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KRAS MUTATIONS IN NSCLC

@eoe Size indicates more RAS cases

Head and neck
KRAS 2%, HRAS 5%, NRAS 2%

Lung adenocarcinoma
KRAS 32%

Lung adenocarcinoma

Esophagogastric
KRAS 3%, KRAS-amp 6%

@ ——Melanoma
KRAS 1%, HRAS 2%, NRAS 17%

—— Gallbladder, cholangiocarcinoma
KRAS 21%, NRAS 2%

Pancreas

; > KRAS 88%
& —— Colorectal

KRAS 50%, NRAS 4%

Endometrial
KRAS 17%, NRAS 3%

Ovarian
KRAS 9%, NRAS 2%

Bladder
KRAS 5%, HRAS 7%, NRAS 1%

Myeloid leukemia
KRAS 5%, NRAS 14%
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NatMed. 2024 Apr;30(4):96983 JCO 40, 61625(2022).
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KRAS G12Kutated LungCancer Epidemiology

Transversion Mutation:

P 4 Glycine=>Cysteine
| %
91% G12
Head and neck More common in smokers,
squamous cell .
carcinoma ) 60% women, 95% adenocarcinoma
®7 Lu I
Melsiioma adr:e?\ocarcinoma gb:‘{@ . . .
K? =232 Associated with higher tumour PD-
Bladder urothelial
" erimoms ) @ tyedne o meo L1, TMB
Gl _
B G12R Frequency ~15% West, 2.8% Asia
Bl G128
Colqrectal I G12v US Cohort (Foundation) N=68,297
adenocarcmoma D GlZY
Ancestry: KRAS G12C Frequency
European 15.2%
African 11.9%
@ s East Asian 4.0%
@ v South Asian 6.2%

Admixed American 6.1%

85% Q61

Moore A et aNatRev2020;; 19(8):53%552.Judd J et al. M@anceiTher2021;20:257§84; ArbourKC, et al. Cli@anceiRes 2021; 27(8):2262215; Tan & Tan J Clin Oncol 20&2pudiyaNPRBrecisOncol 2024
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— RASyathway

FGFR ERBB2 EGFR IGF1R CcMET
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Oncogenic RAS
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inactive
@ active

Oncogenic RAS mutations impair GAP protein binding
and therefore GTP hydrolysis




oveoroaes #-2024
Patients With KRAS-Mutated NSCLC
Overall Survival (Median) ;
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1L 2L 3L 4L ® n=140 n=288 n=154 n=92
m n=281 n=145 n=87 n=42 m n=681 n=1,387Nn=943 n=494
m n=1,334 n=943 n=470 n=201
Flatiron Health*(US} Flatiron Health* (US)

Reatworld data obtained between 2011 and 2019 (prior to the approval of KR&Snhibitors) suggest that PFS and OS rates §
poor for patients with KRAS'2¢mutated NSCLC

*Data from an analysis of the Flatiron Heabundation Medicin€liniceGenomic Database (FFMI CGDB). FFMI CGDB includes over 400,000 samples from approximately 280 oncology practices inrttiéntEgyates
broad genomic profiling results with clinical data from electronic health records (EHRs). The analysis identified 7,0p&tiR&€IoEwhich 743 had thKRAS512C mutation. Patient characteristics, treatment patterns, and
clinical outcomes were documented for these patients from January 1, 2011, to September 301R0fi&st line; 2L, second line; 3L, third line; 4L, fourth line

SpiraAl, et alLung Cancer2021;159:19.



onorsoccs +2024
Timelineof KRASiscovery

KRAS Discovery Timeline
U.S. FDA Approval of
Adagrasib
DNA Transfection to convert
normal cells to cancer cells @
~ KRASG12C,
Oncogene KRASG12D, and other
1‘ ‘ KRAS inhibitors in
Oncogene 7 KRASmMt becomes :
g O Va trials
Theory . druggable

1967 1969 1972 /1982 )/ 2004 // 2013 2019 /2021 2022 2024>
‘ 1

l l KRASG12C inhibitors l
Kirsten Sarcoma Virus in trials (Sotorasib,
identified as a sarcoma Oncogene Adagrasib) NMPA Approval of
inducing retrovirus KR»IAS Vgas Fulzerasib (1st
clone: China's approved
> i Lo KRAS G12C Inhibitor)
, [T kras [TITIITI el L
» ,_0 KRASG12C inhibitor)
Activating mutations m P §
of KRAS found in lung
cancer &
- C»

1.JHematolOncol. 2022 Oct 25;15(1):152.; 2. httpsaiw.fda.goV; 3. https://www.nmpa.gov.ch 4. OstremJM, et al. 201Nature 503:543551
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Multiple approachedo target KRAS G12@Gutations

EGFR Family of RTKs
(EGFR, ErbB)

Tumor cell

GDP-KRAS

GTP-KRAS
(off) (on)
e RAF 52 pi3K [
KRAS (Off) inhibitors ‘3& KRAS (On) inhibitors

Adagrasib/MRTX849+(Mirati)
Sotorasib/AMG 510 + (Amgen)

D-1553+(Inventis Bio) MEK i AKT@
JDQ443(Novartis) &‘
GDC-6036(Genentech) | | 4
JNJ-74699157(Janssen Pharmaceuticals) %,

LY3499446(Eli Lilly and Company) ERK,{;#;G "‘TOR@
BI 1823991 (Boehringer Ingelheim ) s

MK-1084 ( Merck) Tumor growth and
i cell proliferation

Judd, MolCanceiTher2021; 2. Ostremet al, Nature2013

RMC-6291,RMC-6236
RMC-9805,RMC-8839
(Revolution Medicines)

Most KRAS G12C inhibitors bind to the cysteine and the Switch Il pocket, thus
locking the mutant protein in the inactive (OFF) state irreversibly

1. KRAS G12C has a cysteine
present in its inactive form

3. Inhibitor covalently binds
to the cysteine and the
induced Switch Il pocket

Switch Il
pocket
( '\
"Cystelﬁé

\M

KRAS KRAS

G12C G12C
Inactive

2. Binding to the cysteine opens
an adjacent Switch Il pocket

4. KRAS G12C is irreversibly
locked in the inactive state

(‘OFF’ state)

.

