Ferdinandos Skoulidis, M.D., Ph.D

Associate Professor
Department of Thoracic/Head and Neck Medical Oncology
The University of Texas MD Anderson Cancer Center

April 1, 2023

Endorsed by Accredited by Presented by
}
AN
TASLC | INTERNATIONAL < ’-‘-‘“ 3
AAAAAAAAAAA L
TTTTTTTTTTT ‘ 4 MECM ®e%;/ Health
:ee@ NNNNNNNNNNNN Q TTTTTTTTTTTTTTTTTTTTTTTTTTTT .
Conquering Thoracic Cancers Worldwide L"e:rtiﬂg Aha! Moments In Healthcare




Covalent KRAS%2C inhibitors: a breakthrough in targeted cancer therapy
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% Change from Baseline in Sum of Diameters

CodeBreaK200 : Phase Ill RCT of sotorasib vs docetaxel in previously
treated advanced KRAS%2C-mutant NSCLC

B.

Key eligibility criteria B
+ Locally advanced/unresectable or metastatic
KRAS G12C-mutated NSCLC
+ 21 prior luding platinum-based
chemotherapy and checkpoint inhibitor*
+ No active brain metastases

+ ECOG performance status < 1

Sotorasib 960 mg oral daily
N=171

PRI

Randomisation
1:1 (N = 345)

Stratification factors
+ Prior lines of therapy (1vs 2 vs > 2)
+ Race (Asian vs non-Asian)
k‘ History of CNS involvement (yes vs no)

J

Per regulatory guidance, protocol was amended to reduce planned enrolment from 650 to ~330 patients, and
crossover from docetaxel to sotorasib was permitted.

Primary Endpoint: PFS by BICR
Secondary Endpoints: Efficacy (OS, 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)
DCR 82.5% (75.9, 87.8)

ORR 13.2% (8.6,19.2)
DCR 60.3% (52.7, 67.7)
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Sotorasib 960 mg oral Docetaxel 75 mg/m’*
daily (n=171) intravenous once every
——y 3 weeks (n=174)
80 o S ——
HR (95% CI) < 0-66 (0-51-0-86) >
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Sotorasib group 12-month progression-free survival =24-8% —+ 4
—— Docetaxel group 12-month progression-free survival =10-1% *
0 T T T T T t T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24
Nt at ik 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) 3(1) 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 —flg.
2 Deaths, n (%) 109 (63-.7%) 94 (54-0%)
g . HR (95% C1) 1-01(0-77-1-33)
80+ p value (one sided) p=0-53
Median overall survival 10-6 (8-9-14-0) 11-3(9-0-14.9)
months (95% C1)
60
g‘ 40 ; e
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204
Sotorasib group
—— Docetaxel group
o T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26
ittt Time since randomisation (months)
(number censored)
Sotorasib group 171(0) 162 (2) 137(2) 119(1) 98(3) 81(1) 73(0) 66 (0) 56 (6) 25(24) 15(8) 3(12) 0(3)
Docetaxel group 174 (0) 135 (20) 115(1) 103 (0) 90(1) 81(2) 65(4) 61(1) 44 (11) 20(22) 7(11) 4(3) 1(3) 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) Adagrasib (KRYSTAL-1)
Any Grade Grade 3 Adagrasib Monotherapy (N=116)
Treatment-Related Adverse Events N =126 N =126 Capsule, Fasted
1 H 0, 0, 0,
(TRAEs) Occurring in > 5% n (%) n (%) TRAES, n (%) Any Grade Grades 3—4
Any TRAEs 8 (69.8) 25 (19.8) Any TRAEs 113 (97%) 50 (43%)
Diarrhea 0(31.7) 5 (4.0) Most frequent TRAES?, n (%)
Nausea 4 (19.0) 0 Diarrhea 3 (63%) 1(<1%)
ALT increase 9 (15.1) 8 (6.3) Nausea 2 (62%) 5 (4%)
iti 0, 0,
AST increase 9 (15.1) 7 (5.6) Vomiting > (47%) 1(<1%)
) Fatigue 7 (41%) 5 (4%)
Fatigue 4(11.1) 0 .
ALT increase 2 (28%) 5 (4%)
i MREES) L Blood creatinine increase 0 (26%) 1(<1%)
Blood alkaline phosphatase increase 9(7.1) 1(0.8) AST increase 29 (25%) 4 (3%)
Maculopapular rash 7 (5.6) 0 Decreased appetite 8 (24%) 4 (3%)
* 0.8% G4 TRAEs (pneumonitis and dyspnea). No G5 TRAEs . 2 G5 TRAEs (cardiac failure, pulmonary hemorrhage)
*  Dose modification due to TRAES in 22.2% «  Dose reduction due to TRAEs in 52% and interruption in 61%
. Treatment discontinuation due to TRAEs in 7.1%  Skoulidis F et al., ASCO 2021 . Treatment discontinuation due to TRAEs in 7% Spira A et al., ASCO 2022
Warnings and Precautions Warnings and Precautions
*  Hepatotoxicity * Gl adverse reactions
* Interstitial Lung Disease/Pneumonitis *  QTc Interval Prolongation

