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KRAS mutant NSCLC.:
subgroups based on alleles and co-mutations

N SC LC Driver positive:

the genomic pie (40-50%)

KRAS Alleles in NSCLC

i

MD Anderson .
—arncer Center Skoulidis and Heymach, Nat Rev Cancer 2019
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KRAS signaling: combinations with KRAS G12Ci
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Historical Overview of KRAS Targeted Therapies

Farnesyl transferase mTOR inhibitor CDK4/6 KRAS G12C
inhibitors inhibitor selective inhibitor
Oncogene KRAS was , : Ab iclib Sotorasib FDA
Theory cloned Tipifarnib Ridaforolimus emacicli : approval
Salirasib Evorilimus Palbociclib Adagrasib :
Adagrasib

T 1969 I 1981 T 2003-2011 T2011 I2018 12019 -

T 1967 11984 T 2004 T2004-2017 TZOlS 2015 Tzozz
FDA

Kirsten sarcoma Activating Activating MEK inhibitors Hsp90 FAK _ approval RAS (ON)
virus was identified mutations if KRAS mutations if KRAS inhibitors inhibitors PP ) inhibitors
as a sarcoma in lung cancer were in lung cancer were CI-1040 Sotorasib
inducing retrovirus detected detected PD-0325901 Ganetespib Defactinib RMC-4630
Tivantinib
Selumetinib Proteosome
Trametinib C et
Sorafenib* inhibitors
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Addition of MEK inhibitor selumetinib to docetaxel does not improve
outcomes In 2L KRAS mutant NSCLC: the SELECT-1 study

2L KRAS mutant Docetaxel + selumetinib
NSCLC
N=510 patients
Primary endpt: PFS

Docetaxel + placebo

1.0+
m PFS ?_2 HR, 0.93 (85%Cl, 0.77-1.12); P=.44
g 0.8+
Doc+sel: 3.9m S B
Doc+placebo: 2.8m £ 06
PFS HR: 0.93 5
P=.44 502
0 I —

OIIZIZILIéIéI1I0|1|2|1|4‘1|6‘1|8‘2|0|2I2|2I4|2|6
THE URIVERSITY OF TRAS Time From Randomization, mo

MD Anderson .

— - No. at risk

{—:‘d' Selumetinib + docetaxel 254 164 109 48 27 15 13 4 2 1 1 1 1 1
.‘-.E;._l.;i.-.ij_,,%I:'!n_?__,%t al JAMA 2017 Placebo + docetaxel 256 154 97 50 28 13 10 10 6 4 4 3 2 1



Direct targeting of KRAS G12C

Switch Il (disordered)

“nature

Published: 20 November 2013

K-Ras(G12C) inhibitors allosterically
control GTP affinity and effector
interactions

Jonathan M. Ostrem, UIf Peters, Martin L. Sos, James A. Wells & Kevan M. Shoka

Ostrem, J et al., Nature 2013 Small molecules that irreversibly bind to K-
RAS G12C in the GDP state

MD Anderson
Cesyeex Certer
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Phase 2 CodeBreaK 100 trial evaluating sotorasib In
pretreated KRAS p.G12C mutated

The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 JUNE 24, 2021 VOL. 384  NO. 25

Sotorasib for Lung Cancers with KRAS p.G12C Mutation

F_»Ic dis, B.T. Li, G.K. Dy, TI e, G.5. Fa ::nalj olf, A. Italiano, M. Schuler irles
T. Ka . Curioni-Fontecedro, A A5 .55 Ra |I ngam T . B on, A.
C- T';‘.n. Q. Mather, H. Henary, G. Ngarmchamnanrith G. Fr berg, V. Velcheti, and R. Govinda

Phase 2 CodeBreaK100 Trial Design

Skoulidis NEJM 2021 ClinicalTrials.gov identifier: NCT03600883

Sotorasib was orally administered at 960 mg once
daily until disease progression®

Key Eligibility:

» Locally advanced or metastatic NSCLC Radiographic scan every 6 weeks up to week 48 and once

every 12 weeks thereafter
* KRAS p.G12C mutation as assessed by

central testing of tumor biopsies

Screening / Enroliment

Primary endpoint: ORR (RECIST 1.1) by independent central review
' Key secondary endpoints: DoR; disease control rate; TTR; PFS; OS; safety
* Stable brain metastases were allowed Exploratory endpoints: Evaluation of biomarkers

* Progressed on prior standard therapies?