KRAS tumor cell death

CancerCell. 2024 Mar 11;42(3):3357; 2. Christensen JG, et dhtérn Med. 2020
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MAPK signaling pathway
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KRASInhibitors

Allele specific inhibitors
bind covalently to
maintain KRAS in GDP-
bound “inactive” state

Switch It A - Switch |

GDP

Sotorasib

2013
Discovery of switch Il “pocket”
With cysteine binding (G12C)

Wild-type KRAS
OFF state Loading ON state
(GEF)
—_—
Hydrolysis
(GAP)
Mutant KRAS
OFF state Loading ON state
(GEF)
Mutant —— Mutant
KRAS 4 KRAS
Hydrolysis

(GAP)

KRAS G12C ‘off’ inhibition

Loading
(GEF)
KRAS Y
o e—
e Hydrolysis
(GAP)
OFF state
‘trapping’

SinghalA et alNatureMed 2024;30:96983;Ostrem&kt al Nature2013
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CodeBreak00

Phase 3 Study Design
Sotorasib {zrimarv Endpoint: \

/ Key Eligibility Criteria \ 960 mg orally daily PFS by BICR

A Locally N=171
advanced/unresectable or
metastatic KRASG12C - 1:1
mutated NSCLC DCR)

AO 1 prior treatme N =345 A Safety/tolerability

platinum -based chemotherapy Docet?xel A PRO
and checkpoint inhibitor* 75 mg/m 21V Q3W

- N=174 ITT population analysis included
Stratified by: \ _ j )
A Prior lines of therapy (1 vs 2 vs > 2) all randomized patients

AECOG performan Cy A Race (Asian vs non -Asian)
A History of CNS involvement (yes vs no)

Key Secondary Endpoints:
A Efficacy (OSA ORR, DOR,TTR

Randomization

A No active brain metastases

Per regulatory feedback following the observed clinical benefits of sotorasib in the CodeBreaK 100 phase 2 trial:

A The protocol was amended to reduce planned enrollment from 650 to ~330 patients, to maximize the number of patients exposed t o sotorasib
A Crossover from docetaxel to  sotorasib was permitted upon disease progression

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

NCT04303780; EudraCT: 2019-003582-18.*Treatment with chemotherapy and checkpoint inhibitor could be concurrent or sequential; pa tients with medical contraindication to these therapies could be included with approval.
AAnalysis of OS planned if PFS was found to be statistically significant and when at least 198 OS events have been reached. BICR blinded independent central review; CNS, central nervous system; DCR, disease control rate;
DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; ITTintentto treat; KRAS, Kirsten rat sarcoma viral oncogene homolog; NSCLC, non -small cell lung cancer; ORR objective response rate; OS, overall
survival; PFS progression -free survival; PK,pharmacokinetics; PRO, patient -reported outcomes; Q3W, every 3 weeks; TTRtime to response.

de LangenAJ, et alLancet 2023;401:733746.
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CodeBreak00 Primary Endpoint
PFS by BICR

1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0

Sotorasib 960 mg Docetaxel 75 mg/m 2
oral daily (N =171) IV Q3W (N =174)
HR (95% CIy 0.66 (0.51, 0.86)

P-value (1-sided)? P =0.0017
Median PFS, months (95% ClI) § 5.6 (4.3, 7.8) 4.5 (3.0, 5.7)

HR 0.66

12-month PFS* = 24.8%
12-month PFS* = 10.1%

Proportion Surviving Without
Progression

Median study followup: 17.7 months

0 2 4 6 8 10 12 14 16 18 20 22 24
Months from Randomization

Number of Patients at Risk:
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

Codebreak200 met its primary endpoint withsotorasibdemonstrating superior PF8ver docetaxel

(HR 0.66p = 0.0017); 12month PFS rate was 24.8% feotorasiband 10.1% for docetaxel

*PFS rates estimated using Kaplsteier method; ITT populatiorftHR and 95% Cls estimated using a stratified Cox proportional hazards fifedsle calculated using a stratified lognk test.
AMedians estimated using Kaplvieier method; 95% Cls estimated using the method by KleinMogschbergewith log-log transformationBICR, blinded independent central review; HR, hazard rifidntravenousPFS, progressieinee survival; Q3W, every 3 weeks

deLangenAJ, et alLancet 2023,401.738746. L EE——
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PFS Across Subgroups and Overall Response

Alrndonizedpees m 1 5 4 nal 085031084 100 ORR 28.1(21.5,35.4) 132 (86,19.2)
e, ot baseline (years)
qus b 9l % i 3 HH 06804084 " DCR 825(75.9,87.8) 60.3 (527, 671.7)
2 Ll i 59 i HH 044041,0%9) G
o 3 ¥ Median Dok 58 87
e 1t i 57 i HH 056[09,080 g
Fenoe i 0 4 i i 049045108 5 40
Tegon a = = *
Narh Ameica 1 i 59 4 ——] 002,113 % Soforasi (N 158)‘ Docetaxel (N 129)
Eunge 12 1% ;g B I—OE { %ﬁ g% % 40 Tumor shrinkage in Tumor shrinkage in
hf:“e" g i 3 7i8\ g 80% of patients 3% of patients
Ain ] 2 B $  f—,— 03 u.u,[mﬂ T | I
NoreAsn 1% 18 5 Iy B 071 (054,09 £
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b 11 114 57 i 02405 109 )
O e epresn o 0
f g % B9 -~ 046041106 § Confirmed BOR 28%
2§ ond< % 4 n 4 i - 041 039,096 - g0 |OCR O
203 f i 57 54 — ‘Ijl--l — 07404128 N )
u | —Pi 100

Soforasib Beffer  Docefarel Befer

Response rate was significantly higher wittotorasibversus docetaxel (p < 0.00:

deLangenAJ, et alLancet 2023,401.738746. L EE——
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OS:SotorasibversusDocetaxet

List of Subsequent Aritancer Treatment

1.0 Sotorasib 960 mg  |Docetaxel 75ng/m= 1V Sotorasib Docetaxel
: oral daily (N = 171) [ Q3W(N = 174) (N = 171) (N=174)
0.9 Deaths, n (%) 109 (63.7) 94 (54.0) Categories n (0/0) n (%)
> 08 HR (95% Cf) 1.01 (0.7, 1.33) ArEIBESa T
3 07 PR )y PE@E anti -cancer therapy 62 (36.3) 73 (42.0)
§ 0.6 ggg;ag P)os, months 106 (8.9, 14.0) 113 (9.0, 14.9) including crossover
5 0° Chemotherapy 36 (21.1) 21 (12.1)
>
s 04 i | KRAS2C inhibitor 6(3.5) 59 (33.9)
2 0.3
@ 0.2 Immunotherapy 16 (9.4) 10 (5.7)
Checkpoint
0.1
o e 14 (8.2) 10 (5.7)
0 2 4 6 8 10 12 14 16 18 20 22 24 26 Other 25 (14.6) 18 (10.3)

Months from Randomization

Number of Patients at Risk:
Sotorasib 171 162 137 119 98 81 73 66 56 25 15 3 0
Docetaxel 174 135 115 103 90 81 65 61 44 20 7 4 1 0

Overall survival was not different between the treatment groups; however, the study was not powered to detect a survivalfitesued crossover from

docetaxel at disease progression smtorasibwas permitted

*OS rates estimated using Kaptdteier method; ITT populatiorHR and 95% Cls estimated using a stratified Cox proportional hazards friddelue calculated using a stratified lognk
test. AMedians estimated using Kaplavieier method; 95% Cls estimated using the method by Kleinoeschbergewith log-log transformation’* Patients (16.4% isotorasibarm, 5.2% in
docetaxel arm) were treated beyond progression.
Cl, confidence interval; ITT, intent to treat; IV, intravenous; KRAS, Kirsten rat sarcoma viral oncogene homolog; HRtiba@&doverall survival; Q3W, every 3 weeks.

deLangenAJ, et alLancet 2023,401.738746. L EE——
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Most Common TRAES*

Sotorasib 960 mg oral daily Docetaxel 75 mg/mI1V Q3W
(N = 169) (N = 151)
Ay Grade,n (%) V Ang:Grade, n (%) DNI RS % o]

119 (70)

TRAEs

Diarrhea

Fatigue

Alopecia

Nausea

Anemia

ALT increased
AST increased
Neutropenia
Febrile neutropenia

57 (34)
11 (7)
2 (1)

24 (14)
5 (3)

17 (10)

17 (10)
2 (1)

0

56 (33)

2@ ]
1 (1)

0
2 (1)
1(1)
13 (8)
9 (5)

0

0

130 (86)

28 (19)
38 (25)
31 (21)
30 (20)
27 (18)
0
0
20 (13)
8 (5)

61 (40)
3(2)
9 (6)

0
1 (1)
5 (3)

0

0

18 (12)
8 (5)

azali 0O02YY2y 3 NI R&oragibwere diarrhe @nd éeNale liver enzymes, and with docetaxel were neutropenia, fatigue, and

febrile neutropenia

deLangenAl, et alLancet 2023;401:733746.