*  Hepatotoxicity
* Interstitial Lung Disease/Pneumonitis
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Intracranial activity of sotorasib in KRAS%2C-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 = 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 (75)
Progressive disease 2 (67) 0 2(13)

= Overall, 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.
TNine patients had 1 lesion; 2 had 4 lesions; 5 had = 5 lesions.
BM, brain metastases; CNS, central nervous system; RANO, Response Assessment in Neuro-Oncology.
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Intracranial activity of adagrasib in KRAS%2C-mutant NSCLC

2 M Progressive Stable M Partial W Complete
-8 disease disease response response
Patients with 40—

+— @

0 Best Overall Non-target T‘;‘:“:tnii:lf::s £

© Response Lesions Only 9 = z 20

C wn (n=19) (n=13) =

T g e ./l

o IC ORR, n (%) 4 (21%) 7 (54%) & 0

o E &

"(-6 E Complete response S (15%) 4 (21%) 1(8%) _‘z‘ ~20=1

v ‘© " e - - & N 8 & § E B
— . sad T 404

+ O Partial response 6 (18%) - 6 (46%) 3

= € g0

g Stable disease 17 (52%) 13 (68%) 4 (31%) £

) PRS— o e s S £ 50| Median IC DOR 11.2m (95% Cl, 3.0-NE)
- — . n o > -

> . - . = .| Median ICPFS 5.4 m (95% Cl, 3.3-11.6)
v A

o

Spira A et al., ASCO 2022

Evaluable Patients

Janne PA al. N Engl J Med 2022

Patients with Non-target Patients with Target @
Efficacy Outcome Overall (n=19)® £
Lesions Only (n=4) Lesions (n=15)* 5
©
Q Objective response rate, n (%) 2 (50%) 4(27%) 6 (32%) E
= n — ——— —— N 7 &
8 'E; Best overall response, n (%) §
L o
-+~ E Complete response (CR) 2 (50%) 1(7%) 3 (16%) ]
(o ®
e ,S Partial response (PR) 0 3 (20%)° 3 (16%)° é
-~ (@© %
QL &~ Stable disease (SD) 2 (50%) 8 (53%) 10 (53%) 2 -
S QO o Median IC DOR NR (95% Cl, 4.1-NE)
e Progressive disease (PD) 0 2 (13%) 2 (11%) = SD SD PD CR
= Median IC PFS 4.2 m (95% Cl, 3.8-NE)
< Not evaluable 0 1(7%) 1(5%)¢
. . . H (1(/ 50/ L2 a
Disease control rate, n (%) 4(100%) 12 (80%) 16 (84%) Objective IC responses were observed in 32% (95% CI, 12.6-56.6)

* IC DCR was 84% (95% ClI, 60.4-96.6)

Sabari J et al., ASCO 2022
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Other off state-selective KRAS%12C jnhibitors in clinical development

KontRASt-01: JDQ443 NCT04449874: GDC-6036
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Barriers to the efficacy of KRAS G12Ci monotherapy :
pervasive molecular diversity and variable oncogenic addiction
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©® KRAS-KRAS
KRAS-NRAS
KRAS-HRAS

N=301, ~3% of
KRAS-mutant
tumors

Zhao Y et al., Nature, 2021

Ferdinandos Skoulidis, MD, PhD, The University of Texas MD Anderson Cancer Center
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Barriers to the efficacy of inactive state-selective KRAS G12Ci : rapid
molecular adaptation

A. Synthesis of new KRASG12€ protein B. Increased RTK drive C. KRASG12C gmplification
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Xue JY et al., Nature, 2020 Yaeger R et al., Cancer Discov, 2023
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Molecular determinants/predictors of KRAS G12Ci efficacy