VERSITY OF TEXAS

NI D Anderson
Cancexr Center Skoulidis ASCO 2021
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Sotorasib therapy led to a durable clinical benefit in
KRAS G12C mutant NSCLC (Codebreak 100)

ORR 37.1% The NEW ENGLAND
MPFS 6.8m; mDOR 11.1m JOWEHNEME 6 LSO
mOS 12.5m ESTABLISHED IN 1812 JUNE 24, 2021 YOL. 384  NO. 25
Sotorasib for Lung Cancers with KRAS p.G12C Mutation
A Best Percentage Change in Tumor Burden T T:LTH rJ'iThHB
B Progressive disease Stable disease Partial response Complete response Ml Could not be evaluated

140~
120+
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May 28, 2021: FDA granted accelerated approval for sotorasib for advanced NSCLC

i OF TExAS patients with KRAS G12C mutation who received one prior systemic therapy.
MD Anderson

Cancexr Center
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Skoulidis NEJM 2021



CodeBreaK 200: A randomized phase |l study of
sotorasib vs docetaxel in 2L KRAS G12C NSCLC

N=345 .

KRAS G12C mutant NSCLC Sotorasib 960 mg PO QD
>1 prior systemic therapy / N=171

including platinum and CPI R

PS 0-1; no active BM \

Primary Endpoint: PFS by Docetaxel 75 mg/m2 IV Q3W
BICR N=174

Secondary: OS, ORR, DoR,
TTR, DCR, safety, tolerability,
PRO

Protocol amended to reduce enrollment to 330 and allow crossover from docetaxel to sotorsib

‘x II 1' %ndu SON Johnson ESMO 2022 LBA10
{--(-H—}t:ﬁ—r-{ enter
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CodeBreaK 200: sotorasib significantly improves PFS
vs docetaxel iIn 2L KRAS G12C mutant NSCLC

Study met its primary endpoint (PFS; P=.002)

7 although benefits were modest (1.1m) Sotorasib Docetaxel
: (n=171) (n =174)
- Median PFS, mo (95% Cl) 5.6 (4.3-7.8) 4.5 (3.0-5.7)
£ 4 = HR (95% Cl) 0.66 (0.51-0.86)
S 06+ = Pvalue (1-sided) .002
= -
8' 0.4 12-mo PFS* = 24.8%
a : 12-mo PFS* = 10.1%
m L=
a
0.2 Median study follow-up:
=1 17.7 mo
0 1 1 1 1 1 1 1 1 1 1 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24

Patients at Risk, Time From Randomization (Mo)

Sotorasib 171 139 93 63 56 38 30 24 14 6 2 15
Docetaxel 174 93 62 36 20 10 7 5 3 1 1 7

I"gr'l . W I LWL e LW

Cancexr Center Johnson ESMO 2022 LBA10
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CodeBreaK 200: Significantly higher ORR for
sotorasib vs docetaxel

sotorasib docetaxel
ORR (%) 28.1 13.2

80+ P<.001

60+ Sotorasib (N = 158)° Docetaxel (N = 129)*
40+ Tumor shrinkage in 80.4% of patients Tumor shrinkage in 62.8% of patients

20- 1 1

0- ' [ —

1l

-604 Confirmed BOR
.80 - mCR OSD
@ PR mPD

Change From BL in Sum of
Diameters (%)

o -100 -

MILJ"_I R0 OB ES -0 N FE B
Cancexr Center
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Adagrasib in KRAS®1?¢ mutant NSCLC:
Efficacy

