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EGFR-TKI In pretreated patients

a
100 ~
F3
=
=
&
o T T T T T ol o T T T T
o 2 R 6 8 10 12 0 6 12 18 24
’ 2 at risk Time since treatment began (months) Numbers at risk Time since treatment began (months)
Gefitini 1129 om 588 325 175 76 19 Edotinib 488 255 145 23 4
Placebo 563 446 289 160 77 28 12 Pacebo 243 w07 50 9 o

Thatcher et al, Lancet 2005; Shepherd et al, NEJM 2005



EGFR activating mutations
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EGFR activating mutations

AS752-1759
(45%)

Sharma et al, Nat Rev Cancer 2007
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Gefitinib (250 mg/day)

Mok et al, NEJM 2009



PFES In ITT population

Probability 1.0
of PFS o
0.8 Gefitinib
0.6 5.7 vs 5.8 months
0.4
0.2
At risk - 0.0 T T T T T 1
risk: 0 4 8 12 16 20 24 Months
Gefitinib 609 363 212 76 24 5 0
Carboplatin / 608 412 118 22 3 1 0

paclitaxel



PFS in EGFRmut and EGFRwt

EGFR mutant EGFR wild type

Gefitinib (n=132) Gefitinib (n=91)
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_ Treatment by subgroup interaction test, p<0.0001
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Gefitinib in Asian EGFR+ studies
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NEJOO2 73.7 10.8
0.30

C/P 30.7 5.4

WJTOG 177 G 62.1 9.2
3405 0.48

C/D 32.2 6.3

Maemondo et al, NEJM 2010; Mitsudomi et al, Lancet Oncol 2010



Erlotinib iIn EGFR+ studies

EAEET N

OPTIMAL 165 13.1
0.16

C/IG 36 4.6

EURTAC 174 E 56 9.7
. 0.37

Platinum 15 5 2

doublet

Zhou et al, Lancet Oncol 2011; Rosell et al, Lancet Oncol 2012;



LUX-LUNG 3

a8 A TN

Stage I1IB/IV Adeno [ Afat'%b:gggg ob J
PS 0-1

Chemotherapy-naive —~®<

EGFR mutant 2.1 ( Pemetrexed/Cisplatin
(n=345) g21d up to 6 cycles

. y (n=115)

Primary endpoint: PFS (IRR)

Sequist LV, et al, JCO 2013



LUX-LUNG 6

(Stage NB/IV ) [ Afatinib_gg;ng OD J
PS 0-1 (n=242)
Chemotherapy-naive —0®<

EGFR mutant 2:1

(n=364) Cisplatin/Gemcitabine
. ’ up to 6 cycles (n=122)

Primary endpoint: PFS (IRR)
Only East Asia Wu Y-L, et al, Lancet Oncol 2014




LUX-Lung 3 and 6: Efficacy
| LUXLUNG3 | LUXLUNG6

Afatinib Cis/pem Afatinib Cis/gem

n=230 n=115 n=242 n=122
ORR (%) 56.1 22.5 66.9 23
Median PFS (mos) 11.1 6.9 11.0 5.6
08 015 070 02502003
OS 28.2 vs 28.2 months 23.1 vs 23.5 months

HR=0.88, p=0.3850 HR=0.93, p=0.6137



Trials of EGFR-TKIs vs CT

- Median PFS (mos) Median OS (mos)

I 00 1) B L S

IPASS 261 0.48 (0.36-0.64) 21.6 21.9
First Signal 42 80 6.3 0.54 (0.26-1.10) 27.2 25.6
NEJ002 194 10.4 5.5 0.35 (0.25-0.50) 27.7 26.6
WJITOG 172 9.2 6.3 0.48 (0.33-0.71) 36 39
OPTIMAL 154 13.7 4.6 0.16 (0.10-0.26) 22.6 28.8
EURTAC 174 10.4 5.1 0.34 (0.25-0.54) 19.3 19.5
LUX-LUNG 3 345 11.1 6.9 0.58 (0.43-0.78) 28.2 28.2

LUX-LUNG 6 364 111 5.6 0.28 (0.20-0.39 23.1 23.5



ARCHER 1050

(/Advanced NSCLC R , .
« Adenocarcinoma ﬁ .| Dacomitinib
 EGFR ex 19/21 D L 45mg qd

mut+ —>| O F—— , .
* First-line treatment AI" | Gefitinib
- PS0-1 i 250mg qd
« No brain mets E
" N=440 ~ Primary endpoint: PFS

/ Wu et al, lancet oncology 2017; Mok et al, Drugs 2021




ARCHER 1050: PFS and OS

100

B0+

60

Progression-free survival (%)

20+

Patients Events Median progression-free
survival (months)
Dacomitinib 227 140 16-6 (95% C112.9-18-4)
Gefitinib 225 77 110 (95% <1 9-4-12-1)

Hazard ratio 0-62 (95% C10-50-0-78;
p<0.0001)

MNumber at risk
(number censored)

