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KRAS for “Undruggable” to “real target”

 KRAS proteins have a structurally smooth surface
 Extremely high GTP-binding affinity
* Continuously regenerate every 24-48 hours

 Complexity and heterogeneity of the signaling pathway

1. Ghimessy A, et al. Cancer Metastasis Rev. 2020. 2. Liu P, et al. Acta Pharmaceutica Sinica B. 2019. 3. Punekar SR, et al. Nat Rev Clin Oncol. 2022. 4. Shukla S, et al. Neoplasia. 2014. 5. Hallin J,

et al. Cancer Discov. 2020.
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KRAS for “Undruggable” to “real target”

 KRAS proteins have a structurally smooth surface

 Extremely high GTP-binding affinity
Discovery of the Switch Ii
* Continuously regenerate every 24-48 hours Binding Pocket

 Complexity and heterogeneity of the signaling pathway

1. Ghimessy A, et al. Cancer Metastasis Rev. 2020. 2. Liu P, et al. Acta Pharmaceutica Sinica B. 2019. 3. Punekar SR, et al. Nat Rev Clin Oncol. 2022. 4. Shukla S, et al. Neoplasia. 2014. 5. Hallin J,

et al. Cancer Discov. 2020.
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e GEF (Guanine nucleotide exchange factor
KRAS structure and functlon (SOs1, sos(z, GBR2, SHC1-4, RasGRP1-4, RaspGEFgl-Z, RASGR)Fl-z)

OFF Exchange ON
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GDP-bound
GTP-bound

inactive, cycling

active, cycling

GAP (GTPase activating protein)
(RASA1-3, RASAL1-3, DAB2IP, NF1, SPRED1-3, SYNGAP1)

Addapted from Lito P. Science 2016
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KRAS targeting

@B Tyrosine kinase v/
receptor

Cell proliferation and survival

Uprety D. et al. Can Treat Rev 202; Punekar SR. Nat Rev Clin Oncol 2022
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KRAS targeting

(SHPZ inhibitors\

* SHP099
* TNO155
* RMC-4630

SOS1inhibits
) - Bl 1701963
- BI-3406
@J Tyrosine kinase | + RMC-5845 ")
receptor « BAY-293
R ‘
TLLLLL %%%%ulﬁ%%%%nuuuunnnulnnnln nunuﬁﬂgggggggg:g#ﬂn”””ﬂ
m’ "‘“\““uunn oS ""““’y”iH-
! /
\‘“‘\
AN
oAk Active RAS

« RMC-4550
+ GDC-1971
« JAB-3068
« JAB-3312
k ERAS-601

A=

ﬁRAS-off inhibitors
* Sotorasib (G12C)

* Adagrasib (G12C)
* ARS-853 (G12C)

* ARS-1620 (G12C)

» D-1553 (G12C)

+ JDQ443 (G12C)

* RG6330/GDC-6036(G12C)
* Bl 1823911 (G12C)

* JAB-21822 (G12C)

* LY3537982 (G12C)

* JNJ-74699157 (G12C)

* MK-1084 (G12C)

* MRTX1133 (G12D)

GTP / ﬁAs-ON inhibitors \
> « RM-018 (KRASG12C)
GTP GDP y « RMC-6291 (KRASG12C)
/ »’ » RMC-9805/RM-036
\ (KRASG12D)
« MRTX1133 (KRASG12D)
PIP3 « RMC-8839 (KRASG13C)
‘ ‘ H « RMC-6236 (RASMULTI)
« JAB-23400 (KRASMULTI)
-+ Trametinib il + BBP-454 (KRASMULTI
[- Cobimetinib ] T ( ) /
' ( mTOoR ) [ Everolimus

.

Cell proliferation and survival

* JAB-22000 (G12D)
:’ JAB-23000 (G12V) ‘ Ueretz D. et al. Can Treat Rev 202; Punekar SR. Nat Rev Clin Oncol 2022
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KRAS in Human Cancer G12 Mutations

KRAS is the most frequently mutated RAS
isoform, comprising 86% of RAS

mutations across tumor types
9% G12
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Liu P, et al. Acta Pharmaceutica Sinica B. 2019; Hobbs GA, et al. J Cell Sci. 2016; Yang H, et al. Front Oncol. 2019.; Moore et al. Nat Rev Drug Discover 2020
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Former/Current Smokers

KRAS in lung cancer

= G12C 4%

° KRASM in 30% Of LC NTRK rearrangement (0.23%)

