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NCCN Guidelines Version 3.2024
Non-Small Cell Lung Cancer

EGFR exon 19 deletion or exon 21 L858R mutation positive

EGFR S768l, L861Q, and/or G719X mutation positive

EGFR exon 20 insertion mutation positive

KRAS G12C mutation positive

ALK rearrangement positive

ROS1 rearrangement positive

BRAF V600E mutation positive

NTRK1/2/3 gene fusion positive

METex14 skipping mutation positive

RET rearrangement positive

ERBBZ2 (HER2) mutation positive

PD-L1 21% and negative for actionable molecular biomarkers above

PD-L1 <1% and negative for actionable molecular biomarkers above




Driver oncogenes are present in most lung adenocarcinomas

mHRAS (0.4%)

B NRAS (0.4%)

m RET fusion (0.9%)
m MAP2K1 (0.9%)

B ALK fusion (1.3%)

B RITT (2.2%) ROST fusion (1.7%)
®m ERBB2 amp (0.9%) mERBBZ2 (1.7%)
MET amp (2.2%) MET ex14 (4.3%)
Comprehensive molecular profiling of NF1
lung adenocarcinoma s / (8.3%) \
BRAF
(7.0%)
None EGFR
(24.4%) | (11.3%)
KRAS
(32.2%)
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Driver oncogenes are present in most lung adenocarcinomas

m HRAS (0.4%)

B NRAS (0.4%)

m RET fusion (0.9%)
B MAP2K1 (0.9%)

B ALK fusion (1.3%)

W RITT (2.2%) m ROST fusion (1.7%)
®m ERBB2 amp (0.9%) m= ERBBZ (1.7%)
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lung adenocarcinoma / (8.3%)

BRAF
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None EGFR
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VARIANTS DETECTED

GENE Transcript HGVSc HGVSp Read Depth VAF(%)
KRAS NM_033360.3 ¢.34G>T p.(Gly12Cys) 14019 49.8

2. VARIANTS OF CLINICAL SIGNIFICANCE NOT DETECTED IN TARGET REGIONS OF

CAUSALLY ASSOCIATED GENES SUCH AS:EGFR, TP53, PIK3CA, MET, ALK, ERBB2, STK11,
BRAF.

3. ALK-1 and ROS-1 protein immunohistochemistry: NEGATIVE. There is no staining in tumour
cells.

4. PD-L1 PROTEIN IMMUNOHISTOCHEMISTRY: There is focal membrane staining in 3% of tumour
cells for PD-L1.
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KRAS p.Gly12Cys
G12C
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EGFR Inhibitors [Cetuximab,
Panitumumab, Afatinib)

Farnesyltransferase
inhibitors
[Tipifarnib, — F----------
Lonafarnib, Receplor
Salirasib] tyrosine kinas Selective KRASG12C
inhibimrs _
SHP2 inhibitors (Sotorasih, Adagrast,
[TNO155, RMC-4630, | __.---- AR e an
RLY-1971 and LYGS%?_ 82, MK; 084,
JAB-3068] JAB-21822, BI-1823911 and
D-1553]
S0S1
inhibitors Selective RAS 'ON' inhibitors
[BAY-293, @ [MRTX1133, RMC-0805,
MRTX0902] bm e RMC-6236 |
KRAS
( (active) \
L
Dual RAF/MEK e
inhibitor |- === == i ---------------- 4
5 L
[VS-6766] MEK inhibitors
AKT . @ LT it [Salumetinib,
4 Trametinib ]
) :
Parikh et al.
Journal of Hematology & Oncology  (2022) 15:152 v
~a ﬁ i
Proliferation, differentiation, survival
5/29/2024

Fig. 3 KRAS signaling pathways with targeting drugs
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NCCN Guidelines Version 3.2024
Non-Small Cell Lung Cancer

EGFR exon 19 deletion or exon 21 L858R mutation positive

EGFR S768l, L861Q, and/or G719X mutation positive

EGFR exon 20 insertion mutation positive

KRAS G12C mutation positive

ALK rearrangem(, o1 <" G12C mutation positive

ROS1 rearrangement positive

BRAF V600E mutation positive yositive

NTRK1/2/3 gene fusion positive

METex14 skipping mutation positive

RET rearrangement positive

PD-L1 21% and negative for actionable molecular biomarkers above

PD-L1 <1% and negative for actionable molecular biomarkers above arkers above

5/29/2024 PD-L1 <1% and negative for actionable molecular biomarkers above
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ERBB2 (HER2) mutation positive

