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EGFRex19del, L858R (ex21) & EGFRex20ins

No Mutations 1.2%
UMD 12.0%

EGFR sensitizing 19.4%

Other Drivers 2.9%
PTENoss 0.7%
CDKNZ2A loss 1.9%

BRAF nonV600E 1.3%
EGFR 28% NF1loss 1.9%
EGFR T790M 5.5%

EGFR exon20 2.1%
EGFRWT Amp 1.0%

RA 3%
ALK fusion 3.8% KRAS 25.3

ROS1 fusion 2.6% ‘
RET fusion 1.7%
BRAF V600E 2.1%

MET splice 3.0%

KRAS 25.3%

MET Amp 1.4% 1} FGFR1/2 0.7%
ERBB2 Amp 1.4% / | \ ~— NRAS 1.2%
BRCA1/2 loss 1.3% PIK3CA 2.0% FA,L,

TSCI/2 loss 0.7~ . MAP2K10 79% The Oncology Institute
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Where are we going?... ¢ e
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FLAURA2: 1L Osimertinib + Chemotherapy vs
Osimertinib

Safety run-in period (N=30)
Published in ESMO Open, 20211

Osimertinib 80 mg (QD)
+ pemetrexed 500 mg/m?
@ + carboplatin AUC5 Maintenance @
Patients with untreated locall or cisplatin 75 mg/m? osimertinib 80 mg (QD)
advanced / metastatic EGFRm NSyC LC (Q3W for 4 cycles for + pemetrexed (Q3W)!
Stratification by: platinum-based Follow-up:
Key inclusion criteria: * Race (Chinese Asian / AEaUTICINS ) - RECIST 1.1 assessment at
. Aged 218 years (Japan: 220 years) -~ non-Chinese Asian/ . 6and 12 weeks, then every

. non-Asian) Randomization 12 weeks until RECIST 1.1
» Pathologically confirmed . . .
- on-sq?:gam oz s NSCLC - EGFRm (local / central 1:1 (N=557) defined radiological disease

- Ex19del / L858R (local / central test) test) progression or :tther withdrawal
« WHOPSO0/1 + WHOPS (0/1) Osimertinib 80 mg (QD)

+ No prior systemic therapy for advanced
NSCLC « Primary endpoint: PFS by investigator assessment per RECIST 1.1

’ Staple CNS metasta§es were allowed* « Sensitivity analysis: PFS by BICR assessment per RECIST 1.1
+ Brain scans at baseline (MRI / CT) )
« Secondary endpoints: OS, ORR, DoR, DCR, HRQoL, safety (AEs by CTCAE v5) and PFS2?

Presented by P. Janne, IASLC WCLC 2023, PL03.13
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FLAURAZ2: PFS per investigator
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Median PFS, months (95% Cl)

- 1.0 = Osimertinib + platinum-pemetrexed 25.5(24.7, NC)
- . 7,
g 0.9 -% PFS 25-5 VS 1 6-7m lOsimertinib monotherapy 16.7 (14.1, 21.3)
- 80% HR (95% Cl) 0.62 (0.49, 0.79);
g 08+ p<0.0001
‘Z‘ 0.7 = Overall maturity: 51%
2 o Median follow-up for PFS*, months (range):
A 06 = 66 A’| Osimertinib + platinum-pemetrexed, 19.5 (0-33.3)
o I Osimertinib monotherapy, 16.5 (0-33.1)
8’ 0.5 =
2 [
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l e
0 T T T [ T [ 1 1 [l 1 I 1
0 3 6 9 12 15 18 21 24 27 30 33 36
Time from randomization (months)
No. at risk:
. 279 254 241 225 207 187 165 133 84 42 21 3 0
278 246 227 203 178 148 119 94 67 48 21 1 0

Presented by P. Janne, IASLC WCLC 2023, PL03.13
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FLAURAZ2: PFS per investigator by CNS Metastases

With CNS metastases Without CNS metastases
Median PFS, months (95% CI) Median PFS, months (95% Cl)
Osimertinib + platinum-pemetrexed 24.9 (22.0, NC) Osimertinib + platinum-pemetrexed 27.6 (24.7, NC)
Osimertinib monotherapy 13.8(11.0, 16.7) Osimertinib monotherapy 21.0(16.7, 30.5)
HR (95% Cl) 0.47 (0.33, 0.66) HR (95% Cl) 0.75 (0.55, 1.03)
= 10- 1.0 =
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_ 5 08- 0.8 -
ow
29 06- 0.6 -
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Time from randomization (months)

No. at risk:
I 116 101 98 93 84 77 70 58 34 19 8 2 0 163 153 143 132 123 110 9 75 50 23 13 1 0
118 9% 84 73 60 B0 3 332 21 13 5 1 0 168 151 143 130 118 98 82 62 46 35 16 0 0

Presented by P. Janne, IASLC WCLC 2023, PL03.13
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FLAURA2: Updated CNS Data ESMO 2023

OSIMERTINIB WITH THE ADDITION OF CTx DEMONSTRATED A HIGH @
PROPORTION OF COMPLETE RESPONSES IN THE CNS BY CNS BICR

E . Osimertinib + platinum-pemetrexed (cEFR; n=38*) 80 Osimertinib monotherapy (cEFR; n=38)
Q
@ 60: Median best percentage change from baseline 60 Median best percentage change from baseline
.§ - in CNS target lesion size: -94% (range -100 to +7) in CNS target lesion size: -61% (range -100 to +68)
k] 40 o 40
§» F e et TR P b | e e o e B g e e o e e o e
<
- " R R R R R R R RR R R
.E 0 0 BoR:
g -2 2 M CR
5 L e e L PR e ettt - PR
Y 40 4 40 SD
% 60: 60 PD
8 : M NE
2 -3 80 R Prior CNS
- radiotherapy!
‘§ 100 - Py

100
cFAS (n=222) cEFR (n=78)
Measurable + non-measurable BM Measurable BM

CNS responset Osi + CTx (n=118) Osi mono (n=104) Osi + CTx (n=40) Osi mono (n=38)

CNS ORR, % (95% Cl) 73 (64 to 81) 69 (59 to 78) 88 (73 to 96) 87 (72 to 96)
| Complete response, n (%) 70 (59) 45 (43) 19 (48) 6 (16) |
Partial response, n (%) 16 (14) 27 (26) 16 (40) 27 (71)
CNS DCR, % (95% Cl) 91 (84 to 95) 93 (87 to 97) 95 (83 to 99) 97 (86 to 100)
Median DoR, months (85% CI)$ NR (23.8, NC) 26.2 (19.4, NC) NR (21.6, NC) 20.9 (12.6, NC)
“Two pts had > 1 measurable CNS lesion at baseline by CNS BICR but died before the follow-up CNS BICR scan; 'In the cEFR. 4/40 pts (10%) m the osmertinid « platmum-pemetrexed arm and 7/38 pts (18%) in the osimerin arm had receved pnor CNS radiotherapy
stable neurological status for 22 weeks afler completion of definttive treatment and steroids was required before study entry. if recerved, *Responses did nol require confirmation, per RECIST guidance on randomized studies, SKaplan-Meser estimates

ongress

MADRID g BICR. binded independent central remew, BM. brain metastases. BoR. best overall response. cEFR, CNS evaluable-for-response set, cFAS, CNS full analyss sel. Cl, confidence interval, CNS, central nervous system. CR. complele response, CTx, chemotherapy

2023 DCR, disease control rate; DoR, duration of response. mono, monotherapy. NC. not caiculable; NE, not evaluable; NR, not reached; ORR. obyective response rate; osi, osimernind; PD, progressive disease. PR parbal response; pts, patents; SD, stable disease
Data cut-off 03 Apnil 2023

Measurable CNS lesions: CR rate 16% vs 48%

Presented Planchard et al. ESMO 2023 Abstract LBA68 MEIEICINE 9 My g bt o

FLORIDA ATLANTIC UNIVERSITY



What about toxicity?