A. B. Additional co-alterations

Associated with early progression

» KRAS/NRAS/HRAS co-alterations
> A oS manT S aled with dursbl benef
» 7 Other co-mutations 2 . . .
O e Non-tumor cell-intrinsic effects
PFS 2 6 months PFS < 3 months
Immune TME-related
4.0
KEAP1 @ Non-immune TME-related
(i.e., trophic signals, angiogenesis, stroma)
S 30
S CDKN2A @ il
:'D 0 SMARCA4 KRASS22C target engagement/nucleotide cycling
3 STK11 @ and/or
[ /| KRASb ignali
CDKN2AMUT No N ypass signaling
1.0 (@) n-genomic, / Adaptation propensity
© o tumor cell-
O intrinsi KRAS dependence/addiction
@® mntrinsic
0.0 QDo mechanisms Epigenetic landscape
-4 3 2 -1 0 1 2 3 4 Cell state/Lineage
Log2 Odds Ratio

Other effects
Negrao MV et al., Cancer Discovery, in press

Urgent need to understand and chart mechanisms and determinants of primary resistance and adaptation to KRASI
using model systems and clinical specimens
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Impact of key co-mutations of sotorasib and adagrasib clinical efficacy

>

Sotorasib (CodeBreaK100)

Objective Response Rate - %

STK11 MUT MUT WT WT
KEAP1 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
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39%

41/104

All
evaluable

Response Rate (%)

Adagrasib (KRYSTAL-1)

55.9%
19/34

70 35.7% 44.0%

514 1125

14.3%
117

STK11MUT  STK11MUT  STK11WT  STK11WT
KEAP1MUT  KEAP1WT KEAP1MUT KEAP1WT

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

Emerging mechanisms of acquired resistance to KRAS p.G12C inhibitors
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< Key points:

« Diverse mechanisms of acquired resistance

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

+ Some mechanisms may be unigue to certain
inhibitors {such as mutations involving Ha5)

* In many cases no mechanisms has been identified

Qutstanding questions:

Full spectrum of primary and acquired resistance mechanisms

Is acquired resistance stochastic or predetermined?

Why do some patient develop a 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 rezl drivers of resistance?
Strategies to forestall or overcome clinical resistance
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Non-genetic mechanisms of resistance to G12Ci

Significant Pathway Enrichment

ey
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Tsai YS, J Clin Invest, 2022
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KRASGS12C inhibitor phase IB/Il combination protocols

Sotorasib combinations

RAFi —|f° ?
MEKi —|’® {.:g‘. T

2L mono dose comparison O
e, 2L mono v. docetaxel confirmatory 9
1L mono STK11/PD-L1 neg biomarker (2]

Clonobmnmes (1

PD-1 combo (1b
PD1 Combo PD.L1 combo @

Chemocomo (1
Chemo Combo
1L Chemo combo in PD-L1 neg ]

eammaconbo (1
rabocibconbo (13
o Conte - T
SHpNomtiscombo (i
Csostoome (i}

Corporate Update ESMO 2022, Amgen

Adagrasib combinations

Monotherapy

2L NSCLC
POC Combo: SHP2, SOS1,
CDK4/6, Pan-EGFR, EGFR
Monotherapy:
Adagrasib STK11 co-mutations
KRA§ {5120 ILNSCLC and TPS <1%
Inhibitor
Combo: Pembrolizumab
(PD-1)
Combo:
Ll Cetuximab (EGFR)
3L+ CRC and Monotherapy
Pancreatic Combo: Cetuximab (EGFR)
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Addition of cetuximab significantly increases the ORR to adagrasib in

previously treated KRAS%'2C-mutated metastatic CRC

A.

Adagrasib

Maximum Change (%)

Adagrasib+Cetuximab
Maximum Change (%)

Yaeger R et al,,

M Partial response Stable disease  [Ml Progressive disease

40+

20

|
204
—404

ORR 19% (8-33), DCR 86%
-604  mDoR 4.3m (2.3-8.3), mPFS 5.6m (4.1-8.3)

—$0- Evaluable Patients
M Partial response Stable disease
20+
0
_20_.
—404
—60-
ORR 46% (28-66), DCR 100%
-804 mDoR 7.6m (5.7-NE), mPFS 6.9m (5.4-8.1)
Baad Evaluable Patients
NEJM, 2023
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B.

