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EGFR mutations

50% - 67%

43-50%

Ramalingam NEJM 2019

EGFR-mutated cases (n=367)

EGFR E709A, R776H (1%)
EGFR G719A, D, S (2%) *
EGFR S768I (1%)
EGFR L861Q (3%)

EGFR exon 20
insertions (9%)

EGFR L858R (38%) ***

Arcila et al. Mol Cancer Ther 2013;12:220-9



History of EGFRiuse and approval

ERLOTINIB OSIMERTINIB
2L to overcome resistance to
1L For EGFR mut 1/2G TKils

20031
20042 2012 2020

GEFITINIB 201 1 AFATINIB 2018 OSIMERTINIB

2L after CT without EGFR mut’ 1L in patients with EGFR mut 1Line standard of CARE
1L vs CT with EGFR mut?

1Cohen MH, et al. Oncologist. 2003; 2. AstraZeneca. New Drug Application For IRESSA accepted by US Food and Drug Administration. Dec 2014. 3. Karachaliou N, et al. Transl Cancer Res. 2019;
4. Kazandjian D, et al. Oncologist. 2014; US FDA. Osimertinib. July 2017. US FDA Osimertinib feb 2021,



FLAURA Study design, Osimertinib

Patients with locally advanced or

metastatic NSCLC

Key inclusion criteria
» 218 years*
* WHO performance status 0 / 1

Exon 19 deletion / L858R (enrollment
by local® or central* EGFR testin

» No prior systemic anti-cancer /
EGFR-TKI therapy

I Stable CNS metastases allowed ‘

Endpoints

Stratification by
mutation status
(Exon 19 deletion

/ L858R)

and race

(Asian /
non-Asian)

Osimertinib

(80 mg p.o. qd)
(n=279)

Randomized 1:1

EGFR-TKI SoC#
Gefitinib (250 mg p.o. qd) or

Erlotinib (150 mg p.o. qd)
(n=277)

« Primary endpoint: PFS based on investigator assessment (according to RECIST 1.1)
— The study had a 90% power to detect a hazard ratio of 0.71 (representing an improvement in median PFS from 10 months to 14.1 months) at a two-sided alpha-

level of 5%

RECIST 1.1 assessment every

6 weeks" until objective
progressive disease

Crossover was allowed for patients
in the SoC arm, who could receive
open-label osimertinib upon central
confirmation of progression and
T790M positivity

« Secondary endpoints: objective response rate, duration of response, disease control rate, depth of response, overall survival, patient

reported outcomes, safety

Ramalingam et al, presented at ESMO 2017, Ann Oncol (2017) 28 (suppl_5): v605-v649; Soria et al, N Engl J Med, 2018



Probability of PFS
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FLAURA PFS and OS Results

FULL SET analysis?

Osimertinib

Standard EGFR-TKI

No. at risk
Osimertinib 279 262 233 210 178 139 71 26 4 0
EGFR-TKI 277 239 197 152 107 78 37 10 2 0

T T T T T T T 1
9 12 15 18 21 24 27

[
(o2}

Time (months)

mPFS, months (95% CI) | HR (95% Cl)

Osimertinib (n=279) 18.9 (15.2-21.4) 0.46

EGFR TKI* (n=277) 10.2 (9.6-11.1) (0.37-0.57)

<0.001

Soria et al, N Engl J Med, 2018;

Probability of OS

FULL SET analysis?

1.0

0.8

0.6

0.4

0.2

Osimertinib

Comparator EGFR-TKI

0
0

No. at risk
Osimertinib 279 276 270 254 245 236 217 204 193 180 166 153 138123 86 50 17 2 0
EGFR-TKI 277 263 252 239 219 205 182 165 148 138 131 121 110101 72 40 17 2 0

T T T 1T 1T 1T 1T T T ©T 1T T T T T 11
3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54

Time since randomisation (months)

mOS, months (95% Cl) | HR (95% Cl)

Osimertinib (n=279) 38.6 (34.5-41.8) 0.50
: 0.046
ssassmg (08100

Ramalingam SS, et al. NEJM. 2020;



Overall survival across subgroups

Subgroup Favours comparator EGFR-TKI HR 95% CI
Overall (n=556)