AE ONSET FREQUENCY AND SEVERITY WERE HIGHEST DURING THE @
INDUCTION PERIOD, AND GRADUALLY REDUCED OVER TIME

In the osi + CTx arm, the onset of 2Grade 3 AEs reduced by ~50% between 0-3 mos (n=135; 49%) and 3-9 mos (n=62; 24%)
100 J Osimertinib + platinum-pemetrexed (safety analysis set)

; l
25

Percentage of pts (%)*
8

Rash
Anaemia’

-d b
oo,
: , -l

Diarthoea
Thrombocytopenia'
Fatigue!
Dry skin
Paronychia l
Prurnitus
Rash
Anaemia’ [
Neutropenia'
Diarthoea
Thrombocytopenia®
Fatigue?
Dry skin
Paronychia
Pruntus

_ % Platinum CTx 2.8 mos (rango 0.7-4. 1) 21 pts (76%) complotod at least 4 cyclos of platinum-based CTx

é % i —— 7 ~ (range 0.7-33.8); median 12 cycles (range 1-48)

E § (range 0.1-33.8)
5 Induction Maintenance
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FLAURA2: Unanswered Questions W_,* ﬁ...‘..,;s;”g;,; wm» v-w%

N @, e

J Overall Survival?

 Is benefit of addition of chemotherapy to Osimertinib worth the risk/increased toxicity?

U Is benefit of addition of chemotherapy to Osimertinib better than other combination

strategies?
4t Generation EGFR TKI
MET targeting agents (TKI, bispecifics)

] Resistance mechanisms and persister cell populations
Helena Yu Shedder Study Ongoing

Joshua Sabari, MD. Masters in Thoracic Oncology Summit (MATOS) 2023.
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Just to Remember.....
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A Progression-free Survival in Full Analysis Set Median PFS, months (95% C)

No. of Median Progression-free Survival 10 = — -
Patients (95% Cl) T " Osimertinib + platinum-pemetrexed ~ 25.5(24.7, NC)
mo % 0.9 = Osimertinib monotherapy 16.7(14.1,213)
Osimertinib 279 18.9 (15.2—21.4) S .
Standard EGFR-TKI 277 10.2 (9.6-11.1) g s i
Hazard ratio for disease progression or death, ¢ i
0.46 (9596 Cl1, 0.37-0.57) T 07 Overall maturity: 51%
P<0.001 e .
3 1.0 5 - . Median follow-up for PFS*, months (range):
= A @ 06+ 66%) Osimertinib + platinum-pemetrexed, 195 (0-33.3)
= ® I Osimertinio monotherapy, 16.5 (0-33.1)
-2 0.8 g 05+
£= 2 04 l
S 0.6 v 04=
S .= X e 6
é-_' g Osimertinib > | |
S o 0.4 = 03+ I
= 8 | '
° Standard EGFR-TKI € gqa I I
a- 0.0 T T T T T T T T 1 |
(o] 3 6 9 12 15 18 21 24 27 0 T ; . ! : . . - . . T |
Month 0 3 6 9 12 15 18 Al 24 21 30 3 36
No. at Risk e
Osimertinib 279 262 233 210 178 139 71 26 4 0 No. atrisk: TRRTORTTNENATRZ N Tlondie)
Standard 277 239 197 152 107 78 37 10 2 (6] 279 254 241 25 207 187 165 133 84 0 21 3 0
EGFR-TKI
l 218 246 21 203 178 148 119 % 67 48 21 1 0

FLAURA mPFS: 18.9 months
mOS 38.6 months

Edgardo Santos, MD. 2023 Updates in Cancer Therapies. FH’ B\ The Oncology Institute
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MARIPOSA: 1L Amivantamab + Lazertinib

Global, randomized, controlled phase 3 study (NCT04487080)

Key Eligibility Criteria ARM A Amivantimab 1050/1400 Primary Endpoint:
e a9 . 429 mg : (Arm A vs Arm B)
= Locally advanced or N= o
metastatic NSCLC o Lazertinib 240 mg QD = PFS by BICR
= Treatment-naive for § (Open label)

advanced disease

Secondary Endpoint:

=2
= EGFR Exon19del or e ARM B i . (Arm A vs Arm B)
L858R mutation ) . Osimertinib 80 mg QD P |
= n=429 (Double Blinded) ot s
o . jective response rate
E : L = Duration of response
Stratification = 2 .
e Z PFS2
= EGFR mutation 8 = Time to symptomatic
Eop ot iesh) SE ARM  Lazertinib 240 mg QD R
i el s C (Double Blinded) . Safety
{yesno) n=216
Baseline Characteristics .
e e o e Arms B & C are double-blinded

62% were female
59% Asian
41% history of brain metastases

-- Serial Brain MRI was required for all patients
-- Lazertinib Arm C (non-registrational) to assess contribution of
components

Presented by B. Cho. ESMO 2023. LBA 14
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MARIPOSA: PFS by BICR

Amivantamab + Lazertinib reduced the risk of progression or death by 30% and improved median PFS by 7.1 months

100 - _ Median PFS
Median follow-up: 22.0 months (95% Cl)
X Amivantamab + Lazertinib 23.7 mo (19.1-27.7)
Q Osimertinib 16.6 mo (14.8-18.5)
@ 80 - Lazertinib 18.5 mo (14.8-20.1)
e
1
g HR, 0.70 (95% ClI, 0.58-0.85); P<0.001
7
9 60 -
—_
o))
(o)
—
Q.
@ 40 - » Amivantamab + Lazertinib
—_
g Lazertinib
.g Osimertinib
a 20 -
=
&
-
o
0 1 1 | ] 1 1 | L] 1 | L L)
0 3 6 9 12 15 18 21 24 27 30 33
No. at risk Months
Amivantamab + Lazertinib 429 391 357 332 291 244 194 106 60 33 8 0
Osimertinib 429 404 358 325 266 205 160 90 48 28 10 0
Lazertinil 216 200 174 157 134 103 83 41 19 6 2 0

Presented by B. Cho. ESMO 2023. LBA14
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Exiracranial Progression-free Survival by BICRa

Amivantamab + lazertinib reduced the risk of extracranial progression or death by 32% and improved median PFS by 9 months

MARIPOSA conducted serial brain MRIs on all patients, which is not routinely done in EGFR-mutant NSCLC trials

Both median PFS estimates increase if CNS-only first progressions are censored but a consistent benefit is observed

100 - ;
Median follow-up: 22.0 months Med'?" PFS
(95% Cl)
Amivantamab + Lazertinib 27.5 mo (22.1-NE)
80 A Osimertinib 18.5 mo (16.5-20.3)

HR, 0.68 (95% CI, 0.56-0.83); P<0.001®

60 -

Patients who are progression-free (%)

- . Amivantamab + Lazertinib
40 A
pu . Osimertinib

20 -

0 Ll Ll L) L} Ll L) L) L} L}

0 3 6 9 12 15 18 21 24 27 30 33

No. at risk Months
Amivantamab + Lazertinib 429 391 357 332 291 244 194 106 60 33 8 0
Osimertinib 429 404 358 325 266 205 160 90 48 28 10

aExtracranial PFS was defined as time from randomization to disease progression (detected by extracranial scans) or death. If first progression was solely detected by CNS, these patients were censored at
the time of CNS disease progression.

®Nominal P-value; endpoint was exploratory and not part of hierarchical hypothesis testing. FHJ The Oncoloay Institute
BICR, blinded independent central review; Cl, confidence interval; CNS, central nervous system; HR, hazard ratio; mo, months; NE, not estimable; PFS, progression-free survival. M E D | C | N E ( of Hope Ir?r):ovation

FLORIDA ATLANTIC UNIVERSITY



MARIPOSA: PFS by CNS Metastases

With History of Brain Median PFS
Metastases (95% ClI)
Amivantamab + Lazertinib 18.3 mo (16.6-23.7)
Osimertinib 13.0 mo (12.2-16.4)

HR, 0.69 (95% Cl, 0.53-0.92)

100 +

80 +

60 o Amivantamab

+ Lazertinib
40 +

JAL i ' | J

20 . L
Osimertinib

Patients who are progression-free (%)

0 Ll L] L) L] L] L] L] L] L] L

0 3 6 9 12 15 18 21 24 27 30 33
Months

Presented by B. Cho. ESMQO 2023. LBA 14
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Patients who are progression-free (%)

-

o

o
1

80 +

60 <

40 4

20 +

Without History of Brain Median PFS
Metastases (95% CI)
Amivantamab + Lazertinib 27.5 mo (22.1-NE)
Osimertinib 19.9 mo (16.6-22.9)

HR, 0.69 (95% Cl, 0.53-0.89)

Amivantamab
+ Lazertinib

Osimertinib

L] L] L) L] L] L] L] L) L} L) .