EGFR exon 19 deletion or exon 21 L858R mutation positiy

EGFR S768I, L861Q, and/or G719X mutation positive

EGFR exon 20 insertion mutation positive

NTRK1/2/3 gene fusion positive

KRAS G12C mutation positive ALK rearrangement positive

ROS1 rearrangement positive

BRAF V600E mutation positive

METex14 skipping mutation positive

RET rearrangemeant positive

PD-L1 21% and negative for actionable molecular biomarkers above

PD-L1 <1% and negative for actionable molecular biomarkers above

5/29/2024 PRESENTATION TITLE ) 12




o

Non-Small Cell Lung Cancer

Esophageal Adenocarcinoma

Chblﬂ@gléamlhoma

Pancreatic Adenocarcinoma

Colorectal adenocarcinoma

Fig. 4 KRAS incidence across aerodigestive malignancies

C GI2D G2V GI2X GIIX Q61X

53% 19% <1%

22% 71% 5% 13%

<1% 44% 37% 11%

39% 31% 91% 2% 7%

28% 20% 65% 19% 5%

Parikh et al.
Journal of Hematology & Oncology ~ (2022) 15:152




What about KRAS mutation in
squamous cell carcinoma of lung?
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KRAS mutation rare in SCC lung

A KRAS Mutations in Lung SCC (ETOP) B KRAS Mutations in Lung SCC (ETOP)

o,

| KRAS mut (6,1%) |

> [ G130 @8%) |

G12S (3,8%) |

KRAS wt (93,9%) |

G13C (9,6%)

LA/

[Aeen | [ ewomisn ]

C KRAS Mutations in Lung ADC (ETOP) D KRAS Mutations in Lung ADC (ETOP)

G12C (45%)

| Other (7.6%) |

KRAS mut (38%) | 13D (3.5%) |

G125 4.1%) | X

G12A (4,1%) |

G13C (6%)

Acker 2021 [ KRAS we (62%) |
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RAS protein function
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Guanine nucleotide exchangefactors

GDP/GTP excmA

HRAS. GDP HRAS.GTP
(Inactive state) \GTP hYdrOIySIS/ e

1 Cell 170, June 29, 2017

GTPaseactivating proteins
Effectors

Figure 1. Conformational Changes in Switch Regions when RAS Transitions from Inactive GDP-Bound State to Active GTP-Bound State
Switch | and switch Il regions are colored blue and violet, respectively, and side chain atoms of residues that undergo large conformation changes during
transition are shown in stick representation. Interactions formed by y-phosphate and magnesium ions are shown using dashed lines. HRAS.GDP and
HRAS.GppNHp are from PDB: 4Q21 and 5P21, respectively. RAS is activated by GDP/GTP exchange stimulated by GEFs and inactivated by GTP hydrolysis
stimulated by GAPs.
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KRAS gene structure
p12.1

KRAS gene location C.j:" . - . I )

Gene structure with common mutation hotspots

Exon 1 Exon 2 Exon 3 Exon 4 Exon 5 Exon 6
I | I I I |
c.34G | ¢.38G c.183A c.351A
G12X c.35G c.436G
G13X
. : Q61X
A146X
Amino acid sequence N KA17X I

DNA5' AR1 82 { B3 g4I
2 9116 25 38 4649 57 66 74 77 8387

P-loop SWITCH 1 SWITCH 2
30-40 08-66

Fig. 2 KRAS gene and mutational hotspots
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KRAS residues mutated in a total of 1845 mutations

G12 (1406) (>

i\

r \ah
/613 (166) Q61 (114)

K117 (13) A146 (42)
"_-. | c

A59 (11)
. S

185

Figure 7. KRAS Residues with Higher Mutational Frequency in Cancer
(A) KRAS residues with more than 10 mutations in cBioPortal database for cancer genomics are shown along with number of mutations in parenthesis. All these

residues are in the switch regions or in the G1-G5 sequence motifs that play a critical role in recognition and binding of guanine nucleotide. (B) Position of KRAS
residues (shown in green color) with more than 10 mutations in cBioPortal database are mapped on the tertiary structure of KRAS.GDP (PDB: 4EPV).