Log-rank (primary) —@—i 0.799 0.641, 0.996

Unadjusted Cox PH —@—i 0.789 0.634,0.983
Sex

Male (n=206) [ L i 0.794 0.554,1.135

Female (n=350) —@— 0.786 0.595,1.037
Age at screening

<65 years (n=298) —— 0.723 0.539, 0.969

265 years (n=258) ——— 0.873 0.627,1.215
Race

Asian (n=347) —— 0.995 0.752,1.319

Non-Asian (n=209) —— 0.542 0.378,0.772
Smoking history

Yes (n=199) —— 0.699 0.485, 1.002

No (n=357) —@— 0.848 0.644,1.118
CNS metastases at trial entry

Yes (n=116) [ @ i 0.832 0.530, 1.298

No (n=440) —— 0.788 0.613,1.014
WHO performance status

0 (n=228) —— 0.927 0.629, 1.366

1(n=327) —— 0.699 0.535,0.913
EGFR mutation at randomisation*

Ex19del (n=349) —— 0.679 0.509, 0.904

L858R (n=207) —— 0.996 0.708, 1.404
EGFR mutation by circulating tumour DNAT

Positive (n=359) —— 0.773 0.601, 0.995

Negative (n=124) I ® { 0.719 0.374,1.359

I T T T T T 11 T T 1 T T 1711
0.1 0.2 03 04 06 08 1.0 2.0 10
HR for death (95% ClI)

Data cut-off; 25 June 2019
Hazard ratio <1 implies a lower risk of death on osimertinib
1. Ramalingam SS, et al. NEJM. 2020; 2, Ramalingam SS, et al. NEJM. appendix *Local or central test; tResult missing for 36 patients in the osimertinib arm and 37 patients in the comparator EGFR-TKI arm
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CNS Effects of lll Generation EGFR TKI

Practice Changing Data

ORIGINAL REPORT

CNS Response to Osimertinib Versus Standard Epidermal
Growth Factor Receptor Tyrosine Kinase Inhibitors in
Patients With Untreated EGFR-Mutated Advanced
Non-Small-Cell Lung Cancer

Thanyanan Reungwetwattana, Kazuhiko Nakagawa, Byoung Chul Cho, Manuel Cobo, Eun Kyung Cho,
Alessandro Bertolini, Sabine Bohnet, Caicun Zhou, Ki Hyeong Lee, Naoyuki Nogami, Isamu Okamoto,
Natasha Leighl, Rachel Hodge, Astrid McKeown, Andrew P. Brown, Yuri Rukazenkov, Suresh S. Ramalingam,
and Johan Vansteenkiste
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CNS evaluable for response set (n=41)

Osimertinib
(n=22)

91% (71, 99)

Odds Ratio 4.6 (95%Cl 0.9-34.9, p=0.066)

68% (43, 87)

Cc

Median CNS PFS, months (95% CI) |

NR (16.5 to NC)

- Standard EGFR-TKIs (n = 67) 13.9 (8.3 to NC)
HR, 0.48 (95% Cl, 0.26 to 0.86); P=.014

w Osimertinib (n = 61)

100 4
[}
o
s 80
=
g — 60
©
£ <
o 5 401
a »
(%2}
=2 20 A
(3]
0
No. at risk:

Osimertinib 61
Standard EGFR-TKIs 67

Cumulative Incidence of

Progression (probability)

1.0 4

0.8

0.6

0.4

0.2

T T T T T T T T T

3 6 9 12 15 18 21 24 27

Time Since Random Assignment
(months)

54 44 40 34 21 8
50 37 31 21 13 4 1 1

»
-

0

Osimertinib
= CNS progression
= = = Non-CNS progression
==== Death

Standard EGFR-TKIs
CNS progression
Non-CNS progression
Death

Time (months)

Remaining in Response (%)

20

NN —
Median CNS DoR, months (95% CI)
15.2 (4.1to NC)

w Osimertinib (n = 20)
Standard EGFR-TKIs (n = 13) 187 (4.210 18.7)

No. at risk:
Osimertinib 20
0 Standard EGFR-TKIs 13

3 6 9 2 15 18 21
Time Since Initial Unconfirmed Response

(months)
17 15 12 8 5 1 0
10 6 5 4 1 1 0

mPFS: NR vs 13.9 months (HR 0.48, 95%Cl 0.26-0.86, p=0.014)



1. What is the optimal first-line therapy for patients with
common EGFR mutations?

STATEMENT: First-line third-generation EGFR TKls, such as
osimertinib, is considered the preferred option for patients
with a tumor with common EGFR mutations [I,A].

m i ANNALS o
ONCOLOGY

SPECIAL ARTICLE

ESMO expert consensus statements on the management of EGFR mutant
non-small-cell lung cancer