0 3 6 9 12 15 18 21 24 27 30 33

Months
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What about toxicity?

mu n\v nrr

Most common TEAEs (220%)
by preferred term, n (%)

m‘ﬁ‘g ;'vmr‘m‘ “'I muzﬂ F;ﬁ:’\ 1; T?-

Safety profile of amivantamab +

Re!atgd to EGFR Paronychia
inhibition ! lazertinib was consistent with prior
Diarthea reports, mostly grades 1-2
Ais acnei Toxicit
°°"“°"'";°"°"°"f“ EGFR- and MET-related AEs were Ami /LaZ vs Osimertinib
omatte higher for amivantamab + lazertinib
Pruritus . . .
P T except diarrhea, which was higher . o
ine . . e .
ibilon A for osimertinib B IRR: 63% vs 0%
. B VTE: 37% vs 9%
Other IRR Incidence of grade 4-5 AEs was o o
. B Rash: 61% vs 31%
ALT increased low and comparable between arms _
Constipation Rates of ILD/ " i B Diarrhea: 29% vs 45%
PR | a esto~3o/ fpngutmhonl is remaine m LD 3% vs 3%
g ow, at ~3% for both arms
Decreased appetite
Anemia
Nausea B Amivantamab + Lazertinib: grade 1-2
: B Amivantamab + Lazertinib: grade 23
Hypocalcemia B Osimertinib; grade 1-2
Cough B Osimertinib: grade 23
100% 50% 0% 50% 100%

Presented by B. Cho. ESMQO 2023. LBA 14
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Interim Overall Survival

Early survival data show a trend favoring amivantamab + lazertinib vs osimertinib

100 -
S
> 80 -
=
= , Amivantamab + Lazertinib
g 60 A % Osimertinib
(2]
-’
o
o
S 40
£
2 Medlian follow-up: 22.0 months
®T 20 -
o
HR, 0.80 (95% CI, 0.61-1.05); P=0.11a
O L} L] L L ) Ll L L} 1
0 3 6 9 12 15 18 24 27 30 33
Months
) No. atrisk
Amivantamab + Lazertinib - 429 403 389 382 374 360 293 122 58 14 0
Osimertinib 429 416 409 395 372 349 280 110 54 13 0

ERESMD ™™
2023

aThere were a total of 214 deaths in the amivantamab + lazertinib and osimertinib arms at time of the prespecified interim OS analysis, which represents 25% of all randomized patients and 55% of the

Cl, confidence interval; HR, hazard ratio; OS, overall survival.
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MARIPOSA: Unanswered Questions e oo e

%H.. ﬂi" s o M*”"‘ *'mmm< FEW
] Overall Survival? R N g

 Is benefit of addition of Amivantamab to Lazertinib worth the risk/increased toxicity?

Toxicity: IRR VTE, Rash

J Is benefit of addition of Amivantamab to Lazertinib better than other combination
strategies?
3rd generation EGFR TKI + Chemotherapy (e.g., FLAURA2)
MET targeting agents (TKI)

MARIPOSA2 ,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,

] Resistance mechanisms
MET expression de novo vs post 3G TKI

Joshua Sabari, MD. Masters in Thoracic Oncology Summit (MATOS) 2023.
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TROPION-Lung05: Datopotamab deruxtecan
(Dato-DXd) in previously treated non-small
cell lung cancer with actionable genomic

2 L —~a X
A/_“x“r':’l'f:“ : - MECC sioui weersios alterations

Luis Paz-Ares,' Myung-Ju Ahn,? Aaron Lisberg,® Satoru Kitazono,* Byoung Chul Cho,*

George Blumenschein Jr.* Elaine Shum, 7 Elvire Pons Tostivint,® Yasushi Goto,® Kiyotaka
Yoh,'* Rebecca Heist,"' Paul Baas,'? David Planchard,"? Maurice Pérol,'* Enriqueta
Felip,'* Wu-Chou Su,** Hong Zebger-Gong,'” Lan Lan,'* Chelsea Liu,'* Jacob Sands"

Introduction and Study Design

* Dato-DXd is a TROP2-directed ADC consisting of a humanized anti-TROP2 IgG1 monoclonal antibody covalently Ilnked to a highly potent
topoisomerase | inhibitor payload via a plasma-stable, tumor-selective, tetrapeptide-based cleavable linker!

* In the phase 1 TROPION-PanTumor01 study, Dato-DXd showed promising efficacy in patients with actionable genomic alterations?

* TROPION-Lung05 (NCT04484142) is a phase 2, single-arm study evaluating Dato-DXd in patients with advanced or metastatic NSCLC
with actionable genomic alterations that progressed on or after targeted therapy and platinum-based chemotherapy

'
Key inclusion criteria P

« Stage lIB, IIC, or IV NSCLC Primary: ORR by BICR

» Presence of 21 actionable genomic alteration (EGFR, ALK, ROST, Dato-DXd Secondary: -
NTRK, BRAF, MET exon 14 skipping, or RET) * ByBICR and investigator: DOR,
6 mg/kg DCR, CBR, PFS, TTR
* ECOGPSof0or1 SN
« >1 line of edth Q3w * By investigator: ORR
e Of targeted inerapy » OS, safety, PK, immunogenicity

« 1 or 2 prior cytotoxic agent-containing therapies including platinum-
based therapy in the metastatic setting

» Radiographic disease progression after targeted therapy

ADC, antibody-drug conjugate; BICR, blinded independent central review; CBR, clinical benefit rate; Dato-DXd, datopotamab deruxtecan; DCR, disease control rate; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology

Group performance status; IgG1, immunoglobulin G1; NSCLC, non-small cell lung cancer; ORR, objective response rate; OS, overall survival, PFS, progression-free survival, PK, pharmacokinetics; Q3W, every 3 weeks; TROP2,
trophoblast cell-surface antigen 2; TTR, time to response.

#The primary completion date will occur when all patients have had either a minimum of 9 months of follow-up after the start of study treatment or have discontinued from the study.
1. Okajima D, et al. Mol Cancer Ther. 2021,20:2329-2340. 2. Shimizu T, et al. J Clin Oncol. Published online June 16, 2023 F AU
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Efficacy Summary

Best Percent Change From Baseline in Sum of Diameters of Target Lesions

All Patients Patients with
Response per treated with EGFR ALK 100 . o
BICR patients mutations | rearrangement " azl\?é:zgd"g: 2’ :tt:s"t‘:t"’ic':':?:efa"sre
(N=137) (N=78) (N=34) o 60 i . o
. & 40 -
Sg/?) confirmed, 45 358) | 34 (436) 8 (23.5) S
- - - 8
[95% ClJ [27.8-44.4] | [32.4-55.3] [10.7-41.2] 2 _28
B 40 *
Median DOR 7.0 7.0 7.0 g R
(95% Cl), months (4.2-9.8) (4.2-10.2) (2.8-8.4) e
DCR f d 100 +: Ongoing participant Patient
oheonirmed, 108 (78.8) | 64 (82.1) 25 (73.5)
n (%) [95% [71.0-85.3] | [71.7-89.8] [55.6-87.1] .. . . .
Cla R R R Percent Change From Baseline in Sum of Diameters of Target Lesions in
Median PFS Patients With Confirmed CR/PRc¢
(95% ClI) ’ 54 58 4.3 0 Confirmed BOR
months® (4.7-7.0) (5.4-8.3) (2.6-6.9) . A PR
S
BOR: In the overall population (N=137), 4 patients (3%) g%
achieved a CR and 45 (33%) achieved a PR ‘§ 75 L ——
o
EGFR subset: Among patients with sensitizing or T790M o--100 -
mutations (N=68), the ORR was 49.1% in those previously 25 OO
treated with osimertinib o 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 2

