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« Adjuvant- EGFR; ADAURA ftrial.
 Mechanism of resistance in early stages

 Advanced or Metastatic setting:

« Osimertinib in front line

» Lazertinib plus Amivantamab in front line [MARIPOSA ftrial]
* Mechanism of resistance to Osimertinib (metastatic setting):

» Resistance driven by alternative pathways

FA{J The Oncology Institute
MED|C|NE ( of Hope & Innovation

FLORIDA ATLANTIC UNIVERSITY




v e S e — B

13th Annual WINTERCANCER

~SYMPOSIUM
WCS MARCH 1-3, 2024

WYNDHAM GRAND RIO MAR PUERTO RICO HOTEL RIO GRANDE, PUERTO RICO

e ’;. MEC g \ CCERNOW A MECC | sos: ueemwes

ADJUVANT SETTING

FHJ 7.\ The Oncology Institute
MED'C' NE ( of Hope & Innovation

FLORIDA ATLANTIC UNIVERSITY



13th Annual WINTERCANCER

Osimertinib- EGFR TKI A/ S rosion

MARCH 1-3, 2024

a :Ij :I I1 i s E "i I1 E' WYNDHAM GRAND RIO MAR PUERTO RICO HOTEL RIO GRANDE, PUERTO RICO

e WGMEC_ . @BW,  HSENOWA  MECC e

Where are we now?

The ADAURA study has demonstrated a statistically significant and clinically meaningful OS benefit
with adjuvant osimertinib vs placebo in patients with resected EGFRm stage IB-IIIA NSCLC

ADAURA

>2 mil I I ion Surgery — Adjuvant Therapy
new cases of lung cancer

worldwide annually’

Osimertinib is the first EGFR-TKI
to show significant OS benefit in a
Phase Il adjuvant study

Che,;o/t;erapy Reinforces osimertinib
as standard of care

Approximately 30% of patients > Osimertinib vs placebo >
have resectable disease?4 @
)

Adjuvant osimertinib ‘ EGF
)

NSCLC represents Surgit<_:a|
~80% of all diagnoses' resection

Osimertinib

: W —Crh(meaing) EGFR Best New era for
S e Sl S sitaion  aatmeniy  lardeted
ranges from 10—50% | testing early  treatmentin
in patients with NSCLC5>° > early-stage
Downstream signalling cascade disease

1. Cancer.net 2023. Available at: https:/Awww cancer.net/cancer-! s/lung-cancer-non-small-cell/statistics; 2. Datta et al. Chest 2003;123:2096-2103; 3. Le Chevalier Ann Oncol 2010;21(Suppl 7):vii196-8; 4. Cagle et al. Arch Pathol Lab Med 2013;137:1191-1198;
S. Pi et al. Thorac Cancer 2018,9:814-819; 6. Hondelink et al. Eur J Cancer 2023;181:53-61; 7. Zhang et al. Oncotarget 2016,7:78985-78993; 8. Stone et al. Intern Med J 2014,44:1188-1192; 9. Kim et al. Pathology 2020;52:410-420
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ADAURA Phase Il study design
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Patients with completely resected
stage* IB, I, llIA NSCLC, with or without

Planned treatment duration:

adjuvant chemotherapyt Osimertinib 80 mg, 3 years
once dail
Key inclusion criteria: 4 Treatment continued until:
>18 years (Japan / Taiwan: 220) ) ) » Disease recurrence
WHO performance status 0 / 1 ¢ Stratllgcatlclaln byI:IIA Randomization + Treatment completion
Confirmed primary non-squamous NSCLC age (IB vs Il vs 1lIA) 1-1 « Discontinuation criterion met

EGFRm (Ex19del vs L858R)

Ex19del / L858RY : : N=682

Brain imaging, if not completed pre-operatively SEED ([ ) e £ 2 ( ) Follow-up:

Complete resection with negative margins® » Until recurrence: Week 12 and
Maximum interval between surgery and R 24, then every 24 weeks to
randomization: i o years, then yearly

» 10 weeks without adjuvant chemotherapy + After recurrence: every 24 weeks
» 26 weeks with adjuvant chemotherapy for S years, then yearly

Endpoints
» Primary endpoint: DFS by investigator assessment in stage II-IlIA patients
+ Key secondary endpoints: DFS in the overall population (stage IB-IlIA), landmark DFS rates, OS, safety, health-related quality of life

*At the time of recruitment, staging was determined by the AJCC / UICC Staging Manual 7th edition. Patients with stage 1B disease were not eligible in Japan. 'Pre-operative, post-operative, or planned radiotherapy was not allowed.
tCentrally confirmed in fissue. Patients received a CT scan after resection and within 28 days prior to freatment.

M E D I C I N E The Oncolo gy Inst I,t ute AJCC, American Joint Committee on Cancer; CT, computerized tomography;
( of Ho pe Innovation DFS, disease-free survival, EGFRm, epidermal growth factor receptor-mutated;

- Ex19del, exon 19 deletion; NSCLC, nen-small cell lung cancer; OS, overall survival;
FLORIDA ATLANTIC UNIVERSITY UICC, Union for International Cancer Control; WHO, World Health Organization
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= Adjuvant osimertinib demonstrated a statistically and clinically significant improvement in OS vs placebo in the
primary population of stage II—IIIA disease

5-year OS rate, % (95% CI)

1.0 —— —tr - 0
94% 91% . Osimertinib (n=233) 85 (79, 89)
0.9 = | . Placebo (n=237) 73 (66, 78)
> 08 — ' ! !
= : 80% : : Overall OS HR 0.49 (0.33, 0.73);
2
© 0.7 — 95.03% CI =0.0004
E : | 73% | ( ) P
8 0.6 — ! ! ! Maturity: 21%
® ; ; ; osimertinib 15%, placebo 27%
>
= 0.5 — I I .
- I | | Median follow-up for OS* (censored patients):
-
Y 04 - : : : osimertinib 61.7 months, placebo 60.4 months
g I I !
S M= ! ! ! L .
(o) | | |
0.2 — I | I
: : : “ ORIGINAL ARTICLEF II
0.1 — [ [ I Overall Survival with Osimertinib
I " I in Resected EGFR-Mutated NSCLC
e | | | | | | | | | | | | | | | ,, : oo
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 A
Time from randomization (months) N
No. at risk
Osimertinib 233 229 224 224 221 214 208 205 200 170 115 69 33 9 0 5
Placebo 237 232 226 221 210 202 190 182 171 138 94 53 25 8 2 0
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Data cut-off: January 27, 2023.