FLYOARSYOS LISNJFNNY yé 3INF RS

ALT, alanine aminotransferase; AST, aspartate aminotransferase; IV, intrav@RAE, treatmentelated adverse event as per investigator
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CodeBreak00: RetrospectiveExploratoryCNS Analysis

CNS PFS and Intracranial Response in Patients With CNS Lesions at Baselin

RT) Sotorasib (n = 40) Docetaxel (n = 29) Sotorasib Docetaxel
3 08 Median PFS, months 96 45 n=18 n=13
£ 08 HR (solorasib/docetaxel) (95% CI) 053(0.26,1.03) : o
g o P-value (1-sided) 003 Confirmed Objective Response, n 6 (33.3) 2 (15.4)
95 04 (%)
S% 05
£3 0t oy | CR 1(5.6) 1(7.7)
2303 e : u_li PR 5 (27.8) 1(7.7)
.E“ " : — Stable disease, n (%) 9 (50.0) 9 (69.2)
g
20 | PD, n (%) 1(5.6) 2(15.4)
[ — Docetaxel | Not evaluable/Not doné, n (%) 2(11.2) 0

0 2 4 6 8 10 12 14 16 18 20 2 Disease control, n (%) 15 (83.3) 11 (84.6)

Months From Randomization . .

Number of patients at risk: linconflrmed N G QIR 9 (50.0) 2(15.4)
Soforasib 40 3% 7 15 K] 9 8 6 5 2 1 0 (%)

Docetaxel 29 21 12 ] 3 2 2 1 0

- _ ORRwashigherwith sotorasib(33.3%) vslocetaxel(15.4%)
Median time to CNS progressiar all-cause death

was longer in patients treated wittsotorasib
compared to docetaxel

1. Dingeman®\C, et al. Poster presented at: American Society of Clinical Oncology-68u2@23; Chicago, IL. Poster #L.BA9Q1de LangenAJ, et alLancet 2023; 401: 73346.
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Study design

Key eligibility criteria

= Locally advanced or metastatic NSCLC N = 453
with KRASS1ZC mutation®

= Prior treatment with platinum-based 9
chemotherapy and anti-PD-(L)1 therapys

= ECOG PS5 0-1

DOCE 75 mg/m? Q3W IV

= Stable brain metastases allowed

Stratified by: Crossover from DOCE to ADA was allowed in cases where disease

- Region (non-Asia-Pacific vs Asia-Pacific) progression per RECIST v1.1 was confirmed by real-time BICR=.

= Prior treatment (sequential vs concurrent
chemotherapy and immunotherapy)

Primary endpoint Secondary endpoints

- PFS by BICR (RECIST v1.1) -  ORR by BICR (RECIST v1.1) - Safety
- DOR = Patient-reported
- 0S outcomes

Database lock: March 19, 2024. Data cut-off: December 31, 2023.

SMCTO4685135. PDetected in tumor tissue using sponsor- approved local or central testing. "-Ho washout period was required between prior therapy and study treatment. “Tablet formulation,
except for four patients who initially received the capsule formulation. $Other crossover chteria: ECOG PS 0-2, recovery from DOCE-related AEs to grade 1 or baseline (exn:ept peripheral
neuropathy and alopecia for which grade 2 is acceptable).

Mok T, etal. ASCO 2024
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PFS and PFS subgroup analysis per BIRC

Primary endpoint: PFS2 per BICR | PFS subgroup analysis per BICR

Unstratified HR (95% CI) Unstratified HR
ADA DOCE
100 - -

(h=301)  (n=152) Overall N = 433) 5.5 3.8 —_ 0.5
93 (61 <63 years (n=234) 5.4 2.9 —_— 0.56
50 Events, n (%) 164 55) (61 » 85 years (n=219) 5.9 42 —_ 0.60
Median PFS, mo 5.5 38 Male: (n = 303) 54 2.9 — 0.55
(95% Cl) (4.5-6.7) (2.7-4.7) Female (n = 150) 5.6 5.6 — 0.64
Nen-Asia-Pacific (n = 335) 5.7 34 —_—— | 0.55

& 04 HR (95% Cl) 0.58 (0.45-0.76) | Asia-Pacific n = 118) 5.4 39 — 0.6 |
= P value < 0.0001 ECOGPS 0 (n=143) K 5.8 —_— 0.4
i ECOG PS 1 [n=309) 46 28 — 0.61
o 40 Current smoker (n = 86) 4.1 44 —_— 0.89
H R O 58 Former smaker (n = 340) 5.8 3.6 —_—— : 0.51
" Never smoker (n = 26) 5.5 6.2 ——— m— 0.70
20 4 Brain metastases at baseline (n = 80) 4.1 4.2 —_— 0
No brain metastases at baseline (n = 373 5.8 3.6 —— 0.55
Liver metastases at baseling (n = 64)° 45 1.4 —_— 0.43
0 : | : D?CE : ‘ "\DA : : No liver metastases at baseline (n = 389)* 5.6 4.2 =1 0.59
Bone metastases at baseline (n = 107) 44 2.8 — 0.56
0 3 9 12 15 18 n 14 7 30 No bone metastases at baseline (n = 346)% 5.8 4.2 — | 0.58

. . - T
Months from randomization PO-L1 < 1% (n = 05) 5.8 18 = L
No. at risk PD-L1 1-4%% (n = 195) 5.9 36 —_ 0.5
ADA 01 160 77 i 19 8 5 i 0 0 0 PO 2 X5 n - 100) o 28 —— 06
DOCE 152 51 24 9 N a 0 0 0 0 i Sequential chemo-immunotherapy (n = 121) 5.8 29 —_— 053
4 : B N N Concurrent chemo-i therapy (n = 332) 5.4 3.9 —— 0.60
Median follow-up: 7.2 months. ) ) . . . . . 01 05 ! 1 4
2Time from randomization to the date of disease progression per BICR or death due to any cause, whichever occurs first. For patients who started a subsequent anticancer therapy prior to Favors ADA +— Favors DOCE

disease progression or death, PFS was censored at the date of the last tumor assessment prior to the start of the new therapy. Median fnllnw—up: 7.2 months.

Bold text indicates stratification factors. #In accordance with RECIST v1.1 per BICR.