Dacomitinib 227 (0)
Gefitinib 225 (0)

T T T T T T 1
6 12 18 24 30 36 42

Time since randomisation (months)

166 (21)
172 (12)

124(28) B5(3)
89(17) 48(13)

19 (59}
9(40)

7(81)
1(47)

2(85)
0(48)

0(87)
0(48)

HIR, 0.748; 85% Cl: 0.581-0.847;
P = 000155 (2-sided siratified log-rank test)

Decomitinib  Gafitinib

o) — =227 in = 2325)
Mo, ol deaths 133 152
80 Median (55% ©l) 08, manths 34.1 27.0
= T0O— [29.5-30.8) (24.4-31.8)
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0 a 1z 15 24 an a8 az 48 54 &0 a6
No. at rigk: Tima (months]
Decomitinb 227 208 1890 169 144 114 45 a0 34 15 2 o
Gefitinie 225 28 188 147 122 g5 76 85 20 4 0 ]

Wu et al, lancet oncology 2017; Mok et al, Drugs 2021




SAEs and dose modification

Outcome Dacomitinib Gefitinib
(n =227) (n = 224)

Serious AE, n (%)

Any 62 (27.3) 50 (22.3)

Treatment related 21 (9.3) 10 (4.5)
Causing discontinuation 22 (9.7) 15 (6.7)
Causing death 2 (0.9) 1(0.4)

Median duration of dose reduction, mos (range) 11.3 (0.1-33.6) 5.2 (0.3-17.8)

Reduced dose given, n (%)

30 mg/day 87 (38.3) NA

15 mg/day 63 (27.8)

Pts requiring dose reduction, n (%) 150 (66.1) 18 (8.0)




Mechanism of resistance to
1st/2nd generation EGFR-TKIs

a No identification
AR mechanism
HER2 amplification
~8-13%
Bypass BRAF ~1% _
tracks | MIET ampilification ~5% bk
R it ~40-55%
PIK3CA ~1-2%
EGFR
SCLC alone ~6% T790M
with EGFR t‘i'get I
5 SCLC with PI3K ~4% amplification f_é%';;‘t on
~10% o
Other EGFR
point mutations
1-2%

Camidge DR et al. Nat Rev Clin Oncol. 2014



Tackling T790M resistance mutation



[Key eligibility criteria

* Locally advanced or metastatic
NSCLC

» Evidence of disease progression
following first-line EGFR-TKI
therapy

* Documented EGFRm and central
confirmation of tumour EGFR
T790M mutation after first-line
EGFR-TKI treatment

*PSOorl

* No more than one prior line of
treatment for advanced NSCLC

» Stable asymptomatic CNS
metastases allowed

AURA3

Osimertinib

80 mg OD
(n=279)

Platinum-
pemetrexed

+/- maintenance
pemetrexed
(n=140)

-
Endpoints Primary:

*PFS by investigator assessment
(RECISTv1.1)

Secondary and exploratory:
*OS

*ORR

*DoR

DCR

*Tumour shrinkage

| ‘BICR-assessed PFS

[

Optional crossover: Protocol
amendment allowed patients on
chemotherapy to begin post-BICR
confirmed progression open-label
osimertinib treatment

-

\

J

Mok et al, NEJM 2016



PFS by Investigator

—— Osimertinib (n=279) Median PFS (95% ClI)

Platinum-pemetrexed 12'122'2_226?)
(n=140) o

HR for disease progression or death,
0.30 (95% ClI, 0.23-0.41) P<0.001

1.0
o
o= 08-
> =
£ Zos-
252
o 0 20.4-
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(al
0
0

Mok et al, NEJM 2016



FLAURA

Patients with locally advanced

or metastatic NSCLC
. . — Osimertinib
Key inclusion criteria Stratification b (80 mg OD)
o> * ' n=279
18 years 2y rr:uttatlon ( ) RECIST 1.1 assessment every
Performance status 0 / 1 ( éx?)nuig Rendormised 1.1 6 weeks until objective
*Exon 19 deletion / L858R deletion / progressive disease
(enrolment by local” or L858R) EGFR-TKI SoC:
Centrali EGFR testing) and race Gefitinib or Erlotinib
«No brior svstemic anti- (Asian / (n=277) Crossover was allowed for
P y -ASi patients in the SoC arm, who
non-Asian)
cancer / could receive open-label
EGFR-TKI therapy osimertinib upon central
Stable CNS metastases confirmation of progression
Al and T790M positivity

Primary endpoint: PFS (investigator)
Secondary endpoints: ORR, duration of response, DCR , depth of response, OS, PRO, safety