Tick marks indicate censored data. Alpha allocation of 0.0497. *Median follow-up for OS (all patients): osimertinib 59.9 months, placebo 56.2 months.

Cl, confidence interval; HR, hazard ratio; OS, overall survival
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Overall survival: patients with stage IB / Il / llIA disease ===

= Adjuvant osimertinib demonstrated a statistically and clinically significant improvement in OS vs placebo in the

overall population of stage IB—IIIA disease
5-year OS rate, % (95% CI)

1.0 = ——— e 95% 93% —
. " S . Osimertinib (n=339) 88 (83, 91)
0.9 — | ' Placebo (n=343) 78 (73, 82)
e 89% : : :
s — 0,
£ | S : Overall OSHR  0.49 (0.34, 0.70);
8 07— ! . 8% , (95.03% Cl) p<0.0001
o) | | |
S 0.6 — ' ! ! Maturity: 18%
E : : : osimertinib 12%, placebo 24%
2 05 — I ' '
E 1 | 1 Median follow-up for OS* (censored patients):
Y 04 : : : osimertinib 61.5 months, placebo 61.5 months
4 I I I
g 0.3 — [ [ I
(o] I I [
0.2 — I [ [
| | 1
| | 1
0.1 — [ [ 1
| I |
| | |
- I I I I I I I I I | I I | I ]
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Time from randomization (months)
No. at risk
Osimertinib 339 332 325 324 319 311 304 301 294 252 176 108 50 15 0 -
Placebo 343 338 332 326 314 304 290 281 267 223 164 97 44 17 3 0

Data cut-off: January 27, 2023.

The Oncology Institute Cl, confidence interval; HR, hazard ratio; OS, overall survival
MEDICINE

F m j Tick marks indicate censored data. Alpha allocation of 0.0497. *Median follow-up for OS (all patients): osimertinib 60.4 months, placebo 59.4 months.

of Hope & Innovation
FLORIDA ATLANTIC UNIVERSITY
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UPDATED DFS IN THE OVERALL POPULATION (STAGE IB /11 / [lIA DISEASE)

1.0 — _‘w l Median DFS, months (95% Cl)
0.9 — — £ 85% - Osimertinib (n=339)  65.8 (61.7, NC)
0.8 — E - 739, 28.1(22.1, 35.0)
0.7 - i ; HR (95% Cl) 0.27 (0.21, 0.34)
o ! ! ! Maturity 45%:
% 0.6 — ! ! : osimertinib 28%, placebo 62%
(1% i 1 I
e 05— : : :
o I 1 I b e
(l.e 0.4 — : 1 |
o : : |
0.3 — : I :
02~ I | I
0.1 i | |
0.0 I I I i I i I i I I I |
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
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
Tsubo". ESM o Por"s 2022 Cl, confidence interval, DFS, disease-free survival; HR haza[;r;!;agzlgf?.::rtﬂc?‘lfuzlg?g
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Stage I-llla EGFR- Surgical Resection Primary Endpoint:
mutant NSCLC

MPR: ~15%
Safety:

Osimertinib

Pre-treatment
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
Blakely, IASLC WCLC, 2021 T-Cell infiltration
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Co-occurring RBM10 mutations correlate with lack of pathological response

A 1A 1A 1A 1A 1B IA 1B 1A A 1A [A A Pre-treatment

" Stage (AJCC V7)
10—
B L858R 9
~ -20+
exon19del  §
]
O -40-
§ P W & B R B N Path RR:
O -60- 69%
8
E =70
- 8-
&1 T MPR:
15%

A= T T 1 T T T 1 T 1

Study |D: | 003 027 | 028 ( 025 | 017 | 010 | 023 | 029 | 008 | 009 | 016 | 005 | 021

TP 5 3 R21Q 1252 del P278S T253A
Fisher’s Exact Test:
RBA:;;) P=0.014

Blakely, IASLC WCLC, 2021
y FA*J The Oncology Institute
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Metastatic setting ol “
Where are we going? e BV B

1.04
weencen 1L Treatment of EGFRm
0.84 \
- NSCLC November 2023
3 07
é ] \ 4 >
] . R
S :S \\b +Chemo | FLAURA2: Osnmertlr.nb t
- oo Chemotherapy > Osimertinib
:E 03- M““"(‘;’s”;‘f‘c"‘f“"""" Comparator EGFR-TKI \ >
024 k. 4ra '"°_“ 4 N
il ?ZE.Z‘E;&': 3s 50 + EGFR/MET | MARIPOSA: Amivantamab + Lazertinib
“'ET.’:"“ Wom e Wooa 000 306 9 12 15 18 21 24 27 30 33 36 39 42 45 48 SI 54 mwmwAb \> OSimertinib' Lazertinib ¥
) Months since Randomization

IPASS 2009 FLAURA2018 N = 2023

IPASS Mok TS et all NEJM 2009; FLLAURA Soria JC et al NEJM 2018; FL.AURA?2 Janne P et al NEJM 2023; MARIPOS.A Cho et al ESMO 2023
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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

FHJ # ) The Oncology Institute
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Median PFS, months (95% CI)

— 1.0 = Osimertinib + platinum-pemetrexed 25.5(24.7, NC)
= 3 ty &
% 09 __mbk PFS 25-5 Vs 1 6-7m Ioslmertinib monotherapy 16.7 (14.1, 21.3)
- 80% HR (95% CI) 0.62 (0.49, 0.79),
o 0.8 = p<0.0001
"'Z 0.7 = Overall maturity: 51%
0 a Median follow-up for PFS*, months (range):
2 0.6=- 66%| Osimertinib + platinum-pemetrexed, 19.5 (0-33.3)
4 I Osimertinib monotherapy, 16.5 (0-33.1)
2 05= :
s
s 04m= [
l
£ 03= : [
- |
S o02- : I
£ ' |
0.1 = I |
I -
0 T T 1 Ii T T 1 I 1 1 [} 1
0 3 6 9 12 15 18 21 24 27 30 33 36
2 : Time from randomization (months)
o. 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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Progression-free survival per BICR =T
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® Median PFS was improved by ~9.5 months with osimertinib plus platinum-pemetrexed vs

osimertinib monotherapy
Median PFS, months (95% Cl)