Mok T, etal. ASCO 202
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Tumor response an

2024

KRYSTAL 12

Tumor response per BICR 32% vs 9%

50 7 Odds Ratio, 4.68 (95% CI, 2.56-8.56) 100

P < 0.0001

32

ORR? (%)

ADA DOCE
n/N: 96/301 14/152

ADA DOCE

Tumor response (n=301)
DCR.2n () 236 (78)
Median DOR,~mo. 8.3

(95% CI) (6.1-10.4)

Remaining in response
at 6 mo, %

(n=152)
89 (59)

5.4
(2.9°8.5)

64 39

20RR is defined as the percent of

804
60 4

ADA (n = 256)¢

A [CIFN
S5 o8 &

604

Change from baseline in
sum of diameters (%)

&
g

Confirmed BOR
-100 - =R
= PR

100 4 5D
PD
NE

DOCE (n = 120)¢

Ay [ -
S S5 e 55838

604
-80 4
-100 -

Change from baseline in
sum of diameters (%)

patients documented to have a confirmed CR/PR by BICR (per RECIST v1.1). ®Disease contral rate (DER] is deﬁned as the percent of patients documented to have a
confirmed CR/PR/SD by BICR (per RECIST v1.1). $DOR s defined as the time from the date of first ion of CR/PR to the fi

of PD or death due to any cause in the absence of

documented PD. DOR is only calculated for patients nts with confirmed CR/PR. Waterfall Waterfall plots include patients with at least one target leswn &t baseline and at least one post-baseline tumor assessment

Mok T, etal. ASCO 2024

Intracranial response per BICR2

d Intracranial response per BIF

24% vs 11%

(%)

Intracranial ORR2

All patients with baseline CNS metastases?

40
30 4 m
20 4
10 -
0 -
ADA
n/N: 19/78

Intracranial DCR, n (%)

ADA

(n=78)

64 (82)

DOCE
4/36

DOCE
(n=36)

20 (56)

CNS evaluable population®
(z 1 target lesion and = 1 post-baseline assessment)

ADA (n = 25)

Change from baseline in
sum of diameters (%)

| Intracranial(ORR: 40%)10/25)

Confirmed BOR

DOCE(n=9)

401

Change from baseline in
sum of diameters (%)

804

| Intracranial ORR: 11% (1/9)

r

-100 -

#ip accordance with CNS-adapted RECIST v1.1. CNS RECIST data (including identification of patients with baseline CNS metastases) vere based on a separate CNS imaging charter and
neuroradiologist review. *Waterfall plots show CNS evaluable pepulation including patients with at least one CNS target lesion at baseline and at least one post-baseline CNS tumor assessment.
For lesions to be considered target lesions, they must have been measurable and either not previously treated with CNS-directed therapy o must have progressed after prior CNS-directed therapy.

BarlesiF, et al. ESMO 2024
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KRYSTAL 12

Safety Summary

Intracranial TTP2in patients with baseline brain metastases®

1004 ADA DOCE
(n=78) (n=36)
80 Events, n (%) 17(21.8)  9(25.0)
-~ Median intracranial TTP, mo 18.6 NE
& (95% Cl) (O.6N)  (4.2NE)
Y 60 HR (95% CI) 0.60 (0.26-1.40)
=
(=
£ o pocE HR 0.60
> 1
w
204
ADA
0 T T T T T T | | T \
0 3 ] 9 12 15 18 2 4 il 30
No at risk Time (Months)
ADA 78 k71 18 1" 7 3 3 1 0 0 0
DOCE 36 14 9 3 0 0 0 0 0 0 0

+ The HR for intracranial PFS¢ in patients with brain metastases was 0.93 (95% Cl, 0.50-1.73)

oecian fllow-up for TT populaton: 7.2 months. Per BCR i accordance with CHs-adapted RECIT v11, TTF was defined as the time from randamization tothe date of the irstdocumentatio of objective progression of inracranial disesse,

bssed o et new bra metasases o progrssion of existing brain metasases. Hdenifed using an independent CNS imaging charter and neuroradiolagist review. “Per BICR i accordance with C5-adapled RECIST v1.1. PFS was defined as the time

from randomization o the date of intracranial progression of disase or death dus 5 37 Ease, whichever occurd first.

Systemic efficacy? according to presence of baseline brain metastases®

Patients with baseline brain metastases Patients without baseline brain metastases
ADA DOCE ADA DOCE
(n=78) (n=36) (=223 (n=116)
Median PFS¢, mo 440 19 Median PFSS, mo 5.9¢ 3.9
100+ (95% cl) (3.1-5.8) (2.0-6.2) 1004 (o5%Cl) (4.87.2) (2.4-5.6)
Y HR (95% C1) 0.70 (0.43-1.20) HR (95% CI) 054 0.40-0.73)
i 804
g% g
" w
S T o
04 0
. 0CE
T T T T T T T 1 0 1
0 3 [ 9 12 15 18 pal 4 0 3 ] 9 12 15 18 pal 4
Noat risk Menths Noat risk Months
ADA 78 kIl 16 9 4 1 1 1 0 ADA 223 123 61 kYl 15 7 4 0 0
DOCE 36 14 9 2 0 0 0 0 0 DOCE 116 kil 15 7 2 0 0 0 0

+ ORR was higher in the ADA vs DOCE arm in patients with (26.9% vs 2.8%) and without (33.6% vs 11.2%) baseline brain metastases
+ Median DOR! was higher in the ADA vs DOCE arm in patients with (7.4 vs 5.4 ma) and without (8.3 vs 5.4 mo) baseline brain metastases

Median follow-up: 7.2 months. “Per BICR in accordance with RECIST 1.1, Hdentified using an independent CHS imaging charter and neuroradiologist review. PFS was defined as the time from randomizatian to the date of disease progression per
BICR or death dus to any cause, whichever occurred firs. For patients who started a subsaquent anticancer therapy prir to diszase progression or dzath, PFS was censored at the date of the st tumor assessment prior o the Start o the new
therapy. TS events oecurred in 62.8% and 63,44 of patients in the ADA and DOCE arms, respectively. SPFS events occurred in 51.6% and 58,68 of patients in the ADA and DOCE arms, respectively. 'D0A s defined s the time from the date of firt
dnmmemﬁn of CR/PR to the first documentation of PO or death due to any cause in the absence of documented PD. DOR is only calculated for patients with confirmed CR/PR.

BarlesiF, et al. ESMO 2024
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KRYSTAL 12
Safety Summary

Most frequent TRAEs (> 15% in either treatment arm?)

Patients, %

TRAEs 94 8
Grade > 3 TRAEs 47 46
TRAEs leading to discontinuation® 8 14
TRAES leading to dose reduction 48 24
TRAES leading to dose interruption 59 19
Treatment-related SAEs Al 16
Treatment-related deaths 1 <1

4AEs per CTCAE v5.0 and MedDRA v26.0. Includes events reported between the first dose and 28 days after the last dese, and prior to the initiation of subsequent anticancer therapy.
For each category, patients are included only once, even if they experienced multiple events in that category. *host common TRAES Leading to treatment discontinuation were ALT increased
(n = 3), neutropenia, diarrhea, and pneumonitis (n = 2 each) with ADA, and asthenia, fatigue, and peripheral neurapathy {n = 3 each) with DOCE. CTreatment-related deaths were due to

epilepsy, hepatic failure, hepatic ischemia, and unknown cause with ADA, and sepsis with DOCE (n = 1 each).