Cell 170, June 29, 2017
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replacement of glycine at codons 12 or 13 /—"‘\53

BEGs a'?_l_®|_ igy_ ®+1 -t h gl¢h| ma WY

arginine finger from entering the GTPase
site and promoting hydrolysis

G12 (1406)
| a13 (166)
Q61 (114
. AS59 (1 1) I ( ) K117 (13) A146 (42) . ¢ ,
1 —31J-_— ) - - 1o " ) (
WL/
\ o =7 o

.

Figure 7. KRAS Residues with Higher Mutational Frequency in Cancer
(A) KRAS residues with more than 10 mutations in cBioPortal database for cancer genomics are shown along with number of mutations in parenthesis. All these

residues are in the switch regions or in the G1-G5 sequence motifs that play a critical role in recognition and binding of guanine nucleotide. (B) Position of KRAS
residues (shown in green color) with more than 10 mutations in cBioPortal database are mapped on the tertiary structure of KRAS.GDP (PDB: 4EPV).

Cell 170, June 29, 2017
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: lutamine-61 is part of the GTP hydrolysis
REAS F31dS gmechanism, SO I:[)nu_tations at this ¥e_sid¥1e
destroy both intrinsic and GAPmediated
GTP hydrolysis.

G12 (1406)
| 13 (166)
Q61 (114
' AS9 (11) w4 K117 (13) A146 (42)
1 —Eui —— TN 84 gk, | =, |
—p1 215> - > IS 155

Figure 7. KRAS Residues with Higher Mutational Frequency in Cancer
(A) KRAS residues with more than 10 mutations in cBioPortal database for cancer genomics are shown along with number of mutations in parenthesis. All these

residues are in the switch regions or in the G1-G5 sequence motifs that play a critical role in recognition and binding of guanine nucleotide. (B) Position of KRAS
residues (shown in green color) with more than 10 mutations in cBioPortal database are mapped on the tertiary structure of KRAS.GDP (PDB: 4EPV).

Cell 170, June 29, 2017

5/29/2024 PRESENTATION TITLE 22



Al146 mutations decrease affinity for nucleotide and
KRAS re: allow GDP to dissociate rapidly, resulting in
abnormal accumulation of RAS in the GTHorm
without assistance from upstream signals and GEFs

G12 (1406)

—
o

G13 (166)

1 —JnJ-—— p2
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Figure 7. KRAS Residues with Higher Mutational Frequency in Cancer

(A) KRAS residues with more than 10 mutations in cBioPortal database for cancer genomics are shown along with number of mutations in parenthesis. All these
residues are in the switch regions or in the G1-G5 sequence motifs that play a critical role in recognition and binding of guanine nucleotide. (B) Position of KRAS

residues (shown in green color) with more than 10 mutations in cBioPortal database are mapped on the tertiary structure of KRAS.GDP (PDB: 4EPV).
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Oncagens

Oncogene
Theory

T

l

KRAS Discovery Timeline

DNA Transfection to convert
normal cells to cancer cells

Kirsten Sarcoma Virus
identified as a sarcoma

inducing retrovirus

Fig. 1 Timeline of KRAS discovery
e

l

Oncogene
KRAS was
cloned

&

KRASmMt becomes
druggable

T

1967 1969 1972 /1982 /) 2004 // 2013 2019 //
v

KRASG12C,

trials

KRASG12D, and other
KRAS inhibitors in

I

2021 2022

KRASG12C inhibitors
in trials (Sotorasib,
Adagrasib)

U.S. FDA Approval of

TN «ras [T .,I;

L4

Activating mutations
of KRAS found in lung
cancer

KRASG12C inhibitor)

Sotorasib (1st

Australia:
TGA provisional approval
April 2022

Parikh et al.
Journal of Hematology & Oncology ~ (2022) 15:152
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TGA approval April 2022

What was approved Lumakras (sotorasib) was approved for the following therapeutic use:

SG12C mutated locally

Lumakras has provisional approval in Australia for the treatment of adult patients with KRA
advanced or metastatic non-small cell lung cancer (NSCLC) who have received at least one prior systemic therapy

for advanced disease.