RET rearrangoment {1.7%) G12R 1% \ A
° |V|0r'e Common in Western BRAF VE00E mulnhon(?.l'.‘all G12F 2%~ - 5130 3%
HERZ exon 20 insertion mutation (2.3%) == N donsbi
po p u | at 1onNs ROS 1 rearrangement (2.6%) alteration G125 3%

MET exon 14 mutation (3%)

o KRAS G12C the mOSt ALK rearrangement {3.8%)
common (50-60%)

 KRASmM type depens on the B Other KRAS
smoking history: B KRASG12C Never Smokers
. KRAS G12C - smoking i
h iStO ry -rnu:;:;: exon
+  KRAS G12D = Never mtation
smokers

Outer circle: Asian populations
Inner circle: Westem populations
B EGFR exon 19 deletion

and L858R mutation

P Ny
Tan et al. JCO 2022; Yu HA et al. JTO 2015 G135 2% G13D 2%
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Unsuccesful attemps to inhibit KRAS

Mechanism of Action

Reason for Lack of Apparent Success

Inhibit KRAS protein binding

Small molecule antagonist to KRAS-GTP protein®®

High picomolar affinity of RAS for GTP and high cellular concentration of GTP;
difficult for successful competition for the nucleotide-binding pocket

Disrupt binding of KRAS protein to a GEF catalyst
of nucleotide exchange®

Not sufficiently potent

Disrupt membrane binding of KRAS

Farnesyl transferase inhibitor'®

Geranyl-geranylation provides an alternative mechanism to farnesylation for
activation of KRAS proteins

Competitive inhibition of attachment of GTP-bound
protein to plasma membrane®®

Not sufficiently potent to warrant further investigation

Inhibit KRAS signaling of downstream effector pathways

MEK inhibition as monotherapy*>° and in
combination with chemotherapy®!62

Upregulation of compensatory effector pathways, dose-limiting toxicities, and
development of resistance

BRAF inhibition as monotherapy®*

Paradoxical ERK signal activation

Dual BRAF and ERK1/2 inhibitors®*

Importance of BRAF and ERK targets in normal cells

M Therapeutic
cptions

P v
(&P GDP 1@

GOP) KRAS activation LBTF)

promoted by GEFs
(=g, OS]

R KRAS inactivation
mediated by GAPs

{
.@ T /Pﬁmnin InsPy A"EAE\ /_Ilmj]
@ Prafilin @:&J @

Inhibition of FAKi®®

Combination therapy may be required

Direct inhibitors of KRAS proteins

Noncovalently bind to RAS proteins and inhibit
RAS/RAF complex formation®®

Burns TF, et al JCO 2022

Not sufficiently potent; off-target activity could be problematic
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KRAS G12C inhibitors: Sotorasib and Adagrasib

Sotorasib Adagrasib

KRYSTAL-1 Study Design

CodeBreaK 100 Study Design Screening | Phase 2.
Screening / Phase 2: Safety and Long- Enroliment Monotherapy Treatment
Enroliment Monotherapy Treatment Term Follow-Upf w

Key Eligibility Criteria

KE!I' Eligibi”i}f Criteria Solid tumor with KRASG12C

mutation®

Unresectable or metastatic
Sotorasib orally disease

administerled _at 960 mg NSCLC Prior treatment with a PD-1/L1
QD until disease inhibitor in combination or

= | ocally advanced or
metastatic NSCLC

= KRAS®' mutation as
assessed by central testing

Adagrasib

&00 mg BID

of tumor biopsies - _
=  Progressed on standard progression® following chemotherapy
therapies? !:rNSCt'I;:lC}" dior stable brai Endpoints
= Stable brain metastases Endpoints r:ta =t Bnr =l Primary: ORR (RECIST 1.1) by independent central review
were allowed Primary: ORR (RECIST 1.1) by independant central review T lEe Key Secondary: DOR, FFS, 08, safety. MTD, PK, RP2D
Key Secondary: DOR, DCR, TTR, PFS, 0S, safety Exploratory: Evaluation of biomarkers
Exploratory: Evaluation of biomarkers
Responses: M Progressive disease Stable disease [l Partial response [l Complete response
40
B Progressive disease Stable disease Partial response Complete response [l Could not be evaluated 20
o
140 £ |
120 § o
§ 100+ E I I
= B0+ —204
é £ g 1 R opototpt 1.1 | | | 1 | K 1.
g2 a0 § _dp
e 2
[--] 0 =
b ] ! § =
g £ ORR 42.9%
_a0 ORR 37.1%
—100- -100+