100 4
Grade
0 1 1 2 34
20 | B 7 aoa
W [[] 7 poce

30

20

Patients with an event (%)
o
(=]

a6 <1l - <1
Asthenia Fatigue Meutrophil Alopecia
increased increased appetite creatinine count
increased decreased

For each TRAE, patients are included only once at the maximum severity,

Mok T, etal. ASCO 2024
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Canthe promisingresponseconfirm superiority over the
current SOCdocetaxe) in Phasdlll studies?

phase Ill CoreBreak200: Sotorasib vs Docetaxel phase Ill KRYSTAL-12: Adagrasib vs Docetaxel

KRYSTAL-12: ADA in previously treated KRAS®** NSCLC
A . .
100y _ Primary endpoint: PFS?2 per BICR
Sotorasib 960 mgoral | Docetaxel75 mg/m?
daily (n=171) intravenous once every
o 3 weeks (n=174) ADA DOCE
80 (n=301) (n=152)
HR (95% C1) 066 (0-51-0-86)
s g Events, n (%) 164 (55) 93 (61)
< t Wy pvalue (one sided) p=0.0017 Median PFS, mo 55 . }.B ;
2 =) (4.5-6.7 (2.7-4.7)
; 60 \ Median progression-free 56(43-78) 45(3:057) (95% Cl) 5-6.7)
2 L 2 HR (95% Cl) 0.58 (0.45-0.76)
g - survival, months (95% C1)
2 \|| 45% P value < 0.0001
<
S et
3 404 =h,
& —
5 Ty 20 -
— T
20| Median study follow-up: 17.7 months ~ y |
1_\\_|_\_L ‘1_.1_‘ 04 1 DOCE ADA
_ . . _— n t T T T T T T T T 1
Sotorasib group 12-month progression [reesurvn_val 24.8% ﬂ—f—ﬂ—'_'_‘—" g 0 3 6 9 12 15 18 2 24 27 30
—— Docetaxel group 12-month progression-free survival=10-1% "
0 T T T T T T T T T T d g Months from randomization
2 4 6 8 10 12 14 16 18 20 22 24 No. at risk
e isati ADA 301 160 77 4 19 8 5 1 0 0 0
Niiber Stk Time since randomisation (months) = .
(number censored)

Sotorasibgroup 171(0)  139(9)  93(14)  63(4)  56(1)  38(3)  30(1)  24Q)  14(8) 6(4) 2(1) 101) 0()

Median follow-up: 7.2 months.
Docetaxelgroup 174(0)  93(39)  62(9)  36(12) 20(6)  10() 7(0) 5(@) 3() 1) 1(0) o(1) Tems feom kn

o the date of disease progression per BICR or death due to any cause, whichever occurs first. For patients who started a subsequent anticancer therapy prior to
leath, PFS was cansored at the date of the Last tumor assessment prior to the start of the new therapy

. 0, o/ § [)
- ORR 28.1% (37.1% in phase Il) vs 13.1% ORR 22% (12:306In phase Il) vs 9%
. mPFS showed clinical marginal benefit (5.6 vs 4.5 months, HR 0.66) = MFF> 2-5vs 3.8 months, HR 0.58

° i ivifyv: i i 0, 0,
« yet “cannot reliably be interpreted” due to early censoring and ::lo(t:eﬁélaelvgll\:jsa;(;tlv;ty‘.jIl:tti:;«z:)ramal respense 24t (it
overperformance of control group? L

disease pr

1. Lancet 2023; 401: 7836; 2.TonyMok, et al. 2024 ASCO # LBA8509
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New KRAS G146hibitors

Divarasib: single-agent long-term follow-up

KEYEUGBLITY CRTERA Wﬂ’:{‘#‘:"m KEYDOPONTS
. o o sk, [Ty . oSuwy i it
Yo, itk mmay | e Update data with additional
M RS mer woowa ez | orwwes § months follow-up
[ 1 it e v ekity = P
W .5.'.::2‘?;..4_,« BOSEEXPANSON (Ecstty
AT Dhaash 00 1oy s st )
Py vt o oo oy [ = At400mg dose; n=44

A g,
oo KRAS G ol i
oy u/)\ ‘\0 oA 0
R o )] g [renmen—— 0
i

L i Confimed ORR
. fj o T
Previous report (2023NEJM), NSCLC (n=60): | (ne65) (n=3)"
confirmed ORR 53.4% (95% C1, 39.9 to 66.7), .‘ 400mg 50.1%
s 44 4
* Dose vel 00 mg (=391 64 (95K CLI96 T T oy | el
0722 N
‘median DoR 14.0 months (35% CI, 8.3 to NE) i
|
+ 400mg: median DoR 11,9 months i Median PFS | Median DoR"
H ———
medan PFS 13,1 months (35% €1, 8310 NE) {s Alpatents | 138mo0 189m0
t (0:65) [ (66%C198,25) | 05% C1111,249)
+ 400mg: median PFS 13,7 months 3
400mg 153mo 14omo
(re44) | (95% 01 123,26 95w €1 111, 209)
Data cutoft.Nov 21%, 2022

Modan eatmentcheabon 8.3 mants (ange;01o 24 1)

CCOD: Apr 1%, 2024; modian Time 0 troatmant, 11 months (range 040)

NEngJed 233071021
NSCLC
STUDY TREATMENT ACTION DUE TO TRAES s N RO (TRAgsy
["Pabients with AEs resultng in divarasib modfication 26008
| (intemuptionfreductiontwithdrawal) a ] o SORNN): nausea, vomiting, and diarrhea
Patients with AES resulting from divarasib reduction 15(23%) Most events were Grade 1 and occurred early in study
Patients with AES resulting from divarasib withdrawal 3(5%) Soatmant
NSCLC
TRAES OVERALL R10% PATIENTS) & vy ® No dose-limiting toxicities were reported
CORRESPONDING GRADE 36 TRAES | Al | Grade3: © Grade 5 events in 7 patients, all related to disease
TRAES TRAES

progression and none related to divarasib

| Patients with atteast one A | ermen | mame |

[Nausea | sasw | 1@%
Voming 43 (66%) 0 ® Among 31 patients who continued single-agent
| Dares | a0@m | 20W divarasib beyond one year, 17 (54.8%) experienced a
| Fatgue | 16(@s%) | 1(2%) new-onset TRAE after one year

sed appett 1523% 0
fDecrest ° L, No patients experienced new-onset Grade 3.6
| Amytase increase [Tnam | o
ALT increased 0018 | AE%) TRAEs
| Lipase increased | 1005%) | 2(3%) No new-onset TRAEs led to dose reductions or
AST increased s | 3% divarasib withdrawal

NEng Jed 202330071021

Sacher, et alWCLQ024, OA14.06

Phase III studies including KRASCENDO-01

KontRASt-02: Phase 3, randomized,
open-label trial of 2L JDQ443 vs docetaxel

Koy eligibility criteria

NSCLC with KRAS G12C ad /00443
mutation confirmed through _‘
central testing

ECOG P30-1

No active brain mels,
Prior treatment with
platinum-based regimen
and a checkpoint inhibitor
No prior reatment with &
KRASEIZ inhibitor

mdl  Docataxel

Primary endpaint: PFS

BFAST Cohort G: Randomized,
open-label trial of 2L GDC-6036 vs docetaxel

Key eligibility criteria
NSCLC with KRAS G12C
mutation confirmed through
central testing
ECOG PS -1