The decision to approve this indication has been made on the basis of the objective response rate (ORR) and the
duration of response (DOR). Continued approval of this indication depends on the verification and description of

benefit in confirmatory trials.
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NCCN Guidelines Version 3.2024
Non-Small Cell Lung Cancer

KRAS G12C MUTATION""

FIRST-LINE THERAPYddd SUBSEQUENT THERAPYAd
Systemic Therapy,
PS 0-2—+ |Subsequent
Sotorasip999 [NSCL-K 4 of 5}
Progression—|or Progression
Adagrasib999 Best supportive care
. PS 3-4—+» [NCCN Guidelines for
Systemic Palliative Care
KRAS G12C thlfl:rlaﬁIF 1% Tumor
. -L1 21%
mutation | (NSCL-37) | " |cuatuation
* PD-L1 <1%
{NSEL-SB!G Sotorasib999
Progressian—»‘m
Adagrasib999
Response 4-6 Tumor
or stable cycles |—|response
i ege i
disease (total) evaluation Response Maintenance
or stable |—|therapy Progression
disease (NSCL-K 3 of 5)
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Direct attack on RAS Protelns

A RAS proteins lack a deep pocket to which small molecules could bind with high affinity.
A identified binding pocket in KRASG12E& covalent bonding

A drug preferentially interacts with GDR bound mutant KRAS

A although codon 12 mutations disable the activation of RAS GTPase, the basal GTPase activity of KRASG12C is sufficient to émabcleotide
cycling in cancer cells.

A F?TKS\ Feedback
-+ -
GEFs (SOS, etc.)
exchange
Lol i T KA o o
,-\,{ )‘ \-{‘ inhibitor i \‘;‘ )‘ > i;
GTPase
GAPs
5 FEBRUARY 2016 « VOL 351 ISSUE 6273 SCIENCE
‘Trapped’ GDP-bound GTP-bound :
inactive, non-cycling inactive, cycling active, cycling
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Figure S1. Co-crystal Structure of GDP-KRAS®'2¢ Bound by Sotorasib

Co-crystal structure of sotorasib bound to GDP-KRAS®'?C, confirming covalent bond formation between the acrylamide
warhead and C12 and illustrating non-covalent contacts between the isopropylpyridine substituent and the H95/Y96/Q99
cryptic pocket. H95 denotes amino acid of histidine at position 95 of KRAS®'?. Y96 denotes amino acid of tyrosine at
position 96 of KRAS®'?C. Q99 denotes amino acid of glutamine at position 99 of KRAS®'2¢. C12 denotes mutated cysteine at
position 12.

M ENGL ) MED 38313 MNEJM.ORG SEPTEMEER 24, 2020
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The NEW ENGLAN D

JOURNAL of MEDICINE

ESTABLISHED IN 1812 SEPTEMBER 24, 2020 VOL. 383 NO. 13

KRASS?¢ Inhibition with Sotorasib in Advanced Solid Tumors

D.S. Hong, M.G. Fakih, J.H. Strickler, J. Desai, G.A. Durm, G.I. Shapiro, G.S. Falchook, T J. Price, A. Sacher,

G SEPTEMBER 24, 2020
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N = 129, total patients enrolled

NSCLC, n=59

CRC,n=42

Other tumor types, n= 28
Pancreatic cancer, n=12 .- 180mg:N=6
Appendiceal cancer, n =4 + 360mg:N=27
Unknown primary cancer,n =2 « T20mg:N=1
Endometrial cancer, n =2 * 960mg:N =85
Ampullary cancer, n =1
Small bowel cancer, n=1
Sinonasal cancer, n = 1
Esophageal cancer, n=1
Bile duct cancer, n =1
Small cell lung cancer, n =1
Gastric cancer, n= 1
Melanoma, n=1

N = 129, all patients

n=107

» Discontinued treatment
Progressive disease: n= 91
Death: n=6
Adverse event: n = 4
Patient request: n =6

M EMNGL ] MED 38313 MEJM.ORG SEPTEMEER 24, 2020



A Change from Baseline in Tumor Burden

Best Percent Change from Baseline

60+

40-

20

0

20

—40+

—604

~80

~100-

PD pp

PD

5D 5D sp sp SO PD D

SD gp

Planned Dose: W 180mg [ 360mg [ 720mg M 960 mg

FR FR FR PR PR PR 5p
PR pr
PR

FR PR

PR

PR

PR

-120

l l I I I l l I I I I l I I I I I I I I
Patients with NSCLC Receiving Sotorasib

M ENGL) MED 383,13 MNEJM.ORG SEPTEMBER 24, 2020




C Progression-free Survival

1.0+
0.94
0.8
0.7
0.6
R e
0.4-
0.3
0.24
0.14
0.0

Median progression-free survival, 6.3 mo (95% Cl, 3.9-7.8)