Patients with Measurable Disease at Basaline

Skoulidis et al. NEJM 2021:: Janne et al. NEJM 2022
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KRAS G12C inhibitors: PFS & OS
Adagrasib

100+
50+ Median progression-free survival,
80 6.5 mo [95% Cl, 4.7-3.4)
;o
2 gl Median r 60 52
g5 07 progressioffree £ , MPFES 6.5 m
EE 0.6 6.8 mo 40 | 79
W@ O5qmmmmmmmmommmmmmm oo oo oo oSS . 30+ |
8 047 ! 20 I
=& 03- i 1 !
0.2 mPFS 68 m ! 0+ i !
0.1 ! ’ 3 6 3 1!1 5 18 2
: o B
UG I I 1 I I 1 : I I 1 I I 1 I I 1
0 1 2 3 4 5 & 7 8 9 e 11 12 13 14 15 Months
Months Mo.atRisk 112 72 45 I 13 £ 1 0
Mo. at Risk 124 119 96 F7 75 &5 54 S0 46 IF 35 34 27 24 4 o

1o+
= 304 Median overall sundval,
- 204 1 126 mo (95%: Cl, 9.2-19.3)
- 70
[P
60+
s 5 51 mOS 12.5m
E‘ g 50
= & 4o
g 30 i
: e |
1o i
T 1
iy
a 1 2 3 4 5 b 7 g 9 1 11 12 13 14 15 16 17 18 19 o 3' : 'g IIE 1'5 1'3 Ill EI4
hs Months
Mo. at Risk 126 126 118 110 102 95 90 B3 78 74 6B &3 538 535 54 45 14 9 3 0 No. at Risk 116 93 74 o 45 9 lo 3 o

Skoulidis et al. NEJM 2021; Janne et al. NEJM 2022
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KRAS G12C inhibitors: Safety

Sotorasib Adagrasib
Enrolled Patients . All Cohorts Pooled, 600 mg BID?
i Adagrasib! !
Sotorasib? (n=126) e (n=110)
TRAEs, % Any Grade Grade 3 TRAEsb:<, % Any Grade Grades 3-4
Any TRAEs 69.8% 19.8% Any TRAEs 85% 30%
Most Frequent TRAEs®, % Most Frequent TRAEs?4, %
Diarrhea 31.7% 4.0% Nausea 54% 2%
Nausea 19.0% 0% Diarrhea 51% 0%
Inc. ALT 15.1% 6.3% Vomiting 35% 2%
Inc. AST 15.1% 5.6% Fatigue 32% 6%
Fatigue 11.1% 0% Inc. ALT 20% 5%
Vomiting 7.9% 0% Inc. AST 17% 5%
Inc. blood alkaline phosphatase 7.1% 0.8% Inc. blood creatinine 15% 0%
Maculopapular rash 5.6% 0% Dec. appetite 15% 0%
QT prolongation 14% 3%
* 1 patient (0.8%) reported grade 4 TRAEs (pneumonitis Anemia 13% 2%
and dyspnea) * Grade 5 TRAEs included pneumonitis in a patient with recurrent
» No grade 5 TRAEs occurred pneumonitis (n=1) and cardiac failure (n=1)

«  7.1% of TRAES led to discontinuation of treatment * 4.5% of TRAEs led to discontinuation of treatment

Skoulidis et al. NEJM 2021; Janne et al. AACR 2020; Janne et al. NEJM 2022




15" BCONGRESS
on [W!%CANCER 238&24

ovember 2023

Phase Ill Codebreak 200: Sotorasib vs. docetaxel

R \

* Locally advanced/unresectable or metastatic KRAS

i e
= Bl prios trestment Iﬂdudln! plntl-fmm-hnnd N=171

chemetheragy and chechpeint inhibitor*
* Mo active brain metastases ___,| Fandomisation | |
* B0 performance stabus <1 1:1 (M= 345)

| Sstion Ducetauel:lsmﬂ IV Q3W CodeBreak 200 met its primary endpoint

* Prior lines of therapy (1 vs 2 ws = 2 =174 0 0 0 o
+ R [Asian vs nom Asia) with sotorasib demonstrating superior

b, " History of CHS imolvemeant [yes vs o) __,J’

, ) PFS over docetaxel (HR 0.66, p =
E:;:;T;”ifi‘;;?iig S:jgndment ULz} T2 ol [PEs (e 0es 244950
P for sotorasib and 10.1% for docetaxel