Months
BICR, blinded independent central review; BOR, best overall response; CR, complete response; DCR, disease control rate; DOR, duration of response; ORR, objective response rate; PFS, progression-free survival; PR,
partial response.
aThe 2-sided 95% Cls are based on the Clopper-Pearson exact binomial method. ®Median PFS and PFS probabilities are based on the Kaplan-Meier method. *Per BICR.
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Targeting Mechanisms of Resistance

P o f §
m m-'n lm‘!w a
-- -3
o

e e
A i 25 }'mc - s

MET amplification (15 - 25%)

- Add MET inhibitor (INSIGHT 2) vs platinum doublet +/- 1O (Phase |l
SAFFRON])

2 SCLC transformation (13%)
- Platinum etoposide plus osimerfinib or immunotherapy (ECOG)

EGFR C797S (5-10%)

J Acquired targetable oncogenic mutations ( < 5%)
- Add relevant targeted therapy (BRAF V600E, RET fusion, etc.)

Tan DSW, et al. INSIGHT-2. ASCO 2023
Ramalingam S8, et al. Torgenng os:memnlb resistance. WCLC 2022; JTO 16(3): e15-20. OA03.05

Wer XW et al. Treotment for EGFR mutant NSCLC with concomitant BRAF mutonons JTO CRR 2022. FHJ Th
e Oncology Institute
MED'CINE ( of Hope & Innovation
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Osi Resistance: Without Mechanism Identified.

O Carboplatin plus pemetrexed
+/- osimertinib (continuation)
+/- immunotherapy (IMPower-150; ATTLAS)

+/- bevacizumab

et al. 2023 WCLC Singapore.

Edgardo Santos, MD. 2023 Updates in Cancer Therapies. FA’lJ The Oncology Institute
MED'C'NE ( of Hope & Innovation
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Amivantamab Plus Chemotherapy vs
Chemotherapy as First-line Treatment in

EGFR Exon 20 Insertion—mutated Advanced
Non-small Cell Lung Cancer (NSCLC)

Primary Results From PAPILLON, a Randomized
Phase 3 Global Study

Nicolas Girard,! Keunchil Park,?* Ke-Jing Tang,® Byoung Chul Cho,*
Luis Paz-Ares,> Susanna Cheng,® Satoru Kitazono,” Muthukkumaran Thiagarajan,?
Jonathan W. Goldman,® Joshua K. Sabari,’® Rachel E. Sanborn,'" Aaron S. Mansfield,2

Jen-Yu Hung,'? Sanjay Popat,’* Josiane Mourao,'> Archan Bhattacharya,¢
Trishala Agrawal,'” S. Martin Shreeve,’® Roland E. Knoblauch,'” Caicun Zhou'®

"Institut Curie, Institut du Thorax Curie-Montsouris, Paris, France and Paris Saclay University, UVSQ, Versailles, France; 2Samsung Medical Center,
Sungkyunkwan University School of Medicine, Seoul, Republic of Korea; *The First Affiliated Hospital of Sun Yat-sen University, Guangzhou, China; “Division
of Medical Oncology, Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, Republic of Korea; *Hospital Universitario 12 de Octubre, Madrid,
Spain; 8Sunnybrook Odette Cancer Centre, Toronto, ON, Canada; "Cancer Institute Hospital, Japanese Foundation for Cancer Research, Tokyo, Japan;
8General Hospital Kuala Lumpur, Kuala Lumpur, Malaysia; °David Geffen School of Medicine, University of California Los Angeles, Los Angeles, California,
USA,; '""NYU Langone Health, New York, NY, USA; "'Earle A. Chiles Research Institute, Providence Cancer Institute, Portland, OR, USA; 2Mayo Clinic,
Rochester, MN, USA; 3Department of Internal Medicine, Kaohsiung Medical University Hospital, Kaohsiung Medical University, Kaohsiung, Taiwan; *“Royal
Marsden Hospital NHS Foundation Trust, London, UK and The Institute of Cancer Research, London, UK; "*Barretos Cancer Hospital, Barretos, Brazil;
8Janssen R&D, High Wycombe, UK; 7Janssen R&D, Spring House, PA, USA; '8Janssen R&D, San Diego, CA USA; *Shanghai Pulmonary Hospital, Tongji
University School of Medicine, Shanghai, China.

*Current Affiliation: MD Anderson Cancer Center, Houston, TX, USA.
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Key Eligibility Criteria

Treatment-naive,2
locally advanced or
metastatic NSCLC

Documented
EGFR Exon 20
insertion mutations

ECOGPS Oor1

Stratification Factors

ECOG PS

History of brain
metastasesP

Prior EGFR TKI use2

PAPILLON: Phase 3 Study Design

1:1 Randomization (N=308)

J

congress
MADRID
2023 m

PAPILLON (ClinicalTrials.gov Identifier: NCT04538664) enroliment period: December 2020 to November 2022; data cut-off: 3-May-2023.

Amivantamab-Chemotherapy

(n=153)

Chemotherapy

(n=155)

ﬁ:)osinq (in 21-day cycles) \

Amivantamab: 1400 mg (1750 mg if 280 kg) for the first 4 weeks, then
1750 mg (2100 mg if 280 kg) every 3 weeks starting at week 7 (first day
of cycle 3)

Chemotherapy on the first day of each cycle:

+ Carboplatin: AUCS for the first 4 cycles
\- Pemetrexed: 500 mg/m2until disease progression J

Primary endpoint: Progression-free survival
(PFS) by BICR according to RECIST v1.1¢

Secondary endpoints:

* Objective response rate (ORR)c

* Duration of response (DoR)

* Overall survival (OS)°

* PFS after first subsequent therapy (PFS2)
+  Symptomatic PFS4

+ Time to subsequent therapyd
« Safety

Optional crossover to 2nd-line
amivantamab monotherapye

aRemoved as stratification factor since only 4 patients had prior EGFR TKI use (brief monotherapy with common EGFR TKIs was allowed if lack of response was documented).

bPatients with brain metastases were eligible if they received definitive treatment and were asymptomatic, clinically stable, and off corticosteroid treatment for 22 weeks prior to randomization.

cKey statistical assumption: 300 patients with 200 events needed for 90% power to detect an HR of 0.625 (estimated PFS of 8 vs 5 months). PFS, ORR, and then OS were included in hierarchical testing.
dThese secondary endpoints (time to subsequent therapy and symptomatic progression-free survival) will be presented at a future congress.

eCrossover was only allowed after BICR confirmation of disease progression; amivantamab monotherapy on Q3W dosing per main study.

AUC, area under the curve; BICR, blinded independent central review; ECOG PS, Eastern Cooperative Oncology Group performance status; EGFR, epidermal growth factor receptor; HR, hazard ratio;
NSCLC, non-small cell lung cancer; Q3W, every 3 weeks; RECIST, Response Evaluation Criteria in Solid Tumors; TKI, tyrosine kinase inhibitor.



