Ol ib + i ]
AN pembrolizumab =
Key eligibility criteria Adagrasib 400 mg BID (until PD) + TR - g T o e ]
a . =)
+ Histologically confirmed diagnosis of pembm“z"'masszoo ["g vV Q3w \/ Olomorasib 100 mg BID + E N=384
NSCLC (squamous or non-squamous) (IEoEleyCtes) pambeolcumab -
*+ Unresectable, locally advanced, 3 Part B Phase lll Study (0-100% PD-L1 expression)®
or metastatic disease Safety Lead-In Part B® 2
. 12C Ol ib + pi i + + platinum ]
Presence of tumor KRASS'2¢ mutation Pembrolizumab 200 mg IV Q3W 5 ) X
and PD-L1 TPS = 50% (up to 35 cycles) +p
+  Not a candidate for definitive therapy uw ESetexedigpiatiuy Placebo + p *p * platinum J
N =550
Stratification factors:
+ Known history of treated or untreated brain metastases (yes vs no) C h b H t-
- ECOG performance status {0 vs 1) emo compinations
+ Region (Asia-Pacific vs non-Asia-Pacific)
0
Key Inclusion criteria:
IO combinations *+ KRAS G12C positive Stage Sotorasib 960 mg PO once daily Sotorasib 960 mg PO once daily 3 a
ngm - + carboplatin and pemetrexed + pemetrexed s i
& B or | - to 4 cycles) (maintenance) o
«No history of systemic E § up J ; o
therapy In metastaticinon- EL 2 ‘E
Kay Eligibllity Criteria MK-1084 100 mg PO QD" curable settings 8 £ ] £
+ Newly diagnosed metastatic NSCLC + SPOLTTC < 1% £ o 2
+ KRAS G12C mutation Pembrolizumab 200 mg IV JECOGPS <1 ar 2 -]
+ PD-L1 TPS 250% . Q3W for 35 cycles®< e §
«-ECOGPSOor1 = i ing, saft
« No active CNS metastases I:';‘;’L;L'::E,‘ ';2..::::: Key exclusion criteria: LJ
© W el Placebo PO QD* 'm:m" Treat untl disease prog toxicity, of consent, death, or end of study
Stratification Factors e e mg IV metastases* Stratified by: disease stage (Stage IV or advanced Stage HIB/C), 30d  Every
+ECOGPS (Ovs 1) Q3W for 35 cycles®< « Actionable mutations ather brain metastases (yes or no), and reglon (North America, Europe, or Rest of Warld) after EOT 12wk’
- Brain metastases (yes vs no) than KRAS G126
« Prior neoadjuvant/adjuvant
immunotherapy (yes vs no) e Primary endpoint: PFS per BICR (assessed per RECIST v1.1)
Y ﬁsﬁgfﬁ:ﬁ;ﬁz&;ﬁ;zgﬁ%ﬁwala, . - Secondary endpoints: ORR, 05, DCR, DOR, TTR, PFS2¢, PROs, safety, PK
e bl syl darics, e robtor Exploratory endpoint: intracranial PFS per RANO-BM criteria

Garasino MC. ESMO 2023 y ESMO 2024. Negrao MV. ASCO 2024. Li BT. ASCO 2024
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Moving to 1st line...combination therapy

Prioritize \ Prioritize
1t line KRAS inhibitors 15t line TKls
ahead of /

immunotherapy +/- chemo?

NSCLCs that benefit

Prioritize from immune
15t line immunotherapy +/- chemo checkpoint
ahead of inhibitors

KRAS inhibitors?

Biomarkers of ICl and KRAS:I efficacy in NSCLC?

Do all need combination therapy?
Mark Awad Esmo 2024.
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CONCOMITANT GENOMIC ALTERATIONS
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Concomitant genomic alterations in KRAS mutant
NSCLC

TCGA (n = 68) KL Pauci-immune KP Immune-rich

KRAS [mt] Trog KRAS [mt] D8
| ' ), (o D %O

TP53

sels

STK11 : | ’ ‘ H
KEAP1 J * . H 1B : ‘7 - .

CDKN2A

H!

cccc

53% of tumours harboured at least one additional genomic alteration
KRAS alone: ~30%; KRAS/TP53: ~30%; KRAS/LKB1: ~ 30%; KRAS/TP53/LKB1: < 5%

Ding et al. Nature 2008; Skoulidis et al. Cancer Discovery 2015
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Genomic co-mutations: STK71 Genomic co-mutations: KEAP1

N Median PFS (35%Cl) A :
—— KRASYWT/STK1T™T 388 4.8 months (3.7-6.2) A o e 'f:’s(gg_,s_’;cg;’
= KRASMUTISTK1IMUT 138 2.0 months (1.7-2.3) —— KRASWI/KEAPTMJT 101 1.8 months (1.7-2.2)
10
HR: 2.04 [95%CI: 1.66-2.51], P < 0.0001 e