L o- Progression-Free Survival Sotoracin 360 me S ——
- oral daily (N = 171) IV Q3W (N =174)
‘g 0.9+ HR (95% CIJ* 0.66 (0.51, 0.86)
£ 0.8 Pvalue [1-sided) P=0.002
= 07- Median PFS, months (95% CI)* 56(43,78) | 4.5(3.0,57)
.g .§ 0.6
2o 057
.:?, 2 044 12-month PFS* = 24.8%
§ g3 12-month PFS* = 10.1%
E -
a 0.2 .
o Median study follow-up: L ,
& 0719 47.7 months 1 . =
0.0 I I T T I ! T I I I I l
0 2 4 6 8 10 12 14 16 18 20 22 24
Months from Randomisation
Number of Patients at Risk:
Sotorasib 171 139 93 63 56 38 30 24 14 [ 2 1 0
Docetaxel 174 93 62 36 20 10 T h 3 1 1 0

Johnson et al. ESMO 2022; de Langen et al. Lancet 2023
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Primary resistance to KRAS G12C inhibitors

* 424 NSCLC treated with sotorasib (83%) or Durable clinical benefit Early progression$

adagrasib N=131* N=124*

PFS 26 months PFS <3 months

e TP53 was the most common co-mutated I

gen. No association with clincial outcome = —
 KEAP1, SMARCA4 and CDKN2A associated 30 SMARCA4 @

with early progression y: - CDKN2A ®

g STK11 @
e STK11 (without KEAP1, SMARCA4 and ' -
. o
CDKN2A) not associated with ORR, PFS or e o o
0S 0.0 ©
-4 -3 -2 -1 0 1 2 3 4

Log, odds ratio

Negrao et al. Cancer Discovery 2023
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KRYSTAL 1: Impact of co-mutations in patientes treated with Adagrasib

ORR in Patients Harboring KRAS®12C Co-Mutations Overall Survival According to Co-Mutations at Baseline?®
%0 it
T
o Median OS, Months (95% CI)
80 55.9% : —— TP53m  (n=42) 18.7 (11.3-27.0)
. o7 T e ke Tored —— CDKN2Am (n=12) 13.0 (1.6-20.8)
P 31/60 9% 514 11125 £ 0.8 — STK11m  (n=44) 9.2 (5.0-12.7)
— s 4.3% = — =
£ 60- s 41.7% 22/49 11:7 E KEAP1m (n=25) 5.7 (3.6-9.2)
2 € 067
@ a
' —
g 2 04-
: :
é W no—
+ Censored ' — —
0 — 1 I I 1T T I T T 1
0 4 8§ 12 16 20 24 28 32 36 40
Time, Months
KEAP1 MT KEAP! WT |KEAP1 MT |KEAP1 WT «  Median PFS: KEAP1m, 4.1 months (95% CI, 2.7-5.6);
- - STK11m, 4.2 months (3.9-6.1); COKN2Am, 8.4 months
Tri-midation ]

(1.2=11.9); TP53m, 8.7 months (5.0-12.1)

Janne et al. NEJM 2022;Gadgeel et al. WCLC 2023
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Adquired resistance to KRAS G12C inhibitors

Adagrasib Sotoraxib

a Cancer NI IR RRRRERERRENRRRERRRRRR ORI Y
Response NRANRNNRNRRN DR AR AN AN N
CRATR INRRNR AR AR RN nn AN an R unnannuaNouEnNOEARNENENMIN
Sample IEIRIRAROR AR R RRERARIRNN FORRnananannn 1

TP53 |
STK11
KEAP1
[2°RAS 1 n
MYC
EGFR
PIK3CA
FGFR2
SMAD4
PTCH1
APC
PTEN 1
MET
CDKN2A/B
[BRAF ]
SMARCA4
RB1
NF1

IDH1/2
sample type: Histology at reskstance: KRAS G1ZC at resistance: CTNNB1
[0 Tissue biopsy [ Adene to squameus I Cetected
[ Tissueand iqud bigpsies [ Mol assessed

MSCLC

CRC

AC

Acquired KRAS alterations Acquired RTI/RASMAPIK/PIZK alierationz  Acquired gene fusions

= Before
RICTOR | u After

" =
Cancer type Response, % CR/LTR Sample Types of alterations detected 0 40 80

INSCLC Other B 1 [l [False [Before ISNV [ Frame-shift [HomDel HEMultiple )l Ongoing  Altered
CRC -100 0 100 ITrue IAfter  BSplice BGain/Amp [ Nonsense lIntragenic samples

|

-

!III
il

Award et al. NEJM 2021; Zhao et al. Nature 2021
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How to improve the treatment efficacy in KRAS G12C patients?