< 10 == Osimertinib + platinum-pemetrexed 29.4 (25.1, NC)
> b
E 09 = 4 Osimertinib monotherapy 19.9 (16.6, 25.3)
= < 80% HR (95% Cl) 0.62 (0.48, 0.80);
© 0.8 = ’ i ‘ p=0.0002
< 1 - ‘
"é' B7 = 1 ™~ =%, Overall maturity: 43%
2 or | ' ‘ Median follow-up for PFS*, months (range):
@ 06 = 67% y s A7 Osimertinib + platinum-pemetrexed, 19.4 (0-33.2)
o : . E 62% : Osimertinib monotherapy, 14.6 (0-33.2)
(=2 0 5 - " | Ll
[o] - 1 L | 1 T ;
a H 0
04 - i 47%
> | |
= 03 - ! :
- | |
Q 1 1
©
2 02 = I I
o 1 1
o 1 1
0T = | |
| |
0 | | || || || | | | | | | | 1
0 3 6 9 12 15 18 21 24 27 30 33 36
Time from randomization (months)
No. at risk:
279 255 242 223 207 184 158 128 81 39 20 3 0
278 247 218 195 169 139 116 88 59 42 18 2 0
Data cut-off: 03 April 2023
*In all patients . ) . FA{, The Oncology Institute
BICR, blinded independent central review; Cl, confidence interval, HR, hazard ratio; NC, not M E DlCl N E ( of Hope & Innovation

calculable; PFS, progression-free survival FLORIDA ATLANTIC UNIVERSITY



FLAURAZ2: PFS per investigator by CNS Metastases

With CNS metastases Without CNS metastases
Median PFS, months (95% Cl) 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% CI) 0.47 (0.33, 0.66) HR (95% ClI) 0.75 (0.55, 1.03)
= 10- 1.0 -
2>
_ % 08+ 0.8 -
ow
29 06- 0.6 -
=T
3 .S 0.4 04 -
ey
oo L] -
£ 0.2 0.2
o
- 0 T T T T T T T T T 1 0 T T T T A T T T T T 1

T T ]
0 3 6 9 122 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36

Time from randomization (months)
No. at risk:

I116 101 98 93 84 77 70 58 34 19 8 2 0 163 153 143 132 123 110 95 75 &0 23 13 1 0
110 95 8 73 60 S50 37 32 21 13 S 1 0 168 151 143 130 118 98 82 62 46 35 16 O 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
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Ex19del L858R
Median PFS, months (95% CI) Median PFS, months (95% Cl)
Osimertinib + platinum-pemetrexed 27.9(25.1, NC) Osimertinib + platinum-pemetrexed 24.7 (19.5, 27 .4)
Osimertinib monotherapy 19.4 (16.5, 27.6) Osimertinib monotherapy 13.9(11.1,19.4)
HR (95% CI) 0.60 (0.44, 0.83) HR (95% CI) 0.63 (0.44, 0.90)
©
'
a a &
. 3 0.8 0.8
23 06 - i 0.6
gz -
a0 04 4 04 -
ow
= 0
“2 02+ 0.2 - .
o
o. 0 T T T T T T T T T T T 1 0 T T T T T T T T T T T 1
0 £ 6 9 120 15 +18. 21 24 27 30 33 36 0 3 6 9 122 15 48 21 24 27 30 33 36
Time from randomization (months)
No. at risk:
172 159 150 142 131 120 103 86 53 23 9 3 0 106 95 91 83 76 67 62 47 31 19 12 0 0
169 152 144 135 117 96 79 63 48 33 16 1 0 107 92 82 68 61 52 40 31 19 15 o 0 0
Data cut-off: 03 April 2023 F A{J
*Patients with co-occurring Ex19del and L858R mutations were included in the Ex19del group The Oncoloay Institute
Cl, confidence interval; EGFR, epidermal growth factor receptor; Ex19del, exon 19 deletion; HR, hazard ratio; NC, not M E D l C | N E of Hope Igrzovation

calculable; PFS, progression-free survival

FLORIDA ATLANTIC UNIVERSITY
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What about toxicity? | CS

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

* Inthe 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%)

L J Osimertinib + platinum-pemetrexed (safety analysis set)
« 50 r
8] =
‘g. Grade 2
E 333 l Gl':d:1
(2 B - =
15 —
5 == | E .
0 - g ) 3 - §
g 3|5 gl |50 : AEARIE: ] : AEREIE
3§§§§55§5 §§§§§EE§§§§§§§§S§§

_ é e (range 0.7-4.1); 211 pts (76%) completed at least 4 cycles of platinum-based CTx

é E ~ (range 0.7-33.8); median 12 cycles (range 1-48)

3 g (range 0.1-33.8)
= g Induction Maintenance

The Oncology Institute
of Hope & Innovation

MEDICINE

FLORIDA ATLANTIC UNIVERSITY

Presented Planchard et al. ESMO 2023 Abstfract LBA48 A
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Just to Remember.....
FLAURA vs

A Progression-free Survival in Full Analysis Set

No. of Median Progression-free Survival
Patients (9596 C1)
mo

Osimertinib 279
Standard EGFR-TKI 277

18.9 (15.2—21.4)
10.2 (9.6—11.1)

Hazard ratio for disease progression or death,
0.46 (95% Cl, 0.37-0.57)
P<0.001

1.0+

0.8

0.6
Osimertinib

Probability of Progression-free
Survival

0.4
0.2
Standard EGFR-TKI
0.0 T T T T T T T T 1
(o) 3 6 9 12 15 18 21 24 27
Month
No. at Risk
Osimertinib 279 262 233 210 178 139 71 26 4 (0}
Standard 277 239 197 152 107 78 37 10 2 (o}
EGFR-TKI

FLAURA mPFS: 18.9 months

Edgardo Santos, MD. 2023 Updates in Cancer Therapies.
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Median PFS, months (95% CI)