HR = 2.05, 95% CI: 1.63-2.59, p < 0.0001

Progression-free survival (%)

oo

° [ 2 W 24 3o 3% a2 4 e o8 712 ”
Months "
Number ot nak
- e - e o - E n . s 2 1 1 o -
- " £ " T “ . b ] 3 2 2 1 o o . )
- -
: ; Genomic co-mutations:
Genomic co-mutations: SMARCA4 - LKB1
A
100 A P =0.0018, log-rank test == mPFS
10 Madian PFS, months (25% CI) . roup
B_?l L 1.8m
> — KRAS mut + SMARCAL wt  (nc 159) 4.1 (2.8-6.0) = P 3.0m
:_.'05 — KRAS mut + SMARCA4 mut (nc 17} 1.4 (0.8-20) g oy o
= @
g ’ 8 —-— KL
- o HR = 0.25 [95% Ct 0.14-0.42) =
g o < 0.001 S =
&= % == K-only
§ 04 =4
o
= a
§o2 o - v - v - r . -
o o 3 6 9 12 15 18 21 24
oo Months
1 ~ = 38 — ~ ~ " = KL 54(0) 11(2) 5(3) 4(3) 2(4) 2(4) 1(4) 1(4) 0(4) KL
a - - - u;:,m - - e - KP 56(0) 26(3) 14(6) 9(10) 5(14) 1(15) O(15) 0(15) 0(15) KRAS™7 ST
K-only 64(0) 29(0) 20(3) 9(8) 3(13) 2(14) 2(14) 1(14) 0(15)
Number at risk
n—clee = = 2 . . . ’ Ricciuti B, et al, J Thorac Oncol. 2021
- 1T o ] o o o o [ o

Alessi JV, et al, J Thorac Oncol. 2021 Jul;16(7):1176-1187
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PRIMARY RESISTANCE
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Primary Resistance to KRAS G12Ci

Clinical outcomes with KRAS G12Ci therapy according to co-mutation status

Progression-free survival

KEAP1 N Median PFS (95% C1)
- Wt 169 5.1m (4.3-5.8)
- Mut az 28m(2.1-35)
Log rank p < 0.001
HR: 2.18 [95% CI: 1.51 — 3.14]

g,
e
1 -
Ny S
..........................
12
al Moeiths
110 18
2 20 2 o
SMARCA4 N Median PFS (95% C1)
N - wr 167 5.1m(4.4-5.7)
A - Mut 14 2.0m (0.8~-3.1)
T\ Log rank p <0.001

% HR:2.75[95% CI: 1.53 - 4.92]

CDKN2A N Median PFS (95% CI)
— wr 244 5.1m (4.4-5.8))

- Mut 25 4.1m(3.0-5.2)
Log rank p =0.003

HR: 1.93 [95% CI: 1.25 — 2.99]

244 155

Overall survival

CodeBreak100 — KEAP1

KEAP1 N Median OS (95% CI)
- Wt 172 108m(8.2-13.4)
- Mut a2 7.8m (4.0-1.6)

Log rank p =0.001
HR: 2.03 [95% CI: 1.34 — 3.06)

Prabability of survival (%)

. 100 A
-
. N

90
""""" L A ) 80 4
-— 94

=
=~ 80

8
- A4 N dian OS (95% C1) =, 50 -

I - we 168 10.5m (7.4-13.6) 7

z 1 — Mut 15 49m(0.3-96) -
% = - Log rank p =0.003 s 40 “

g o T HR: 2.66 [95% CI: 1.36 — 5.17] a
s - 30 4

s a0 | — Mﬂw
g - —‘  PR— 20 <
S — 10
o 12 15 n 24
Number k: L
e s w2 0 -
o o o

STK11mut STK1 1wt STK11mut STK1iwt
KEAPIwt KEAP 1wt mut mut
CDKN2ZA N Median OS (95% CI) {n=13) {n = 33) {n=12) in=7)
100 — we 249 106m(8.2-13.1)
— Mut 25  69m(4.1-9.6)

Genomic Alterations

Bl Long-term benefit (PFS > 12 months)

Log rank p = 0.022
HR: 1.80 [95% CI: 1.08 — 3.00]

B Early progression (PFS < 3 months and not PR/CR)

Probability of survival (%)
B o8

| P -

}

J

f

£

Dy G et al. J clin oncol. 2023
Negrao MV. Cancer discov 2023
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Primary Resistance mechanism