No active brain mets.
Prior traatmant with

platinum-Eased ragimen
and a chechkpoint inhibilor
No prior traatment with a
KRASE1ZC jnhibitor

8 s |

Primary endpolnt: PFS§

o 218 years of age

o QL/3LIAL unresectable advanced or melastalc
KRAS G120+ NSCLC

+ ECOG perfomanca slatus 0 or 1

» Priot plafirum-based chemaherapy
and PO-L1PO inhibor

» Weasurable dissase per RECIST .1

Divarasib versus
adaarasib or sotorasib
in pretreated KRAS
G12C+ advanced or
metastatic non-small cell
lung cancer (NSCLC)

Shirish M. Gadgeel,! Ahmadur Rahman,? Uyi Oeaghae
Tharu M. Fernando, Mark T. Lin," Kalpesh Keli,”
Christonh Meyenberg * Michael Mathisen,

Ferdinandos Skoulidis®

Statfiation factors:
+ KEAPY mutaflcn sifus" (doleclod v no! olecled utknown)
«Hishry o CNS melaetasas (yes s no)
+nfnded charco o canbolaim drg (adegrash or scloasib)

Primary endpoint

Treatment Sunal
Hiscontinuaton Tollow-up*

Secondary endpoints

Key officacy
secondary endpoints

Othet afficacy
‘secondary endpoints

Safety and tolerabillty

piogression or dealh ram any cause

* Overall survival
+ Time la confimod deterioration on fha EORTC

QLO-CH0 dysprea e and th physical knclioning scale,
a0 the cough scale of he OLO-LC13 scaes

+ Objectiva responss rale
« Duraion of response

+ |neibence and sevedly of advarie evenls
« Patieni-teported culcomes, assassed by using e NCI

PRO-CTCAE and the single-lam EORTC IL48

Exsloratory endpoinls

Ralationship betwaen biamarkers in B blood, plasma, and

fumor fissus, and efficacy, safely, and pharmacokinetics
Cantral yetam activiy, drug exp

NCT05132075; NCT03178552; Gadgeelet al WCLC ~
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Garsorasih: Updated Results from a Phase 2 Study

i cpre e e, gl am shae sty TR

B, N
s B conny B o Sy e (0 o s
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Yoy By iy Dot
& Licaty nfeuncet o metatatc NSCAC Aartareg KRAS GIIC & R asaated by RO pa RECST
etaion Wi

o Do e i e PO e

plseumbused therciengy o e 1o Be shore Becendry Endprns

g e iy o DOR DGR TR, PR O wd
o Medsitle N e ot b RECAT 1 .y

New KRAS G146hibitors

Updated data today: consistent response

IRC-confirmed ORR: 52% (64/ 123; 95% C1: 42.8, 61.1)
DCR B8 6% (85% C1: 81.6:93.6)

b o4 & & . wnomw W

v i

median DOR 12.5 months, D;E rate at 12mo: 51.7%

Li Z, et al WCLZD24 OA14.03

HJN: [ Lo ]
W(lt Garsorasib (D-1853) == g
} H Previous Report (2024 Jan Lancet Respir Med): { y
YA i
S J A IRC<orimed ORR: S04 611123 95 Catett) |
" DR B9% (108123, 95% C1 82-84) i
¢ TR 14 months, median DOR 12 monihs v i
u;x,‘n —
s gz 2.5 Data cut-off; May 17, 2024 0
Updated data today: With additional &-month Updated safety summary with longer follow-up :
Previous Regort DCO Nov 7%, 2023, L]
Median follow-up 7.9 menths - n (%)
Median PFS: 7.6 months (96% CI: 649.7) . Median PFS: .1 manths TRAES hicing o dase educton )
Madian 03: NR (85% CI: 11.4-HR) o ‘\‘_ BEKClERI0Y) TRAES i 10 dusg intermugion 51(41.5)
. 1l \ 1, TRAES joading Yo drug windraval 0
N ! - Any Grade, Gradez
= p "\ n [
!. N Patrts wih at oaitoon TRAE [[ONCTE]

Median 03: 141 months~ Anemia amy s

TRAE s raguency » 19%)
Aspartate aminoiranefirase reressed  84(320)  1(17)
Aarine aminglansiorase incraosed  £2(423)  19(154)
Gamimi iy laiteine heased 81(415)  21(20)

e LT ey [ — ET TR E]

. -~ 1 e Biood nicsing phosphatase incrensed X3 (18] 8(4d)

{e = ! y - Veming ARy 208

N J M Niié BELy 208

Estimaied f2mo O rate: 6125 L. Damos 3w | a0n

| T Conjugated biruoin increased BB e

) Decreased agpeste nte 324

sraa Hypaalturinsenia (7Y 0
T Data cubof: May 17, 3024 TIAST i

_ ihou SI et al WCLC 2024, OA14.

Fulzerasib(IBI351, GFH925) : updated results

Updated response -
|~ IRRC-Confirmed ORR 49.1% )

]ljl DCR was 50.5% I ., Median PFS: 9.7 months
i LE I x

|- !

i:

o
12:month PFS rate: 37.9% (21,8, 47.8)
* Pamed el s 181 2 v T T

+ Primary andpont'; IR osrreed ORAN poi RECIST 1.1
v Becrdery sndpoets DCR Dol TTH. PP, 08 s Salety

et %{1 m‘w"':m

08 nol mature, 12.month OF rale:
B4.4% (44.9, 83.0)

median DoR
not reached

[

China's First Approved KRAS G12C Inhibitor: Innovent
Wadian PFS 8.3 morih Announces the Approval of Dupert® (Fulzerasib) by
Sl the Mational Medical Products Administration of
Oala . Jun 1%, 23 Moo ol .2 mori Dt cuioff date: Dee 13, 2023 china
P Median Fellow-up: 11.7 manths
Updated safety data wilh longer follawsup
- 48% (31185 patients were treated beyond 1 year —
= Grade & 3 TRAE 41.4% 1 iz wvmene o+ Shorter PFS in pts with
- 8.9% dosa reduction, 8.0% discontinuation 3 "*\\—\_\_‘
2.8% (3115 treatment related death 5° \ —
0 ~ blood+ KRAS G12C
Comman TRAES (i 40% or GJ 55%) gm e
[l SHADAY
Q0g] - T——i

e B —
B pesri el W —— 0 7 4 6 0 19 17 4 16

= Mo o i ]
e B —

e e gt BT —

P e, rereased WY T ——
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Bata ETT— sy imcr fren
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DataSummaryof singleagentKRAS G12@Ghibitors in 2L+ NSCLC

Compound Sotoraslb O cisiicrios | cocams | pass NSRRIt
Approval / Highest study phase FDA FDA I} Il Il
Study / Phase CodeBreaK CodeBreaK KRYSTAL-1 KRYSTAL- KontRASt-01 I b
100/11 200/10 Al 1271 -1