Adverse Event

Adagrasib Monotherapy (N =44)

Any Grade Grade 1 Grade 2 Grade 3 Grade 4
number of patients (percent)
Any event 41 (93) 10 (23) 16 (36) 13 (30) 2(5)
Leading to dose discontinuation 0 — — —
Leading to dose interruption 20 (45) — — — -
Leading to dose reduction 17 (39) — — — -
Most frequent eventst
Diarrhea 29 (66) 16 (36) 10 (23) 3(7) 0
Nausea 25 (57) 15 (34) 10 (23) 0 0
Vomiting 20 (45) 12 (27) 8 (18) 0 0
Fatigue 20 (45) 11 (25) 7 (16) 2 (5) 0
Anemia 7 (16) 2(5) 1(2) 4(9 0
Prolonged QT interval on ECG 7 (16) 2(5) 3(7) 2(5) 0
Peripheral edema 7 (16) 6 (14) 1(2) 0 0
Decreased appetite 8 (18) 4(9) 4(9) 0 0
Increased ALT 5(11) 3(7) 0 2(5) 0
Increased AST 5(11) 3(7) 0 2(5) 0
Adagrasib plus Cetuximab (N=32)

Any event 32 (100) 5 (16) 22 (69) 3 (9) 2 (6)
Leading to dose discontinuation

Adagrasib o — — — —

Cetuximab 5 (16) — — — —
Leading to dose interruption

Adagrasib 14 (44) — — — _

Cetuximab 10 (31) — — - —
Leading to dose reduction

Adagrasib 10 31) — - - —

Cetuximab 1(3) — — — _
Most frequent events
Nausea 20 (62) 13 (41) 7 (22) o o
Diarrhea 18 (56) 11 (34) 6 (19) 1(3) o
Vomiting 17 (53) 13 (41) 4 (12) o o
Dermatitis acneiform 15 (47) 11 (34) 3(9) 13) o
Fatigue 15 (47) 8 (25) 7 (22) o o
Dry skin 13 (41) 11 (34) 2 (6) o o
Headache 10 (31) 7 (22) 3(9) o o
Dizziness 8 (25) 4(12) 4 (12) o o
Maculopapular rash 8 (25) 7 (22) 1(3) o o
Stomatitis 7 (22) 5 (16) 13) 13) o
Dyspepsia 6 (19) 4 (12) 2 (6) o o
Hypomagnesemia 6 (19) 3 (9) 3 (9) o o
Infusion-related reaction 6 (19) 1(3) 4 (12) o 13)

Speaker: Ferdinandos Skoulidis, MD, PhD, The University of Texas MD Anderson Cancer Center
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Sotorasib and RMC-4630 (SHP2i) combination shows preliminary activity in
KRASG12C jnhibitor-naive NSCLC patients

CodeBreaK101 Subprotocol C NSCLC patients
* Phase 1b multicenter, open-label study (NCT04185883); data cutoff: April 11, 2022 [ Sotorasib 960 mg + RMC-4630 100mg [l Sotorasib 960 mg + RMC-4630 200 mg
Screening/Enroliment > m‘y" Dose Exploration [ Sotorasib 960 mg + RMC-4630 140 mg
0 G12Ci_n 2} o
Key eligibility criteria® Sotorasib (960 mg PO daily) + RMC-4630 (PO) at: 60 PD SRR 50/: (KRAS Glzc:’lalYe), 27/: (a" pts)
+ Locally advanced or metastatic g o 40 o0 DCR 100% (KRAS -nalve), 64% (aII pts)
KRAS p.G12C solid tumors 200 mg at days 1 and 2 Q7D E 3
+ Prior anti-PD(L)1 and/or 3 ‘g
platinum-based chemo and 140 mg at days 1and 2 Q7D ES
targeted therapy (NSCLC) .9_ o
* Allowed prior KRAS®'2C inhibitor 100 mg starting dose at days 1 and 2 or days 1 and 4 Q7D g 2
53
Primary endpoints: Safety Secondary endpoints 0L
» Dose-limiting toxicities » Pharmacokinetics R Q G12C
» TRAEs and TEAEs » ORR, DOR, TTR, PFS, DCR, duration of stable ~100 ::;Z‘{;::;KRAS -
» Changes in vital signs, ECGs, and clinical laboratory tests disease per RECIST v1.1, 0S Pationt
atients

A study is underway (NCT05054725) to further define efficacy and safety of
this combination in patients with mNSCLC who are KRAS®'2C inhibitor-naive

(WCLC 2022 e-poster #EP08.02-111)

Falchook GS et al., WCLC 2022
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Rationale for combining KRAS%12C jnhibitors with anti-PD-(L)1

A. BALB/c immune-deficient mice || C57BL/6 immune-competent mice C. Vehicle e AMG.510- -
sotorasib 200 mg/kg sotorasib 200 mg/kg - 2% A
- 249
800, , S
& - 5
e £ c— FE
: E 6001 , TR AP
E Y Anti-PD-1 -~ Combination
e E 200 TR R TR ~ N
= \ ’ ,,. s © : .
— o > &
04 g .