3 subtypes: KP/KC/KL

KC: KRAS + CDKN2A/B + TTF-1 low

KC KL

» Sotorasb satanel
Median months (95%
1.94 (2.69-5.72

KL: KRAS + STK11/LKB1™

w» Sotorasib

KP: KRAS + TP53

cataxal

Median months (95%
y (4.37.9.99]

tedian months (95% Cl
305 (2 3-9.76

- - 1.00
- -~
KL: More benefit Sotorasib: :.. ) |
- < log-rank P = 0.56 2g-rank £ = 0.01 log-rank P = 0.33
| o504 - 050 { = 0504 ===~
o
o Cold TME §on| I
=« 1
o- " o o o- n
0 5 10 15 20 25 o 5 10 15 20 0 5 10 15 20
O LaCk P D— L 1 Time (months) Time (months) Time (months)
Number at risk Number at risk Number at risk
otorasib 4 23 1 q 23 12 {38 10 1
0 5 10 15 0 25 o 5 10 15 20 o 5 10 15 20
Time (months) Time (months) Time (months)
- e TTF? low - ITET hgh ' TTFT low = TTFT high
KC: Worse prognosis: Median months (95% C) Median months (85% CI)
4 1.00
LOO AN (5.55-9.76) 16 (11.5-NE)
HR (35% CI) {ref TTFT low): HR (95% C1) (ref TTE low):
Z o7 023 (014-04) Z o075 0.26 (0.15-0.43) '
O I I F 1 IOW =1 log-rank P = 2.9 =10 E log-rank P =2.7 =10
® [
g 050 | === g 050 —==f—=====
=% ] [=% L} 1
w ' 1 B o 1 1
o CDKN2a/2b loss s ° AW oo - :
I 1 ' "
o 4 | T o 1 |
. o 10 15 20 0 5 10 15 20 5
O M UCI nous Time (months) Time (months)
Number at risk Number at risk
TTFT high {121 68 36 9 2 0 17 105 73 55 0
[s] 5 0 15 20 25 0 10 15 20 25

Time (months)

Skoulidis et al

Time {(months)

. CAncer discov 2015.Skoulidis et al. Nat Med 2025
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ACQUIRED RESISTANCE
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Acquired Resistance mechanism
C IO e

Growth factor >

Additional
RTKs

% I_P Survival % |_> Survival

J/ U

\

Resistance Mechanism NSCLC Prevalence (%) Notes

20-25 Y96C/D/S, G13D, Q99, etc.

Secondary KRAS mutations

KRAS amplification 22 More frequent in NSCLC than CRC

RAS/MAPK pathway alterations 26 Includes NRAS, BRAF, MAP2K1, EGFR, MET, HER2, PI3KCA, etc.

Multiple concurrent events 23 Often a combination of the above mutations

EGFR pathway activation 10-15 Key adaptive resistance driver, especially in CRC

MET amplification 1-6 Notable in NSCLC, less frequent in CRC

8-10 Includes PI3KCA, PTEN, mTOR alterations

PI3K pathway activation
Vitiello, P.P.et al Cancers 2025,
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FUTURE DIRECTIONS
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Potential future directions

Novel RAS inhibitors

KRAS G12Ci COMBINATIONS (pan-RAS, tricomplex, and ON-
state inhibitors)

Key Features in evaluating RAS
compounds:

 Other KRAS alleles
* Active GTP-bound state
- Co-mutations such as STK11 Pan-RAS

and KEAP1 Ras(on)

Non-covalent

Degrader or Glue
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RAS(ON) inhibitors

¥ K Ipstream activatio
RMC-6236 d araxonra Si b RTK alterations

|
RAS(ON) multi-selective inhibitor i
« Noncovalent, selective inhibitor with potent i
activity vs mutant and wild-type RAS(ON)
proteins > o
- Orally bioavailable, generally well-tolerated Mutant RAS amplification Y * 0 WT RAS gcgvauon‘
in patients at active doses SWII binding pocket mutations | ncogene SWICT mukations
» Clinical monotherapy anti-tumor activity X
observed across diverse RAS cancer l o
mutationst RAS(ON) Rescue Mechanisms Downstream pathway activation (X)
. N . X
- Potential backbone of RAS(ON) inhibitor ¢ Potential sensitivity to RMC-6236 ==
doublets with RAS(ON) mutant-selective Y Potential sensitivity to RMC-6236 |
inhibitors or RMC-6291
MTNOTOAI7TO0RS l Awad and Aguire e al., New Engl J Med. 2021
Tt ARV ITD Taraka e al. Cancer Discovery 2021
Schulze, & & Science 2023 Cell Growth, Survival & Cancer Zhao e &, Natwe 2022
Holderfeld e al. Nanwe 2024 Sacher e al., NEJM 2023
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TAKE home messages
Historically difficult to develop therapies against KRAS; G12C inhibitors hold
great promise; early clinical signs promising non G12C mutations

* Non-G12C mutants — more effective downstream inhibitor(s)

KRAS is a heterogenous cancer — different allelic variants and different co-

mutations; all likely to impact future therapies

These drugs and the research that underlies their development emphasizes

the critical importance of fully genotyping all patients at diagnosis

Future directions:
» Understanding resistance mechanisms

*» Improve the knowledge for patient selection (especially in treatment combinations)

Challenging questions: optimal dose of KRASi and intracranial activity
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