Soria JC et al, NEIM 2017



FLAURA

1.0+ T [ —
E PFS: 18.9 vs 10.2 mos ﬁ\‘\\_\\ Hazard ratio, 0.80 (95.05% C1. 0.64-1.00)
_:g: on HR 0.46, P<0.001 o] e P00k
054 N -
ETE' 0.6 3 o7 \ Nﬁ\‘\\
g3 Osimertinib g R ~
e 3 = 067 ¢ N
o 044 g ‘ o, W8 .
054
g | S S \\\‘\\ : Osimennib
-ﬁ 0.2 £ 044
5 Standard EGFR-TK] 3 T atin
n_E 06 ndar . g 0 M"‘g;;g)s“"‘“' Comparator EGFR-TKI
| T T T T T 1 | mo
0 12 15 18 21 24 27 9271 Ouimedind M6 (345-418)
| Comparator 113 (266-36.0)
Month 014 EGFR-TKI
Mo. at Risk 00(; ; f; 9 1'2 ‘.rs '.'z 2'| 774 1'7 30 1'1 ;6 3'9 4} a5 t:x st 514
Osimertinib 279 262 233 210 178 139 71 26 4 0 Months since Randomization
Standard 277 239 187 15 107 78 37 10 z 0 No. at Risk
Osimertinib 279 276 270 254 245 236 217 204 193 180 166 153 138 123 8 S0 17 2 O
EGFR-TKI Comparator EGFR-TKI 277 263 252 239 219 205 182 165 148 138 131 121 110 101 72 40 17 2 0O

Soria JC et al, NEJM 2017; Ramalingham et al, NEJM 2020




Adverse Events
n (%)

Diarrhoea 161 (58) 120 (43) 35(13) 6 (2) 159 (57) 116 (42) 35 (13) 6 (2) 0
Dry skin 88(32) 76(27) 11(4) 1(<1) 0 90(32) 70(25) 17 (6) 3(1) 0
Paronychia 81(29) 37(13) 43(15) 1(<1) 0 80(29) 46 (17) 32(12) 2(2) 0
Stomatitis 80 (29) 65(23) 13(5) 1(<1) 1(<1) 56 (20) 47 (17) 8 (3) 1(<1) 0
Dermatitis acneiform 71 (25) 61 (22) 10 (4) 0 0 134 (48) 71 (26) 50 (18) 13 (5) 0
Decreased appetite 56 (20) 27 (10) 22 (8) 7 (3) 0 51 (18) 24 (9) 22 (8) 5(2) 0
Pruritis 48 (17) 40(14) 7(3) 1 (<1) 0 43(16) 30(11) 13 (5) 0 0
Cough 46 (16) 34(12) 124 0 0 42 (15) 25(9) 16 (6) 1(<1) 0
Constipation 42 (15) 33 (12) 9 (3) 0 0 35(13) 28 (10) 7 (3) 0 0
AST increased 26 (9) 18 (6) 6 (2) 2(1) 0 68 (25) 38(14) 18(6) 12 (4) 0
ALT increased 18(6) 11 (4) 6 (2) 1 (<1) 0 75(27) 31(11) 19(7) 21(8) 4 (1)




Resistance mechanisms to Osimertinib
—

H

CT9Ts

L

Other
S576SI
L7 1BV
L792H,V
GTO6S/C
G7245
GT194

J

\

Srmall cell
transformation

' SR

Squarmous cell
transformation

]

!

- ~
Amplification
= MET
= HER2
. A

!
"

Mutations
=  HMNRAS
= PI3KCA

#
L

\
r

Fusions
= ALK fusion
= RET fusion
e "

Cell cycle alterations ]

Schmid et al, Lung Cancer 2020



Resistance mechanisms to 1L Osi

o METamp (7-15%)
*  HER2amp (1-2%)

= Unknown
= EGFR dependent
® Lineage plasticity

Amplification

EGFR
Fusion independent

® Mutations

= Cell cycle alterations

*«  SPTBNI-ALX
*  RET fusions
*  BRAF fusions

BRAFVG00E {3%)
PIIKCA (7%)
KRAS (3-4%)
HER2 (1%)

Schmid et al, Lung Cancer 2020



Management of Nen-Systemie Acquired Resistance to Osimertinib

!

Minor or Slow
Progression®*

Continue osimertinib

nan-CHNS CNS progression
Local or olipoprogression |Brain MRI staging required)

l

[ SRS candidate J l nob-5RS candidate or LM imvolvement

Flasma and/or cerebrospinal fluid (C5F)
cfDNA analysis

Consider local approach
(surgery, SBRT, RFA, etc)
+

+
Continuing Osimertinib

continuing Osimertinib

l

systemle disease pragression - .-

Optional
Recommended

Passaro et al, Ann Onc 2022




Management Systemic acquired resistance to Osimertinib

Re-Biopsy
(liquid vs. tissue vs. both)
1
Comprehensive biomarker analysis
[(NGS preferred)

|
+ +

Histological transformation Off-target alteration EGFR on-target alterations No target
[12-153%] [40-60%] [10-20%] [40-50%]
g MET, HER2, HER3, e.g- EGFR p.CT975,
ERAF, RET other EGFR mutations:
Informed discussion with patient,
aligning expectations
- -+
4 ~
Preferred: Clinical trial Preferred: Moleculzr-driven dinical trial Preferned: Molecular-agnostic clinical trial
Alternative: Platinum-bazed chematherapy Alternative: Platinum-based chemotherapy Ahternative: Platinum-based chemotherapy
Or Or
\ Atezolizamab plus Bevacizumab and P-based chemotherapy Atezolizumab plus Bevacizumab and P-based chemotherapy
[or similar combination) jor similar combination) y
1 1 1
- N
Preferred: Clinical trizl
ARternative: Standard chemotherspy or OFf label drug
Consider EGFR TK] rechzllenge in absence of valid therapeutic alternative
L "
[ Immune checkpoint inhibitors not before other standard therapeutic options are exhausted ]