Primary Endpoint: Progression-free Survival by BICR

Amivantamab-chemotherapy reduced risk of progression or death by 60%

100 - - ) Median PFS
Median follow-up: 14.9 months (95% Cl)
Amivantamab-Chemotherapy 11.4 mo (9.8-13.7)
80 - Chemotherapy 6.7 mo (5.6-7.3)

HR, 0.395 (95% ClI, 0.30-0.53); P<0.0001

60 -

40 |
T 1§ Amivantamab-Chemotherapy

2 -

e
1 ] Chemotherapy

Patients who are progression-free (%)

0 1 1 1 1 I 1
0 3 6 9 12 15 18 21 24
No. at risk Months
Amivantamab-
Chemotherapy 153 135 105 74 50 33 15 3 0
Chemotherapy 155 131 74 41 14 4 2 1 0

Consistent PFS benefit by investigator: 12.9 vs 6.9 mo (HR, 0.38; 95% CI, 0.29-0.51; P<0.0001¢9)

MADRID mcongress aNominal P-value; endpoint not part of hierarchical hypothesis testing. BICR, blinded independent central review; Cl, confidence interval; HR, hazard ratio; mo, months; PFS, progression-free survival.
2023



Best Response and ORR by BICR

40 - Amivantamab-Chemotherapy? 40 - Chemotherapy?
£ 1 e e LT T T T £ . 20 =
< 2
52 = 52
$E o SE o
§ "E HCR g :‘g H CR
SDO —60 1 ™ PR §% 60 m PR
§¢o -80 - EB gw —801 EB
_100 4 NE/Unknown 100 NE/Unknown
BICR-assessed response®
Mean percent change of SoD -53%¢ -34%
ORR 73% (95% ClI, 65-80) 47% (95% Cl, 39-56)
Odds ratio 3.0 (95% CI, 1.8—4.8); P<0.0001
Best response, n (%)
Complete response 6 (4) 1(1)
Partial response 105 (69) 71 (47)
Stable disease 29 (19) 62 (41)
Progressive disease 4 (3) 16 (11)
NE/Unknown 8 (5) 2 (1)
Median time to response 6.7 wk (range, 5.1-72.5) 11.4 wk (range, 5.1-60.2)

Consistent results with investigator assessment: ORR of 66% vs 43% (OR, 2.6; P<0.0001)
apatients without postbaseline tumor assessment were not included in this plot. PNo. of patients with measurable disease at baseline by BICR was 152 in
both arms; response data presented among all responders. “Nominal P<0.001; endpoint not part of hierarchical testing.

BICR, blinded independent central review; Cl, confidence interval; CR, complete response; mo, month; NE, not evaluable; ORR, objective response rate;
PD, progressive disease; PR, partial response;

congress F,A‘ij
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Duration of Response (DoR) by BICR

Median DoRa
100 A (95% CI)
Amivantamab-Chemotherapy 9.7 mo (8.2-13.5)
S Chemotherapy 4.4 mo (4.1-5.6)
(e}
= 80 - As of data cutoff, responses were ongoing in 49% (54/111) in
'g patients with amivantamab-chemotherapy vs 17% (12/72) with
8. chemotherapy
g 60 -
2
©
2 40
3 -I—I-I
] l L1l Amivantamab-Chemotherapy
c
[
= 20 -
o
J—| ; Chemotherapy
O 1 1 1 1 1
0 3 12 15 18 21 24 27
No. at risk Months
Amivantamab-
Chemotherapy 111 91 28 18 8 3 0
Chemotherapy 72 45 3 1 1 1 0

Consistent DoR benefit was seen with investigator assessment: 13.5 vs 6.8 mo

aAmong all responders. BICR, blinded independent central review; Cl, confidence interval; mo, months.

congress
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Amivantamab-chemotherapy shows trend in reducing risk of death by over 30%
100 \ -
g w0
g I 11 T T T 1 111 I Amivantamab-Chemotherapy
2
- 60 -
a "HTI|
§
Median OS
L] 40 Median follow-up: 14.9 months (95% Cl)
c
:fl__f Amivantamab-Chemotherapy NE (NE-NE)
& 20 { Chemotherapy 24.4 mo (22.1-NE) Chemotherapy
HR, 0.675 (95% CI, 0.42—-1.09); P=0.106
0 - - - - - - - 71 of 107 (66%)
0 3 6 9 12 15 18 21 24 27 _patients whose
o i Months g
Amivantamab- amivantamab®
Chemotherapy 153 144 133 115 88 60 38 15 5 0
Chemotherapy 155 153 144 110 85 57 37 24 6 0

aThere were 70 deaths in the study at the time of the prespecified interim OS analysis, which represents 23% of all randomized patients and 33% of the ~210 projected deaths for the final OS analysis.
bA total of 71 patients (65 patients as part of the crossover arm plus an additional 6 patients off-protocol) received second-line amivantamab monotherapy out of 107 chemotherapy-randomized patients

with disease progression.

FERIESMD
2023

Cl, confidence interval; HR, hazard ratio; mo, months; NE, not estimable; OS, overall survival.
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Safety Profile
Most common AEs of any cause by (n=131) (n=155) EGER- and MET-related AEs

preferred term (220%), n (%) All grades Grade 23 All grades Grade 23 . .

Associated with EGFR inhibition were increased with

o 85 (56) 10 (7) 0 0 cmlvop’romob-chemo’rheropy,
Rash 81 (54) 17 (1) 12 (8) 0 primarily grade 1-2

Dermatitis acneiform 47 (31) 6 (4) 5(3) 0 .

Stomatitis 38 (25) 2(1) 9 (6) 0 0 Chemotherapy-associated
Diarrhea 31 21) 53) 20 (13) 2(1) hematologic and Gl toxicities
Associated with MET inhibition were comparable except for
Hypoalbuminemia 62 (41) 6 (4) 15 (10) 0 neutropenia

Zf:g?eral edema 45 0) 2 () 16 (19) 0 Neutropenia was transient;
Neutropenia 89 (59) 50 (33) 70 (45) 35 (23) majority of events were noft
Anemia 76 (50) 16 (11) 85 (55) 19 (12) serious, with low rates of
Infusion-related reaction 63 (42) 2 (1) 2 (1) 0 discontinuations

Constipation 60 (40) 0 47 (30) 1(1) N .
Leukopenia 57 (38) 17 (11) 50 (32) 5 (3) | Pneumonitis was repor’red N4
Nausea 55 (36) 1(1) 65 (42) 0 (3%) patients in the
Thrombocytopenia 55 (36) 15 (10) 46 (30) 16 (10) amivantamab-chemotherapy arm
Decreased appetite 54 (36) 4 (3) 43 (28) 2(1)

Alanine aminotransferase increased 50 (33) 6 (4) 56 (36) 2(1) Treatment-related discontinuations of
Aspartate aminotransferase increased 47 (31) 1(1) 51 (33) 1(1) amivantamab were low (7%).
COVID-19 36 (24) 3(2) 21 (14) 1(1)

Hypokalemia 32 (21) 13 (9) 13 (8) 2(1)

Vomiting 32 (21) 5 (3) 29 (19) 1(1)

s FAU
%/;%RID m ; P The Oncology Institute
AE, adverse event, EGFR, epidermal growth factor receptor; Gl, gastrointestinal. M E D l C | N E ( of Hope & Innovation
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KRASG‘2C Pathway

No Mutations 1.2%
UMD 12.0%

KRAS G12C; 14%

EGFR sensitizing 19.4%

Other Drivers 2.9%
PTENoss 0.7%
CDKN2A loss 1.9%

BRAF nonV600E 1.3%
EGFR 28% NF1loss 1.9%

KRAS G12D; 4%
EGFR T790M 5.5%
KRAS Other; 7%

EGFR exon20 2 1%

EGFRWT Amp 1.0% ¥ =

RA 3%
ALK fusion 3.8% “\ & KRAS 25.3

ROS1 tusion 2.6%
RET fusion 1.7%
BRAF V600E 2.1%

MET splice 3.0%

KRAS 25.3%

MET Amp 1.4% / b FGFR1/2 0.7%
ERBB2 Amp 1.4% NRAS 1.2%
BRCA1/2 loss 1.3% PIK3CA 2.0% F A{J
TSC1/2 loss 0.7~ ., MAP2K10 7% The Oncology Institute
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Background-> 2L Standard of Care.