Confirmed ORR: 42.9%

40- :
Median PFS: 6.5 months
20 Median OS: 12.6 months
E Responses: M Progressive disease Stable disease [M Partial response [l Complete response
Q
§ |—|
E 20~
[
T | | | 1
S _40-
-
U
5 ~60-
S
-804
100~
Patients with Measurable Disease at Baseline
| December 12, 2022: FDA granted accelerated approval for adagrasib for advanced
MDD Anderson NSCLC patients with KRAS G12C mutation who received one prior systemic therapy.
—arcer Center
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Janne et. al., NEJM, July 14, 2022



Adagrasib in Non—Small-Cell Lung Cancer
Harboring a KRAS®1¢ Mutation: adverse events

Event Any Grade Grade =3

no. of patients (%)

Any adverse event 116 (100) 95 (81.9)
Adverse event leading to dose reduction or interruption 96 (82.8) —
Adverse event leading to discontinuation of therapy 18 (15.5) —

Adverse event of any grade that occurred in >10% of patients or that was
grade =3 in >1 patient

Nausea

Fatigue

Vomiting

57-71% rates of Gl toxicity (mainly Grade 1 /2) at approved doses but also
significant CNS activity reported and feasibility of PD1 inhibitor combos

“vl D Andera{}n
arncer Center Janne et. al., NEJM, 2022
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Divarasib in KRAS®12C mutant NSCLC: Efficacy

N=60 with 2L+ NSCLC (66% with 1-2 prior tx)
Confirmed ORR: 53.4% (ClI, 39.9-66.7)
median PFS: 13.1 months (ClI, 8.8-NR)

Best Response

M Progressive disease Stable disease Partial response M Complete response # Confirmed
40— C Progression-free Survival
100
o 20— — — — — — — — — — — — — — — — — — — — — — — — — — =~~~ — — — — — — — — = === = = = === = =
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m _80 0 T T T T T T T 1
0 3 6 9 12 15 18 21 24
-100 Months
Dose (mg) © LSS LS LRSS L L LS L LS PR EL L L L L PP PP P L OSSOSO NoaRisk 0 48 37 2 16 1 4 1 0
g A A A A IORS LN v vk Rl > > N
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Divarasib in KRAS®12C mutant tumors: TRAES

Table 2. Treatment-Related Adverse Events in 10% or More of Patients.

Treatment-Related NSCLC Colorectal Cancer All Patients
Adverse Event (N=60) (N=55) (N=137)
Any Grade Grade 3-5% Any Grade Grade 3-5* Any Grade Grade 3-5%

number of patients (percent)

At least one event 56 (93) 11 (18) 53 (96) 4 (7) 127 (93) 16 (12)

Nausea 1 0 1 58-74% with nausea,
Diarrhea 2 5 5 vomiting, diarrhea
Vomiting 0 0 1 (mamly Grl /2)

Fatigue 16 (27) 1(2) 11 (20) 0 30 (22) 1(1)

Decreased appetite 11 (18) 0 6 (11) 0 18 (13) 0

Aspartate aminotransferase 9 (15) 4(7) 3 (5.5) 0 14 (10) 4 (3)

level increased

* No grade 5 treatment-related adverse events (death) were reported.