Passaro et al, Ann Onc 2022



EGFR-TKI plus
antiangiogenic agents



NEJO26

- Chemotherapy-naive BE combination

+ Non-Sgq NSCLC Bevacizumab 15mg/kg q3w
- Stage IIB/IV or %

Erlotinib 150mg qd
(n=107)

postoperative recurrence

- Activating EGFR
mutations

Ex19 del, Ex21 L8%8R
- Asymptomatic CNS

E monotherapy
Erlotinib 150mag qd
(n=107)

metastases allowed

Study period

Sample

Tissue Pretreatment
collection
Pretreatment

6 weeks after
initiation of
study treatment

0.

(progression of
study treatment)

Platinum + Pemetrexed (PEM)
followed by
maintenance with PEM

Platinum + Pemetrexed (PEM)
+ Bevacizumab (BEV)
followed by maintenance
with PEM+BEV

A

W e e o ———————— -

PD2

(progression of
2nd line treatment)

PD2

{progression of
2nd line treatment)

6 weeks after
intiation of
2nd line treatment

Saito et al, Lancet Oncology 2019; Maemondo et al, ASCO 2020



NEJO26

Progresson-free survival ()

Number at rick

(rumber cernsored)
Edotinib plus bevaozumah
Erlotined alone

— Erfatinib plus bevaczumab

100 ——'_\
< TR, [medan 169 manths [95% (1 14.2-21.0])
an+ \‘_\ T Erotinib alure
ey 28 1 (medan 133 manths [95% (111.1-153])
\

L

3
1,
60+ 1 Tony
.-¢
-
sy 'Y ’.___“
" ——
% L_
A—————
204 .o

HRO-B05(95% 0 0417-0877): p=0016

0 Y W e K SN Rt REDETY VR M TRt SN S [RC T
0 2 4 b 8 10 12 14 16 18 20 22 24 26 28

Time (manths)

1m2(0) 100(6) 837 64(17) 3435 1052 1(59)  0(60)
112(0) 94 (4) 73012) 51(15) 18 (34) 5(43) {47 gi{4))

©
=
b
=
(7))

24 36
Time (months)

Median OS (months) $50.7 46.2
1.007

(95% CI: 0.681~1.490)

Pvalue® 0.973

HR

I0g-rank test

Medan follow up : 38.2 manths

60

Saito et al, Lancet Oncology 2019; Maemondo et al, ASCO 2020



RELAY

Key inclusion criteria
«Stage IV NSCLC

*EGFR mutation-positive R
(Ex19del or Ex 21 L858R) A Ramucirumab 10 mg/kg Q2W
*ECOG PS 0-1 \ + )
D Erlotinib 150 mg/day Treatment until
. o Phase 3 [Ne; progression or
Key exclusion criteria N=449 M
«Known EGER T790M | Placeb+o Q2w unacceptable
mutation y4 . toxicit
= Erlotinib 150 mg/day oXicity

*Prior treatment with EGFR
TKI or chemotherapy

*Brain metastases

1:1

Primary endpoints: PFS

Nakagawa et al, Lancet Oncol 2019



RELAY- PFS

190
09 RAM+ERL PBO+ERL
n=224 n=225
XA e T :
> Median, mo 194 124
e A Eomoy | (sa21e) | 110129
B, o | e i )
g 03 HR (95% Cl) 0.691 (0.461, 0.760)
B 04
W
Q
o3
o2
o |
(A ' ' ' ' ' ' v ' l '
¢ 3 G a 2 15 18 2 24 27 30 33 36
Matieris at Risk Tine from Randonmization (Months)
RANERL Y 149 140 1 138 AR (3N 4 0 1 1 0

BOHERL b 1% 1es 136 o



RELAY — PFS2 and interim OS

RAM+ERL PBO+ERL
N=224 N=225
PFS2 Events, 61 79
Censoring rate 73% 65%
Median, mo NR NR
HR (95% CI) 0.690 (0.490, 0.972)
Interim OS Events 37 42
Censoring rate 83% 81%
Median, mo NR NR
HR (95% CI) 0.832 (0.532, 1.303)

PFS 2 Probab Ity

10
09
uu

O obe ba ac a
O = N W R 3¢ o~

awarts ! Hesk
4 »