* More potent agents
 Combination therapies

* Agents with different mechanism of action
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Other KRAS G12C inhibitors. Preliminary efficacy

_ GDC-6036 JDQ443 JAB-21822 IBI351 (GFH925)

Sacher et al WCLC 2022 Tan et al, AACR 2022 Li et al, ASCO 2022 Zhou et al ASCO 2022

400mg QD 200mg BID ranging
N 57 20 32 12
ORR *46% (27/57) *35% (7/20) 56% (18/32) 50% (6/12)
56% (4/7) at RP2D 67% (8/12) QD dosing
Differentiating novel interactions within Improved
factor SWII bioavailability
those with G12C/H95

Fpae k atient i RSN  atae MG st Tumad Charge Nem bassiine

* confirmed

- Bee
I - II B —
" ' =—w = . x i R leuy '
gy "I ][]l
- i § - - -
. o - Ve A
“ .

See g dae 20 w3 G 200 0 30 00 ey

® D v b 200 wa
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Combining KRAS G12C inhibitos with ICls

CodeBreaK 100/101 Study Design KRYSTAL-1 (849-001) Phase 1b and KRYSTAL-7 (849-007) Phase 2 Cohorts

« Phase 1b multicenter, open-label studies

Key Eligibility Sotoraslb load.in 21d or 42d Concumnt reatment KRYSTAL-1 Phasa 1k | ‘ KR¥YSTAL-T Phass 2
S Adoad (oral daily) at then combination (N = 29] (N =29)

e SRR - Kay Eligibiiity Criteria

muleted NSCLC 960 mg 1 1" Alezolizumab Cehort 1a, FO-L1 TPS <1
= Received (or refusad) prior 1200 mg Q3W »  Advanced, unresectabie or Addagraits 458 my B + Pam

standard therapies » 720 mg IN=10Y (N = 10) matasiabc NSCLT wih

KRASS2E mulations

» No pior KRASTWX inhihitor

Screening/Enrolliment

« No active brain mels 360 mg OR = Ma prior syebeamic tharapy
260 Pemtrolizumab Tor lacally advancady
my 3 metasiatc disaass
— 20:-‘"'“‘913,3“ Siabla B ialasiases Key Study Objectives Key Study Objectives
ma Sloewac = Primary endpoint; safety =  PFrimary endpoint; ORR (RECIST v1,1)
Primary endpoints: salely = Secondary endpoinks: ORR (RECIET = Secondary endpoints: DOR, PFS, 08,
nispnregrelis oot r A Key secondary endpoints: ORR. DOR. DCR. PK ¥1.1), DOR, PFS, D3 saluty, PK
40
*
g_ Ht . 2 .
w E * o g
EE 0 HHHHH;;;,:,_,: khkk Kk ok Rkhkkk ok ohkk * k kk x % Kk kK * ok ok ok kR § 0
E Sl
} weininidgifij
ég -20+ g wl T
| . c
?:5 a ................................... [ . R g 60
= -
g5 w0 S twen  ORR 49%
t 5 0 £ #Treatment ongoing
o E 50 ORR 29 /0 2—100— | DCR 89% *Confirmed response
e 5 = W TPS 250% P
2 DCR 83% X
s< ORR: 17/58 (29%: 95% Cl- 18, 43) i =
[+ -20- | DCR- 48/58 [83% g95% CI- 71 91} Clinical Activity Evaluable Patients
Median depth of response*: 51% o ) ) ) )
T — . — . HIRE = Objective responses were observed in 49% (26/53)? of patients across all PD-L1 levels, with a disease control rate of
89% (47/53)
Best overall response: [ CR Bl PR = sD 08 PD = Responses were observed in 59% (13/22)2 of patients with PD-L1 TPS 250%, 48% (10/21)2 with PD-L1 TPS 1-49%,
*Indicabes 10-prefreated patients and 30% (3/10)2 with PD-L1 TPS <1%

Li et al. WCLC 2022; Janne et al ESMO 10 2022
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Combining KRAS G12C inhibitos with ICls Toxicity
Sotorasib 120 mg (N = 3) Sotorasib 360 mg (N = 11)
| Grade23