A. Passaro®’, N. Leighl*', F. Blackhall**', 5. Popat™®"', K. Kerr®, M. J. Ahn", M. E. Arcila’®, O. Arrieta’’, D. Planchard®?,
F. de Marinis’, A. M. Dingemans ", R. Dziadziuszko"®, C. Faivre-Finn'", J. Feldman'®, E. Felip"’, G. Curigliano™®, R. Herbst'",

" L] H ] P. A. Jinne™, T. John™, T. Mitsudomi®, T. Mok™, N. Normanno™®, L. Paz-Ares ", 5. Ramalingam™, L. Sequist”’,
1' Whﬂt I5 thE ﬂpt]l'l"lﬂl maﬁﬂﬂfme“t ﬂf PEtIEI"ItE- Wlth EHS 1. Vansteenkiste™, 1. . Wistuba™, J. Woli™’, ¥. L Wu™, 5. R. Yang’, J. C. H. Yang ™", Y. Yatabe *, G. Pentheroudakis™ &
5. Peters™®

disease and/or with leptomeningeal involvement?

STATEMENT: Third-generation EGFR TKls should be priori-
tized for those patients with CNS metastasis, including
leptomeningeal disease, as initial therapy. The benefit of
radiotherapy in addition to EGFR TKls is not supported by
prospective controlled trials data. For those with intracra-

Passaro A, et al. Ann Oncol 2022;



What about combination strategies in first line
EGFR+7?
@ ¢ @

L4 @ =Q
@ Q Third generation EGFR TKils: Standard of Care
‘ @ @ @ From 2020
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EGFRI and VEGFI
Combo-inhibition

Erlotinib + Bevacizumab

NEJO26
BEVERLY

Erlotinib + Ramucirumab
RELAY

Osimertinib + Bevacizumab
WJOG9717L

Saito H, Lancet Oncol 2019, Nagakawa K, et al. Lancet Oncol. 2019;20:1655-69.
Presented By Maria Carmela Piccirillo at 2021 ESMO Annual Meeting




NEJO026 PFS/OS: Bevacizumab + Erlotinib @

Primary endpoint : PFS by independent review

The interim analysis : 117 events

Median PFS (months) 16.9 13.3 ProgreSS|on Free-suerval .

e 0.605
(95% CI : 0.417-0.877)

o S 16.9 for Bev+ Erlotinib vs 13.3 for Erlotinib alone
** Nominal significance level : 0.02398 HR 0.60 (95% Cl’ 041 — 087)

100%

80%

=
E
©
a
2
a
(2}
L
o

133 516,9 Median follow up : 12.4 months

12 14 16 18 20 22 24 26 28

Time (months)
Saito H et al. Lancet Oncol. 2019 May;20(5):625-635.

se n=112 |

E n=112 Median OS (months) 50.7 46.2
"r 1.007
(95% CI : 0.681-1.490)
Overall Survival: o Pvalue® 0.973
: ; : “log-rank test

50.7 for Bev+ Erlotinib vs 46.2 for Erlotinib alone .
HR 1 (95%CI, 0.68 — 1.49)
Median follow up : 39.2 months

24 36 60
Time (months)

Saito H, Lancet Oncol 2019



BEVERLY OS: Bevacizumab + Erlotinib [ B

Overall survival

Progression-free survival

Investigator-assessed
100 === Erlotinib
(median 9.6 months [95% CI: 8.2-10.6])
— Erlotinib + BEV
(median 15.4 months [95% CI: 12.2-18.6])
757 Unadjusted Log-rank P=0.0067
Adjusted HR 0.66 (95% CI: 0.47-0.92); P=0.01!
50
25-
0_ T T T T T T T T

0 6 12 18 24 30 36 42 48
Time since randomisation (months)
Number at risk

Erlotinib 80 56
Erlotinib + BEV 80 69 49 35 20 10

EESMD

27 15 11 8 6 2 1 1
5 3 2 0 0

Blinded independent centrally-reviewed

100 == Erlotinib
(median 9.6 months [95% CI: 7.1-10.6])
=== Erlotinib + BEV
(median 14.8 months [95% CI:12.0-18.3])
757 Unadjusted Log-rank P: 0.016
Adjusted HR 0.68 (95% CI: 0.48-0.96); P=0.027
50
25
0 -
T T T

T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60
Number at risk Time since randomisation (months)
Erlotinib 80 56 28 17 12 8 6 2 1 1 0
Erlotinib + BEV 80 68 48 34 19 10 5 3

1004 == Erlotinib
(median 22.8 months [95% Cl: 18.3-33.0])
== Erlotinib + BEV
(median 33.3 months [95% CI: 24.3-45.1])
75 Unadjusted Log-rank P: 0.1234
Adjusted HR 0.72 (95% CI: 0.47-1.10); P=0.132
50+
254
0 -
T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60
Numer at risk Time since randomisation (months)
Erlotinib 80 72 60 47 31 26 18 10 5 2 0
79 72 59 43 24 15 9 3 0 0

Erlotinib + BEV 80

AUTHOR conclusion: Bevacizumab + erlotinib might be considered as a first-line
therapeutic option in patients who cannot receive osimertinib.