PFS2 (Investigator-assessed)

o W

—‘\)
\.\'- .-
- ~.\ ‘\q\
. " ‘\\
M an TS
W .
A e
\—'\ P L -
AM U
PO
Q 3 6 9 12 15 18 21 24 27 30 33 36

Time from Randomization (Months)

Fal 2 2N s ) ) Hr Al >0 7 4]
g 1 J1a 1 14 gh



Adverse Events

RAM+ERL PBO+ERL
N=221 N=225
n (%) Any Grade Grade =3 Any Grade Grade =3
Bleeding/Hemorrhage Events 121 (33) 4(2) 58 (26) 4 (2)
Epistaxis T4 (34) 1] 27 (12) 0
Gl Hemorrhage Events? 23 (10) 3 (1) B(3) 1(=<1)
Pulmonary Hemorrhage Events 15(7) 1(<1) 4 (2} 1(<1)
Hypertension 100 (45) 52 (24)* 27 (12) 12 (5)
Proteinuria® 76 (34) 6(3) 19 (8) 1]
Liver Failure/Liver Injury 140 (63) 31 (14) 120 (53) 28 (12)
Increased ALT 94 (43) 19 (9) 70 (31) 17 (B)
Increased blood bilirubin B8 (31) 3(1) 70 (31) 2(1)
Infusion-related reactions 6(3) 1] 4(2) o
Other TEAE of interest:
ILD events® 4 (2} 1(<1) 7(3) 3 (1}

*The 2 most common Gl hemorrhage events were anal hemorrhage (3% vs. <1%) and hemorrhoidal hemorrhage (2% vs. 2%)
Mo events of nephrotic syndrome: ©ILD events included pneumonitis

*Grade 3 enly

ILD, Interstitial Lung Disease



Chemo plus EGFR-TKI



Gefitinib +/- Carbo/pemetrexed

Study Arm PFS (mos) HR,p OS(mos) HR,p
NEJO09 Gefitinib 11.9 0.49 38.4 0.82
Carbo/Pem + G 209  P<0.00 49 P =
1 0.1270
Noronha, et  Gefitinib 8 0.51 17 0.45
al Carbo/Pem + G 16 P<2'OO NR P<0.001

Hosomi et al, JCO 2020 ; Noronha et al, JCO 2020



Safety run-in period (N=30)>2

FLAURAZ

Patients with untreated locally
advanced/metastatic EGFRm
NSCLC

Key inclusion criteria:

Aged 218 years (Japan: 220
years)

Pathologically confirmed
non-squamous NSCLC
EGFR exon19del/L858R

(local/central test)

WHO PS 0/1

No prior systemic therapy for
advanced NSCLC

Stable CNS metastases
were allowed

Brain scans at baseline (MRI/CT)

Stratification by:

* Race (Chinese
Asian/non-
Chinese
Asian/non-Asian)

« EGFRm
(local/central test)

- WHO PS (0/1)

Osimertinib 80 mg
(OD) + pemetrexed
500 mg/m?2 +
carboplatin AUC5

B or cisplatin 75
mg/m2 (Q3W for 4
cycles for platinum-
based treatments

Maintenance
osimertinib 80 mg
(OD) + pemetrexed
(Q3W)*

Randomisation 1:1 (N=557)

- Osimertinib 80 mg (OD) =

Follow-up:

e RECISTV1.1
assessment at 6
and 12 weeks,
then every 12
weeks until
RECIST vi1.1
defined
radiological PD or
other withdrawal
criteria were met

* Primary endpoint: PFS by INV assessment per RECIST v1.1
* Sensitivity analysis: PFS by BICR assessment per RECIST v1.1

* Secondary endpoints: OS, ORR, DoR, DCR, HRQoL, safety (AEs by CTCAE v5), and PFS2

Median follow up: 19.5 months

Planchard et al, NEJM 2023




FLAURAZ

10 - Osimertinib + platinum-pemetrexed Osimertinib + Osimertinib
P os - ™ Osimertinib monotherapy Endpoint platinum- monotherapy
E o6 ] . 57% pemetrexed (n=279) (n=278)
o 66%:
" 2 04 1 ! mPFS per INV, months (95% CI)
= E 41%
Iﬁ': E 0.2 7 E o: Overall 25.5 (24.7-NC) 16.7 (14.1-21.3)
o .
= 0 — T t— T — T F———— opulation - .
o 6 3 6 9 12 15 18 21 24 27 30 33 36 7 pop HR 0.62 (95% CI, 0.49-0.79); p<0.0001
No. at risk: Time from randomisation (months) With CNS 24.9 (22.0-NC) 13.8 (11.0-16.7)
B 279 254 241 225 207 187 165 133 84 42 21 3 0O
W 278 246 227 203 178 148 119 94 67 48 21 1 0O & EEREEE HR 0.47 (95% Cl, 0.33-0.66)
Without CNS 27.6 (24.7-NC) 21.0 (16.7-30.5)
o [ metastases HR 0.75 (95% ClI, 0.55-1.03)
7N O 08 -
% g o \ mOS, months (95% ClI)
0.6
=4 = ] NR (31.9-NC NR (NC-NC
5 T_SU 0.4 7 B Osimertinib + platinum-pemetrexed Over?“ _ ( ) ( )
£ N W Osimertinib monotherapy population HR 0.90 (95% ClI, 0.65-1.24); p=0.5238
8 E : T T T T T T T T T T T 1
< °% 3 6 9 12 15 18 21 24 27 30 33 36
8 No. at risk: Time from randomisation (months)
W 279 267 258 253 244 237 219 191 139 84 46 7 O ifi ot
B 278 267 260 257 251 244 214 185 133 85 46 10 O CNS mets not a stratification factor