B. Vehicle Sotorasib Anti-PD-1 Sotorasib+ anti-PD1

< 800 1" 800 &~ 800 800 |

‘E‘ | - J

< 600 / 600 £ 600 600 /

£ 2 ”

2 400 400 3 400 400 /

> e

3 200 200 3 200 200 /

g E v

- —— v s— : = O - 0 ]
15 25 35 45 55125154 15 25 35 45 5512515« 15 25 35 45 55125154 15 25 35 45 55125154

Time (days) Time (days) Time (days) Time (days)

Canon J et al.

14 16 18 20 22 24 26 28 30 32 34
Days after CT-26 KRAS p.G12C injection

, Nature, 2019
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Do all patients benefit from combinations of KRASi+aPD-(L)1?

A. Low intrinsic immunogenicity High intrinsic immunogenicity
LL ANRA KPARG12¢
eoco e o KPB6612¢
o s : o , ‘ 100
£ . B B C:g\:(ja; ~— Control _‘|3
4 - q ; s i PD-1 .
g ’E » : B S | 3 |4 — MRTX1257 '
2 g ' | | T e 50| h — MRTXPD1
5 * ® am a |
2 ; S !
- 0 = |
0 i 1 0 ]ﬁk
o 20 40 60 80 100 0 20 40 60 80
MRTX MRTX+PD1 Days Day post-treatment
Mugarza E et al., Science Advances, 2022
B. STK11/LKB1 deficient K¢12¢[2A model C: STK11/LKB1 deficient K¢12¢[2A model
& et e bk R v
& ¢ 2 - s g 1000 -o- Vehicle
o~ B = o Loor £
:% g ) % 80+ . =g - PD-1
& il - § 5 5l g -4 Sotorasib
wn — -~ Jw Y
&8 - S+ o PO S 500 ¥~ Sotorasib + PDI
oo o [3) 8 O 404 = P
$o = 535 =
s 2 204 =
3 == * e 8 - &
o 0- T T o 1
Vehicle Sotorasib Vehicle Sotorasib

Skoulidis lab, unpublished data

INTERNATIONAL
ASSOCIATION
FOR THE STUDY

@TLCconference #TexasLung23




Sotorasib in combination with pembrolizumab or atezolizumab in advanced
KRASC2C.mutant NSCLC: CodeBreaK100/101

B.
Safety Summary: Lead-in versus Concurrent

Sotorasib +

A.
CodeBreaK 100/101 Study Design

» Phase 1b multicenter, open-label studies

Sotorasib* Concurrent treatment
(oral daily) at: (N = 29)

960 mg Atezolizumab

Sotorasib +
Pembrolizumab

Key Eligibility
» Advanced KRAS p.G12C-
mutated NSCLC

Atezolizumab

Concurrent Concurrent

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

-100 LSS A B B B S S B B B B B R B B B B B B B S S S S S B e S S S S S S S B S S S e S S e e e e

=
@
s
» Received (or refused) prior g 1200 mg Q3W (N=10) (N=19)
B > G (N=10) TRAE, any grade, n (%) 10 (100) 9(90) 15(79) 17(89)
‘Noecivebranmetz [ somg ¥ OR OR Grade 3 3(30) 5(50) 10 (53) 14 (74)
2 240 m Pembrolizumab Grade 4" 0 1(10) 0 1(5)
3 0 200 mg Q3W _ _ S ,
120 mg (N =19) TRAE leading to sotorasib and/or IO discontinuation, n (%) 1(10) 5(50) 6(32) 10(53)
Primary endpoints: safety Median duration of sotorasib, months (min, max) 6.5(1,18) 44(1,14) 28(1,15) 4.9(2,30)
Key secondary endpoints: ORR, DOR, DCR, PK Median duration of combination, months (min, max)* 1.5(0, 18) 25(1,14) 0.7 (1,15) 23(1,9)
Snapshot: April 15, 2022 Hepatotoxicity grade 2 3, median onset, days (range) 50 (28, 93) 67 (36, 147) 73 (45, 127) 51(29, 190)
C ORR 29% (95% Cl: 18,43)
. 40+
. DCR 83% (95% Cl: 71,91)
2_ ™||l«, mDoR 17.9 months
g *
4] . . . .
ef ACCCRETEE B Tl Hepatotoxicity with some KRAS®1%¢ underscores need to
SE . . .
§3 2 optimize schedule, dose and patient selection
3%
e
52 40
ES
=%
SE o
o

