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FLAURA is a Phase 3, Randomized, Double-Blind Trial in Patients
With Previously Unitreated EGFR Mutation-Positive Metastatic NSCLC

oA osimertinib, n=279
Patients (N=556) 80 mg/day '

* Metastatic NSCLC
« WHO PS 0/1

Maior Effi Out :
ajor Efficacy Outcome Patients in the

» Exon 19 deletion/L858R - * Progression-free survival$ comparator arm
mutation confirmed by local* e .- . Bl could cross over to
or centralt EGFR testing randomization Additional Efficacy Outcomes: TS A e

» No prior systemic * Overall response rate had confirmed

anticancer/
EGFR-TKI therapy

« Stable, asymptomatic CNS

metastases allowed Gefitinib (250 mg/day)
or

Erlotinib (150 mg/day) '

* Duration of response progression and

EGFR-TKI tested positive for
Comparator, n=277 * CNSresponse T790M

* Qverall survival

*No mandatory baseline CNS imaging

Soria JC et al. N Engl J Med. 2018; 378(2):113-125. Fku
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FLAURA:1st gen EGFR TKI vs Osimertinib

1.0
Hazard ratio, 0.80 (95.05% Cl, 0.64—1.00)
0.9- P=0.046
0.8
S o074
2
—
2 064
[}
g
O 0.5
s Osimertinib
£ 0.4
:é
2 Median Overall Survival
o 0.3+ A
& (95% Cl) Comparator EGFR-TKI
mo
0.2 . -
Osimertinib  38.6 (34.5-41.8)
Comparator 31.8 (26.6-36.0)
0.14 EGFR-TKI
00 1 | 1 | 1 | 1 1 | 1 | 1 1 1 1 1 1 |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Months since Randomization
No. at Risk
Osimertinib 279 276 270 254 245 236 217 204 193 180 166 153 138 123 8 S50 17 2 0

Comparator EGFR-TKI 277 263 252 239 219 205 182 165 148 138 131 121 110 101 72 40 17 2 0
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Immune and genomic landscape of NSCLC 2023

Driver negative: Driver positive:
o Nsc'-c the genomic pie (40%)

the immune pie (60%)

P - M

intermediate :
(1-49%) CIasswa(I)
EGFR T790M 12%
EGFR
atypicals (3%) NTRK mutant (1%)
‘ EGFR MET ex14 (3%)
Exon20 (2%) .
RET fusion (1%)
ALK fusion HER2 mutant
(4%) (3%) ’
- FAU B e M
Skoulidis and Heymach, Nat Rev Cancer 2019 MEDICIN % '0\ |_‘[!\u




The challenge: most studies focus on classical mutations (exon 19 deletion, L858R). But
there are more than 100 mutations we see in the clinic, most without approved TKls

ATO2T

E709A L858R
E709K L858R

E709 T710del nsD

E708A

E709A G718A
E700A G718S
E708K

E700 G718S

L718Q T790M

G718A
G719A D781Y

G712A LE8B1Q
G719A R776C

G719A T780M
G719A 57681
G719C s76sl1
G718S
G719S L8B1Q

G7198 57681

S720P

G724S

G724S Ex19del
G724S L858RI
G724S T780M
T725M

L718Q

L718Q Ex19del
L719Q L858R
L718V

L7128V ex18del
L718V L858R

AT501759del ins PN

Ex19del T790M
Ex19del T790M L7128V
Ex19del T700M G724S
E738K

E746 A750del AB47TT
E748 A750del RE75W

E748 T751del insV S7T68C

Ex19del C797S
Ex19del C766S
Ex19del L792H
Ex19del 78541

E740 A750del AB4TT
E740 A750del L41W
E740 A750del R451H

Ex19del E748 A750del
K754E

L747 E749del AT50P
L747 T751del LEB1Q
Ex19del T790M C797S
Ex19del T790M L702H

17400uplPVAK
D761N

T751 1758 delinsN
K757M L858R
K757R

L747 S752del A755D
L747FP

L747S

L747S L858R

L747S V744M
E709 T710del insD S22R
S752 1759del V7GOM

A767 V760dupASV

A767 S768insTLA

$768 D770dupSVD

S768 D770dupSVD L858Q
S768 D770dupSVD RE58H
S768 D770dupSVD V760M
V760 D770insASV

V769 D770insGSV

V789 D770insGVV

V789 D770insMASVD
D770 N771insNPG

D770 N771insSVD
D770del insGY

D770 N771 insG

D770 N771 insY H773Y
N771G

N771dupN

N771dupN G724S
N771 P772insHH

N771 P772insSVDNR
N771 P773insDNP
H773 V774 insNPH
N773 V774insAH
H773dupH

H774 C775insHV
V774 C775insPR
A783insFQEA
A783insLQEA

G778F
V788L
V760M
V774M
R776C
R776H

S76sl

S768I L855SR
s7eglLesiQ

S768I V7eoL
S768IV7T74M

H773R T760M

1744 E740del insMKK
L747 K745 delinsATSPE

ST784F
T7O0M

S811F

L858R T7O0M C797S Approved TKl
L858R T790M L718Q No Approved TKI

L858R T790M L718V
L833F

L833v

L858R

L858R A280V
L858R E700V
L858R L833F
L858R P100T
LE858R P848L
LE5ER R108K
LE858R R324H
L858R R324L
L858R S784F
L858R S784Y
L858R T725M
LE5E8R Va34L
Les1Q

LE81R
S76881 T790M

LES8R T790M V843l
LE858R T790M L762H
L858R T790M

L858R L782H
L858R T854S

LE858R C797S
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Can’t we just give everyone a third-generation
TKI like osimertinib?

Time to treatment failure on osimertinib

| mTTF
—— Classical EGFR (N=116)[ Undefined
—— Atypical EGFR (N=29) | 6.4
Hazard Ratio (log-Rank) = 3.02
Log-Rank (Mantel-Cox) test p <0.0001

—_
-
T

N
T

N
T

Percent survival
)
?

0 ' | ! | ' |
0 10 20 30

Time (Months)

Robichaux et al 2021 Nature

Q Significant heterogeneity in response
to osimertinib

0 One TKl unlikely to be optimal for
all mutations

O Not practical to do trials for >100
individual mutations

O No trials cover the unmet need of
large group of atypicals for which no
drugs are approved

O Are there more useful way for
classifying atypical EGFR mutations to
improve TKl selection?