TRAE", n (% Ay | Grade2s | Any | Grades3 | Ay |
All TRAEs 3 (100) 3 (100) 3 (60) 1 (20) 9 (82) 6 (55)
ALT increased 2(67) 2 (67) 1(20) 1(20) 6 (55) 327
AST increased 2 (67) 2 (67) 1(20) 1 (20} 6 (55) 2(18)
ALP increased 2 (67) 1] 0 0 3(27) 2(18)
Diarrhea 1(33) 0 1{20) 0 6 (55) 1(9)
Arthralgia 1(33) 1] 0 0 2(18) 0
Mausea 0 1] 0 0 4 (36) 0
Fatigue 0 0 0 0 4 (36) 0 . .
Hypokalemia 1] 1] 1] i) 3(27) 2(18) Comb|nat|0n Of KRAS G12C
Decreased appefite 0 0 0 0 3(27) 0 1 ) 1 1
— - - - - i - inhibitors and ICls increases the risk
Hepatotoxicity 2 (67) 2 (67) 2 (40) 1(20) 6 (55) 5 (45) of hepatotoxicity

Most Frequent TRAES Concurrent 400 mg BID Adagrasib + Pembrolizumab

(n=75)
TRAEs, % Any grade Grade 1 Grade 2 Grade 3 Grade 4
Any TRAEsS 83% 15% 24% 40% 4%
Most frequent TRAEs®, %
MNausesa 48% 24% 19% 5% 0%
Diarrhea 43% 1% 5% 4% 0%
Vomiting 24% 13% 2% 1% 0%
ALT increased 21% %% [k} 8% 0%
AST increased 21% T% A% a% 0%
Fatigue 21% 0% B% 4% 0%
Decreased appetite 20% 1% 9% 0% 0%
Amylase increased 16% 9% 1% 0% 0%

Li et al. WCLC 2022; Janne et al ESMO 10 2022
B OO e T IIIIIITRRReemam
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Combining KRAS G12C inhibitors with ICls. KRYSTAL 07

20 . . . —_ 1 _
g 0 Concurrent 400 mg BID Adagrasib + Pembrolizumab (N=148)
o Most Frequent Liver TRAES, %
E 54 Any grade Grade 1 Grade 2 Grade 3 Grade 4
A H-H+ 1 -- ALT increase 38 15 13 9 1
§ 0 AST increase 32 10 8 13 1
r Hepatitis 4 0 2 2 0
g 7 Hepatotoxicity? 1 0 1 1 0
E B Complete Response? ORR 63% Livzr inju ' 1 0 1 0 0
s 80 B Pariial Response DCR 840/ jury
= Stable Disease 0 Drug-induced liver injury 1 1 0 0 0
~100 W Progressive Disease ) Hepatic failure 1 0 0 1 0
Evaluable Patients .
Acute hepatitis 1 0 1 0 0
= Confirmed ORR was 63% (32/51; 95% CI, 48-76) and DCR was 84% (43/51; 95% ClI, 71-93) Immune-mediated hepatitis 1 0 0 1 0
= Of those patients who experienced any grade hepatotoxicity?, ORR was 70% (14/20; 95% ClI, 46-88)
PFS in patients with PD-L1 = 50% o
0] <10%
- B No cause of discontinuation
Time to resolution 22 days
2 : L — . - . -
24 (16%) increasing AST/ALT >3
0.0 + Censored
(I) IIS EIS EI) 1I2 1I5 1I8 2I1

Time, Months
Patients at Risk

TPS 250% 51 38 3 2 8 4 1 0 Garasino et al ESMO 2023
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Sequencing KRAS G12C inhibitos with ICls. Toxicity

ICI within prior 90 days
Grade 2z 2 hepatitis

Grade = 3 sotorasib-related AEs Percentage
Percentage [ 100%% 4
= -
1DE:II:!-'D " ggn;_:‘ ]
80% + Ya )
0% * p<0s TO% p'ﬁﬂ.ﬂE
70% ~ 60% A
80% - Elﬂ':f"'-:. i
e 40% -
e 30% -
20% - 20% 1
6 4 10% 1
0% - [ o= = 51) [n-qd'] [I-I_E-']

Time from last ICl infusion to sotorasib initiation
<90days 290days

Time from last ICI infusion to sotorasib initiation
<90days =90days

102 patients enrolled in the French EAP. 48 pts treated with sotorasib after ICI

Chour et al. Ann Oncol 2022; 33 (suppp 2): S49-50
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Other combinations

Gromth factoe

| Receptor tyrouns binase
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SOS1 plays a role in the activation of KRAS
through the exchange from GDP-bound to GTP-
bound.