A_ Sotorasib (AMG 51 O) M Progressive disease [l Stable disease [ Partial response [l Complete response [l Could not be evaluated
140
120+
%  100-
S -
S¥ 28‘ ORR 37.1%, DCR 80.6%, mDoR 11.1m, mPFS 6.8m, mOS 12.5m
U So— —
HE 40
¢ 8 20 HIRg - - e
§3 0- | i TN
L )]
I & 40
= ::g: FDA approved in May 2021
-100-
Awad MM et al. N Engl J Med 2021 Jun24;384(25):2382-2393 Skoulidis F etal. N Engl J Med 2021 Jun 24;384(25):2371-2381
B - AdagraSIb Responses: W Progressive disease [l Stable disease [l Partial response [l Complete response
(MRTX849) o
b o 2 ORR 42.9%, DCR 80%, mDoR 8.5m, mPFS 6.5m, mOS 12.6m
3 . s
8 0 lll"l]]]"l ||
E -20 ”"”” ”“”” ”
:!" .........................................
S
R
& | | FDA approved in December 2022
~100-
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)
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KontRASt-01 update: Safety and efficacy of
JDQ443 in KRAS G12C-mutated solid tumors
including non-small cell lung cancer (NSCLC)

Philippe A Cassier,! Christophe Dooms,? Anas Gazzah,® Enriqueta Felip,* Neeltie Steeghs,® Kristoffer Staal Rohrberg,® Filippo De Braud,’
Benjamin Solomon,?® Martin Schuler,® Daniel SW Tan,'® Noboru Yamamoto,'' Herbert HF Loong,'? Byoung Chul Cho,' Jurgen Wolf,*
Chia-Chi Lin,'® Marcelo VV Negrao,® Lillian Werner,'” Xiaoming Cui,'® Anna F Farago,!” Maria de Miguel'®

1. Centre Léon Bérard, Lyon, France; 2. University Hospitals Leuven, Leuven, Belgium; 3. Gustave Roussy, Villejuif, France; 4. Vall d’Hebron University Hospital, Barcelona, Spain;

5. The Netherlands Cancer Institute, Amsterdam, the Netherlands; 6. Department of Oncology, Copenhagen University Hospital - Rigshospitalet, Copenhagen, Denmark; 7. Fondazione IRCCS Istituto
Nazionale dei Tumori and University of Milan, Milan, Italy; 8. Peter MacCallum Cancer Centre, Melbourne, Australia; 9. West German Cancer Center, University Hospital Essen, Essen, Germany;

10. National Cancer Centre Singapore, Singapore; 11. National Cancer Center Hospital, Tokyo, Japan; 12. Department of Clinical Oncology, The Chinese University of Hong Kong, Hong Kong;

13. Yonsei University College of Medicine, Seoul, Republic of Korea; 14. Department | of Internal Medicine, Center for Integrated Oncology, University Hospital Cologne, Cologne, Germany;

15. National Taiwan University Hospital, Taipei, Taiwan; 16. MD Anderson Cancer Center, Houston, TX, USA; 17. Novartis Institutes for BioMedical Research, Cambridge, MA, USA;

18. Novartis Pharmaceuticals Corporation, East Hanover, NJ, USA; 19. START-CIOCC Hospital Universitario HM Sanchinarro, Madrid, Spain.
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KontRASt-01: JDQ443 monotherapy
Dose expansion: Phase I

KRAS G12C-mutated KRAS G12C-mutated NSCLCP (n=22)

KRAS G12C-mutated

solid tumors (n=39) solid tumors

(n=15) KRAS G12C-mutated CRC® (n=20)

Satety data set: All patients (N=96) across dose escalation, FE and dose expansion cohorts
Efficacy data set: Patients with NSCLC (N=27) from dose escalation and FE cohorts

Pre-planned analyses in the Phase Il NSCLC expansion group will be the subject of future presentations.

Key objectives for dose escalation Key objectives for dose expansion

Primary: Assess the safety and tolerability of JDQ443 and identify the MTD Primary: Evaluate the antitumor activity of JDQ443 monotherapy
and/or RD and regimen for future studies Secondary: Assess the safety and tolerability and characterize the PK of
Secondary: Evaluate the antitumor activity and characterize the PK of JDQ443 JDQ443

Key eligibility criteria

Patients with advanced, KRAS G1712C-mutated solid tumors who have received standard-of-care therapy or who are intolerant of or ineligible for approved
therapies; ECOG PS 0-1; no prior treatment with a KRAS®'2C inhibitor

Data presented are from a cut-off date of February 1, 2023. #Patients in the FE cohort received treatment on an empty stomach, at least 1 hour before and 2 hours after a meal, from Day 1 to Day 7. Following a washout ;Jeu od with no
treatment on Day 8, patients commenced standard treatment cycles at the same dose and schedule, receiving JDQ443 with food. For dose esc on and dose expansion, JDQ443 was d's*d wt'\ food at all Ume points; PAll patients with
NSCLC must have been previously treated with a platinum-bas chemotherapy regimen and an immune checkpoint inhibitor, either in combination or in sequence, unless ineligible to receiv ich therapy; °Patients with CRC must have
previously received standard-of-care therapy, including fluoropyrimidine-, ox n-, and irinotecan-based chemotherapy, unless ineligible eceive such therapy

BID, twice daily; CRC, colorectal cancer, ECOG, Eastern Co FE, food effect; KRAS, Kirsten rat sarcoma viral oncogene homolog; MTD, maximum tolerated dose; NSCLC, non-small cell lung cancer

perative Oncology Group
PK, pharmacokinetics; PS, performance status; QD, once daily; RD, recommended dose

Maria de Miguel et al. 2023 ASCO Annual Meeting.
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NSCLC: Best overall response

100 -
90 o
80 +

Best percentage change from baseline (%)
o

-100 -
Baseline TP53 I .
mutation  grxq s m —
status per . . s mm —

ctDNA
CDKN2A [N am |

.
==
|
.

mm Mutation e Wild-type

Data presented with a cut-off date of February 1, 2023. V

Starting dose:

200mg QD | 400mg QD | 200 mg BID
O Dose increase to 200 mg BID

In—
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PR.PR PR PR pR
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Data not available

PR PR
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Confirmed
ORR

DCR

BOR?, n (%)
PR
SD
PD

Unknown

JDQ443

200 mg BID
(n=14)

57.1%

92.9%

8 (57.1)
5 (35.7)
0

1(7.1)

JDQ443
All dose
levels, pooled
(n=27)

44.4%

92.6%

12 (44.4)
13 (48.1)
0

2 (7.4)

Vaterfall plot: 25 (92.6%) patients with NSCLC with available change from baseline tumor assessments; data are plotted out of n=27 patients with NSCLC who received JDQ443 single-

agent. Patients were enrolled in dose escalation and food effect cohorts. 2Best overall response per RECIST 1.1 based on investigator's assessment. Intra-patient dose escalation, per protocol, occurred in four patients from 200 mg QD to
200 mg BID. Mutation detection: plasma ctDNA at baseline; assay validated to 0.5% allele frequency. 95% CI for ORR: 28.9-82.3 for 200 mg BID; 25.5-64.7 for all dose levels
BID, twice daily; Cl, confidence interval; ctDNA, circulating tumor DNA; DCR, disease control rate; NSCLC, non-small cell lung cancer; ORR, overall response rate; PD, progressive disease; PR, partial response; QD, once daily; RECIST v1.1
Response Evaluation Criteria in Solid Tumors version 1.1; SD, stable disease

Maria de Miguel et al. 2023 ASCO Annual Meeting.
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Summary

- JDQ443 is a structurally unique KRAS®'2C inhibitor that exhibits antitumor activity in
NSCLC

= Preliminary ORR: 57.1% (8/14) at recommended dose for expansion of 200 mg BID

« JDQ443 is well tolerated and has an acceptable safety profile
= TRAEs were low-frequency, low-grade events
o No Grade 4-5 TRAEs
o No nausea, vomiting, or diarrhea higher than Grade 2
o ALT/AST Grade 2-3 elevation events were rare and of limited duration
= Safety/tolerability profile supports potential for combination strategies

+ Actively enrolling: JDQ443 doublet combinations in KontRASt-01 have completed
dose escalation and are now in Phase |l dose expansion

= JDQ443 + tislelizumab (anti-PD-1)
= JDQ443 + TNO155 (SHP2 inhibitor)

ALT, alanine aminotransferase; AST, aspartate aminotransferase; BID, twice daily; KRAS, Kirsten rat sarcoma viral oncogene homolog; NSCLC, non-small cell lung cancer; ORR, overall response rate; PD-1, programmed cell death protein-1
SHP2, Src homology-2 domain—containing protein tyrosine phosphatase-2; TRAE, treatment-related adverse event

Maria de Miguel et al. 2023 ASCO Annual Meeting. FAU
The Oncology Institute
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The primary endpoint analysis of SCARLET study:

A single-arm, phase II study of Sotorasib plus CARbopLatin-

pemETrexed in advanced non-squamous, non-small cell lung
cancer patients with KRAS G12C mutation: WJOG14821L

Shinya Sakatal, Hiroaki Akamatsu?, Koichi Azumas, Takehiro Uemura?,
Yuko Tsuchiya-Kawano®, Hiroshige Yoshioka®, Mitsuo Osuga?, Yasuhiro

Koh?, Satoshi Morita’, Nobuyukil Yamamoto?