FAU
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P-loop and a c-helix Compressing (PACC) mutations are predicted to the
impact ATP-binding pocket and have enhanced sensitivity for 2nd gen TKis

P-loop aC-helix
compressing

* Proximal to drug binding pocket

» Direct or indirect impact on drug binding
via moderate displacement of P-loop
and/or aC-helix

Robichaux et al 2021 Nature

EGFR G719S

PACC Ba/F3 cells

0.029
<0.0001

c 1,000, <0:29°15 005 0.031
G 100 i

o 10

'é 1

> 0.1

S 0.01

S 0.001

= 0.0001

 1st 2nd Ex20 3rd
gen gen active gen
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Patients with PACC mutations have prolonged TTF with 2nd
gen TKls compared to 1st or 3rd gen TKiIs—>

Time to Treatment Failure Time to Treatment Failure

100 PAGC mTTF HR (95% Cl) p-value
—_— — 1st Gen (N=17) | 10.0 1st Gen (N=17) 0.52 (0.21-1.26) ! PY ; NS
S  ond Gen (N=25) 21 '7 PACC [2nd Gen (N=25) 0.26 (0.09-0.79) | R , 0.0001
s 75" nd Gen (N=29)} 21. 3rd Gen (N=11) 1.00 (0.42-2.40) R S
5 _1“!.‘: 3rd Gen (N=11) | 4.1
2 50-
s 1st Gen (N=25) 1.29 (0.67-2.43) b NS
D non-
O
O 254
o

|l PACG |2nd Gen (N=13) 0.76 (0.34-1.71) —ef— NS
3rd Gen (N=18) 1.00 (0.49-2.05) ——
I—I 1 | 1 | 1 | I
0 . 005 04 02 04 08 16 32

0 10 20 30 40 30 60 < TTF on 3rd-genworse  TTF on 3r5r
Time (Months) gen better

Robichaux et al 2021 Nature

FAU

AAAAAAAAAAAAAAAAAAAAAAAA




Structure/function-based groups identifies larger subgroup of patients
who benefit from afatinib freatment than exon-based groups

Exon-based groups

Duration of Afatinib Treatment
median

o 100 —— Exon 18 (N=87) | 17.4
.5 25 — EXon T9(N=T19) | 120
e —— Exon 20 (n=195)| 6.4
5 50 —— Exon21(N=63) | g
5 Log-Rank (Mantel-Cox) p<0.0001
O
£ 25-
o
0 HLU T

| | 1 1 | ||
0 10 20 30 40 50 60 70
Months

Robichaux et al 2021 Nature

Percent of Patients

100

~
(@) ]
|

&)
o
|

N
(&)
1

o

Structure/function-based groups

Duration of Afatinib Treatment

median
—— Classical-Like (N=58)| 10.0
—— T790M-Like (N=68) 5.6
—— Ex20ins (N=76) 5.4
—— PACC (N=156) 17 1

| 1 "lﬂl_lu‘_:_% ll

0

1
10 20 30 40 50 60 70
Months
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Classical-like

+ Distal to drug binding pocket
* Modest to no impact on drug binding

P-loop aC-helix

T790M-like ]
. compressing

: - /
+ Atleast one mutation in hydrophobic core
+ Increased affinity for ATP compared to
classical-like mutations
» Two subgroups:
* T790M-like-3S
+ T790M-like-3R

* Proximal to drug binding pocket
+ Direct or indirect impact on drug binding
via moderate displacement of P-loop

and/or aC-helix

Exon 20 loop insertions

+ C-terminal loop of aC-helix
* Indirect and substantial impact on drug
binding (both P-loop and aC-helix)
» Two subgroups:
« Ex20ins-near loop (light red)
* Ex20ins- far loop (dark red)

Representative Mutations

La58R K754E T790M-3S T790M-3R Primary Acquired Ex20ins-NL Ex20ins-FL
Exon 19 deletions ~ T725M Classical/T790M Ex19del/T790M/L792H G719X C797S §768dupSVvD H773insNPH
S720P L833FNV G719X/T790M L858R/T790M/L718X S768| L792H A767dupASV H773dupH
L861Q/R AT763insFQEA L747_K745delinsATSPE ' Classical/T790M/C797S L747PIS G724S D770insNPG V774insAV
S811F AT763insLQEA S7681/T790M E709_T710del insD L718X D770del insGY V774insPR

V769L 18541
Drug Sensitivity/Selectivity
ettty T790M-3S T790M-3R Ex20ins-NL Ex20ins-FL
Third-generation Third-generation ‘ Second-generation Ex20ins-specific
Second-generation PKCi PKCi Second-generation A ;
First-generation ALKi ALKi First-generation Ex20ins-specific
Exon20ins-specific e . Third-generation Ex20ins-specific Second-generation
econd-generation £ . ) ) Third-generation Third-generation
Resistant First-generation S e Third-generation First-generation :

First-generation

Robichaux et al 2021 Nature

First-generation
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Resistance to 1L Osimertinib (FLAURA)

He et al. JO 2021

B First-line osimertinib (n=110)

C797S, 7-11% L7180

‘,// S768|

Ex20ins

v
SPTBN1-ALK

» Unknown mechanisms of resistance

= Acquired secondary EGFR mut
EGFR amp

«MET amp

*HER2 amp/mut

* KRAS amp/mut

- BRAF V600E mut

sMEK1 G128V mut

* PIK3CA mut

“PTEN Q171 mut

= Cell cycle gene alterations

* Oncogenic fusion

KRAS G12D/C

KRAS A146T

. PIK3CA E545K, 5%

“’ CCND1/2/3 amp

CDK4/6 amp
CCNE1 amp

FAU

MEDICINE

rrrrrrrrrrrrrrrrrrrrrrr



79&" 74W/

MIAM NG

Medicine & Developing Equity in Cancer Care

Novel Approaches in EGFR-Mutant Lung Cancer iy

APRIL 28 - 30, 2023

On-Target resistance Bypass resistance Histologic transformation

EGFR MET HER2 Small cell lung cancer: 5-15%

00000000000 00000000000 Ove rcoming
00000000 0000000000 Osimertinib
EGFR KD MET amp HER2 amp i
mutations 15% 2% resistance
10-25%
‘e797X N kras [ pikaca [l PN
e 0 2
| G796X 28%  411% TP53 mutations

(L178Q ! Fusions: 1-8% RB1 mutations
G724 | - ALK
/87681 | BRAF Apoptotic defects: BIM Deletion
"EGFRAmp | FGFR3 Epigenetic modifications
----------- ‘ i NTRK
i RET A. Passaro et al. Nature Cancer 2021

A. Leonetti et al. British Joumal of Cancer 2019
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C797S-Active Compounds in Development: Preclinical Data

BLU-945

BLU-701 X X .
BLU-525 X X .
BDTX-1535 X X .
THE-349 X X X
HO002 X X X
BAY X X
2927088

JIN-A02 X X X
BBT-176 X X X

Predicted Not Active

X X
X X
X X
X X
X X
X
X
X X
Predicted Active

Compound L858R | Del19/ | LB58R/ | Del19/ | L858R/ | Triple CNS?
T790M T790M C797S | C797S | Mutant

Uncommon

Ex20ins

Phase 1/2 (NCT04862780)

X Discontinued

X Preclinical

X Phase 1 (NCT05256290)
X Preclinical

X Phase 1/2 (NCT05552781)

Phase 1 (NCT05099172)

X Phase 1/2 (NCT05394831)

X Phase 1/2 (NCT04820023)