SHP2 acts synergistically with SOS1 and
promotes KRAS activation

MEK, ERK1 and ERK2 are downstream of KRAS
and inhibiting them can eliminate residual
signaling

EGFR: KRAS G12C inhibition can lead to
activation of upstream EGFR and HER2 signaling

Uprety et al. Cancer treat Rev 2020
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Sororasib + trametininb

Response assessed by investigator NSCLC:
Sotorasib 960 mg +
Trametinib 2 mg (N = 18)*

Prior KRASG12C KRASG12C jnhibitor

inhibitor (n = 3) naive (n = 15)

ORR, % (95% CI) 0 20.0 (4.3, 48.1)
Best overall response, n (%)

Partial response, confirmed 0 3 (20.0)

Stable disease 2(B66.7) 10 (66.7)

Progressive disease 1(33.3) 1(6.7)

Not evaluable 1] 1(6.7)
Disease control rate, n (%) 2 (66.7) 13 (86.7)
Duration of Response (min, max), mo. - 6.1,15.3

In previously NSCLC patients treated with
KRAS G12C inhibitor 2 of 3 (67%)
achieved disease control

Diarrhea 43%
Rash 34%
Nausea 29%

Ramlingam et al. AACR 2021

Sotorasib + afatinib

Response assessed by Sotorasib 960 mg PO QD +
investigator Afatinib 20 mg or 30 mg QD
Combined Cohorts
(N =33)
ORR,* % (95% CI) 30.3 (15.6, 48.7)
Best overall response, n (%)
Partial response, confirmed 10 (30.3)
Stable disease 15 (45.5)
Progressive disease 5(15.2)
Not done 3(9.1)
Disease control rate, n (%) 25 (75.8)

Patients receiving previous KRAS inhibitor: 3 SD, 1 PD

Diarrhea 70%
Rash 27%
Nausea 21%

Gandara et al. AACR 2021
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KRAS G12C ihnibitor + SHP2 inhibitor
Sotorasib + RMC-4630 Glecirasib + JAB-3312

NSCLC Phase 1/2a [NCT05288205] Dose exploration/optimization Dose expansion
* Primary objective: Safety and lolerabiity « Primary obyective Efficacy
) . All enrolled KRASGC jnhibitor-naive « Secondary objective. Efficacy, PK « Secondary objective: Safely and tolerabifity
Response assessed by investigator
(N=11) {(N=8) Glecirasib + JAB-3312
e \
3mg [111) Cohort 1-NSCLC
ORR: % {95% C|] 27 ':Bs 61] 50 “2; 33] Key eligibility criteria « Previously untreated with KRAS G12C
« Locally advanced or metastatic _ inhibitor
Best overall response, n (%) R o s et 2mg (11] « Previously received 52 lines of systemic
c KRAS p G12C mutation who have \_ therapy )
Partial response 3 {27} 3 {50) failed or lack SOC or are unwilling 2mg [1/2]
) to undergo or intolerant to SOC 3 Cohort 2-NSCLC N\
Stable disease 4 (3’5} 3 (50} * Alleast one measurable lesion as « Previously treated with KRAS G12C
defined by RECIST v1 1 3mg [11) inhibitor
PFDQFESSWE disease 4 {36} 0 * L;Ci"r“e!u T * Previously received <3 lines of systemic
b d v d 0 S
. 2mg [1/1]) therapy
Disease control rate, n (%) 7 (64) 6 (100) ~ -
' B,
Other tumor types: 8 CRC (5 SD; 3 PD); 1 ovanan cancer (PR with an 81% reduction in tumor burden); 1 pancreatic adenacarcinoma (SD), 2mg [2/1] Cohort 3-Other solid tumors
and 2 other solid tumors (1 SD, 1 NE). « No previous use of KRAS G12C inhibitor

+ Disease control in 7 of 11 patients with NSCLC and in all patients who were KRASG'2C j-naive
+ Promising early efficacy observed in patients with NSCLC who were KRASG'2C j-naive

ORR NSCLC KAS G12C

At the 2 higher doses, responders Edema 30% ORR 62.1%
included 3 of 4 patients who were Diarrhea 26% 1L 65.5% ;>1L 55.2%
KRASI naive DCR 100%