Presented By Maria Carmela Piccirillo at 2021 ESMO Annual Meeting



RELAY PFS: Ramucirumab + Erlotinib

Nagakawa K, et al. Lancet Oncol. 2019;20:1655-69.

100

80 -

60 -

PFS (%)

40 =

20 -

19.4
(15.4-21.6)
12.4
(11.0-13.5)

19.4 vs 12.4 mo
HR 0.59
(95% CI, 0.46-0.76)

Ramucinumab
+ erlotinib

Placebo
plus erlotinib

Median months P
(95% CI) value

<0.0001

0

No. at risk

Ramucirumab 224
+ placebo (0)

Placebo + 225
erlotinib (0)

T T T T T T T T T 1T
3 6 9 12 15 18 21 24 27 30 33 36

Time since randomisation (months)
196 170 154 133 103 69 49 32 20 10 1 0
(13) (21) (28) (34) (47) (66) (76) (81) (91) (97) (102) (102)

196 167 136 99 72 52 37 27 15 4 4 0
(12) (12) (16) (23) (31) (41) (46) (50) (S6) (64) (64) (67)

Adapted from B. Besse from ELCC 2022



WJOG9717L PFS: Osimertinib + Bevacizumab

Primary Endpoint: PFS (ITT), assessed by BICRs

100% Osi mono (n=61) Osi+Bev (n=61)
_ Number of events 33 33
? _— Median PFS (95%Cl)  20.2mo (11.79-NE)  22.1mo (19.81-NE)
E 1-year PFS (95%CI)  63.7% (49.5-74.9%)  73.8% (60.4-83.3%)
&) 2-year PFS (95%CI)  44.5% (31.0-57.2%)  49.8% (36.1-62.1%)
2 50% -
% Median follow up; 30.4 mo
q 2% -
s HR 0.862 (60% CI 0.700-1.060), (95% Cl 0.531-1.397)
& p=0.213 (one-sided)
0% T T T T T T T 1
0 6 12 18 24 30 36 42 48
::::E::: :;;is‘zl:ed) Time since randomization (months)
Osimertinib monotherapy 61(0) 47 (5) 34(7) 27 (8) 23(8) 17(12) 0(28)
Osimertinib plus bevacizumab 61(0) 54 (3) 40 (6) 36 (6) 27 (6) 20(10) 0(28)
0 ongress i "
m :IhiztuE:f:CZ:EfC::qt:ﬂrD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use
= C C Ol d Iadlidd U PIdSE 0 Ol O C D O eV al) C
U C J Or10 cldp U cdled pPdlic
arboring ~ allo OGY Q

Presented By Hirotsugu Kenmotsu at 2021 ESMO Annual Meeting




EGFRI and Chemo
Combo-inhibition

Gefitinib + Chemotherapy

TATA MEMORIAL
NEJOO9

Osimertinib + Chemotherapy
FLAURA 2

Nagakawa K, et al. Lancet Oncol. 2019;20:1655-69; 2. Hosomi Y, et al. J Clin Oncol. 2020;38:115-23.
Ramalingam et al, presented at ESMO 2017, Ann Oncol (2017) 28 (suppl_5): v605-v649; Soria et al, N Engl




PFS, OS: Chemotherapy + Gefitinib

TATA MEMORIAL?

100 ‘%t PFS
7157 HR P
X (95% CI) | value
E 50 —{ssssssssssssssssassnnsnns —_ GCP
a Ll 051 <0001
25 : : (0.39-0.66)
i Gefitinib : (n=176)
0 T T — T — T
0 3 6 9 12 15 18 16.0 vs 8.0 mo
No. at risk Time since enroliment (months) HR 0.51
GCP 174 155 145 118 82 61 36 (95% CI, 0.39-0.66)
Gefitinib 176 152 133 77 41 21 12
100 ~ OS
75
—_ HR P
R (95% CI) | value
8 50 : GCP
: agr b (n=174) 0.45
25 : Gefitinib p—(0.31065) <000
: (n=176)
0 1 I 1 1 1 . 1 1 1
0 3 6 9 12 15 18 21 24 NR vs 17.0 mo
No. at risk Time since enroliment (months) HR 0.45

GCP 174 163 159 148 111 89 62 45 25
Gefitinib 176 163 156 131 85 69 41 28 18

Nagakawa K, et al. Lancet Oncol. 2019;20:1655-69; 2. Hosomi Y, et al. J Clin Oncol. 2020;38:115-23. .