Anemiat

Diarrhea

Nausea

Decreased appetite
Constipation

Rash

Fatigue

Vomiting

Stomatitis
Neutropenia*
Paronychia

COVID -19*

ALT increase
Thrombocytopenia
Dry skin

AST increase

Blood creatinine increase
WBC count decrease
Edema peripheral

Of most common AEs (occurring in 215% of patients in either arm), all Grade 4 AEs in the osimertinib plus platinuspemetrexed arm were
hematological toxicities, known to be associated with chemotherapy; there were no common Grade 4 AEs in the monotherapy arm

FLAURAZ

Osimertinib + platinum -pemetrexed (n = 276)
19.9 I 26.5

Osimertinib monotherapy (n=275)
7.7] 0.4

2.0l 40.6 40.4 ] 0.4
1.4 416 102 0
2.9l 27.9 8irfo.7
0.4] 29.0 102 0

0.4] 27.5 20.7 0
2.9l 24.6 9.1]0.4
110 253 6.2 0
0.4] 243 17.8 | 0.4
18.1 76 W15
0.70 22.8 26.2] 0.4
[0:4] wozntose 142 0
1.4 [l 188 7.3 0.4
[22] 17.8 o1 W11
0 [18.1 240 0
0.4] 17.0 44]0.4
0 [16.7 44 0
Grade 1/2 M Grade 3 ™ Grade 4 X127 6204 Grade 1/2 ™ Grade 3
0 [15.2 4.4 0
1 ) L] L] L] L] L] L] L] L] L] 1
50 40 30 20 10 0 10 20 30 40

60

Patients with adverse events, %

50



MARIPOSA

Serial brain MRIs were required for all patients

Key eligibility Clliy Amivantamab + lazertinib
* Locally advanced or > —190- )
metastatic NSCLC : (n=429; open-label)

e Treatment-naive for
advanced disease

Documented EGFR

Primary endpoint of amivantamab +
lazertinib vs osimertinib:

* PFS* by BICR per RECIST vi1.1
Secondary endpoints of amivantamab +

L Osimertinib lazertinib vs osimertinib:
(n=429; blinded) . OSt

=1074)
1

1
2:2:1 Randomisation
(N

exon19del or L858R L azertinib O
- ECOGPSOor1 (n=216; blinded) " DoR'
- ] * PFS after first subsequent
Stratification factors: therapy (PFS2)

Dosing (in 28-day cycles):

*  EGFR mulaliSi Amivantamab: 1050 mg (1400 mg if 280 kg) weekly for the first + Symptomatic PFS$

(exon19del or L858R)

. 4 weeks, then every 2 weeks  Intracranial PES$
+ Asian race (yes or no) Lazertinib: 240 mg OD Safet
+  History of brain metastasest | ©simertinib: 80 mg OD y

(yes or no) Lazertinib monotherapy arm was included to assess

Median follow-up of 22.0 months the contribution of components

Cho et al, ESMO 2023 LBA14



MARIPOSA

PFS Extracranial PFS
100 ~ B Amivantamab + lazertinib 100 ~ B Amivantamab + lazertinib
= M Osimertinib = B Osimertinib
o & 80 - 73% o & 80 [7%
c O c O
z c 65%: 48% St
23 ! 23 :
c 40 A 1 c 40
T o ! 34%'! T o . 0
0 O 20 - ! ! 0 O 20 - . i
o : : o 1 1
1 1
0 1 1 1 : 1 1 1 : 1 1 1 O 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 27 30 33
No. at risk: Months No. at risk: Months
MW 429 391 357 332 291 244 194 106 60 33 8 0 W 429 391 357 332 291 244 194 106 60 33 8 o
B 429 404 358 325 266 205 160 90 48 28 10 0 B 429 404 358 325 266 205 160 10

Endpoint Amivantamab + lazertinib Endpoint Amivantamab + lazertinib

mPFS, months (95% CI)
HR (95% ClI)

23.7 (19.1-27.7) 16.6 (14.8-18.5)
0.70 (0.58-0.85); p<0.001

mPFS, months (95% CI)
HR (95% ClI)

27.5 (22.1-NE) 18.5 (16.5-20.3)
0.68 (0.56-0.83); p<0.001°




MARIPOSA - Safety

6D DO %< - WErNQ
by preferred term, n (%)