Best overall response: B3 CR B PR = sD —J PD

*Indicaties 10-pretreated patients

Li B et al., WCLC 2022
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Adagrasib in combination with pembrolizumab in treatment-naive
KRASS%2C.mutated NSCLC: KRYSTAL-7 phase 2 trial

A B. ORR 49% (26/53)*, DCR 89% (47/53)

PD-L1 TPS 250% :59% (13/22)

o KRYSTAL-7 e PD-L1 TPS 1-49% : 48% (10/21
3 £ 2
i 0 Copo o PD-L1 TPS<1% :30% (3/10)
Al Cohort 1a g »
- Key Eligibility Criteria BBl Adagrasib 400 mg BID + pembrolizumab m 0 B
- | [—— :
metastatic NSCLC with L Cohort 1b o -20-
\O KRASS12C mutation based on Adagrasib 600 mg BID = N
0(—1 sponsor-approved test P I A ol u
No prior systemic therapy for 4
Y herapy f & 40
locally advanced/metastatic g ¢ é £
v disease conon s y SEdb o ‘
(o No active brain metastases R L Adagrasib 400 mg BID + pembrolizumab 5 -60— TELL & & ;’C yy ;
P ) ¢
j S g0 W TPS <1% :
#Treatment 0ing
D. Outcome Measures g B TPS 1-4%% reatment ongoing
Primary: ORR (RECIST 1.1) 100 “Canfirmad menonea
a. Secondary: PFS, DOR, 1-year survival rate, OS, safety, PK g B TPS 250% Confirmed response
X
o
Mirati Therapeutics Corporate Presentation September 2022 E - B )
Clinical Activity Evaluable Patients
C D *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 BID A_dagras-b + Pembrolizumab = o -
(n=75) - -
=
TRAEs, % Any grade Grade 1 Grade 2 Grade 3 Grade 4 % e - -
Any TRAES 83 15% 24% 40% 4% % ﬁ 0, =
Most frequent TRAES®, % : =. —
Nausea 48% 19% 5% 0% é 2 T ™
Diarrhea 43 5% 0% 'r":u - -
Vomiting 24% 9% 0% @ " g N .
ALT increased 219 7 7% 8% 0% 2 . - A First respor
AST increased 21 7 5% 9% 0% 2 U= P
Fatigue 219 9 8% 49 0% < o w* -
. . . A a -
Decreased appetite 20 1" 9% 0% 0% o - . .
Amylase increased 16 5 115 0% 09 £ = .
o - .
There were no Grade 5 TRAEs e — .
————
Median time to onset for ALT increase and AST increase was 26 and 37 days, respectively; only 1 patient experienced new —_— - d
onset treatment-related e after 3 months E 8, . °
* TRAEs led to ada 1in 23175 (31%) patients and to dose interruption in 31/7 %) patients N , ' 8 8 12
TRAES led to discontinu drugs in 2/75 (3%) patients and only pembrolizumab in ¥ patients Duration of Treatment, Months

Janne PA et al., ESMO Immuno-Oncology, 2022
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Novel immunotherapy approaches to treat KRAS-mutant NSCLC

A.

KRASG12Cj-induced MHC class | presentation of
haptenated peptide neoepitopes

covalent haptenated
K-Ras(G12C) ligand peptide-MHC WA,
complex
.............................................. G
covalently
ified s hapte::md
K-Ras(G12C) P

B.

TCR T-cell therapy

Phase I/1l Trial to Determine the Safety and Efficacy of
Non-viral TCR-T Cell Therapy for Treatment of Solid Tumors

H358 Miapa
(G12C/WT) G12C/K

ca-2 SW1573 786-0
312C) (G12C/G12C) (WT/WT)

G12C

DMSO

ARS1620

Be7 p@nctaloall 26 punciacal s O punciaiced

DAPI PLA

Zhang Z et al., Cancer Cell, 2022
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ClinicalTrials.gov: NCT05194735

Solid tumors failed 1+ lines of therapy

HLA + cancer gene mutation match for TCR library
Accelerated dose escalation: BOIN design