THE UMIYERSITY OF TEXAS

MDD Anderson
Cancexr Center
Making Cancer History® Sacher et. al., NEJM, 2023



Ongoing studies of direct Kras G12C inhibitors

= =

............ | — | JDQ443
Sotorasm1 Adagrasib? D-1553 GDC-6036 : Novartis ' BPI-421286
Amgen Mirati Therapeutics, Inc InventisBio Geficnigeh, om0 | RESEeee et R 2
------------------------------------------------- Be"d phd""aceu“(-dlb
The clinical KRAS(G12C) inhibitor AMG 510 RESEARCH ARTICLE Ly
drives anti-tumourimmunit =
v The KRASS!2C |nhibitor MRTX849
e e S v v Provides Insight toward Therapeutic o Bl 1823911
s i oo aresie = || Susceptibility of KRAS-Mutant Cancers Boehninger Ingelheim
e e o ey - in Mouse Models and Patients * « YL-15293
S0 Hadlio, Lats O !'Wﬂ' M&ﬁm mm M‘::"';‘, Shanghat YingLi
" ghid D i ro,
> Cassidy”, ;AmhnA M:'n Ligor L n,u?'u-ul.w —® M K-1 084
FDA Approves (Sotorasib), o el et Y d MSD
The First And Only Targeted Treatment For é GFH925
Patients With KRAS G12C-Mutated Locally Genfleet Thera e
% senflee srapeulics
Advanced Or Metastatic Non-Small Cell
Lung Cancer o GH35
2 U.S. Food and Drug Administration (FDA) Accepts Mirati Therapeutics' Suzhou Genhouse .
New Drug Application for Adagrasib as Treatment of Previously Treated Key
KRASGI12C-Mutated Non-Small Cell Lung Cancer
2 Phase 1 or 2
. o JEAB=29822 §} = nresiesiee
Jacobio Phase 3

*First publication date

Clinical tnials that are currently recruiting according to ClinicalTnials. gov
1. Canon J, et al. Nature 2019 2 Hallin J, et al Cancer Discov 2020
ClinicalTrials gov. Accessed August 4, 2022

THE UMIVERS
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Other types of direct RAS inhibitors



MRTX1133: a novel KRAS®412D inhibitor that
binds the inactive and active states of KRAS¢12D

N
&
NEYSN
Ho O N N/)\o/"-vNQ Assay Activity
8 KRASS'20 Ky (nM) ~0.0002*
O ﬂ AlphaLISA ICs, (M) 5 Inactive, GDP-Bound Assay
5;3 2D viability AGS (KRASS2) IC5, (nM) 6 KRAS . .
e 2D viability MKN1 (KRASWT) IC5, (n\M)  >3000 Em665 Ex 340 {0 Inactive Active IC5, SPR (pM)
e N'*o@ Em665 ICs (M) (nM)
A= P g s Q ﬂ kEm620 .
E_] f ' MRTX1133 E;a SA- Eu SAE/ mh G12D <2 9 0.2
NZ \N NZNSN v
~AN Ho s INAO@ . WT 24 112 140
i FRET - Hi Signal No FRET - decreased signal
*MRTX1133 bottoms out the inactive assay

Active, GTP-Bound

/H = MRTX1133 Binds the inactive, GDP-
Y bound KRASS'2 with high affinity (<2nM)

RBD — osT —

s / = Ability to inhibit binding of active
/ Energy transfr KRAS®'2D to RBD binding may contribute

to the pharmacological MOA
Biotin
Light
THE UMIYERSITY OF TEXAS \

MD Anderson
James G. Christensen, Mirati Therapeutics, AACR-NCI-EORTC 2021

Canecer Center
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Efficacy of MRTX1133 in xenograft models

HPAC, IP PKPD Study HPAC IP Efficacy Study
pERK in tumor, QD B pERK in tumor, BIDx3 - Vehicle BID Daily
v 30mg/kg IP Plasma QD v 30mg/kg IP Plasma BIDx3 — - MRTX1133 3 mg/kg BID daily
T e MRTX1133 10 mg/kg BID daily
_ 1.5- 100000 -2 MRTX1133 30 mg/kg BID daily
2 3 — 2000+
£ 110000 B 3
> 1000 § E’
S 3 2 2 1500+
T e e = 100 3 3
E ff Adj ICsq g g
oo} L 410 = »~ 1000+
E )
g e g
© ) S
3 1 3 =
s R
. : L0.01 — 0
Veh 0.5 1 3 6 12 10
Hours post last dose Study Day