TKumamoto University Hospital, 2Wakayama Medical University, 3Kurume University School of Medicine, “Nagoya City University Graduate School of
Medical Sciences, °Kitakyushu Municipal Medical Center, °®Kansai Medical University, ’Kyoto University Graduate School of Medicine, JPN

Presented by Hiroaki Akamatsu. 2023 ASCO Annual Meeting.
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Background

® Molecular-targeted drugs have a critical role in advanced non-squamous,
non-small cell lung cancer (non-Sq, NSCLC) patients with oncogenic driver
alterations

® |[n EGFR-mutated tumor, phase lll trials showed the benefit of adding
cytotoxic chemotherapy on gefitinib

Hosomi Y, JCO 2019. Miyauchi E, JCO 2022. Noronha V, JCO 2020. Hou X, JAMA Network Open 2023.

Umbrella-type, phase Il studies @ WJOG
for advanced non-Sq, NSCLC patients with rare driver oncogenes

KRAS G12C (SCARLET) FESMET ex14 SKIipPING .

ALK-TKI +/- platinum-doublet = Sotorasib + CBDCA / PEM MET-TKI +/- platinum-doublet
Wakuda K, BMC Cancer 2023
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SCARLET: study schema

Key inclusion criteria

« Advanced non-Sq, NSCLC Induction phase Maintenance phase

«  With KRAS G12C Sotorasib 960mg

* Naive for Cytotoxic chemotherapy + CBDCA (AUCS5)/ PEM 500 mg/m 2 Sotorasib + PEM
and KRAS inhibitor [q3W, 4 cycles] [g3W, until PD]

« With measurable lesion (n = 30)

- ECOG PS 0-1

* Asymptomatic CNS mets allowed

Primary endpoint; ORR by blinded independent central review (BICR)
Secondary endpoints; DCR, PFS, DOR, OS and AEs
Translational research; NGS analysis (tissue and plasma [at baseline, 3 wks, and PD])

Trial identifier: jJRCT2051210086
Presented by Hiroaki Akamatsu. 2023 ASCO Annual Meeting.
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Primary endpoint: ORR by BICR

ORR 88.9% (807%Cl 76.9-95.87%, 957%.Cl 70.8-97.6%)
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Efficacy by PD-L1 expression level

—— High (N = 13)

3 0+ S 100- ~ Low (N=9)
2 = E ] H Negative (N = 5)
8 -20- e
> O -
5 =L ]
& o % -
c © & 50
S -40- €%
2 £8
5 > ]
= 607 Bl High (N = 13) % 0] . . ! !
0 0 3 6 9 12
s 80 Low (N =9) Months
o . No.atrisk 13 11 4 2 0
Negative (N = 5) No.atrisk 9 7 2 1 0
No. at risk 5 4 1 1 0
PD-L1 expression level | | ORR | Median PFS (mo)
High (250%) 76.9% (95%Cl 46.2-95.0%) | Not reached
Low (1-49%) 100% (95%CI 66.4-100%) 5.7
Negative (<1%) 5 100% (95%ClI 47.8-100%) 7.5
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Treatment-related AEs (2 15% or any severe cases)

222222222 [ AnyGrade | >=Grade3 | Grade1 |

| Grade2 | Grade3 | Grade4 | Grade5 |
_“““““““

Any adverse event 100.0 21 72.4 1 7 241 48.3 6 20.7 1

Anaemia 21 724 11 37.9 2 6.9 8 27.6 10 34.5 1 34 0 0.0
PLT decreased 13 44.8 7 241 4 13.8 2 6.9 5 17.2 2 6.9 0 0.0
Neutrophil decreased 12 414 7 241 0 0.0 5 17.2 4 13.8 3 10.3 0 0.0
Decreased appetite 10 34.5 0 0.0 4 13.8 b 20./ 0 0.0 0 0.0 0] 0.0
Nausea 10 34.5 0 0.0 3 10.3 7 241 0 0.0 0 0.0 0 0.0

|WBC decreased 10 34.5 6 20.7 1 3.4 3 10.3 4 13.8 2 6.9 0 0.0 |
Malaise 8 27.6 0 0.0 5 17.2 3 10.3 0 0.0 0 0.0 0 0.0
Constipation 7 241 0 0.0 4 13.8 3 10.3 0 0.0 0 0.0 0 0.0
Diarrhoea 7 241 2 6.9 ) 10.3 2 6.9 2 6.9 0 0.0 0 0.0
Y-GTP increased 6 20.7 1 3.4 4 13.8 1 3.4 1 3.4 0 0.0 0 0.0
|Neutropenia 5 17.2 3 10.3 0 0.0 2 6.9 3 10.3 0 0.0 0 00 |
Hiccups 5 17.2 0 0.0 4 13.8 1 34 0 0.0 0 0.0 0 0.0
ALT increased 5 17.2 1 3.4 2 6.9 2 6.9 0 0.0 1 3.4 0 0.0
Blood Cre increased 5 17.2 0 0.0 4 13.8 1 34 0 0.0 0 0.0 0 0.0
AST increased 4 13.8 2 6.9 2 6.9 0 0.0 2 6.9 0 0.0 0 0.0
Hyperkalaemia 3 10.3 1 3.4 0 0.0 2 6.9 1 3.4 0 0.0 0 0.0
Lymph decreased 3 10.3 1 3.4 1 3.4 1 3.4 1 3.4 0 0.0 0 0.0
Cellulitis 2 6.9 1 34 0 0.0 1 34 1 34 0 0.0 0 0.0
Pneumonia 2 6.9 1 3.4 0 0.0 1 3.4 0 0.0 0 0.0 1 3.4
Thrombocytopenia 2 6.9 1 3.4 0 0.0 1 3.4 0 0.0 1 3.4 0 0.0
Anaphylactic reaction 1 3.4 1 3.4 0 0.0 0 0.0 1 3.4 0 0.0 0 0.0
Gastritis 1 34 1 34 0 0.0 0 0.0 1 34 0 0.0 0 0.0
Cholecystitis 1 34 1 34 0 0.0 0 0.0 1 34 0 0.0 0 0.0
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% Updates in Cancer Therapies | A Review of the 2023 ASCO & ESMO Annual Meetings

Conclusion

1 Sotorasib in combination with CBDCA/PEM demonstrated favorable
ORR and tolerability in advanced non-Sg, NSCLC patients with KRAS
G12C mutation.
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Some Facis—>

Hazard Ratio

Hazard Ratio

KRAS mutated vs KRAS non-mutated- 1L Therapy

1%t Line trials included KRAS(+) patients Study or Subgroup __ Weight _ IV, Random, 95% Cl IV, Random, 95% CI
3.1.1 KRAS mutated
Keynote-042 6.8% 0.42[0.22, 0.80]
- ‘ IMpower150 (ABCP)  12.1% 0.50 [0.34, 0.74] —
Key note-042 Pembr Ollzumdb IMpower150 (ACP) 12.2% 0.63 [0.43, 0.92] —
» Keynote-189 8.1% 0.79 [0.45, 1.39] —
Keynote- 1 89 Pe mbI'Oll Zum ab 6 1 6 Subtotal (95% CI) 39.2% 0.57 [0.46, 0.72] €

Heterogeneity: Tau? = 0.00; Chi* = 2.85, df = 3 (P = 0.41); I’ = 0%
Test for overall effect: Z = 4.77 (P < 0.00001)