Patient Number N=124 N=171 N=112 N=301 N=116 N=65 4'32::19 N=123 2'32;\19 N=117 N=39
Confirmed ORR, % 371 28.1 429 32 49.1 55.6 59.1 52.0 I 571 479 4
DCR, % 80.6 82.5 795 78 90.5 - - 88.6 92.9 86.3 88
Median DOR, months 114 8.6 85 8.3 NC 18.0 14.0 12.5 - NE -
Median PFS, months I 6.8 5.6 6.5 5.5 9.7 13.8 153 g1 I - 82 8.1
Median OS, months 12.5 10.6 (vs11.3) 126 - - - - 141 - 13.6 -
Safety population N=126 N=169 N=116 N=298 N=67 N=65 N=123 N=68 N=119 N=184
Dose 960mgQD 960mgQD  600mgBID  600mg BID 600mg BID 50/100/200/400mgBID  600mgBID  200mgBID  800mgBID 50-200mg BID
Any grade TRAEs 69.8 70 97.4 94 92.2 94 95.9 75 97.5 65
Grade 3—4 TRAEs 20.6 33* 428 47 33.6 17 51.2 5.9 38.7 j¢

Dose reduction due to TRAE - 15 51.7 48 6.9 39* 30.1 29 - 5

Dose interruption due to TRAE 222 36 61.2 59 33.6 23 415 - - 13

Dose discontinuation due to TRAE 71 10 6.9 8 6.0 5 0 - 5.0 1

1. N Engl Med 2021;384:237381 ; 2. Lancet 2023; 401: 7388 ; 3. N EnglNMed 2022;387:12€B1; 4. 2024ASCO LBA8509; 5.2024WCLC OA14.03; 6.2024 WCLC OA14.05; 7.2024 WCLC OA14.06; 8.2023ASCO 9007

9.2024ASCO #468214;10.2024ASCO #3007



19%Jornadas HITOS o 2024
ONCOLOGICOS: pe™*

Phasel/2 studyof D3S001, asecondgeneration
KRAS G12@hibitor in advancedor metastaticsolid
tumorswith KRAS G12Qutations

10 Eff|cacy Summary A

Fulzerasib 55, Waterfall plot for best changes in target lesion
S7.1% 49 10/ Garsorasib %lvaraSIb . fﬂ: =
60  Opnurasib i1 M
y 3]
Confirmed 6 ;;ZZZ‘ IIIIIIII|I||I||||I||||
ORR, % § = s - —_———
42 900 1 99 N=5 s et
40 Adagra5|b #1m =
) g -mf--—v'rratwur: Rt IR v EE“I:QS;G
30 O|Om0raSIb \ SOtoraSIb r Percentage changes in sum of dlameters over time ) ] :§
2 : Duatonl Excose ncrh) =
] "1 All G12Ci naive NSCLC G12Ci naive CRC G12Ci naive
20 € ] y / (=34 =22 =9)
% g — / — @E«T"’M (ﬁvm 1%) (47.8‘:177.) (5|.s:g.m)
10 % 2l o (&:g: ) |a4.7’st‘;,m 1&? &1 mm
g ; X B 6mDoR rate 784% 4% 7%
Median duration of response, months b R RN AR LN A
0 el bl coadiinliohhoctott ST T 8.6% 6.5% 800%
. * M’r:‘m - » (85% CI) 50.5%, 81.3%) (42.2%, 824%) (40.9%, 94.6%)
0 5 10 15 20 25 %mmﬁammm DCR = Disease control rate. DoR = Duration of response. PFS = Progression free survival. PR = Partial response. SD = Stable disease. PD = Progressive disease. N = Non-smal cel lung cancer,

ChulCho B et al, ESMO 2024
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 Heterogeneity of KRAS G12C: co-mutations indicate distinct subsets
. TP53, STK11, and KEAP1 co-mutations are common in KRAS mut NSCLC
. STK11 and KEAP1have been associated with poor outcomes.

« Multiple and complex resistant mechanisms

@ Genetic resistance to KRAS G12Ci b Adaptive resistance
A TCGA (n = 68) N mPFS

Group KRAS G12C NSCLC
- — — — B custer 1 (xC) — KEAPT"ISTK11"™ 71 9.3 (6.2, 15) >V’ RET, ALK, activation
T T TN LT BT T v ¥
- —2 £ Lo S NN cver i) B — KEAPTWYSTK11" 15 1.9(1.5,7.4) (RTK bypass) targeting
rPsal I ll' l 3 or — KEAP1"/STK11"" 2.4 (1.6.NR)
STK11 I W custer3 k) : e (. w
o I i, on (sHP2 | SOS > "GP
KRAS 2
KEAP1 - @ KA@S G12X,
I‘ I " 1 Il‘l lll I o N = (G or rans
CDKN2A g I 'HRAS (cis or trans)
i ; ! k. ace] P=000% © kras (3) switch Il pocket: \S/HRAS
B L D T = () Activating Y96 C/D, HI5D,
% = f ~ T (Mor mutations R68S (cis) _of WTRAS
g, () KrRAS G12C toward
B ” { ", Amplification % fe GTP )
i . ! . Adagrasib 2 onRIK T
- - : O Lo
H Krystal-1 Trial and conanued
€ rowth
: £ Cre) @D ) @D
s () BrAF veooE | | (®riaca | |
e MAP2K1 X PTEN
) (e @D e
1 : e
3 L @GO ECE) e ( erk
§ «
‘g ‘ I
Survival Survival
I /NN /N 4 AP M AT AP AT
MEALT Nucleus Nucleus

- I . sk T ess coKNZA
CDKN2A

NatRevDrugDiscov 2020Aug 19(8): 538552.Cancebiscov 2015 Aug;5(8):86@7. ClinCancelRes. 2018 Jan 15;24(2):3340 Elkriefef al. Oncologist 2017;Negraoet al. Cancer

Discov 2023;AnupriyaSinghakt al, Nature, 2024
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Biomarkerof CodeBreaki00 and 200: PID1 andcomutation

* Prolonged clinical benefit was observed across PD-L1 expression;

« Sotorasib Retained PFS Benefit Versus Docetaxel Across Key Co-alteration Subgroups

Patients, %

100+

16.7%
(n=2)

W PFS 2 12 (n = 40)
SN PFS < 3 and not

0 83.3% PR/CR (n = 62)
704 (n=10)
# 60
£ 50 4.5%
ﬁ - 54.5%
= =18
& a0 st
304
204
10
N=31 N=21 N=13 N=33 N=12 N=7
<1% 1-49% 50% STK11mut STK11wt STK11mut STK11wt
PD-L1 IHC group KEAP1wt KEAP1wt KEAPImut  KEAPTmut
Central testing
Number of Patients Median PFS (95% Cl), months
Sotorasib ~ Docetaxel Sotorasib Docetaxel Hazard Ratio Picakin
i (n=171)  (n=174) (n=171) (n=174) (9:'/- ()]
PD-L1 protein expression*
<1% 8.3(4.1,886) 59(35,72) 0.66 (0.41, 1.06) 0.06
= 1% and < 50% 46(34,78) 3.0(2.1,4.5) 0.61(0.39, 0.96) 0.03
z 50% 40 ‘ 5.7 (4.0, 10.0) 0.74 (0.44, 1.23) 0.14

1. 2022AACR.CT008; 2. JCO 41,-9008(2023).