5 109 Osimertinib + platinum-pemetrexed 255 (24.7,NC)
% 09 = Osimertinib monotherapy 16.7(14.1,213)
- HR (95% CI) 0.62 (049, 0.79);
¢ 0.8 p<0.0001
i 07 Overall maturity: 51%
9 Median follow-up for PFS*, months (range):
® 06= Osimertinb + platinum-pemetrexed, 19.5 (0~33.3)
(4 I Osimertinib monotherapy, 16.5 (0-33.1)
S 05+ I
g
s 04 = |
I
£ 03+ | I
a |
2 024 | | —
; ' |
0.1+ | |
| :
0 1 1 1 1 1 1 1 1 1 1 I 1
0 3 9 12 15 18 2 24 2 30 33 36
Time from randomization (months)
No. at risk:

219 254 241 25 27
218 248 21 203 178

187 165 133 84 42 21 3 0
148 119 N 67 48 21 1 0

FHJ .\ The Oncology Institute
MED'C'NE ( of Hope & Innovation
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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

FHJ b | The Oncology Institute
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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



13th Annual WINTERCANCER

MARIPOSA: PFS by CNS Metastases WCss=

----------- ~gMEC . TN HESNOWA  MECC e
With History of Brain Median PFS Without History of Brain Median PFS
Metastases (95% ClI) Metastases (95% Cl)
Amivantamab + Lazertinib 18.3 mo (16.6-23.7) Amivantamab + Lazertinib 27.5 mo (22.1-NE)
Osimertinib 13.0 mo (12.2-16.4) Osimertinib 19.9 mo (16.6-22.9)
HR, 0.69 (95% CI, 0.53-0.92) HR, 0.69 (95% CI, 0.53-0.89)

S 100 - 2 100 -

] o

o o

% 80- % 80

2 o

a e Amivantamab

2 60+ Amivantamab S 60 - + Lazertinib

e + Lazertinib S

S 40 - N S 40 4

o o

s £ Osimertinib

w 20+ _ o » 20 -

- Osimertinib =

= 2

{ 0 Ll L) Ll L) L] L Ll Ll Ll L) L { 0 L) Ll Ll Ll Ll L) Ll Ll L] Ll L
0O 3 6 9 12 15 18 21 24 27 30 33 0O 3 6 9 12 15 18 21 24 27 30 33

Months Months

Presented by B. Cho. ESMO 2023. LBA 14
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ORR and DoR by BICR

13th Annual WINTERCANCER
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SYYMORAM GRAND RIO MAR BURTORIC O 190TEL | A ClANDE nTO -

. g mEc ~ @\ EENOWA  MECC e

Amivantamab 100 - Median DoRe¢
BICR-assessed + Lazertinib Osimertinib (95% CI)
response, n (%) (n=429) (n=429) Amivantamab + Lazertinib 25.8 mo (20.1-NE) -
ORR X 80 Osimertinib 16.8 mo (14.8-18.5)
All responders L8 £ g
(95% Cl, 83-89) (95% CI, 81-88) 5
c
Confirmed 80% 76% = )
responders (95% CI, 76-84) (95% Cl, 71-80) & 60 - Amivantamab
o + Lazertinib
Best response® ®
S
CR 29 (7 15 (4 ©
(7) (4) o 40 -
PR 334 (79) 335 (81) s — "
» Osimertinib
SD 30 (7) 42 (10) -
o
PD 7 () 11 (3) = 20
NE/UNK 21 (5) 11(3) -
Ongoing 209 of 336 151 of 314
responses (62%) (48%) 0 T T Y v v v ' T Y d
0 3 6 9 12 15 18 21 24 27 30
Months
No. at risk
Amivantamab + Lazertinib 336 327 290 267 228 156 115 61 34 6 0
Osimertinb 314 310 267 242 181 120 86 21 5 0

3No. of patients with measurable disease at baseline by BICR was 421 for amivantamab + lazertinib and 414 for osimertinib. ®Includes all responders. “Among confirmed responders.  BICR, blinded independent central

review; Cl, confidence interval; CR, complete response; DoR, duration of response; mo, months; NE, not estimable; NE/UNK, not evaluablefunknown;
ORR, objective response rate; PD, progressive disease; PR, partial response; SD, stable disease.

MEDICINE
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PFS2: PFS After First Subsequent Therapy® WESe oSt

"MARCH 1-3, 2024
Amivantamab + lazertinib reduced the risk of 2nd disease progression SHEHAN GRANGRIGRARBURRIGI- o=, mo'saao. ruenro mch
or death by 25% e wGMEC___ EBN  BEENOWA  MECC e
100 -

Amivantamab
+ Lazertinib

o0}
o
1

Most Common First Subsequent Therapy

Liius Amivantamab + Lazertinib
N : 98 started subsequent therapy
Osimertinib EGFR TKI monotherapy: 48 (49%)
Chemotherapy alone: 32 (33%)

Osimertinib
137 started subsequent therapy

Chemotherapy alone: 53 (39%)
Median follow-up: 22.0 months EGFR TKI monotherapy: 37 (27%)

HR, 0.75 (95% ClI, 0.58-0.98); P=0.032

()
o
L
H
™~

D
o
1

N
o
1

Patients who are progression-free
after first subsequent therapy (%)

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

Months

No. at risk
Amivantamab + Lazertinib 429 400 383 370 357 325 268 175 97 47 11 0

Osimertinib 429 415 406 387 358 303 249 153 87 42 12

0
aNominal P-value; endpoint not part of hierarchical hypothesis testing. Median estimates, at this time, are unreliable. FAU

Cl, confidence interval; EGFR, epidermal growth factor receptor; HR, hazard ratio; PFS, progression-free survival; TKI, tyrosine kinase inhibitor. M E D I C I N E The Oncology Institute

of Hope & Innovation

FLORIDA ATLANTIC UNIVERSITY
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What about toxicity?