No available data

Shum et al, AACR 2022; Tavera-Mendoza et al ENA 2022 #177; Lucas et al. ENA 2022. Abstract #64; Zhang et eal. ENA 2022
#236; Siegel et al. ENA 2022 #17; Lim et al ESMO 2021, Yun et al ESMO 2022 #999P

Slide courtesy of Julia Rotow, MD
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BLU-945: Preliminary Efficacy Data
Monotherapy Cohorts, Top Dose Levels

5 EGFR C797S ctDNA CLEARANCE TUMOR SHRINKAGE
w o)
< ~
Sz - % Change Tumor Volume o
58
o3
sE o 0%
23 _ I I
59
-— O
[ =
gg %0 -20%
5 (o]
o
-100
Baseline EGFR  ex19del L858R ex19del L858R ex19del ex19del L858R L858R L858R L858R ex19del ex19del ex19del -400/0
mutational profile C797S* C797S* T790M C797S* T790M T790M T790M C797S* C797S* T790M T790M T790M T790M
(C1D1; FILCDx) Cc797s C797S C797S C797S C797S C797S* C797S* C797S
200mg BLU-945 BID = 250mg BLU-945 BID = 300mg BLU-945 BID -60% 200mg BLU-945 BID = 250mg BLU-945 BID = 300mg BLU-945 BID

Adapted from: Mar, B. Presenfed to EGFR Exon 20 Research Consortium
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Amivantamab + Lazertinib

EGFR/MET Bispecific +3'9 Gen EGFR TKI
CHRYSALIS-2

60 E Prior Therapy Groups

50 ' B Osimertinib - platinum-based chemotherapy (n=39)

40‘; 0 1s2m-generation EGFR TKI - osimertinib - platinum-based chemotherapy (n=67)
30 ‘ I Heavily pretreated or out of sequence (n=56)

BICR ORR (95% Cl)
21% (9-37)
36% (25-49)
39% (27-53)

INV ORR (95% Cl)
26% (13-42)
30% (19-42)
29% (17-42)

Best Change from Baseline in
SoD of Target Lesions (%)

BICR ORR 33%
PFS 5.1 months

Shu et al. ASCO 2022. #29006.; Bauml et al ASCO 2021 #9006

In CHRYSALIS-1, MET/EGFR IHC
score correlated with response
(n=20)

ORR 90% if
IHC+
ORR 10% if
IHC-

FAU
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Patritumab deruxtecan in EGFR-mutated NSCLC
with PD on Prior EGFR-TKI

Human anti-HER3 IgG1 mAb Deruxtecan

N (—
M Cysteine residue
Deruxtecan

Conjugation chemistry
Linked to cysteine residues of the antibody

cBOR + Ongoing
-------------------------------------- BCARMPR WSO MPD MNE  trealment ----=-=z=-c-comao o cec e mecacaca oo aaanaa

? 0 "
. -10 l
+ +

20 - +

-l +. +

-40 +

- R

e R

+
BRI g g 4 g 8
1 ( ? e T

+

Best change in SoD (BICR)
from baseline, %
8

2388

4

IVHG-NOV

R Payload (DXd) bitit LR i P iiiHiitiiiis
Patients treated with HER3-DXd 5.6 m/kg (n = 57) iy S oo £ g
1. Exatecan derivative 8 fd
Median (95% CI) PFS: 8.2 (4.4-8.3) months . -

I
adnnpy
NIV INI

E

Progression-free survival probability
9 ©.0:0 90 0.0 O
- N W s OO N ®©

o
1
4
1
1
4

o
w
a
©
-h
n
-
(4]
-a
@

Months
Neelsr &7 i85 8 1 10
P. Janne et al. Cancer Discovery 2022. FAU
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INSIGHT2: Tepotinib and Osimertinib

Key eligibility Primary endpoint: - -
« Locally advanced or metastatic NSCLC Tepotinib 500 mg QD + + ORR by IRC (patients with METamp
with activating EGFR mutation osimertinib 80 mg QD centrally confirmed by TBx FISH treated

» Acquired resistance to 1L osimertinib . .. . _
* METamp detected by central/ local iiEzemile s el

FISH testing (TBx) or central NGS . Secondary endpoints:

testing (LBx) . . .
« ECOGPSof0or1 - * ORR by IRC in patients with:
» Stable, treated brain metastases — Tepotlnlb monotherapy

— METamp centrally confirmed by TBx
allowed FISH treated with tepolinib

/Detectlon of METamp METamp detected in 153/425 (36%) of pre-screened po’riem
TBx FISH: LBx NGS:
ME Tam MET GCN 25 and/or and/or MET GCN 22.3;
deflnltlons MET/CEP7 22 Archer®

TBx FISH: METamp -ve TBxX FISH METamp +ve

n=106

(25%) LBx NGS
TBx FISH n=47
n=139 (11%)
MET GCN, 2.33; MET GCN, 17 4; (33%) J
MET/CEP7,0.96 MET/CEP7,7.35
Riess J. Texas Lung Conference, Austin, TX, March 2023. FAU s A B
MEDICINE : OI‘A .




INSIGHT 2: Osimertinib + Tepotinib for MET-amplified EGFRm NSCLC

Tumor shrinkage (IRC) in patients with METamp detected by central TBx FISH (N=48)t

100 -
e 80+ Best overall response
© 60 4 M Partial response
= % 1 Stable disease
2 & 40 -+ M Progressive disease
o2 Not evaluable
SE 201
2= 0
° g T BNy =
e ™ oMy A\ N
g g -20 BM BM BM %\
20 _gp. \§
i \
@D 60 .
5 BM
5 -804  METamp detection MET GCN
1 TBx FISH 5-<10
-100©  miBxNGS =10
METamp detection d o a =] . o = | | N . .
MET GCN H Bn *H N HEE B E EEEE HEE EE EEEN HEEE o.|

ORR 45.8%-56.5% osimertinib + tepotinib
ORR 8.3% tepotinib monotherapy
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EGFR + MET TKI Combinations
Osimertinib + Savolitinib for MET+ s/p

Osimertinib

TATTON Phase Ib
FISH MET/CEP7 2+ or MET

5x+; IHC 3+ in 50%+; NGS 5X
CNG)

ORR 30% post 3 gen

EGFR TKI

Osimertinib + Capmatinib for MET+ s/p NCT NCT052461399

Osimertinib

Sequist et al, Lancet Oncology, 2020; Ahn et al, IASLC 2022 EP08.01-140; McCoach et al J |

Oncol. 2021.

SAVANNAH Phase I

Definition MET+: IHC 50+ or FISH 5+ (62% Key Takeaways

screened) * Biomarker definition
Definition MET-high: IHC 90+/FISH 10+ (34% of MET hlgh
screened)
 What does that
ORR 49%, PFS 7.1 mo MET-high mean in the
ORR 9% if not MET-high patient?
 Tumor Heterogeneity
SAFFRON Phase Il and response
* Single agent MET TKI
likely unhelpful

GEOMETRY-E Phase llI
Randomized osimertinib + capmatinib

vs platinum doublet
NCT 04816214 - study enroliment
terminated

FAU
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Telisotuzumab vedotin + Osimertinib

MET-ADC + EGFR TKI

MET-overexpression: IHC 3+ in at 25% of tumor cells

= ' B 1.6 mg/kg Q2W
Q

@ I P 1.9 mgl/kg Q2W
- 0.3

s 5 I oo —y

™ -47 10.0 I I

m e .