= Near maximal pERK inhibition after a single dose of MRTX1133
= BIDx3 administration demonstrates robust pERK inhibition for entire dose interval and correlates with
THE UMIVERSITY OF TEXAS maximal antitumor efficacy

MD Anderson
Canecer Center James G. Christensen, Mirati Therapeutics, AACR-NCI-EORTC 2021
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RAS(ON) inhibitors block signaling through formation
of inhibitory tri-complexes

RAS(ON)

RAS(ON) Inhibitor

Cyclophilin A

Tri-Complex Tri-Complex
(non-covalent) (covalent)

Binary complex

THE UMIVERSIT EXAS

MD Anderson
Canecer Center Stephen Kelsey, Revolution Medicines, AACR-NCI-EORTC 2021
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The tricomplex inhibitory strategy of mutant KRAS: RMC-
4998 for KRAS G12C mutant NSCLC

E CYPA RMC-4998 Binary complex KRASG12C Tri-complex
b L0 03 ums
 # + G —
R Y
\‘ ” .
—_— e - 0.‘“‘ -:’
Kinetics of target inhibition 3D cell viability
A 316-fold
125 : DMSO 1,450-fold
R 100 -jpe———t 13,500-fold
W'F 75 Sotorasib g N L =
- Adagrasib 3 __TiW
O g 50- RMC-4998 S 2 '
®) - 3 1 —
g" 25 2 .- F  RrMC6201
O1—+TTT7T T s 4l ~ = RMC-4998
CO000O0OO o 1% . Adagrasib
THE UNIVERSITY OF TEXAS (,'O © g 9 cﬁ'\‘ 8 8 @ L
ntei me m -

Making Cancer History”™ C SChU|Ze, et al, SCIenCG 2023



RMC-6236: tri-complex RAS-MULTI(ON) inhibitor in patients with
KRAS mutant PDAC and NSCLC

33 patients with KRAS G12X mutations and PDAC or NSCLC.:

« 11 NSCLC: 5 G12D, 4 G12V, 2 G12A

« 22 PDAC: 13 G12D, 7 G12V, 2 G12R
ORR 36% (confirmed and unconfirmed) among 14 evaluable
patients (10 PDAC, 4 NSCLC) dosed at least 8 weeks prior to
the data cut-off date
2/10 PDAC and 3/4 NSCLC.
Treatment-related adverse events (TRAEs) occurring in 210% of
patients were rash (52%), diarrhea (21%), nausea (21%), and
__vomiting (15%).

N IDAHLIEHUH
-@-&Hﬁ:e-l-(f,‘]‘ller Arbour, et al, ESMO 2023, abstract 6520
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KRAS mutant NSCLC.:
subgroups based on alleles and co-mutations

N SC LC Driver positive:

the genomic pie (40-50%)

MAP2K1 NRAS
AKT1 | | ROS1 fusions

KRAS co-mutations m\\_

FGFR1 or FGFR2

Histopathological appearance
and differentiation

HRAS Cancer cell-autonomous hallmarks
NRAS (proliferation, evasion of apoptosis and
. MAP 2K1 growth suppression, genomic instability
ERBB2 amplification and altered bioenergetics)
MET amplification
RET fusion

ROS1 fusion
ALK fusion

MET splice

ERBB2

NF1 truncation

THE UMINERSITY OF TEXAS

MD Anderson
Cancexr Center

Making Cancer History”™

Composition of the tumour microenvironment |

Metastatic proclivity ‘.
and tropism

Co-mutation-driven
molecular dependencies

Mechanisms of o
acquired resistance Q

Response to therapy and prognosis

Skoulidis and Heymach, Nat Rev Cancer 2019



KRAS mutant tumors often have co-occurring alterations in
STK11/LKB1 (KL), KEAP1, P53 (KP), or CDKN2A

KRAS Distinct patterns of immune system engagement:
KL appears immunologically “inert”
|l =