Related to EGFR Paronychia
inhibition Rash
Diarrhea

Dermatitis acneiform

Stomatitis

Pruritus

Related to MET Hypoalbuminemia
inhibition Peripheral edema
Other IRR

ALT increased
Constipation

AST increased
COVID-19
Decreased appetite
Anemia

Nausea
Hypocalcemia

Cough

@® Safety profile of amivantamab +
lazertinib was consistent with prior
1% reports, mostly grades 1-2

©® EGFR- and MET-related AEs were
higher for amivantamab + lazertinib
except diarrhea, which was higher
for osimertinib

® Incidence of grade 4-5 AEs was
low and comparable between arms

©® Rates of ILD/pneumonitis remained
low, at ~3% for both arms

12% ez

B Amivantamab + Lazertinib: grade 1-2
B ¥ OXMED)IE) [ =CB MG [
M Osimertinib: grade 1-2
W [y ONTEEI=m 08

100%

50% 0% 50% 100%



MARIPOSA

Any VTE, n (%)
Grade 1
Grade 2
Grade 3
Grade 4
Grade 5
Any VTE leading to death, n (%)
Any VTE leading to any discontinuation, n (%)
Anticoagulant use at time of first VTE, n (%)
On anticoagulants
Not on anticoagulants
Median onset to first VTE
Within first 4 months, n (%)

Amivantamab +
Lazertinib (n=421)

157 (37)
5 (1)
105 (25)
43 (10)
2(0.5)
2(0.5)
2 (0.5)
12 (3)

5(1)
152 (36)
84 days
97 of 157 (62)

Osimertinib
(n=428)

39 (9)

24 (6)
12 (3)
1(0.2)
2(0.5)
2(0.5)
2(0.5)

0
39 (9)
194 days
13 of 39 (33)

- VTE

* VTE rates were higher for amivantamab +
lazertinib

*  Most common preferred terms were
pulmonary embolism and deep vein
thrombosis

*  Most VTEs were grade 1-2

* Incidence of grade 4-5 VTEs was low (<1%)
and comparable between arms

// Rates of discontinuations due to VTE were low
and comparable between arms
* Attime of first VTE:

*  Most patients were not on anticoagulants

*  Majority in the amivantamab + lazertinib
arm occurred within the first 4 months

* Prophylactic dose anticoagulation is now
recommended for the first 4 months of treatment
k in ongoing trials of amivantamab + lazertinib /




MARIPOSA-2

Serial brain MRIs were required for all patients
Key Eligibility Criteria \ . . Dual primary endpoint of PFS¢ by BICR

- Locally advanced or s Amivantamab-Lazertinib-Chemotherapy per RECIST v1.1:

metastatic NSCLC it (n=263) ] o

z * Amivantamab-Lazertinib-Chemotherapy

» Documented EGFR = ch th

Ex19del or L858R S Y8 ClEeiIETEy
+ Progressed on or after g Chemotherapy « Amivantamab-Chemotherapy

osimertinib monotherapy S (n=263) vs Chemotherapy

(as most recent line) 3 .

c Secondary endpoints:

+ ECOGPSOor1 &
« Stable brain metastases 3 Amivantamab-Chemotherapy * Objective response rate (ORR)®

were allowed, & (n :131) * Duration of response (DoR)

radiation/definitive therapy . 0 I ival (OS)e

was not required (untreated) o verall survival (OS)

- Dosing (in 21-day cycles) « Intracranial PFS
Stratification Factors Amivantamab: 1400 mg (1750 mg if 280 kg) for the first 4 weeks, then . h d

- Osimertinib line of therapy 1750 mg (2100 mg if 280 kg) every 3 weeks starting at Cycle 3 (week 7) * Time to subsequent therapy’

(Lst 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 PESd

Carboplatin: AUCS for the first 4 cycles . Safety

Pemetrexed: 500 mg/m? until disease progression

+ History of brain metastases
(yes or no) /

Median follow-up: 8.7 months

Passaro et al, Ann Onc 2023



MARIPOSA-2 PFS

100 - ) . o
= Amivantamab-Chemotherapy Amivantamab-Lazertinib-
g\, vs Chemotherapy Chemotherapy? vs Chemotherapy
g Median PFS: 6.3 vs 4.2 months Median PFS: 8.3 vs 4.2 months
= 80 -
c HR, 0.48 HR, 0.44
o (95% ClI, 0.36-0.64) (95% Cl, 0.35-0.56)
g P<0.001 P<0.001
[0}
5 60 -
°
o
o
© 40 -
f:’ Amivantamab-Lazertinib-Chemotherapy
= 1l L
a (30%
c 20 - 1 .
@ ! Amivantamab-Chemotherapy
IS I
o ! 13% !
' i Chemotherapy
0 T ¥ T t 1
0 3 6 9 12 15 18
Months
No. at risk
Amivantamab-Chemotherapy 131 99 49 27 7 0 0
Amivantamab-Lazertinib-Chemotherapy 263 194 104 52 21 4 0
Chemotherapy 263 135 49 17 6 0 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°)

aAmivantamab-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; PFS, progression-free survival.