=

P -30.9 32,0

3

i -44.0 462 _45.7

& -50.0 g g

© -9 -563.8 .556

€ -61.1 628

o L da B 4

= 77.3

o

B -100 -

Q o
2 100

Patients (N=19)

Goldman et al. ASCO 2022. #9013
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Novel Therapies Post-Osimertinib w MET as Target

Amivantanab +

Amivantanab + Lazertinb

PD Chemo
N=162

Teliso-V + Osimertinib
N=25

Osimertinib +
Savolitinib

Lazertinib

N =45
Trial CHRYSALIS
Target EGFR/MET
ORR 36%
(months) (95% CI: 5.3-NR)
mPF$S 4.9
(months) (95% ClI: 3.7-9.5)

Grade > 3 TRAE 16%

BC Cho et al. Presented at ASCQO 2021

CA Shu et al. Presented at ASCO 2022

L Sequist et al. Lancet Oncology 2020

JW Goldman et al. Presented at ASCQO 2022

CHRYSALIS-2

EGFR/MET

33%

9.6
(95% Cl: 7.0-NR)

5.1
(95% Cl: 4.2-6.9)

38%

TATTON (B1)

EGFR/MET MET Expression
30% 58%
7.9 Not reported

(95% Cl: 6.9-11.2)

54 Not reported
(95% CI: 4.1-8.0)

57% 32%

FAU
MEDICINE

FLORIDA ATLANTIC UNIVERSITY

OLA




Other Bypass Tracts That Are Potentially Actionable

Osimertinib + RET TKI in Acquired Resistance
Mediated by RET Fusion

Osimertinib + Alectinib Pralsetinib
6 months DoR B
Reports

ALK Fusions

Osimertinib + Trametinib
Response, D/C at S mo (Tox) Case
Report

BRAF Fusions

Osimertinib + Dabrafenib/Trametinib Selpercatinib
7-8 months DoR 5

Osimertinib+Vemurafenib
T
20 Objective Response n (%) 5 (50%)
I Partial Response* 5 (50%)
40 Stable Disease 3 (30%)

BRAF V600E

7+ months Do
Reports

Progressive Disease 2 (20%)

Jebbink et al. MA02.07. WCLC 2021; Schrock JTO 2018; Offin et al JCP Precis Oncol. 2018;
Ribero et al, npj precision oncology 2021; Huang et al JTO 2019; Sun et al Thorac Cancer
2022; Dagogo-Jack et al. JTO. 2019

J. Rotow et al. WCLC 2021 100
Z. Piotrowska et al. Cancer Discovery 2018.

Disease Control Rate n (%) 8 (80%)
Stable Disease :
- Progresslive Disease Median Depth of Response (%) -43%
W Partial Response * *One partial response unconfirmed

Best % Change in Target Lesions

One patient with clinical progression without radiographic evaluation not shown
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Overcoming Resistance in Earlier Stage Disease

UPDATED DFS IN THE OVERALL POPULATION (STAGE IB /11 / 1lIA DISEASE)

= - l Median DFS, months (95% CI)
0.9 l — Osimertinib (n=339)  65.8 (61.7, NC)
- | | 1(22.1, 35.
0.8 ! | 7% 28.1(22.1, 35.0)
0.7 - : I HR (95% Cl) 0.27 (0.21, 0.34)
> . ; ) : Maturity 45%:
% 0.6 — ! ! : osimertinib 28%, placebo 62%
1+ T 1 1
§ 0.5 55% ! : :
o | 1 | Yt
m 0.4 - : | |
Q ; I :
03— - I :
0.2 - : : :
0.1 - | E 5
0.0 1 T 1 i T i 1 i I 1 1 |
0 6 12 18 24 30 36 42 48 54 60 66 72
No. at risk Time from randomisation (months)
Osimertinib 339 316 307 289 278 270 249 201 139 73 33 5 0
Placebo 343 288 230 205 181 162 137 115 84 48 25 4 0
ARIS Mongress Median follow-up: osimertinib 44 2 months (range 0 to 69), placebo 27.7 months (range 0 to 70); DFS by investigator assessment; Tick marks indicate censored data
2022 Masahiro Tsuboi, MD tent of tf tat t responsibility of tt thor. F r | f
Cl, confidence interval; DFS, disease-free sunvival: HR. hazard ratio; NC. not cakulable
Tsuboi. ESMO Paris 2022 F,A-‘{’ 0 I. A
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Neoadjuvant Osimertinib in Stage I-llIA
NSCLC: Interim analysis of first 13 patients

el EGER Primary Endpoint:
tage I-llla - Surgical Resection . _1EO0

mutant NSCLC 0 MPR: ~15%
Pre-treatment ORIt Safety:

Biopsy 1-2 months

Secondary Efficacy:

80% LN downstaging (4/5)
46% ORR

0% PCR
DFS/OS: TBD

Exploratory:

RBM10 commutations
AT2 — diff
WNT/b-catenin activation
T-Cell infiltration

Blakely, IASLC WCLC, 2021 FAU
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Co-occurring RBM10 mutations correlate with lack of pathological response

MA 1A 1A 1IIA 1A 1B 1A 1IB IIA 1A 1A |A 1A Pre-treatment
Stage (AJCC V7)

'

=

(=]
1

B Ls58R

exon 19 del

A & N
I 37

Path RR:
69%

é} 3
(=]
1

Pathologic Regression (%)
S 3
1 1

& '
(=]
1

MPR:
15%

'

o

o
1

-100 T T T T T T T T T T T T T

Study ID: | 003 | 027 [ o028 | 025 | 017 | 010 | 023 | 029 | 008 | 009 | 016 | 005 | 021

EGFR“-W... - e

TP53 R21Q 1252 del P278S T253A
Fisher’s Exact Test:
RBM10 P=0.014
RB1

Collin Blakely, MD, PhD, UCSF, USA, @collin_blakely

Blakely, IASLC WCLC, 2021
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Covalent KRASG12€ |nhibitors: A Breakthrough in Targeted Cancer
Therapy:

A_ Sotorasib (AMG 51 0) M Progressive disease Il Stable disease W Partial response [l Complete response [l Could not be evaluated

801 ORR 37.1%, DCR 80.6%, mDoR 11.1m, mPFS 6.8m, mOS 12.5m

0 I"""I"JHI'p e
2 sl )
-601| FDA approved in May 2021 ||

Awad MM et al. N Engl J Med 2021 Jun24;384(25):2382-2393 Skoulidis F et al. N Engl J Med 2021 Jun 24,384(25):2371-2381

Best Percentage Change
from Baseline (%)
S
L

B. Adagrasib
(MRTX849) 01
- 20- ORR 42.9%, DCR 80%, mDoR 8.5m, mPFS 6.5m, mOS 12.6m

L

J
Patients with Measurable Disease at Baseline
Awad MM et al. N Engl J Med 2021 Jun24;384(25):2382-2393 Janne PA al. N Engl J Med 2022 Jul 14;387(2):120-131 (Epub 2022 June 3)

Responses: W Progressive disease Stable disease [l Partial response [l Complete response

.............................................