IIIWIIII o

TNFRSF9 *41 BB

cD28
HAVCR2

cD86

cD8o

| \PDCDILG2

CD274 *PD -L1
TNFSF4

LGALS9

CD40

cD70

TNFSF9

LAG3

KC
- T

TP53 I

STK11

ATM Other ooen
II%(’)ZS? COS
KEAP1 I Mo somatic CTLAS t::LTA—4
mutation ITNFRSFM
cokNzA | | |I Il ! s
E:-DITI ﬂt“: J TNFRSF18 Expression - -
HHHH I I mutation on o
Bi-allelic
YERSITY OF TEXAS dﬂ'letiﬂn
MD Anderson

—arcer(Center  skoulidis et al., Cancer Discov, 2015
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STK11/LKB1 co-mutations (KL) predict inferior response to
Immunotherapy in PDL1* LUADs

Clinical
study

Mouse
study

“v D And E‘I‘h on
aracerCenter

Making Cancer History”™

% with PR/CR as BOR

Su2C

KL KP K-only

P<0.001
Fisher’s exact test

M All (N=173)

B MDACC (N=62)
[ MSKCC (N=56)
DFCI/MGH (N=55)

Group

KL KP K-only

ORR | 7.4% (4/54) | 35.7% (20/56) | 28.6% (18/63)

25001

Tumor volume (mm"’)

%]
[=]
L=
<

15004

10004

5004

LKR13
(LKB1WT)

kR

0 3 5 8 11 14 17 20 22 25
Days (post randomization)

2500-

-~ |gG
-# anti-PD-L1

Tumor volume (mm?)

2000-

1500+

1000+

500+

GROUP mos
B STK11/LKB1 mutant 1.1m
STK11/LKB1 wt 26.5m
1004
90
- 804
< 704 - STK11/LKB1™T
§ 60+ - STK11/LKB1"T
a 504
= 40
g 30 HR=14.3
© 20. p<0.0001
104
D T T T T T 1
0 6 12 18 24 30 36
Months
LKR13KO
LKB1 KO
( ) - IgG
-& anti-PD-L1

0 4 7 9 12 14

Days (Post randomization) Skoulidis, F et al. Cancer Discov (2018)



LKB1 deficiency upregulates monocarboxylate
transporter 4 (MCT4) lactate transporter

A B
® ® e e A549 H460 H2030 LKR10 LKR13
o o © LKB1 — + — <+ — <+ K KL K KL
® o MCT4 S —— m
, ° ° & o e T8 vcu ;
(—T_ P ® © o Outside LKB] l - 9 LKB 1 S
\ ViNCUI I S s S——— N —
| ( Vinculin .
________ JI_/J MCT1 - P — .-.
I IMCTT CT4 side
v ® PY C K KL
0 € 4 [
Glucose e © ® g
<:> ---p---p ---p |actate .g 20—
, O
=
5 10-
=
. 0 T
WIDAnderH{}n Qian et al, Cancer Cell 2023 NN
Caneer Center &S & 27
MCT4/DAPI NR
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MCT4 KO enhances immunotherapy response
In KL tumors

A LKR10 B LKR10
(LKB1-deficient) _ (LKB1-deficient)
1500 £ 1004
S —— Vehicle KL 0
(¢ 5 ©
g 1000 - o = HU_) —— aPD1KL g =
[ 2|8 S —— Vehicle KL MCT4 KO o
> 2|18l z soq ] e
£ 500+ 3|2|Vv = aPD1KLMCT4KO |8 G
S o © o
+ Q
2
01 T T T 1 a o0 T T I I 1
0 5 10 15 20 25 0 20 40 60 80 100
post-randomization days post-randomization days
C LKR13 D LKR13
1500 o —— Vehicle KL
>
o > —— oPD1KL “
E (?) A 1 o 8
= H Vehicle KL MCT4 KO1o | 8
S -l O S Qlo
> S 8 > —— oPD1 KL MCT4 KO ]O \Y
S Sl o = ©
5 ° E
, o
----- 0 I LI L L I LI L L] I L L L L] I D- 0 30 60 90 150
WERSITY OF TEXAS 0 10 20 30
nvl ]_)jﬂil_l{lﬂl"h[}ll post-randomization days post-randomization days
—arcer Center