Mostcommon TEAEs (220%) . wgMEC _‘“ MR N S MECC |oss emmes

by preferred term, n (%)

Safety profile of amivantamab +

Related to EGFR Paronychia
inhibition e lazertinib was consistent with prior
Diarthea reports, mostly grades 1-2
—— Toxici
e e EGFR- and MET-related AEs were Ami /LatZ vs Osimertinib
— higher for amivantamab + lazertinib
Pruritus : : :
= rrem—— except diarrhea, which was higher o .
uminemia . e .
rery " for osimertinib B IRR: 63% vs 0%
Peripheral edema . o o
: m VTE: 37% vs 9%
Other IRR Incidence of grade 4-5 AEs was B Rash: 61% 319%
ALT increased low and comparable between arms AT BNS -
Constipation e ot " e B Diarrhea: 29% vs 45%
A | a esto~30/ fpngu::onl is remaine mILD: 39% vs 3%
oA ow, at ~3% for both arms
Decreased appetite
Anemia
Nausea W 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. ESMO 2023. LBA 14
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Adverse Event of Special Interest: VTES e

---------- ~grec.___ @\ HENOWA  MECC e
Amivantamab + Osimertinib * VTE rates were higher for amivantamab +
Lazertinib (n=421) (n=428) lazertinib
Any VTE, n (%) 157 (37) 39 (9) *  Most common preferred terms were
Grade 1 5l 0 pulmonary embolism and deep vein
Grade 2 105 (25) 24 (6) Mirososis
Grade 3 43 (10) 12 (3) ) MO,St VTEs were grade 1-2 o
e 2 (0.5) 1(0.2) * Incidence of grade 4-5 VTEs was low (<1%)
E— SN S and comparable between arms
rade _ ) @:3) * Rates of discontinuations due to VTE were low
Any VTE leading to death, n (%) 2(0.9) 2(0.5) and comparable between arms
Any VTE leading to any discontinuation, n (%) 12 (3) 2 (0.5) e Attime of first VTE:
Anticoagulant use at time of first VTE, n (%) «  Most patients were not on anticoagulants
On anticoagulants S (1) 0 «  Majority in the amivantamab + lazertinib
Not on anticoagulants 152 (36) 39 (9) arm occurred within the first 4 months
Median onset to first VTE 84 days 194 days * Prophylactic dose anticoagulation is now
Within first 4 months, n (%) 97 of 157 (62) 13 of 39 (33) recommended for the first 4 months of treatment

in ongoing trials of amivantamab + lazertinib

&Grouping includes the following preferred terms: pulmonary embolism, deep vein thrombosis, venous thrombosis limb, thrombosis, venous thrombosis, superficial vein
thrombosis, thrombophlebitis, embolism, embolism venous, jugular vein thrombosis, pulmonary infarction, axillary vein thrombosis, portal vein thrombosis, post thrombotic
syndrome, sigmoid sinus thrombosis, superior sagittal sinus thrombosis, vena cava thrombosis, pelvic venous thrombosis, pulmonary thrombosis, superior vena cava

syndrome. F m
VTE, venous thromboembolism.
MEDICINE

FLORIDA ATLANTIC UNIVERSITY

The Oncology Institute
of Hope & Innovation
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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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MECHANISMS OF RESISTANCE IN
ADVANCED OR METASTATIC SETTING
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Broad Mechanisms of Resistance to EGFR-TKI and Temporal Occurrence

On-Target: Off-Target:

Histologic

EGFR resistance mt  Diverse Bypass MOR transformation

.-o:_
T @D
O?-:
o-.
2=
@
2=
&) :
) -

) aa
@)C:)
O-

EGFR-ALK RAS-MAPK activation 5
downstream P3K-AKT activation
signalling JAK-STAT activation
Osimertinib EGFRCT97X, » Amplifications in MET, HER2, KRAS, NRAS, YES1
resistance G796X, L792X, * Rearrangements in RET, NTRK1, ALK, BRAF,
G7245,1718Q ROS1, FGFR3

* Mutations in BRAF, HER2, KRAS, NRAS, PK3CA
» Others: AXL overexpression, IGF1R activation

/

P /v Y
QLo
AL A
< )
<§,)\/

SCC”

<

[ =S

ADC plals

* Small-cell transformation
*» Squamous-cell transformation
«EMT

P53/Rb1 - 18%

Cooper AS, et al, Nat Rev Clin Oncol 2022

4.5%

o

e

-

B 3.0%

S

°

§ EGFR C797X

8 1.5%

>

5

00% = E

N RGN T S . Y LA

5 o e o
0,\@

<t 6 month intervals

wmewEGFR C797 ====METamp - BRAF

S. Ramalingam. WCLC 2022

Genomics from Orchard: N-174 tissue samples/concurrent
Plasma ctDNA

24%

11%\

fusions BRAF alteration
AR _— Ot s %)
), __—ERBB2 alteration
FGFR1/2/3 fusion (2%) / %
ALK fusion (2%) /’
BRAF V600E mutation (<1%) ™ Other alterations (<1%)
/ RAS mutation (<1%)

ERBB2 amplification (2%) No alteration
BRAF fusion + EGFR ERBB2 mutation (<1%) B4k
amplification (3%)

9% " BRAF fusion only (2%)

Pre-Existing Commutations Mediating Resistance (Impact for locally
advanced/early-stage treatment)

Resistance to Immunotherapy
FA{J 7\ The Oncology Institute

M E D I Cl N E ( of Hope & Innovation
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MARIPOSA-2: Phase 3 Study Design WESEr-. .
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: S Dual primary endpoint of PFS¢ by BICR
Amivantamab-Lazertinib-Chemotherapy per R‘émsgn_t P g

(n=263)

Serial brain MRIs were required for all patientsa
Key Eligibility Criteria \

« Locally advanced or
metastatic NSCLC

» Documented EGFR
Ex19del or L858R

 Progressed on or after
osimertinib monotherapy
(as most recent line)

« Amivantamab-Lazertinib-Chemotherapy
vs Chemotherapy

Chemotherapy »  Amivantamab-Chemotherapy
(n=263) vs Chemotherapy

2:2:1 Randomization (N=657)

Secondary endpoints:
« ECOGPSO0or1
+ Stable brain metastases Amivantamab-Chemotherapy *  Objective response rate (ORR)*
were allowed; (n=131) * Duration of response (DoR)

radiation/definitive therapy

* Overall survival (OS)°

was not required (untreated) fDosinq Dl daonid) \  iracranial PES
Stratification Factors Amivantamab: 1400 mg (1750 mg if 280 kg) for the first 4 weeks, then :