Probability of No Progression

0 1 2 3 4 5 6 7 b3 9 10 11 12 13 14 15
Months

No. of Patients with 59 56 51 39 32 25 23 18 16 9 7 - 3 3 1 0
NSCLC at Risk

M ENGL) MED 383,13 MNEJM.ORG SEPTEMEER 24, 2020
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A. Best percent change in tumor burden among patients with colorectal cancer receiving sotorasib

80

PlannedDose [ 180 mg B 360 mg M 720 mg H 960 mg

60 -
PD PD

40

PD sp sD

SD SD SD SD SD SD SD SD SD PD

5ok &

Sum of Longest Diameters
(=]

Best Percent Change from Baseline in

3

—100 Patients with CRC receiving sotorasib

M EMNGL) MED 383,13 MNEJM.ORG SEPTEMEER 24, 2020
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ‘|

Adagrasib in Non—Small-Cell Lung Cancer
Harboring a KRAS®'*“ Mutation

Pasi A. Janne, M.D., Ph.D., Gregory . Riely, M.D., Ph.D.,

N ENGL ) MED 387;2 NEJM.ORG JULY 14, 2022
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The NEW ENGLAND JOURNAL of MEDICINE

|‘ ORIGINAL ARTICLE ‘|

Single-Agent Divarasib (GDC-6036) in Solid
Tumors with a KRAS G12C Mutation

Adrian Sacher, M.D., Patricia LoRusso, D.O., Manish R. Patel, M.D.,

N ENGL ) MED 3898 NEJM.ORG AUGUST 24, 2023
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Resistance to KRAS G12C inhibition
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Diverse alterations associated with
resistance to KRAS(G12C) inhibition

https://doi.org/10.1038/s41586-021-04065-2  Yulei Zhao''?, Yonina R. Murciano-Goroff*'°, Jenny Y. Xue'*'°, Agnes Ang*'°, Jessica Lucas',

Nature | Vol 599 | 25 November 2021
A 43 patients treated with the KRAS(G12C) inhibitosotorasib

A Multiple treatment - emergent alterations were observed across
27 patients, including alterations in KRAS, NRAS, BRAF,
EGFR, FGFR2, MYC and other genes.
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ad Cancer

Response I I IR RREREE i
CR/LTR

Sample IHINENENENIRINEREIERENER NI N ENETMNEEEMCANPNATODOEANOEONOEADNE

Grzc LI HiNnnunrrmnumaI nnunummnEmr it nnmmnnn
™3l N i i Iminmmnn | Ml 0 i mmnn
STK11 mnm 'l m uni Il HiN Hnn n mnn 1]
KEAP1 1] | | miftf HNEN N i n
2°RAS i n i 1 i1 1 1 | i1 i1l |
MYC 1 | . (] | 1l |
EGFR 1] i i 1 [l
PIK3CA M i mn N

FGFR2 I | I 1 I [
SMAD4 n_n il

PTCH1 | 1l 1l
APC 0 1 N
PTEN | [ | |
MET [ [ 0
CDKNZ2A/B il il
BRAF | | |
SMARCA4 | i1
RB1 [ 1]
NF1 00 [
IDH1/2 i
CTNNBT W Before
RICTOR | m After

Cancer type Response (%) CR/LTR Sample Types of alteration detected 0 40 80
NSCLC | Other | | False [ Before SNV [ Frameshift fHomDel [JMultiple || Ongoing Altered
CRC -100 0 100 True  JAfter [PSplice §Gain/Amp [ Nonsense flIntragenic samples
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Acquired Resistance to KRAS“'*“ Inhibition
in Cancer

M.M. Awad, S. Liu, I.I. Rybkin, K.C. Arbour, J. Dilly, V.W. Zhu, M.L. Johnson,
N ENGL ) MED 384;25 NEJM.ORG JUNE 24, 2021
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N ENGLJ MED 384;25 NEJM.ORG JUNE 24, 2021

A 38 patients after development of resistance toadagrasib:

A 27 with nonEsmall-cell lung cancer, 10 with colorectal cancer, and 1
with appendiceal cancer.

A Putative mechanisms of resistance toadagrasib were
detected in 17 patients (45% of the cohort)

A Acquired KRAS alterations included G12D/R/V/W, G13D, Q61H, R68S,
HI95D/Q/R, YO96C and highevel amplification of the KRASG12C
allele.