Dosis 800 mg + 2 mg ORR 86.7%

Falchook et al. WCLC 2022 Wang et al. ESMO 2023
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RAS on inhibitors

RMC-6236

CYPA
Non-covalent

Cyclophilin A Binary Complex
% . Inhibitory Tri-Complex

NSCLC

2 (4) G12A 1(2)
Arbour et al. ESMO 2023 4 (9)

Estudio fase 1

RMC-6236 10-600 mg QD

NSCLC®

N =46

Age, median (range), years 65 (31-83)
Female, n (%) 25 (54)
ECOG PS, n (%)

0 11 (24)

1 35 (76)
Smoking status, n (%)

Current 2(4)

Past 28 (61)

Never 16 (35)
Number of prior anti-cancer 2 (1-6
therapies, median (range) (=)
Select type of prior anti-cancer
therapy/regimens, n (%)

Checkpoint inhibitor? 44 (96)

Platinum-based chemotherapy 46 (100)

FOLFIRINOX -
Gemcitabine + nab-paclitaxel -

PDAC®

N=65

64 (30-86)

31 (48)

20 (31)
45 (69)

2 (3)
14 (22)
49 (75)

3 (1-7)

45 (69)
49 (75)
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RMC-6236

-h

o

o
J

(S
o
1

o
1

n
S
1

-100

Best % Change from Baseline in Target Lesion

KRAS G12X NSCLC patients

80 mg QD 200/220 mg QD (per REC|ST 1 '1 )

" M 120mgap M 300 mg QD Best overall response, n (%)
gl el CR 1)
PD PR 14 (35)
. SD 19 (48)
e BN || e Hhes
—>—>3?S_§’P0gsosnsopo " " I " " NEP 1 (3)
AR M | S il 13.4%)
2> 3R pRPR.iF;T)E;ﬂ;T) COnﬂrmed, n 12
-5 DCoR (CR+PR+SD), 34 (85)
n (%)

CR

SDAVVDVADVDVADDVVDVDSDDVDDVDVVDDVDVVDVYV _ _
56 58186 611195 6 6 6 116 6 18 6 13121912 6 6 6 4518 13 5 26 6 27 11 27 1217 12 27 13 Median time to response 1.4 m

Median time on treatment 3.1 m

Arbour et al. ESMO 2023
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HRA-4642 KRAS G12D inhibitor

Safety

All patients
(n=18)
Any AE, n (%) 18 (100%)
Grade 23 9 (50.0%)
Any TRAE, n (%) 18 (100%)
Grade 23 6 (33.3%)"
Leading to dose reduction 0
Leading to dose interruption 8 (44.4%)
Leading to treatment discontinuation 0
Leading to death 0
Serious 1(5.6%)t

TRAESs occurring in >2 patientst

Hypercholesterolaemia
Infusion related reaction
Proteinuria 38.9

Anaemia 38.9
Hypertriglyceridaemia 389
Lipase increased
Hypoalbuminaemia
Hyperglycaemia

ALT increased

Platelet count decreased
Hypercalcaemia
Hypocalcaemia

Pyrexia

Asthenia

Neutrophil count decreased
WBC decreased -

AST increased

Grade 23
B Grade 1-2

I T T 1
0 20 40 60

Incidence rate (%)

Best change from baseline in target lesion (%)

Phase 1 study N =18

Eficacy

All tumors (n=18)

NSCLC (n=10)

BoR
DCR

Patient with target
lesion shrinkage*

77.8% (14/18)
53.8% (7/13)

1 PR, 11 SD, 2 non-CR/non-PD

1 PR, 7 SD, 1 non-CR/non-PD
90.0% (9/10)

62.5% (5/8)

50
40
30

20

CRC

. 'mm NscLe NSCLC
H = .

NSCLC

CRC
I NSCLC

| 15mg
W 50 mg
m 100 mg
200 mg
M 300 mg

NSCLCt .

CRC  Gre . .

NSCLC NSCLC

NSCLC

Zhou et al. ESMO 2023



15" JCONGRESS

rember 2023

on [,,qugCANCER 23824

Conclusions

* Long way for “undruggagle” to “real target”

* Current KRAS G12C inhibitors are clinically effective in KRAS G12C patients
 KRAS NSCLC is a molecular diverse and clinically heterogeneous

* Multiple new agents in development

 KRAS "ON” inhibitors with efficacy in G12X

* Understanding resistance mechinism to improve the efficacy

* Developing combinations

* New inhibitors for non G12C mutations
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