3 dose levels: 1 - <10x10?/ 10 - <70x10? / 70 - 150x10?
Objectives: safety / RP2D / manufacturing feasibility

one fem Fefowte
73 v

I T T T [ T 13 YEARS
D-30 D-7 Do D42 D84 Y2or (FDA Requirement)
Manufacturing Lymphodep. Product Imaging (every 3 months) progression
Start Start Infusion Imaging

Negrao et al. ASCO 2022 / Morelli et al. ESMO 2022

Patient 1: Reduction of Right Upper Lobe Lesion

A X2
0 3

Baseline Week 6
1.3cm 11cm

Negrao MV et al., CICON, 2022

@TLCconference

#TexasLung23




Emerging novel approaches to target KRAS-mutant tumors

( SHP2 inhibitors |
« SHP0O99
« TNO155
* RMC-4 T
3 :Mg4ggg (@) RTK inhibitors |
« GDC-1971 x f\?"""g’
< IAR ) * Afatini
2 }g ;g?g O F———| = Panitumumab |
Gy IJ \Ceuninsb, )
: PN
= -,i- PI3K D
N P —— —
(SHP22A—— . = L o
— ~F LPe N £ N
SOS1 inhibitors | > GREZ -0 I p\fs_S/(‘_’ffo/' <L TS
- BI 1701963 —i(sos12 Cx
« BI-3406 g i
« RMC-5845
- BAY-203 , e
e P RAS-on inhibitors
__(GopP) (RAS J—J « RM-018 (KRASS)
RAS ) P = RMC-6201 (KRASS) p ' @ SR
Gasy - RMC-0805/RM-036 (AT — @@ToRCD)
‘KRAS(.IJD‘) h/ SEE—
« MRTX1133 (KRAS0)
= RMC-8839 (KRAS“'™) l
s S « RMC-6236 (RAS¥1) =
KRAS-off inhibitors * JAB-23400 (KRAS*+7) Tsc1/TsC2
= Sotorasib (G12C) P TT = BBP-454 (KRAS™") - <~-__ _f>
- Adagrasib (G12C) \_»»71,/ — GDP .
= ARS-853 (G12C) RHEB )
*+ ARS-1620 (G12C) l <- - ] &=
Bt R IR 2] T ['-nameunlb ) CaSs
« JDQ443 (G12C) AEK J— = ( RHEB
« RG6330/GDC-6036 == = Cobimetinib &=y P ~
(G120) l (_Everolimus )
= BI 1823911 (G12C) B
= JAB-21822 (G12C) =¥ (mronm) — :
= LY3537982 (G12C) CERK ) — (CDK4/6 inhibitors |
= INJ-74699157 (G12C) = « Palbociclib
« MK-1084 (G12C) = Abemaciclib
« MRTX1133 (G12D) + Ribociclib
= JAB-22000 (G12D) —_—
= JAB-23000(G12V) | ~
e ———— — | AURKA inhibitors |
[ \VIC-1911 )
{Cancer vaccines )
* Cell growth and * mRNA-5671/V941
survival —E ELI-002
= Angiogenesis * mDC3/8-KRAS
* Migration/invasion vaccine
J h
—T\ ( SIRNA-based
'WEEL1 inhibitors } es
= Adavosertib | iIExosomes
« LY3295668 b,

Punekar SR et al., Nat Rev Clin Oncol 2022
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RAS degraders

KRAS“*

KRASE, KRAS™2, KRAS““ and KRAS™*
RAS toxins

Pan-RAS

Adoptive cell therapy

KRAS“

KRS0

Cancer vaccines

KRASHC, KRASCH2, KRASCA and KRAS

KRASc::( j KRASL‘.::'.. KRASL.’..'BV KR AS'.JM'
KRASE0 or kRAS

KRASCC KRASG KRASGH0 or KRASCH
KRAS® or KRAS“*

KRAS siRNAs

Various mutant KRAS mRNAs

KRASE#2 mRNA

LC-2(PROTAC)
K27:5POP

RRSP-DT,

Specific TCRs
Specific TCRs

mRNA-5671/V941

Mutant KRAS targeted longpeptide
vaccine

mDC3/8-KRASvaccine
ELI-0022P

Various nanoparticle-based
technologies

iExosomes

Preclinical studies

Preclinical studies

Preclinical studies

Clinical trials (NCT04146298)

Preclinical studies

Clinical trials (NCT03948763)
Clinical trials (NCT04117087)

Clinical trials (NCT03592888)
Clinical trials (NCT04853017)

Preclinical studies

Clinical trials (NCT03608631)
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MRTX1133: A potent, selective, non-covalent inhibitor of KRASG12D

100 4

[ Non-G12D W coon [l Pancreas B g [ castic
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Change from baseline (% of control)
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Hallin J et al., Nat Med, 2022
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A.