A Acquired bypass mechanisms of resistance included MET
amplification; activating mutations in NRAS, BRAF, MAP2K1, and
RET; oncogenic fusions involving ALK, RET, BRAF, RAF1, and FGFR3;
and loss- of-function mutations in NF1 and PTEN.

A two with lung adenocarcinoma: histologic transformation to
squamous cell carcinoma without identification of any other
resistance mechanisms
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Sample Type Histologic Features at Resistance KRASG12C at Resistance
M Tissue M Adenocarcinoma to squamous-cell carcinoma M Detected
E ctDNA [ Adenocarcinoma M Not detected

¥ Tissue and ctDNA [ Not assessed

Acquired RTK/RAS/MAPK/PI3K

Acquired KRAS Alterations Alterations

Type of Alteration
M Mutation

W Amplification

W Fusion

Acquired Gene
Fusions

Patient 1

o ww =

Patient 3

Patient 7

Patient 9

Patient 10

Patient 11

NSCLC

Patient 12

Patient 13

Patient 15

Patient 16
Patient 2
Patient 4

Patient 5

CRC

Patient 6

Patient 8

Patient 14

AC

Patient 17

N ENGL ) MED 384,25

NEJM.ORG JUNE 24,

Figure 3. Summary of Putative Mechanisms of Acquired Resistance to Adagrasib Treatment.
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NSCLC

CRC

AC

Sample Type
M Tissue
H ctDNA

Histologic Features at Resistance
I Adenocarcinoma to squamous-cell carcinoma
[ Adenocarcinoma

¥ Tissue and ctDNA [ Not assessed

Patient 1
Patient 3
Patient 7
Patient 9
Patient 10
Patient 11
Patient 12
Patient 13
Patient 15
Patient 16
Patient 2
Patient 4
Patient 5
Patient 6
Patient 8
Patient 14
Patient 17

KRASG12C 3t Resistance
M Detected
B Mot detected

Acquired RTK/RAS/MAPK/PI3K

Acquired KRAS Alterations

Alterations

Type of Alteration
M Mutation

W Amplification

W Fusion

Acquired Gene
Fusions

=

- KRAS amplification

=

N e oo b S A S S O W A A,
FEFLLESS L TIRSTTEIIETFSTLEISINE
SEIRIT VYR S0P F LTSI NI XL YR

FE IR I ST eI SEEES
{ L 't ) £} ‘ - A AL
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Yo EQ ¥ X
= . o
’\"‘r i
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‘-F- -
< X
-
N ENGLJ MED 384;25 NEJM.ORG JUNE 24,

Figure 3. Summary of Putative Mechanisms of Acquired Resistance to Adagrasib Treatment.
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NSCLC

Sample Type Histologic Features at Resistance KRASG12C at Resistance
M Tissue M Adenocarcinoma to squamous-cell carcinoma M Detected

E ctDNA 1 Adenocarcinoma M Not detected

¥ Tissue and ctDNA  [[] Not assessed

Patient 1
Patient 3
Patient 7
Patient 9
Patient 10
Patient 11
Patient 12
Patient 13
Patient 15

Acquired KRAS Alterations

Acquired RTK/RAS/MAPK/PI3K
Alterations

Type of Alteration
M Mutation

W Amplification

W Fusion

Acquired Gene
Fusions

-

acquire! a

ctivating mutations in KRAS occurring in
trans on a separate KRAS allele

H

P

- T
|
I
|

- m

Patient 16
Patient 2
Patient 4

Patient 5

CRC

Patient 6

Patient 8

Patient 14

Patient 17

AC

N ENGL ) MED 384,25

NEJM.ORG JUNE 24,

Figure 3. Summary of Putative Mechanisms of Acquired Resistance to Adagrasib Treatment.