Percent Change from Baseline

FDA approved in December 2022

-804

-1004
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CodeBreaK200 : Phase Il RCT of Sotorasib vs Docetaxel in
previously tfreated advanced KRASG2C-mutant NSCLC

4 Key eliqibility criteria A\
+ Locally advancedunresectable or metastatic
KRAS G12C-mutated NSCLC
+ 21 prior treatment including platinum-based
chemotherapy and checkpoint inhibitor*
+ No active brain metastases |, Randomisation
+ ECOG performance status s 1 1AN=

Sotorasib 960 mg oral daily
N=171

Stratification factors Docetaxel 75 mg/m? IV Q3W
+ Prior lines of therapy (1 vs 2vs > 2) N=174
+ Race (Asian vs non-Asian)
\* History of CNS involvement (yes vs no) J

Per requlatory guidance, protocol was amended to reduce planned enrolment from 650 to ~330 patients, and
mmdmbmmmm.

Primary Endpoint: PFS by BICR
Secondary Endpoints: Efficacy (0S', ORR, DOR, TTR, DCR), safetyltolerability, PRO
ITT population analysis included all randomised patients

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

Johnson ML et al., ESMO Congress, 2022

ORR 28.1% (21.5, 35.4)
il DCR 82.5% (75.9, 87.8)
80<
g 601 Sotorasib (N = 158)*
% 40 Tumaour shrinkage in
§ 80.4% of patients.
20
1o
% -20
g 40
§ -o01
2 Confirmed BOR
-804 @CrR
@ PR
-100-

Johnson ML et al., ESMO Congress, 2022

ORR 13.2% (8.6,19.2)
DCR 60.3% (52.7, 67.7)

Docetaxel (N = 129)*

Tumour shrinkage n
62.8% of patients

!

D.

100+
Sotorasib 960 mg oral Docetaxel 75 mg/m’
daily (n=171) intravenous once every
3 weeks (n=174)
80+ e
HR (95% C1) 066 (051-0.86)
!_:; p value (one sided) p=0-0017
g 60+ Median progression-free 56(43-7-8) 4530-57)
§ survival, months (95% C1)
§ -
&
20 Median study follow-up: 177 months
~— Sotorasib group 12-month progression-free survival = 24.8% t
- } ++ T {
—— Docetaxel group 12-month progression-free survival = 10-1% :
0 T T T T ¥ L) L L L) 1
0 2 4 6 é 10 12 14 16 18 20 22 24
Noiabaratiii Time since randomisation (months)
(number censored)
Sotorasib group 171 (0) 139(9) 93(14)  63(4) 56(1) 38(3) 30(1) 24(2) 14(8) 6(4) 2(1) 1(1) 0(1)
Docetaxel group 174 (0) 93(39) 62(9) 36(12) 20(6) 10(1) 7(0) 5(2) 31 1(2) 1(0) 0(1)
de Langen AJ et al., Lancet. 2023 Mar 4;29(3):593-604. Epub 2023 Mar 16
Sotorasib 960 mg oral Docetaxel 75 mg/m’
daily (n=171) intravenous once every
3 weeks (n=174)
100 ~
Deaths, n (%) 109 (63.7%) 94 (54-0%)
HR (95% C1) 1.01(0-77-1-33)
80 \0\_\ p value (one sided) p=053
g Median overall survival, 10-6 (8.9-14.0) 113(9-0-14.9)
£ months (95% C1)
Z 60
E 40
Ht & P | H
H—
20
—— Sotorasib group
= Docetaxel group
0 T T T T T T T T T T 1
o 2 4 6 8 10 12 14 16 18 20 22 24 26

Number at risk Time since randomisation (months)

(number censored)

Sotorasib group 171(0) 162 (2) 137(2) 195(1) 98(3) 81(1) 73(0) 66(0) 56(6) 25(24) 15(8) 3(12) 03) %
Docetaxelgroup 174 (0)  135(20) 115(1) 103 (0) 90(1) 81(2) 65(4) 61(1) 44(11) 20(22) 7(11) 43) 13) o)

de Langen AJ et al., Lancet. 2023 Mar 4;29(3):593-604. Epub 2023 Mar 16
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Treatment-related Adverse Events

Sotorasib (CodeBreaK100)

Any TRAEs
Diarrhea
Nausea

ALT increase
AST increase
Fatigue

Vomiting

Treatment-Related Adverse Events
(TRAEs) Occurring in > 5%

Blood alkaline phosphatase increase

Maculopapular rash

Any Grade

N=126
n (%)

88 (69.8)
40 (31.7)
24 (19.0)
19 (15.1)
19 (15.1)
14 (11.1)
10 (7.9)
9(7.1)
7 (5.6)

Grade 3
N =126
n (%)

25 (19.8)
5 (4.0)
0
8 (6.3)
7 (5.6)
0
0
1(0.8)
0

+ 0.8% G4 TRAEs (pneumonitis and dyspnea). No G5 TRAEs
. Dose modification due to TRAEs in 22.2%

. Treatment discontinuation due to TRAEs in 7.1%

Warnings and Precautions

Hepatotoxicity

Interstitial Lung Disease/Pneumonitis

Skoulidis F et al., ASCO 2021

Adagrasib (KRYSTAL-1)

Adagrasib Monotherapy (N=116)
Capsule, Fasted

TRAES, n (%) Any Grade Grades 34
Any TRAEs 113 (97%) 50 (43%)

Most frequent TRAES?, n (%)
Diarrhea 3 (63%) 1(<1%)
Nausea 2 (62%) 5 (4%)
Vomiting 5 (47%) 1(<1%)
Fatigue 7 (41%) 5 (4%)
ALT increase 2 (28%) 5 (4%)
Blood creatinine increase 0 (26%) 1(<1%)
AST increase 9 (25%) 4 (3%)
Decreased appetite 28 (24%) 4 (3%)

. 2 G5 TRAEs (cardiac failure, pulmonary hemorrhage)

» Dose reduction due to TRAEs in 52% and interruption in 61%

. Treatment discontinuation due to TRAES in 7%

Warnings and Precautions

. Gl adverse reactions
*  QTc Interval Prolongation

»  Hepatotoxicity

Spira A etal, ASCO 2022

+ Interstitial Lung Disease/Pneumonitis
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Intfracranial activity of sotorasib in KRASG2¢-mutant NSCLC
with stable brain metastases (CodeBreaK100)
= Per central RANO BM review, 16/174 (9.2%) patients had baseline and 21 on-treatment evaluable

scans™:
» Nine patients had 1 lesion; 2 had 4 lesions; 5 had 2 5 lesions

Patients with Target and Non- Patients with only Non- All Patients with Evaluable
target CNS Lesions target CNS Lesions BM
Best Response by Sotorasib 960 mg Sotorasib 960 mg Sotorasib 960 mg
RANO, n (%) (n=3) (n=13) (N=16)t
Complete response 0 2(15) 2 (13)
Stable disease 1(33) 11 (85) 12 (795)
Progressive disease 2 (67) 0 2(13)

= Qverall, intracranial disease control was achieved in 14/16 patients (88%) with evaluable BM

*Forty patients were identified by investigator as having BM; 16 patients with evaluable BM were identified per central review.