.+ Osimertinib line of therapy 1750 mg (2100 mg if >80 kg) every 3 weeks starting at Cycle 3 (week 7) * Time to subsequent therapy*
(1st vs 2nd) Lazertinib: 240 mg daily starting after completion of carboplatin® * PFS after first subsequent therapy (PFS2)¢

* Asian race (yes or no) Chemotherapy administered at the beginning of every cycle: »  Symptomatic PFS¢

Q{istory of brain metastases K sam°tl:'a“': ’;;’(?5 fjf t2he ﬁrls; 4 cycles j . Safety
(yes or no) / +  Pemetrexed: 500 mg/m2until disease progression
A. Passaro. 2023 ESMO Congress, Madrid, Spain; LBATS FHJ The Oncology Institute

MEDICINE

FLORIDA ATLANTIC UNIVERSITY
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Demographic and Baseline Disease Characteristics

Characteristic, n (%)

Median age, years (range)
Female
Race
Asian
White
Othera
ECOG PS 1
History of smoking
History of brain metastases
No prior brain radiation
Osimertinib line of therapy®
First
Second
EGFR mutation type
Ex19del
L858R

Note: percentages may not sum to 100 due fo rounding.
a0ther includes American Indian or Alaska Native, Black or African American, multiple, and unknown.

Chemotherapy

(n=263)

62 (31-85)
157 (60)

127 (48)
123 (47)
13 (5)
162 (62)
95 (36)
120 (46)
61 of 120 (51)

181 (69)
82 (31)

183 (70)
79 (30)

Amivantamab-
Chemotherapy (n=131)

62 (36-84)
81 (62)

63 (48)
60 (46)
8 (6)
76 (58)
41 (31)
58 (44)
24 of 58 (41)

97 (74)
34 (26)

89 (68)
42 (32)

°One patient in the amivantamab-lazertinib-chemotherapy arm received osimertinib later than second-line and is not included in the table.

ECOG PS, Eastern Cooperative Oncology Group performance status; EGFR, epidermal growth factor receptor; Ex19del, Exon 19 deletions.

Amivantamab-Lazertinib-
Chemotherapy (n=263)

61 (23-83)
168 (64)

125 (48)
129 (49)
9 (3)
171 (65)
87 (33)
120 (46)
56 of 120 (47)

185 (70)
77 (29)

165 (63)
98 (37)

FAU

The Oncology Institute

MEDICINE ( of Hope & Innovation

FLORIDA ATLANTIC UNIVERSITY



Primary Endpoint: Progression-free Survival by BICR

At a median follow-up of 8.7 months, and amivantamab-lazertinib-chemotherapy
reduced the risk of progression or death by and 56%, respectively

—_ 100 - Amivantamab-Chemotherapy Amivantamab-Lazertinib-
X vs Chemotherapy Chemotherapy? vs Chemotherapy
:; Median PFS: 6.3 vs 4.2 months Median PFS: 8.3 vs 4.2 months
o
uz 80 - HR, 0.48 HR, 0.44
o) (95% Cl, 0.36-0.64) (95% Cl, 0.35-0.56)
7 P<0.001 P<0.001
S 60 -
o
g
0
© 40 -
_g _L| Amivantamab-Lazertinib-Chemotherapy
S 22% 1l L1
2/ 20 30% L1 |
_§ l Amivantamab-Chemotherapy
g o
(]
o Chemotherapy
0 Ll Ll L}
0 3 6 9 12 15 18
No. at risk Months
Amivantamab-Chemotherapy 131 99 49 27 7 0 0
Amivantamab-Lazertinib-Chemotherapy 263 194 104 52 21 0
Chemotherapy 263 135 49 17 0

Consistent PFS benefit by investigator: HR, 0.41 (8.2 vs 4.2 mo; P<0.001°) & HR, 0.38 (8.3 vs 4.2 mo; P<0.001)

3Amivantamab-lazertinib-chemotherapy arm includes all patients regardless of the dosing regimen received. ®Nominal P-value; endpoint not part of hierarchical hypothesis testing. W
« : — : . - : : The Oncology Institute
BICR, blinded independent central Cl, confide terval; HR, hazard ratio; PFS, f l.
, blinded independent central review; Cl, confidence interval; HR, hazard ratio; . progression-free survival M E DIC I N E ( of Hope & Innovation

FLORIDA ATLANTIC UNIVERSITY
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ORR and DoR by BICR VWV ESw:. ..
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OR=3.0 — wGMEC___ . TN HWENOWA  MECC e
100 - P<0.001
OR=3.1
P<0.001 )
80 - | Amivantamab-
64% Amivantamab- Lazertinib-
° 63% BICR-assessed Chemotherapy Chemotherapy Chemotherapy
Response, n (%)° (n=263) (n=131) (n=263)
8 60 - Best Response
Z: CR 1(0.4) 2(2) 6 (2)
E PR 93 (36) 81 (62) 157 (61)
g 40 - SD 82 (32) 30 (23) 61 (24)
PD 52 (20) 10 (8) 14 (5)
NE/UNK 32 (12) 7 (5) 21 (8)
20 -
Median DoRe 5.6 mo 6.9 mo 9.4 mo

(95% CI, 42-9.6)  (95% CI, 5.5-NE)  (95% Cl, 6.9-NE)

Amivantamab-

Lazertinib-
Chemotherapy Chemotherapy o s <

Amivantamab-

aAmivantamab-lazertinib-chemotherapy arm includes all patients regardless of the dosing regimen received. tNo. of patients with measurable disease at baseline by BICR was 260 for chemotherapy, 130 for ~ amivantamab-chemotherapy, and

259 for amivantamab-lazertinib-chemotherapy. Among confirmed responders.