Number of Patients

Hazard Ratio

Sotorasib Docetaxel (95% ci)

W 164 124 = = 0.68 (0.52, 0.88)

Altered 89 92 — 0.83(0.58,1.18)

Wild-type 75 62 e 0.48 (0.30, 0.75)
STK11

Altered 60 60 —— 0.68 (0.45, 1.05)

Wild-type 104 94 [ — 0.65 (0.46, 0.92)
KEAP1

Altered 46 36 ———t 0.84 (0.48,1.47)

i LTS ETY - 0.62 (0.45,0.84)

EGFR

Altered 31 35 ——t 0.86 (0.47,1.58)

Wild-type 133 119 [ 0.63 (0.46, 0.86)
BRAF

Altered 7 9 =

Wild-type 157 145 e 0.63 (0.48, 0.83)
ALK

Altered 19 15 —— 0.72(0.33,1.57)

Wild-type 145 139 —— 0.70 (0.53,0.93)
MET

Altered 18 21 —— 0.52(0.21,1.29)

Wild-type 146 133 e 0.73 (0.55, 0.97)

T
01 1

>

<
Sotorasib Better  Docetaxel Better
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KRAS*Ctumors developfast resistance

Mechanisms of resistance

Secondary KRAS pathway mutations
Novel mutations or pre-existing?
Probably not enough to explain the rapid appearance of resistance

Increase of MAPK signalling (adaptive)
RKT upregulation and activation of wild-type RAS
Downstream activation
KRAS amplification

time(h) € 6 24 48

A'::T:::IERAS-GTP -
we [
I"i5'5°|°8i'~1"’pERK1l2-202/204 - —an
ERK1/2 —_————

| PS6-5235236 | -]

o m——

EGFR

i

.

EMT transition

(
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[._‘I L} t‘(.’:, o

ERBB2 FGFR IGF1R cMET

ﬂ !f

RTK
upregulation

KRAS (and others) alterations
Inhibitor binding (eg. Y96, H95)

|

. Non-G12C mutations (eg. G12D, Q61H)

\ [ KRAS amplification ]

/ | YAP pathway I
l—

YAP/TAZ
*
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Targetingmechanismf resistance




onorsoccs +2024
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KRAS?Cin

-

Tumour intrinsic

Targeting proliferative pathways driven by KRAS

~

-

Tumour microenvironment

Targeting pathways driven by KRAS that promote
tumour evasion of the immune system

~
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Oncogenic KRAS modulates the immune TME
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Augment G12C inhibiteOptimal combination

FDA summary analysis : Immunotherapy can be effective for KRAS NSCLC

Patients with KRAS G12C NSCLC benefit from ICI+chemo similarly to those with KRAS-wt NSCLC;
Optimal control arm for studies of 1L therapy may be ICI+chemo;

Rapid emergence of drug resistance underscores the urgent need to synergize with other

therapeutic approaches to improve outcomes.

Results: ORR according to KRAS status

Similar response rate between patients with KRASwt & KRASm NSCLC

Results: Median OS according to KRAS status

Patients with KRASm NSCLC have similar OS to those with KRASwt NSCLC

Median OS, mos
Study Therapy (95% Cl)
KRASm KRAS G12C

18.7 224
(16.0,25.2) (18.2,NE)

KRASwt KRAS G12C
N=875 N=157
51% 47%
(46, 57) i (33, 60)

20.8

ICl+chemo N=313 N=219 (11.3,NE)

ICI+Chemo

N=58

HR 1.12 (95% CI: 0.86, 1.46)

16.4 16.2
(13.4,19.7) (11.1,NE) 1.8
ICl alone N=240 N=135 (8.2, NE)
HR 1.01 (95% CI- 0.76, 1.34) N=t

14.9 171 1
(12.2,16.6) (12.3,18.9) 7.5
Chemo alone N=322 N=201 (10.7,21.1)
N=54

33% 33%

ICI alone (27, 40) ‘ (20 49)

32% 44%
(33, 60) | (31, 59)

Chemo alone

HR 1.02 (95% Cl: 0.81, 1.29)

2022 ASCO 9001 e EE————
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How To Differentiate KRAS From Other
Oncogenic Drivers In NSCLC

Immunotherapy

21720

Non-
KRAS q %
@

4

STK1Y
@ @

Chemo, chemo/ICI Targeted therapy

TARGETABILITY

KEAP]kelchlike ECHassociated protein 1STK11serine/threonine kinase 11; TP53, tumour protein 53

MhannalL, et alCurrTreat Options Oncol 2019;20:60.
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KRASCinhibitios reverse immune
suppression and change the immune TME

, Pre-treatment vs adagrasib (cycle 1 day 8)
Immune evasion Immune attack

M1 Reduction in immune suppressive myeloid cells

macrophage | Pre-treatment

M2
macrophage MHM

°

LY % y v
Myeloid cell KRAS inhibition “bch
chemoattractants

o
°
MHCI ° IENY

4 CXCLY0MT g @
Neutrophil )
PD-LT* Q
& ; C

Cytotoxic
PD-1 Granzymes CcD8* T cell

Monocyte =’ Mchf/@ CD4* T cell

Increase in T cells

Pre-treatment

=)

Inhibited NK cell
CD8' T cell*

Hallin, NCI 4th RAS Initiative Symposium 2022

Molina-Arcas and Downward, Cancer Cell 2024
Molina-Arcas andownward CancerCell 2024
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KRASG12C inhibitors combine with asitD1

KPARGS'2C Jung tumours

100
—— Control 15
I —— [
2 CR: 4/6 PD-1 3
5 50 —— MRTX1257 *
® j‘
2 = MRTX+PD-1
CR: 2/7
0
0 20 40 60 80

Day post-treatment

Mugarza, Science Advances 2022

Clinical trials

Drug Combination Clinical trial Phase
Sotorasib Anti PD-1/PD-L1@) CodeBreak 100 Phase 1
Amgen (NCT03600883)
Sotorasib Pembrolizumab (PD-1)  CodeBreak 101 Phase 1/2
Amgen Atezolizumab (PD-L1)  (NCT04185883)
Adagrasib . KRYSTAL-1
Airett Ther Pembrolizumab (PD-1) (NCT03785249) Phase 1b
Divarasib Atezolizumab (PD-L1)  NCT04449874 Phase 1
Genentech
Opnurasib Tislelizumab (PD-1) KontRASt-01 Phase 1/2
Novartis -/+ TNO155 (SHP2i) (NCT04699188)
Olomorasib Pembrolizumab (PD-1)  NCT04956640 Phase 1
Eli Lilly
MK-1084 Permbrolizumab (PD-1)  NCTO5067283  Phase 1
Merck
IBI351 Sintilimab (PD-1)
Innovent Biol “/+ chematherapy NCT05504278 Phase 1/2
RMC-6291 (G12C) i

Pembrolizumab (PD-1)

x i NCT06162221 Ph: 12
or RMC-6236 (multi) 1+ chemotherapy ase
RevMed
Adagrasib i KRYSTAL-7 Phase 2-3

Pembrolizumab (PD-1
Mirati Ther (P (NCT04613596)  (PD.L1TPS >=50%)
Adagrasib . Neo-Kan Phase 2

Nivolumab (PD-1
M Ther D) (NCT05472623)  (neoadjuvant)
Adagrasib Pembrolizumab (PD-1) Phase 2

NCT05609578

Mirati Ther +/- chemotherapy (PD-L1 TPS between 21% and <50%)
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KRASG12C inhibitors and Immunotherapy

1. Li B et al, WCLC 2022 OA03.06&assindMC, et al Presentecat ESMO 2023