™Nine patients had 1 lesion; 2 had 4 lesions; 5 had 2 5 lesions.
BM, brain metastases; CNS, central nervous system; RANO, Response Assessment in Neuro-Oncology.
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Intfracranial activity of adagrasib in KRASG2¢-mutant NSCLC

Best Overall

Response

brain mets

Overall
(n=33)*

Pationts with
Non-target
Lesions Only

Pationts with
Target Leslons

(n=19) (n=13)°

Previously treated and stable

Efficacy Outcome

Patients with Non-target

Lesions Only (n=4)

IC ORR, n (%) @ 4 (21%) 7 (54%)
Complete response S (15%) 4 (21%) 1(8%)
Partial response 6 (18%) 6 (46%)
Stable disease 17 (52%) 13 (68%) 4 (31%)

IC DCR, n (%) 28 (85%) 17 (89%) 11 (85%)

Spira A et al., ASCO 2022

Patients with Target

Overall (n=18)®

Lesions (n=15)*

Active, untreated
brain mets

Objective response rate, n (%) 2 (50%) 4(27%) 6 (32%)
Best overall response, n (%) S—
Complete response (CR) 2 (50%) 1(7%) 3(16%)
Partial response (PR) 0 3 (20%) 3 (16%)°
Stable disease (SD) 2 (50%) 8 (53%) 10 (53%)
Progressive disease (PD) 0 2 (13%) 2 (11%)
Not evaluable 0 1(7%)y 1(5%)
Disease control rate, n (%) 4 (100%) 12 (80%) 16 (84%)

Sabari J et al., ASCO 2022

» Objective IC responses were observed in 32% (95% ClI, 12.6-56.6)*

M Progressive Stable W Partial

disease disease response
o 404
£
F
S 20
e ./l
& 01
o
oo
£ 20
}------------S5E BN BN
T -404
o
? a5
£
2
E
=
=

-100-

-80-| Median IC DOR 11.2m (95% Cl, 3.0-NE)
Median IC PFS 5.4 m (95% Cl, 3.3-11.6)

Evaluable Patients

Janne PA al. N Engl J Med 2022

49 sO

60

Maximum % Change from Baseline
M

Median IC DOR NR (95% Cl, 4.1-NE)
Median IC PFS 4.2 m (95% Cl, 3.8-NE)

IC DCR was 84% (95% Cl, 60.4-96.6)
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Other off state-selective KRASG12C jnhibitors in clinical
development:

Best overall
response,

investigator NSCLC, n=20,
assessed peor n (%)
RECISTv1.1

PR (confirmed) 7(35.0)
SD 11(55.0)
PD 0

NE 2(10.0)
andumcontimedy 2450
ORR (confirmed) 7(35.0)

| KontRASt-01:JDQ443 |

All patients with

NCT04449874: GDC-6036

100 Confirmed ORR 57% (4/7)
in NSCLC at recommended dose 200 mg BID
“
2
k

g 8

Best percentage change from basedne (%)

Starting dose: 1 200 mg QO Il 400 mg QO [l 200 mg B0

# Dose mcrease 19 200 mg B0

g

Tan DSW et al., AACR 2022

8 S
e
3
=2

& 8 o 2

8 8

Boal Porcontage Chango from Basoboo (%)
=1 =

| NCT03600883: D-1553 |

«

Unconfirmed ORR: 53% (30/57 patients)
Confirmed ORR: 46% (26/57 patients)

8

Best SLD Change from Baselew (%)

g &8 8 8 8 o

Cose Lewi mg: %0 som-o‘e:w-m- 2 0000 0 400 * 0 80000 D0 HCE00 $00 400 1> 00 400 A00AI0AD0 . 400 1 (. 100 800 - WI0EDE . MDA 0 800 1 M0N0 EI0A0A00 400
Baseten 500 pow) 64 35 52 315122 75 41 300 8 46 47 T) 34 06 48 34 62 54 908104 00 907 36 00 75 66 11 53 22 102130 49 23 62 199 95 50 41 59 100 90 30 1 IV N2 N 1 &
Oy on Duwtmrt 19 38 92 34 40 91 il - ’-!-‘ TS A2 126 60 00 O 1o IRNRRTENEIN 1 o DOTETNNANNNN o N 72 DO 6 0 o I
AdveonDestment N N N N N N N N N Y N Y Y Y NNY Y Y WY YN Y YN Y YA YN L Y
8 of 57 patients ave not represented in waterfall plot, a1 discontinued before first tumor assessment and naT ongoing without first tumor assessment by CCOD. AX 8 patients treated with 400mg Q0.

Sacher A et al., ESMO 2022

NCT05009329: JAB-21822 (Glecirasib)

ORR 37.1% (at 600 mg BID)
DCR 90.3% (at 600 mg BID)

J""""‘u\mq

= llllllllllllll
p T SO0 00 04050 03050
SRS 00 Wit o
OT A SOA0M M g
ot pem
L

16000 *degBD #50mgQ0 W1NOngQD wE0mgB0

LuSetal, WCLC 2022

Deone (my
s0% 4 8 $00mg QD ® m‘ QD
" |8 $00mg BID _® 400mg TID

I ORR 56.3 (18/32);DCR 90.6% (29/32)

o% - —_ —_ ———— — — —
T T
10% 4 g » I
20% 4 ® B S O D ey |
w0 - -4 }of
< ™ -
40 P m m |
- " ™ ™ - »
>
"o
|
"=

b: one patient 800 mg QD and one patient 400 mg BID; c: confirmed PR

Best change from baselise in tanget lesiond )

LiJetal, ASCO 2022
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Impact of Key Co-mutations of Sotorasib and Adagrasib
Clinical Efficacy:

A.