BICR, blinded independent central review; Cl, confidence interval; CR, complete response; DoR, duration of response; mo, months; NE, not estimable; NE/UNK, not evaluable/unknown; OR: odds ratio;

ORR, objective response rate; PD, progressive disease; PR, partial response; SD, stable disease. F M

MEDICINE
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Intracranial Progression-free Survival by BICR

and amivantamab-lazertinib-chemotherapy

reduced the risk of intracranial progression or death by and 42%, respectively
100 Amivantamab-Chemotherapy Amivantamab-Lazertinib-
] vs Chemotherapy Chemotherapy? vs Chemotherapy
Median icPFS: 12.5 vs 8.3 months Median icPFS: 12.8 vs 8.3 months

HR, 0.55 HR, 0.58

80 4 (95% ClI, 0.38-0.79) (95% Cl, 0.44-0.78)
P=0.001p P<0.001b

60 - 54%

Amivantamab-Chemotherapy

40 4 -UJ-L|
Chemotherapy - Amivantamab-Lazertinib-Chemotherapy

Patients who are progression-free (%)

| |
20 -
O Ll Ll Ll .
0 3 6 9 12 15 18
Months
No. at risk
Amivantamab-Chemotherapy 131 103 72 40 11 0 0
Amivantamab-Lazertinib-Chemotherapy 263 211 135 74 32 6 0
Chemotherapy 263 167 89 37 13 1 0

aAmivantamab-lazertinib-chemotherapy arm includes all patients regardless of the dosing regimen received. ®Nominal P-value; endpoint not part of hierarchical hypothesis testing.
BICR, blinded independent central review; Cl, confidence interval; HR, hazard ratio; icPFS, intracranial progression-free survival. F,A"U

The Oncology Institute
MEDICINE ( of Hope & Innovation

FLORIDA ATLANTIC UNIVERSITY




Intracranial Progression-free Survival by BICR Among Patients
With a History of Brain Metastases and No Prior Brain Radiotherapy

100 -

Amivantamab-Chemotherapy
vs Chemotherapy
Median icPFS: NE vs 6.3 months

Amivantamab-Lazertinib-
Chemotherapy?2 vs Chemotherapy
Median icPFS: 11.1 vs 6.3 months

;\:
[ HR, 0.36 HR, 0.44
2 804 (95% Cl, 0.16-0.84) (95% Cl, 0.25-0.79)
g Ll P=0.013 P=0.005>
| I
® | I
S 60 i | i
g’ 1 | Amivantamab-Chemotherapy
1
B ‘-|
L
g - Amivantamab-Lazertinib-Chemotherapy
£
S 1] iy
a
= 20 - Chemotherapy
=
©
o
0 T )
0 3 6 9 12 15
Months
No. at risk
Amivantamab-Chemotherapy 24 20 13 8 1 0
Amivantamab-Lazertinib-Chemotherapy 56 42 22 10 5 0
Chemotherapy 61 32 17 7 1 0

sAmivantamab-lazertinib-chemotherapy arm includes all patients regardless of the dosing regimen received. PNominal P-value; endpoint not part of hierarchical hypothesis testing.
BICR, blinded independent central review; Cl, confidence interval; HR, hazard ratio; icPFS, intracranial progression-free survival; NE, not estimable.
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Safety Profile RS-

- MEC . c\ @sENowa MECX

Chemotherapy Amivantamab-Chemotherapy | Amivantamab-Lazertinib- . Ami t b taini
Most common TEAEs (225%) n=243 : n=130 : Chemotherapy- 6 mivantamab-containing

Alrgrac grac arms had higher rates of
EGFR- and MET-related AEs

Paronychia 1(0.4) 0 48 (37) 3(2) 133 (51) 11 (4)
Rash 12 (5) 0 56 (43) 8 (6) 126 (48) 17 (6) * Neutropenia and
Stomatitis 21 (9) 0 41 (32) 1(1) 120 (46) 24 (9) thrombocytopenia:
Diarrhea 16 (7) 1(0.4) 18 (14) 1(1) 68 (26) 10 (4) _
-Associated with MET inhibition * Mostly occurred during
Hypoalbuminemia 21(9) 1(0.4) 29 (22) 3(2) 104 (40) 12 (5) cycle 1
Peripheral edema 15 (6) 0 42 (32) 2(2) 85 (32) 1(0.4) e Low rates of febrile
“Associated with Chemotherapy .
Neutropenia 101 (42) 52 (21) 74 (57) 59 (45) 181 (69) 144 (55) neutropenia (2%, 2%,
Thrombocytopenia 72 (30) 22 (9) 57 (44) 19 (15) 158 (60) 96 (37) and 8%)
Anemia 97 (40) 23 (9) 51 (39) 15 (12) 141 (54) 48 (18) « Low rates of grade 3-4
Leukopenia 68 (28) 23 (9) 37 (28) 26 (20) 106 (40) 71 (27) bleedingd (0%, 1%
“Other ' '
Infusion-related reaction 1(0.4) 0 76 (58) 7 (5) 148 (56) 9 (3) and 3%)
El:austea t 90 (37) 2(1) 58 (45) 1(1) 131 (50) 16 (6) e VTE highest in amivantamab-
onstipation 72 (30) 0 50 (38) 1(1) 96 (37) 3(1) -
Decreased appetite 51 (21) 3(1) 40 (31) 0 85 (32) 7(3) lazertinib-chemotherapy am
Vomiting 42 (17) 1(0.4) 32 (25) 1(1) 76 (29) 10 (4) * Nograde 5 events
Fatigue 47 (19) 4(2) 36 (28) 4(3) 69 (26) 15 (6) « Rates of discontinuation
Asthenia 40 (16) 5(2) 34 (26) 1(1) 67 (25) 14 (5) due to VTE were low
Alanine aminotransferase i d 67 (28 10 (4 26 (20 765 55 (21 14 (5
anine aminotrans erase, mcrt:;ase (28) 4) (20) (5) (21) (5) (0%, 1%, and 0.4%)
Rash® 30 (12) 0 92 (71) 13 (10) 197 (75) 40 (15) oo .
VTE: 11 (5) 73) 13 (10) 3(2) 58 (22) 17 (6) 'Tf'dencego/”-[) was low in
ILD 0 0 2(2) 1(1) 73) 5(2) all arms (<3%]