RAS(ON) - , KRASG12C (ON)
RAS(ON) Inhibitor ‘;"f’ KRASS'2¢(ON)
14 & o 2 RMC-6291
A Y, 7 000 4 Cancer Cell TMHCIlin @ Vehicle
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Nichols RJ, AACR Annual Meeting, 2022
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Singh, AACR Annual Meeting, 2022 Holderfield M, AACR Annual Meeting, 2022
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RAS degraders

LC-2 PROteolysis TArgeting Chimera
(PROTACQC)

MRTX

‘_

Accumulation of KRAS®¢12C.GDP Degradaion of
G12C. .
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MRTX | | LC-2  ligand " |------------

Bond MJ, ACS Cent Sci, 2020
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Anti-RAS Biodegraders
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Moving KRASG12C jnhibitors 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-1IIB Non-Squamous Non-
Small Cell Lung Cancer With a KRAS p.G12C Mutation (NCT05118854)
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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)
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Conclusions and next steps

» Understanding mechanisms of de novo and acquired resistance

» Optimal and tailored therapeutic combinations to enhance the efficacy of KRAS G12C
inhibitors

> ldentification of biomarkers of response to monotherapy and distinct
combinations

> First-line metastatic studies in combination with chemotherapy and/or immunotherapy

» Maximizing the immune sensitizing potential of KRAS inhibitors and optimizing combinations with ICls

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

> New approaches to extinguish oncogenic KRAS proteins (degraders, siRNA etc)

> Novel immunotherapy approaches (vaccines, adoptive cell therapy, KRASi-induced presentation of haptenated peptides
that can be recognized by T cells etc)

IASLC INTERNATIONAL
ASSOCIATION . . . X N
Speaker: Ferdinandos Skoulidis, MD, PhD, The University of Texas MD Anderson Cancer Center W @TLCconference #TexasLung23

FOR THE STUDY
OF LUNG CANCER
wide




Acknowledgements

Skoulidis lab members IPCT

Haniel A. Araujo, MD Teng Zhou, PhD Minh-Truong Do, PhD Richard Lee, MD Marcelo V. Negrao, MD Neal Akhave, MD John V. Heymach, MD, Phb  David S. Hong, MD

Collaborators

_ o Funding Biostatistics
. Dr Mark Awad, Dr Giuseppe Lamberti, Dr Biagio Ricciuti, . Dr loannis Mountzios
Dr Joao V. A|eS‘SI ' . Dr P(Ietro:s Chrlst?po.ulos . . 1 RO1 CA262469-01 (Skoulidis)
*  Dr Rebecca Heist, Dr Alissa Cooper *  Dr Giorgio Scagliotti, Dr Paolo Bironzo i
*  DrJhanelle Gray, Dr Kevin Hicks *  Dr Amy Cummings ’ CPRI.T I.IRA i ,
. Dr Christine Bestvina, Dr Marina Garassino, Dr Jacobi Hines . Dr Dwight Owen = HIS.SOFI'; Res.eacb GIRliL; ROaGng.s
. Dr Heather Wakelee, Dr Jacqueline Aredo . Dr Matthias Scheffler, Dr Jurgen Wolf founcation for bighting Lung Cancer
*  Dr Pradnya Patil, Dr Lukas Delasos * DrDon Gibbons Lung Cancer Moonshot
. Dr Sandip Patel, Dr Michael Dennis . Dr Jianjun Zhang
. Dr Collin Blakely, Dr Turja Chakrabarti . Dr Hai Tran

GEMINI team

. Dr Jonathan Riess, Dr David Gandara
. Dr Catherine Su

. Dr Kristen Marrone, Dr Susan Scott Guardant Health
. Dr So Yeon Kim, Dr Sarah Goldberg

. Dr Federico Cappuzzo, Dr Gabriele Minuti
. Dr Mihaela Aldea, Dr Fabrice Barlesi

. Dr J. Jack Lee
. Dr Yun Qing

INTERNATIONAL
ASSOCIATION

OF L CER

ers Worldwide

FOR THE STUDY Speaker: Ferdinandos Skoulidis, MD, PhD, The University of Texas MD Anderson Cancer Center W @TLCconference #TexasLung23