2021

43



5/29/2024

NSCLC

CRC

AC

Sample Type
M Tissue I Adenocarcinoma
B ctDNA [0l Adenocarcinoma

¥ Tissue and ctDNA [ Not assessed

Acquired KRAS Alterations

Histologic Features at Resistance

KRASG12C 3t Resistance
M Detected
B Mot detected

to squamous-cell carcinoma

Acquired RTK/RAS/MAPK/PI3K
Alterations

Type of Alteration
M Mutation

W Amplification

W Fusion

Acquired Gene
Fusions

Patient 1
Patient 3
Patient 7
Patient 9
Patient 10

- —

-
secondary KRAIS mutations within the

adagrasib- binding pocket

Patient 11

Patient 12

Patient 13

Patient 15

Patient 16

Patient 2
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Clinical Acquired Resistance to KRASG12C P
Inhibition through a NoveLKRAS Switg h=11'

Pocket Mutation and Pa”lyclonal A 'r’attons
Converging on RA ,,,__';‘,,,.,MAPK Rea, tivations

Noritaka Tanaka?, Jessica J. Lin%; (fhendlLl1 Meagan B. Rya / Lesli A. Kiedrowski?,

AUGUST 2021 CANCER DISCOVERY | 1913
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Can efficacy of KRAS G12C inhibition
be predicted?
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Comutations and KRAS®!%¢ Inhibitor Efficacy
in Advanced NSCLC 2

Marcelo V. Negrao?, Haniel A. Araujo’, Giuseppe Lamberti?, Alissa J. Cooper?, Neal S. Akhave!, Teng Zhou,
1556 | CANCER DISCOVERY JULY 2023
A 424 patients from 21 centersin the United States and Europe

A NSCLC patients treated withsotorasib or adagrasib

A impact of genomic and clinical features on outcomes with
KRASG12Ci
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Comprehensive molecular profiling of

lung adenocarcinoma

The Cancer Genome Atlas Research Network*

5/29/2024

Proliferation, cell survival, translation

|

|

EGFR H ERBB2{ MET ALK RET ROS1
11% 3% 7% 1% <1% 2%
— 1 | ] | |
PTEN ¥ ¥
3% _ [Pikaca - NRAS
PIK3R1] L 4% “1%] —
0,
_<1% | ,l HRAS [ RIT7 11%
STK11 AKTT <1% J|_2%
17% 1% l
Jv J_ BRAF Per cent of cases (%)
AMPK TSC1/2 7% B T
l 50 0 100
Inactivated Activated
N ‘l MAP2K1 N S
= —» Activation — Inhibition
<1%
MTOR

KEAP1 uL3 MDM2 || ATM CCND1 CCNE1
19% ' 1% 8% 9% 4% 3%
NFE2L2 TP53 RB1
3% 46% 7%
Oxidative Proliferation, Cell cycle
stress response cell survival progression

lARIDTA ARID1B

Nucleosome
remodelling

9%
!

Histone
methylation

U2AF1 | |RBM10
4% 9%

RNA splicing /
processing

53



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ‘

Adagrasib with or without Cetuximab in
Colorectal Cancer with Mutated KRAS G12C

Rona Yaeger, M.D., Jared Weiss, M.D., Meredith S. Pelster, M.D.,

N ENGL ] MED 3881 NEJM.ORG JANUARY 5, 2023
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Next batter up! Targeting cancers with
KRAS-G12D mutations

Mara N. Zeissig @, 2 Lauren M. Ashwood @, % Olga Kondrashova @ ,%# and Kate D. Sutherland ® +2*

Trends in Cancer, November 2023, Vol. 9, No. 11
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Trends in Cancer, November 2023, Vol. 9, No. 11
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Pan-KRAS inhibitor disables oncogenic
signalling and tumour growth

Accepted: 24 April2023 Nature

https://doi.org/10.1038/s41586-023-06123-3  Dongsung Kim"%%, Lorenz Herdeis*®, Dorothea Rudolph®¢, Yulei Zhao', Jark Béttcher?,

A non-covalent inhibitor blocked nucleotide exchange to prevent the activation of wild
type KRAS and a broad range of KRAS mutants, including G12A/C/D/F/VIS, G13C/D,
V14l, L19F, Q22K, D33E, Q61H, K117N and A146V/T.

A inhibition of downstream signalling and proliferation was restricted to cancer cells
harbouring mutant KRAS, and drug treatment suppressed KRAS mutant tumour growth
In mice, without having a detrimental effect on animal weight.
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Concurrentinhibition of oncogenicand
wild-type RAS-GTP for cancer therapy

Accepted: 16 February 2024 Nature

https://doi.org/10.1038/s41586-024-07205-6  Matthew Holderfield', Bianca J. Lee', Jingjing Jiang', Aidan Tomlinson', Kyle J. Seamon’,
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By ThomasSplettstoesser(www.scistyle.com) - Own work, CC BYSA
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