80 -
70 4
60 -
50 4
40 -
30 -
20 -
10 4

0 -
STK11

KEAP1

Objective Response Rate - %

Sotorasib (CodeBreaK100)

MUT

MUT

WT

WT

MUT

WT

MUT

WT

Skoulidis F et al., ASCO 2021
Skoulidis F et al. N Engl J Med 2021 Jun 24;384(25):2371-2381

39%

41/104

All
evaluable

Adagrasib (KRYSTAL-1)

55.9%
1934

70 ~4 35.7% 44.0%
514 11728

Response Rate (%)

STK11MUT  STK11MUT  STK11WT  STK11WT
KEAP1MUT  KEAP1WT KEAP1TMUT  KEAP1WT

Adapted from Janne PA al. N Engl J Med 2022 Jul 14;387(2):120-131 (Epub 2022 June 3)

B “uh B
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FAU
MEDICINE

FLORIDA ATLANTIC UNIVERSITY




A

Emerging mechanisms of acquired resistance to KRAS p.G12C inhibitors

NSCLC

CRC

AC

Sample Type

MW Tissue

B ctDNA

Tissue and ctDNA

Patient
Patient
Patient 7
Patient 9
Patient 1

Patient 1
t t

Patient 16
Patient 2 |
Patient 4 |
Patient
Patient
Patient

Patient 14

Patient 17

Histologic Features at Resistance
M Adenocarcinoma to squamous-cell carcinoma
M Adenocarcinoma

Not assessed

W Detected
M Not detected

KRASGI2C at Resistance  Type of Alteration
B Mutation

W Amplification
W Fusion

Acquired RTK/RAS/MAPK/PI3K

Acquired Gene

Acquired KRAS Alterations Alterations Fusions

mm mm -
;;::;.::::;:;::i.
[
- oW
S ™ ——

"~ = Awad MM., N Engl J Med. 2021

K2y points:

Diverse mechanisms of acquired resistance

Multiple mechanisms may coexist in the same patient
(polyclonal res - convergent evolution)

Some mechanisms may be unique to certain
inhibitors {such as mutations involving H35)

In many cases no mechanisms has been identified

B.

Concer HINNNNNINNNNNNNNNNNNNNNN
Response MMM MBRENUMNMmM
CRATRHHHHNHNNNNNNNNNNN nn
Sample WITM MM IRAERE ORI IR0 nn
GzCELHMMI NNNNNNNLY HipunnNNNanLLm
3kl M L] B nn
STK11 1 |
KEAP1 (] ni
2°RAS I | B B |
MYC ]
EGFR n
PIK3CA n 1 n
FGFR2 [ I | 1 ] i
SMAD4 1] n n
PTCH1 1 "
APC i i
PTEN 1 n
MET 1 ] 1
CDKN2A/B
BRAF 1 1 ]
SMARCA4 ] i
RB1 ]
NF1 n
IDH1/2 1
CTNNB1
RICTOR 1

Cancer type Response, % CR/LTR Sample Types of alterations detected
INSCLC ‘Other 1 10 [IFaise [IBefore ISNV [Frame-shift IHomDel [IMultiple
CRC -100 0 100 |True lArer USplice 1Gain/Amp INonsense [ Intragenic

y 0
{1 Ongoing

= Before
" Afer

R IR
40 80
Altered

Zhao Y et al., Nature. 2021

Outstanding questions:
Full spectrum of primary and acquired resistance mechanisms

Is acquired resistance stochastic or predetermined?

Why do some patient develop 3 single and others multiple mechanisms?
Impact of DoR on patters of acquired resistance mechanisms?

Impact of comutations on patterns of acquired resistance.

Are secondary alterations at low MAF real drivers of resistance?
Strategies to forestall or overcome clinical resistance
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KRASC12C inhibitor phase IB/lIl combination protocols:

A.

B.

Sotorasib combinations

2L mono dose comparison e
2L mono v. docetaxel confirmatory o
1L mono STK11/PD-L1 neg biomarker (2]

Clonobnnes (1

PD-1 combo (1b)
PD-L1 combo (1b)
[ Chemocombo ()
1L Chemo combo in PD-L1 neg 3]

Panitumumab combo 1b)
Palbociclib combo (1b)

Tr | eormme
/3N

EGFRI

A D

SHP2i RevMed combo 1p)
SHP2i Novartis combo 1b)
$0$1 combo (1b)

Hofmann MH et al., Cancer Discov, 2022

Adagrasib combinations

Monotherapy

2L NSCLC
POC Combo: SHP2, SOS1,

CDK4/6, Pan-EGFR, EGFR

Monotherapy:
Adagrasib STK11 co-mutations

KRAS G12C 1LNSCLC and TPS <1%

Inhibitor

Combo: Pembrolizumab
(PD-1)

Combo:

2L CRC Cetuximab (EGFR)

3L+ CRC and Monotherapy
Pancreatic Combo: Cetuximab (EGFR)
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Sotorasib in combination with pembrolizumab or atezolizumab in advanced

KRASG12C.mutant NSCLC: CodeBreaK100/101

A.
CodeBreaK 100/101 Study Design

» Phase 1b multicenter, open-label studies

- Sotorasib* Sotorasib lead-in 21d or 42d
e e conbinatn 42 25
mutated NSCLC = 960 mg Atezolizumab
» Received (or refused) prior = 1200 mg Q3W
standard therapies ‘g, 720 mg (N =10)
« No prior KRASS'2C inhibitor £
« No active brain mets g 360 mo. " mm
4 umab
@ Zating 200 mg Q3W
120 mg (N =19

Atezolizumab
1200 mg Q3W
(N = 10)

OR
Pembrolizumab

200 mg Q3W
(N =19)

Concurrent treatment
(N = 29)

Primary endpoints: safety

Key secondary endpoints: ORR, DOR, DCR, PK

]

Snapshot: April 15, 2022

ORR 29% (95% Cl: 18,43)
DCR 83% (95% Cl: 71,91)
mDoR 17.9 months

* kkk hk Kk AAkhhkhhhh

O
$

* ok kAN

Change of Tumor Burden from Basline
in Sum of Longest Diameters (%)

ORR: 17/68 (29%; 95% CI: 18, 43)
DCR: 48/58 (83%; 95% CI: 71, 91)
Median depth of response*: 51%

“w | NG BRS¢

| TR R O B B R L A T B A T L PR B L L L

@ PR

Best overall response: @ CR
*Indicabies 10-prelreated patients

0 sD

LiB et al., WCLC 2022

T Lt s s . U PR

Safety Summary: Lead-in versus Concurrent

Sotorasib + Sotorasib + Sotorasib +

Atezolizumab Pembrolizumab | Pembrolizumab
Lead-In Lead-In Concurrent

(N=10) (N=19) (N=19)

Sotorasib +
Atezolizumab
Concurrent
(N=10)

TRAE, any grade, n (%) 10(100) 9(90) 15(79) 17(89)
Grade 3 3(30) 5(50) 10 (53) 14 (74)
Grade 4" 0 1(10) 0 1(5)

TRAE leading to sotorasib and/or IO discontinuation, n (%) 1(10) 5(50) 6(32) 10(53)

Median duration of sotorasib, months (min, max) 6.5(1,18) 44(1,14) 28(1,15) 49(2,30)

Median duration of combination, months (min, max)* 1.5(0, 18) 25(1,14) 0.7(1,15) 23(1,9)

Hepatotoxicity grade 2 3, median onset, days (range) 50 (28, 93) 67 (36, 147) 73 (45, 127) 51 (29, 190)

Hepatotoxicity with some KRAS%12¢ underscores need to
optimize schedule, dose and patient selection
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Adagrasib in combination with pembrolizumab in treatment-naive KRAS¢72C.mutated
NSCLC: KRYSTAL-7 phase 2 trial