+ChT

3.1.2 KRAS-wild-type

IMpower-150 Atezoli- 1,200 Keynote-189 11.8%

0.55 [0.37, 0.82] ———

Keynote-042 14.3% 0.86 [0.63, 1.17] —r
zumab + ChT + bev- IMpower150 (ACP) 17.0% 0.90[0.72, 1.13) -
IMpower150 (ABCP)  17.6% 0.98 [0.80, 1.20] -+
2 & Subtotal (95% CI) 60.8% 0.84 [0.69, 1.03)
Landre Cancer Immunology, Immunotherapy (2022) 71:719-26. — 2 P s eyt SO

Test for overall effect: Z = 1.67 (P = 0.10)
Total (95% ClI) 100.0% 0.72 [0.59, 0.88) L3
Heterogeneity: Tau? = 0.05; Chi? = 19.55, df = 7 (P = 0.007); I? = 64% 0.01 o1 1 10 100

Test for overall effect: Z = 3.19 (P = 0.001)

X : Favours [immunotherapy]
Test for subaroup differences: Chi* = 6.26, df = 1 (P = 0.01). I = 84.0%

K-RAS and Co-mutations Tx w 1O
Two independent academic based cohorts that received PDL1/PD1 IO and had KRAS

with comprehensive genomic profiling

N Median OS (95%Cl) N Median OS (95%Cl)
—— KRASMWTSTK1TWT 398  17.3 months (15.1-22.8) —— KRASWT/KEAPTWT 376  18.4 months (14.9-21.7)
— KRASWT/STK1I™UT 138 6.2 months (4.4-9.2) — KRASMUT/KEAPT™UT 101 4.8 months (4.0-8.0)

HR = 2.09, 95% CI: 1.68-2.61, p < 0.0001 HR = 2.24, 95% CI: 1.74-2.88, p < 0.0001

FAU

Riciutti B JTO 2022

Favours [control]
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e [MS#H 1; TF‘,
@ MECC .

Potential with + + platinum

(1 POSEIDON trial: chemo+ tremelimumab + durvalumab vs chemo + durvalumab vs chemotherapy.

(1 Overall response rates in 4 drug regimen:
45.2% for STK11-mutated subgroup
45.5% for KEAP1-mutated subgroup
55.0% for KRAS-mutated subgroup

(d Median OS HR vs CT (95%):
HR of 0.56 (95% CI 0.30-1.03) for STK11-mutated non-squamous NSCLC
HR of 0.43 (95% Cl 0.16-1.25) for KEAP1-mutated NSCLC
HR of 0.56 (95% CI 0.36-0.88) for KRAS-mutated non-squamous NSCLC.

Peters S 2022 World Conference on Lung Cancer. Absfract OA15.04
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Intracranial activity....

L Incidence of brain metastases about 40%.

. Delayed CNS with sotorasib compared with docetaxel, 9.6 months
versus 5.4 months (HR 0.84 [95% CI: 0.32, 2.19], P=0.37).

J KRYSTAL-1 trial had 25 patients with untreated brain metastases:
ICORR 42%
DCR 90%
PFS of 5.4 months

Cui W Lung Cancer 2020;146:310-7; Dingemans JC0.2023.41.17_suppl.LBAR016 Negrao JCO 2023
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Treatment-Related Adverse Events

U O 0O O

Concurrent 400 mg BID Adagrasib + Pembrolizumab (N=148)

Most Frequent TRAEs?, %

Any grade Grade 1 Grade 2 Grade 3 Grade 4
Nausea o1 28 20 3 0
Diarrhea 44 33 7 3 0
ALT increase 38 15 13 9 1
AST increase 32 10 8 13 1
Vomiting 29 17 " 1 0
Fatigue 26 12 10 4 0
Decreased appetite 24 14 9 1 0
Lipase increased 24 3 9 10 1

There were two Grade 5 TRAES, one each of pneumonitis and pneumonia
Immune-related TRAEsP of any grade occurred in 18% of patients (26/148) and grade 23 occurred in 5% (8/148)
TRAEs led to adagrasib dose reduction in 46% of patients (68/148) and temporary dose interruption in 59% of patients (88/148)

TRAEs led to permanent discontinuation of adagrasib only in 6% of patients (9/148) and pembrolizumab only in 11% of
patients (16/148); 4% of patients (6/148) discontinued both drugs due to TRAEs

aAny grade TRAEs occurring in 220% of patients. Includes all TRAEs of colitis, hepatitis, adrenal insufficiency, hypophysitis, hypothyroidism, hyperthyroidism, type 1 diabetes mellitus, nephritis, Stevens-Johnson syndrome, toxic epidermal necrolysis, and
yg
pneumonitis

Data as of 19 June 2023. Median follow-up 8.7 months FAU
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ORR and Best Tumor Change from Baseline in Patients
With PD-L1 TPS 250%

B Complete Response?

M Partial Response
Stable Disease

M Progressive Disease

20 -

D

f=

0

(4°]

o

e

S -2+

[5)

()]

= _

s 40

(&)

X

= 60—

-

£

~

S 80
100

Evaluable Patients

O Confirmed ORR was 63% (32/51; 95% CI, 48-76) and DCR was 84% (43/51; 95% ClI, 71-93)
Q Of those patients who experienced any grade hepatotoxicity?, ORR was 70% (14/20; 95% ClI, 46-88)

Response per investigator assessment (n=51; modified full analysis set). Waterfall plot excludes three patients without post-baseline measurement and one patient without confirmatory scan (only one assessment of PR on day 28, but minimum duration requirement for SD is 42 days). 2One patient
had CR without —100% change from baseline due to lymph node as target lesion. bIncludes AST increase, ALT increase, mixed liver injury and liver function test increase; no grade 4 hepatotoxicity was observed in patients with PD-L1 TPS 250%

Data as of 19 June 2023. Median follow-up 10.1 months
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Duration of Treatment in Patients With PD-L1 TPS 250%
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Time, Months
O Median time to response was 1.4 months; median duration of response was not reached (95% CI, 12.6-NE)

Response per investigator assessment (n=51; modified full analysis set). Swimmer plot excludes three patients without post-baseline measurement and one patient without confirmatory scan (only one assessment of PR on day 28, but minimum duration

requirement for SD is 42 days)
FAU 7

Data as of 19 June 2023. Median follow-up 10.1 months
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Acquired Resistance to KRAS G12C Inhibitors

NSCLC

CRC

AC

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

[ ctDNA 1l Adenocarcinoma M Not detected W Amplification

¥ Tissue and ctDNA [ Not assessed M Fusion

Acquired RTK/RAS/MAPK/PI3K
Alterations

Acquired Gene
Fusions

Patient 1

Acquired KRAS Alterations
Patient 3

l I l [ [ ]
| ﬁ ||
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 .

Awad. NEJM. 2021;344:2382. Tanaka. Cancer Discov. 2021:11:1.

I
\4

Secondary

KRAS Y69D *
Cis

KRAS G12F
Trans

KRAS G12V
KRAS G13D

NRAS Q61L

BRAF V600E

MAP2K1 K57N
MAP2K1 Q56P

Proliferation and survival
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Conclusions

FLAURA 2 and MARIPOSA ftrials results may challenge Osimertinib as sole 15t line therapy for patients
with EGFRex19del or L858R mutations.

O For patients with CNS disease and L858R, Osi plus chemotherapy represents a better option than Osi
alone (FLAURA 2).

MARIPOSA study also showed that Ami/Chemo combination has CNS protectant effect.
O Amivantamab-chemotherapy is the new standard of care for EGFRex20in as it significantly

improved PFS (HR, 0.395); OS trends in favor of Ami/Chemo despite high crossover (PAPILLON
study).

heavily pretreated NSCLC population with actionable genomic alterations, including patients with
EGFR mutations and ALK rearrangements.

a 10 based therapy remains standard of care for first line freatment of KRAS mutations including KRASG12¢,

Unfavorable co-mutations (STK11/KEAP1) present with KRAS mutations portend to worse prognosis with |O
therapy.
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