Qian et al, Cancer Cell 2023
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LKB1 loss enhances lactate production and promotes and
Immunosuppressive tumor microenvironment

KRAS mutant cell

LKB1 loss

Glucose

AP pyuvate = Lactate
f v °

Acetyl-CoA @

MD Anderson
aracerCenter

Making Cancer History”™

Adapted from Qian et al, Cancer Cell 2023



Impact of KRAS co-mutations on response to
KRAS G12C inhibitors

STK11 mutations KEAP1 mutations A PES %6 months PFS <3 monthe
PFS HR 2.04 PFS HR 2.05 '
N Median PFS (95%Cl) —— KRASWTKEAPIT 376 4.6 monine (5.7.59) 40 KEAP1 @

—— KRASWT/STK1/WT 398 4.8 months (3.7-6.2) — KRASWTUKEAPMUT 101 1.8 monhs (1.7.22)

— KRASMUT/STK11MUT 138 2.0 months (1.7-2.3) -
HR = 2.04, 95% Cl: 1.66-2.51, p < 0.0001 HR = 2.05, 95% C: 1.63-2.59, p < 0.0001 30 SMARCA4 el
- g P | CDKN2A ®
3 2., §’ [STK11 @
! e
1.0 =
oo O E
2 E'chb : @2 48 s e e 7 6 & 12 1@ 21 @ Molgth;.z @ s e e 72 o E ()
Number of risk ont ‘s Hurmber i rish O. U O mO
A EEEEEE NI —4 -3 -2 —1 0 1 2 3 4
e w e o x4 ;o : - = = = B 3 o Log, odds ratio
Since these co-mutations are associated with different
drug sensitivities, they may be useful for guiding KRAS
N’I[ﬁiﬂhllﬂlt‘rh{}ll G].ZC |nh|b|t0r Combinations
—arcexr Center

Negrao et al, Cancer Dis 2023

Making Cancer History”™



Mechanisms of resistance to G12C
iInhibitors and potential combinations
to overcome them



Summary of putative mechanisms of acquired
resistance to adagrasib treatment

THE UMIYERSITY OF TEXAS

MD Anderson
Cancexr Center

Making Cancer History™

Sample Type

M Tissue

o ctDNA

¥ Tissue and ctDNA

KRASG12C at Resistance
M Detected
B Not detected

Histologic Features at Resistance
W Adenocarcinoma to squamous-cell carcinoma
Il Adenocarcinoma

Not assessed

Acquired RTK/RAS/MAPK/PI3K
Alterations

Acquired KRAS Alterations

Type of Alteration
W Mutation

® Amplification
W Fusion

Acquired Gene
Fusions

NSCLC

Patient 2
Patient 4
Patient 5
Patient 6
Patient 8

Patient 14

CRC

2 Patient 17
A
&o 2
&
5
&
&y
o
Fo
<X
L &
& ¥
S
&
<

\.. |
1 1T
? - ! .
PSR OIELLS & > & " FEOSSLL
YOO AR , X X080 vy
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Resistance to Adagrasib Conferred by
Acquired KRAS Mutations

A Patient 1
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Diverse mechanisms of resistance to divarasib In
KRASS12C mutant tumors
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Structural analysis of secondary KRAS mutations affecting the interaction
between KRASG12C and sotorasib or adagrasib
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KRASG12C inhibitor adaptation correlates with
upregulation of EGFR signaling
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Sotorasib + trametinib combination in NSCLC: more
effective in patients receiving prior KRASG'2C therapy

Decrease in target lesion size was observed in 15/17 (88%) patients.
Disease control was achieved in 2 of 3 patients with prior KRAS®'2 inhibitor therapy; 2 SD; 1 PD.
7 patients had disease control for more than 6 months, 4 are ongoing.