A. B. ORR 49% (26/53)*, DCR 89% (47/53)
PD-L1 TPS 250% : 59% (13/22)

PD-L1 TPS 1-49% : 48% (10/21)

Coo g PD-L1 TPS<1% :30% (3/10)

KRYSTAL-7

Cohort 1a
a8ib 400 mg BID + pemt

Koy Eligibility Criteria e
Advanced, urvesectable of POALITH g
4 NSCLC wah
GO mt yed On

s0r-approved test

1o Systermic theragy for

anced/ metastatc

Cohort 2

Adagrasib 400 mg BID + permbrolizumat

C. D.

#Treatment ¢
Outcome Measures Treatment ongong ¢

Primary: ORR (RECIST 1.1)
Secondary: PFS, DOR. 1.year survival rate, OS, safety, PK

PD-L1 TPS <1% and 21%

*Confirmed response

Maximum % Change from Baseline

Clinical Activity Evaluable Patients

*Excludes 14 pts on study for <6 weeks (no post-baseline scan)
and 8 pts that discontinued prior to first scan,

-

Most Frequent TRAES Concurrent 400 mg BJD(::;;;)MMD + Pembrolizumab — = - e
TRAEs, % Any grade Grade 1 Grade 2 Grade 3 Grade 4 E =

Any TRAES 83% 15% 24% 40% 4%+ 2 ., =
Most frequent TRAEs®, % ; I p

Nausea 48% 24% 19% 5% 0% 2 -

Diarrhea 43% 33% % a% 0% 2 T - a

Vomiting 2% 13% 7eS 1% 0% & " - - °

ALT incroased 21% ™ ™ 8% 0% F e &

AST increased 21% ™% 5% % 0% é g3

Fatiguo 21% 9% 8% a% 0% < o

Decreased appetite 20% 1% % 0% 0% § > . = .

Amylase increased 16% 5% 1% 0% 0% £ =

> : B =
«  Thoro were no Grade 5 TRAEs .
=  Median time to onset for ALT increase and AST increase was 26 and 37 days, respectively; only 1 patient expenenced new = : e .
onset treatment-related ALT/AST increase after 3 months 3 S e

* TRAES led 1o adagrasidb dose reduction in 23/75 (31%) patients and 10 dose interruption in 31/75 (41%) patients ,: ,' ; .': ; 3'r 1'/
* TRAESs led to discontinuation of both drugs in 2/75 (3%) pationts and only pembroizumab in 2/75 (3%) patients Duration of Treatment, Months

Janne PA et al., ESMO Immuno-Oncology, 2022
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Emerging novel approaches to target KRAS-mutant tumors

RAS degraders
KRAS®¢ LC:2(PROTAC) Preclinicalstudies
KRAS KRAS™®, KRAS““ and KRAS™*  K21-5POP Precinical studies
it ey le G Pan-RAS RRSP-DT, Preclinical studies
RS l Adoptive el herapy
S 1%‘%’”"’? e e (RASO Soecic TCRs Clincaris(NCTO4146209
( ) , ﬁf&;ﬁ &:‘A‘sf:% | KRAS¢u0 Specific TCRs Precinical studies
AR 1620 €120 KRASE KRASE KRASE andKRASF VA 671V Clicalis NCTO348763)
= 1DQ443 (G12
leizo) e KRASF™ KRAS®" KRAS“®, KRAS™,  Mutant KRAS targeted long-peptide  Clinicalrals (NCT04117081)
- =Bl 1823911 (G12C) o0 Gk ‘
IAB2is2 C12G) KRAS"* or KRAS vaccine
MG : KRASE KRASE KRASE o KRAS@ /8 KRAS vaccine Clical i (NCTO3592889
 « JAB-22000 (G12D) 2
iz zsooeny ) Auw KRASE orKRAS ELk0022? Clical i (NCTO485301)
#_j vaccines KRAS siRNAs
. Eue{l\l”%;clmth and [ * mRNA-5671/Va41
o s O '_ * mDC3/8-KRAS Various mutant KRAS mRNAs Various nanoparticle-based Preclinical studies
technologies
~¥5resces KRASC mRNA iExosomes Clinical trials (NCT03608631)

Punekar SR et al., Nat Rev Clin Oncol 2022




Moving KRASG12C inhibitors to early-stage, surgically resectable NSCLC

A Phase Il Study of Neoadjuvant Sotorasib in Combination with Cisplatin or Carboplatin and Pemetrexed For Surgically Resectable Stage IIA-111B Non-Squamous Non-
Small Cell Lung Cancer With a KRAS p.G12C Mutation (NCT05118854)

. xns'pmzcmm = (N=24)
. Hsnsf:lunmmz, ap s
oes) Recruiting
*  Surgkal candidate
. PS04 | | sotorasib || Sotorasib | sotorasib | sotorasic | e End of ~ longterm
- I ~ |
v CID1 €201 €301 C4D1 3.6 weeks 30 (+7) days l
Brain MRI with L
. mr;:glhnh) ¢CT chest, ¢CT chest/abdomen
* Blood abdomen, PET/CT, ctDNA . HRH
et 7 Pl : F Skoulidis

Phase 2 Trial of Neoadjuvant KRAS G12C Directed Therapy With Adagrasib (MRTX849) With or Without Nivolumab in Resectable Non-Small Cell Lung Cancer
(Neo-KAN) (NCT05472623)

, Standard "
Neo-KAN C°"°'“‘ Adagrasib G00mg D pg *'E postoperative Not yet recruiting
therapy

Subject Eligibility 6 weeks
* Newly diagnosed,
treatment-naive NSCLC
* Resectable, stage IB-1IIA*
* KRASSIX mutation Adagrasib 400mg BID

Standard
postoperative

* ECOG 01 . Surgical

Nivolumab 240 mg resection

q2w x 3 doses ey PI n K Marrone F’A'\’U
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Conclusions

O For atypical EGFR mutations, a structure/function approach predicts drug response bette
than standard exon-based strategies

1-305-742-8214

4 The refined classification presented today may translate into an era of new studies and Y

new treatment options for atypical EGFR mutations
U Targeted therapy approaches can overcome Osimertinib resistance (in some instances)

0 Tumor heterogeneity may limit activity

U More work needs to be done regarding EGFR-TKI resistance in the neoadjuvant and
adjuvant setting

O Understanding mechanisms of de novo and acquired resistance to KRASC2C inhibitors.

O Optimal and tailored therapeutic combinations to enhance the efficacy of KRASC'2< inhibitors.
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Conclusions

AANRAANNANNNANNNANN

|mmuno’rhero pY. €)ragaraosantosmp
1-305-742-8214

O Clinical development of novel mutant-selective inhibitors (both G12C and non-G12C)
including RAS(ON) inhibitors.

O Clinical development of mutant-selective RAS(ON) and pan-RAS inhibitors.
0 Moving KRASI in the neoadjuvant setting.

O More questions than answers; important clinical frials ongoing for both EGFR & KRAS fields.
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