=Amivantamab-lazertinib-chemotherapy arm includes all patients regardless of the dosing regimen received. tGrouping includes the following preferred terms: rash, dermatitis acneiform, rash maculo-papular, erythema, acne, rash pruritic, rash erythematous,
rash macular, drug eruption, folliculitis, dermatitis, skin lesion, rash pustular, papule, rash follicular, exfoliative rash, pustule, rash papular, skin exfoliation. <Grouping includes the following preferred terms: pulmonary embolism, deep vein thrombosis,

embolism, renal vein thrombosis, venous thrombaosis limb, venous thrombosis, embolism venous, jugular vein thrombosis, superficial vein thrombosis, thrombophilebitis, thrombosis. ¢Identified by the standardized MedDRA query for F /A‘{J
“Haemorrhage Terms (Excl Laboratory Terms)". The Oncology Institute
AE, adverse event; AESI, AE of special interest; EGFR, epidermal growth factor receptor; ILD, interstitial lung disease (includes pneumonitis); TEAE, treatment-emergent AE; VTE, venous thromboembolism. MEDI C INE ( of Hope & Innovation
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HER-3: Patritumab deruxtecan in EGFR-mutated VVes SYMPOSIUM

MARCH 1-3, 2024

NSCLC with PD on Prior EGFR-TKI " > 202

— —GMEC____ @B  UEENOWA  MECC e
Human anti-HER3 IgG1 mAb Deruxtecan
30 cBOR + Ongoing
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§ o L
(11 -70
B -80
Patients treated with HER3-DXd 5.6 m/kg (n = 57) Peyload DXS)
1.0 ’ Exatecan derivative -90
z o Median (95% Cl) PFS: 8.2 (4.4-8.3) months -100 + az
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Months = & i & 3 §3E 2 e b
Number 7 7 1 1 1 -
at risk ° 3 5 8 0

P. Janne et al. Cancer Discovery 2022. FHJ
7\ The Oncology Institute
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Amivantamab + Lazertinib

EGFR/MET Bispecific + 39 Gen EGFR TKI
CHRYSALIS-2

13th Annual WINTERCANCER

SYMPOSIUM
WCS MARCH 1-3, 2024

WYNDHAM GRAND RIO MAR PUERTO RIC

— GMEC____ @3N SENOWA  MECC s

60 3 Prior Therapy Groups

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

40 3 | 1st/27d-generation EGFR TKI - osimertinib - platinum-based chemotherapy (n=67)
30 ‘ M Heavily pretreated or out of sequence (n=56)

BICR ORR (95% Cl) INV ORR (95% Cl)

21% (9-37)
36% (25-49)
39% (27-53)

26% (13-42)
30% (19-42)
29% (17-42)

-
28 104
) ip
gs 7
0 3
ey 10 :
E g 203
) USSR ... .
C - ]
2%  -4013
O 3
=9 .50
Q0N ;
® -60 =
i3 BICR ORR 33%
80_5 PFS 5.1 months
-90 -
-100 3

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

| R e R EELE e EE e

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

ORR 90% if
IHC+ ORR 10%
if IHC-
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Summary/Therapies Post-Osimertinib with “MET” As A Target

Amivantanab +

Amivantanab +

Osimertinib +
Savolitinib Osimertinib

N=25

Lazertinib
N =45

Trial CHRYSALIS
Target EGFR/MET
ORR 36%
mDOR 9.6
(months) (95% CI: 5.3-NR)
mPFS$ 4.9
(months) (95% CI: 3.7-9.5)

Grade > 3 TRAE 16%

BC Cho et al. Presented af ASCO 2021
CA Shu et al. Presented at ASCO 2022
JW Goldman et al. Presented at ASCO 2022

CHRYSALIS-2

EGFR/MET

33%

9.6
(95% CI: 7.0-NR)

5.1
(95% CI: 4.2-6.9)

38%

TATTON (B1)

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

(95% CI: 6.9-11.2)

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

57% 32%
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Other Bypass Tracts That Are Potentially Actionable

Osimertinib + RET TKI in Acquired Resistance
Mediated by RET Fusion

Osimertinib + Alectinib Pralsetinib
ALK Fusions 6 months Case B
DoR Reports

Osimertinib + Trametinib

BRAF Fusions Response, D/c at 5mo (Tox) Case
Report
Selpercatinib
20 ,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, P

2

O im - ..

w

i

g 20 - Objective Response n (%) 5 (50%)

= ' Partial Response* 5 (50%)

c |

é -40 1 Stable Disease 3 (30%)
Jebbink et al. MA02.07. WCLC 2021; Schrock JTO 2018; Offin et al JCP Precis Oncol. 2018; E Progressive Disease 2 (20%)
Ribero et al, npj precision oncology 2021; Huang et al JTO 2019; Sun et al Thorac Cancer O 601 Disease Control Rate n (%) 8 (80%)
2022; Dagogo-Jack et al. JTO. 2019 : | Stable Disease Median Depth of R 9 -439
J. Rotow et al. WCLC 2021 8 o0 { B Progressive Diseese 20 DEPT o1 Responas (%) u
Z. Piotrowska et al. Cancer Discovery 2018. ® S Pardal Besporse ~ “One partial response unconfirmed

-100

F m One patient with clinical progression without radiographic evaluation not shown
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Conclusions

d

ADAURA established a new standard of care for patients whose tumors harbor EGFR exon 19 or
L858R mutations in the adjuvant setting (pathological stage IB-IIIA).

FLAURA 2 and MARIPOSA results are challenging Osimertinilb as sole 15" line monotherapy (FLAURA)
for patients with EGFRex19del or LB58R mutations in the metastatic setting.

For patients with CNS disease and L858R, Osimertinib plus chemotherapy followed by maintenance
Osimertinib/Pemetrexed represents a better option than Osimertinib alone (FLAURA 2).

MARIPOSA study also showed that Ami/Chemo combination has CNS protectant effect.

Amivantamab-chemotherapy and Amivantamab/Lazertinib/chemotherapy improved PFES in
patients progressing on Osimertinib (MARIPOSA-2).

Until today, there is no standard regimen for patients progressing on Osimertinib. Mechanism of
resistance are variable (EGFR-dependent, EGFR-independent [bypass track] and histologic
transformation).

What could be an approved regimen for Osi resistance in 2024? Patritumab (anfi-Her3)? or
Ami/Chemo (MARIPOSA-2)? or Ami/Lazertinib (CHRYSALIS)? or selection by driven bypass track (MET,
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