MARIPOSA-2 Intracranial PFS

100 Amivantamab-Chemotherapy Amivantamab-Lazertinib-
- 1 vs Chemotherapy Chemotherapy? vs Chemotherapy
X Median icPFS: 12.5 vs 8.3 months Median icPFS: 12.8 vs 8.3 months
$ HR, 0.55 HR, 0.58
= 80 o (95% ClI, 0.38-0.79) (95% Cl, 0.44-0.78)
- P=0.001° P<0.001P
Qo
n
9 1
9 60 - 1
(2] 1
o |
o ' Amivantamab-Chemotherapy
[} 40 1
=1 - 1
g ! Chemotherapy Amivantamab-Lazertinib-Chemotherapy
= ; Em:
2 Ll | |
e e
© : :
o I I
1 1
0 L] L] L] ; L] L]
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



Chemotherapy Amivantamab-Chemotherapy Amivantamab-Lazertinib- * Amivantamab-containing arms
Most common TEAEs (225%) n=243 n=130 ! had higher rates of EGFR-

by preferred term, n (% All grades Grade 23 All grades Grade 23 All grades Grade 23

s iatad wih EaFR Ao - : . 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:

Associated with MET inhibition cycle 1

Hypoalbuminemia 21 (9) 1(0.4) 29 (22) 3(2 104 (40) 12 (5)

Peripheral edema 15 (6) 0 42 (32) 2(2) 85 (32) 1 (0.4) * Low rates of febrile
Associated with Chemotherapy neutropenia (2%, 2%,
Neutropenia 101 (42) 52 (21) 74 (57) 59 (45) 181 (69) 144 (55) and 8%)

Thrombocytopenia 72 (30) 22 (9) 57 (44) 19 (15) 158 (60) 96 (37)

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) bleeding? (0%, 1%,

Other and 3%)

Infusion-related reaction 1(0.4) 0 76 (58) 7 (5) 148 (56) 9(3)

Nausea 90 (37) 2(1) 58 (45) 1(1) 131 (50) 16 (6) ° VTE highest in amivantamab-
Constipation 72 (30) 0 50 (38) 1(2) 96 (37) 3(1) lazertinib-chemotherapy arm
Decreased appetite 51 (21) 3(1) 40 (31) 0 85 (32) 7(3)

Vomiting 42 (17) 1(0.4) 32 (25) 1(1) 76 (29) 10 (4) * No grade 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 increased 67 (28) 10 (4) 26 (20) 7 (5) 55 (21) 14 (5)

AESIs by grouped term, n (%) (0%, 1%, and 0.4%)
RashP 30 (12) 0 92 (71) 13 (10) 197 (75) 40 (15) . .
VTE® 11 (5) 70 13 (10) 3(2) 58 (22) 17 (6) Incidence of ILD was low in all

ILD 0 0 2(2) 1(1) 7(3) 5(2) arms (<3%)



Conclusions

Screen for EGFR mutations!
Novel options coming to clinical practice

Choose your strategy taking in to account patient’s
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Mariposa 2 - Summary of Adverse Events (AES)

Chemotherapy

(n=243)

Treatment duration,
median (range)

No. of chemotherapy cycles,
median (range)

Carboplatin

Pemetrexed

TEAE, n (%)

3.7 months
(0-15.9)

4 (1-5)
6 (1-23)

Chemotherapy

(n=243)

Any AEs

Grade 23 AEs

Serious AEs

AEs leading to death

Any AE leading to treatment:
Interruptions of any agent

Reductions of any agent

Discontinuations of any agent

Discontinuations of all agents
due to AE

VD

227 (93)

117 (48)

49 (20)
3(1)

81 (33)
37 (15)
9(4)
10 (4)

Amivantamab-
Chemotherapy (n=130)

6.3 months
(0-14.7)

4 (1-4)

9 (1-22)
Amivantamab-
Chemotherapy (n=130)
130 (100)

94 (72)

42 (32)

3(2)

84 (65)
53 (41)
24 (18)
14 (11)

Amivantamab-Lazertinib-
Chemotherapy? (n=263)

5.7 months
(0.1-18.6)

4 (1-4)

7 (1-25)
Amivantamab-Lazertinib-
Chemotherapy? (n=263)
263 (100)

242 (92)

137 (52)

14 (5)

202 (77)
171 (65)
90 (34)
38 (14)

aAmivantamab-lazertinib-chemotherapy arm includes all patients regardless of the dosing regimen received.

TEAE, treatment-emergent adverse event.

Median treatment
duration was longer for
the amivantamab-
containing arms vs
chemotherapy

Amivantamab-containing
arms had higher rates of
grade =3 AEs and dose
modifications vs
chemotherapy

* Highest in the
amivantamab-
lazertinib-
chemotherapy arm

AEs leading to death
were low

Discontinuations of all
agents due to treatment-
related AEs was 2%, 8%,
and 10%
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