%Change From Baseline in

Sum of Diameters*

bybubbss.

w
g

204 6

—
o
1

4
136

mPFS: 4.2 months (range 0.4, 17.1)
median follow-up time: 11.0 months

A8

91 08

S|
53482‘193

NN
AN

N

268213283

3

(o
~

B Partial response
Stable disggge 527

Bl Progressive disease 581 ¢

¥/ Received prior KRAS®'?C inhibitor

Patients

Patients (n = 17")

I/ I770000070500005.

S e ———

L A A

—
—

A
il
3]

Best overall response

B Partial response
Stable disease

Bl Progressive disease

M Not evaluable

Received prior KRAS®'?¢
7 inhibitor o

° First response (PR or better) for
confirmed response
s Ongoing treatment

A PO

B Death
T

4 LS A J T 1
8 10 12 14 16 18 20
Time on Treatment, months

Codebreak 101 subprotocol
Ramalingam, AACR-NCI-EORTC 2021



Efficacy of sotorasib + afatinib combination in NSCLC

Response assessed by Sotorasib 960 mg + Sotorasib 960 mg + Sotorasib 960 mg PO QD +
investigator Afatinib 20 mg Afatinib 30 mg Afatinib 20 mg or 30 mg QD N
(n=10)* (n=23)t Combined Cohorts Tumor Response: Sotorasib 960 mg + ﬁAﬁ'ﬁ ) s .EORTl
(N=.23) Afatinib 20 or 30 mg combined cohorts e W
ORR/} % (95% Cl) 20.0 (2.5, 55.6) 34.8 (16.4, 57.3) 30.3 (15.6, 48.7)
40 ™ Partial response
Best overall response, n (%) no s A
20l I, 2 Received prior KRAS®'™” inhibor
Partial response, confirmed 2 (20.0) 8 (34.8) 10 (30.3) € B g
] i - 2y g 2my Mg 2
Stable disease 5 (50.0) 10 (43.5) 15 (45.5) § g T
[ ] -
Progressive disease 1(10.0) 4(17.4) 5(15.2) 2 §
00
Not done 2 (20.0) 1(4.3) 3(9.1) ‘;“g
o
Disease control rate, n (%) 7(70.0) 18 (78.3) 25 (75.8) g @
*Includes 4 patients who had received prior sotorasib treatment. fIncludes 1 patient who had received prior sotorasib treatment. *ORR analysis set includes all patients who received 2 1 dose of S
investigational product, have 2 1 measurable lesions at baseline assessed using RECIST 1.1, and have the opportunity to be followed for 2 7 weeks starting from day 1.
AE, adverse event; ORR, objective response rate; PD, progressive disease; PO, oral; QD, daily; RECIST, Response Evaluation Criteria in Solid Tumors; SD, stable disease. 100- el
Overall, 10 of 33 (30%) of patients achieved partial response and 25 of 33 (76%) achieved disease control. Pationts (n= 29"

For patients receiving prior KRAS®'2€ inhibitor, 3 had SD, 1 had PD, and 1 withdrew due to an AE.

Codebreak 101 subprotocol D
Gandara, AACR-NCI-EORTC 2021



Tumor Volume (mm3)

EGFR/HER2 family, SHP2, and CDK4/6 inhibitor
combinations further increased anti-tumor responses
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KRAS Inhibitors: the bottom line

1. Direct KRAS G12D inhibitors have finally arrived!

— Sotorasib, adagrasib have FDA accelerated approval
— Divarasib and others show promising activity

2. New types of KRAS inhibitors (G12D, tricomplex, others) can
potentially broaden the patient population that can be treated

3. Co-mutations (STK11, KEAP1, CDKN2A, SMARCA4) can impact
response and may help guide combinations

4. Diverse (but no dominant) MOR for G12Ci, including other KRAS
mutations and RAF/MEK pathway alterations.

e o= COMbINations with ICB, MEK, EGFRI appear promising thus far
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