(95% Cl, 0.31-0.65)

1.0

PFS (probability)

No. at risk
GCP
Gefitinib

1.0

OS (probability)

No. at risk
GCP
Gefitinib

0.75

0.50 —

0.25

0.75

0.50 +

0.25 4

PFS

Median PFS ":_ ;‘;‘;:’: P
0
(95% ClI) (95% Cl) value
(17.94-24.20)
049 5001

Gefitinib 1117 (0.39-0.62)
(n=172) ECETEEEL)

169
172

Gefitinib
12 24 36 48 60 20.93 vs 11.17 mo
Time since random assignment (months) HR 0.49
17284 gg :ﬁ 120 a (95% CI 0.39-0.62)

Median OS “o': L‘:’:‘? P
0
(95% ClI) ©5% c)) | value

ch 50.90
(n-170) (41.77-6250) g7z

(0.55-0.95) 9021

Gefitinib

Gef'l:lmb 38.80
(n ST (31.10-47.33)

170
172

2 24 3% 48 6 50.9 vs 38.8 mo
Time since random assignment (months) HR 0.72

162 131 106 77 29 (95% Cl 0.55-0.95)

153 115 86 62 26

Adapted from B. Besse from ELCC 2022



FLAURAZ2 Design: Chemotherapy + Osimertinib

2;; Osimertinib Maintenance ;

" EGFRm (Ex19del RNSERE + cisplatin / carboplatin (Osimertinib + =
L858R) locally ! S + pemetrexed pemetrexed) o

7 £

advanced/metastatic g-‘é_} o EEEE %
non-squamous NSCLC | 2 o
_ (N=556) ) = Osimertinib g

Osimertinib given at a dose of 80 mg QD during induction and maintenance

The osimertinib dose can be reduced to 40 mg QD for management of AEs; chemotherapy dose
interruption/reduction is to be prioritised over reduction/interruption of osimertinib

Randomisation will be stratified by race, WHO PS (0 vs 1), and tissue EGFR mutation test at enrolment
Planned to involve approximately 248 sites in 27 countries

Abbreviations: AE, adverse event; EGFR, epidermal growth factor receptor; EGFRm, epidermal growth factor receptor mutation; Ex19del, exon 19 deletion;
NSCLC, non-small cell lung cancer; OS, overall survival; PFS, progression-free survival, PFS2, time from randomisation to second progression or death on a
subsequent treatment; QD, once daily; STx, subsequent treatment; vs, versus; WHO, World Health Organization

Ramalingam et al, presented at ESMO 2017, Ann Oncol (2017) 28 (suppl_5): v605-v649; Soria et al, N Engl J Med, 2018
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Mechanisms of resistance to osimertinib

Osimertinib Platinum Chemotherapy

Primary Mutations Resistance Mutations

EGFR-driver

EGFR-dependent B . . . )
(Exon19del + L858R) (C797S) Osimertinib resistance is complex
MET-dependent = Heterogenous patterns of resistance
(MET amplification) = Co-occurrence of multiple resistance
Other Pathways - mechanisms
(PIRIGE, RARDAL, = NGS of ctDNA has been the most
Fusions, Cell Cycle) i
frequently used method to characterize
Unknown osimertinib resistance mechanisms due to
(~40-50%) difficulties in obtaining tissue'-2
Transformations -

‘Papadimitrakopoulou Annals of Oncol 28:VIIIZ41. ZRamaiingam Aanals of Oncol 20 VIIIZAD. CIDNA, circulating tumor DNA, Exonidcel, exon 19 deletion, NGS. neat generation sequencing




Passaro Ann Oncol. 2022

Management of Acquired resistance

Osimertinib
progression

Biopsy

= (liquid vs

tissue vs
both)

Histological transformation

— Small cell

Etoposide / platinum-based
chemotherapy +/- osimertinib

> Squamous

Minor or

Platinum-based chemotherapy

slow progression
o

- S Local or

oligoprogression

Major systemic

progression

CNS progression

progression

if not eligible...

Continue osimertinib

Radiotherapy or surgery +
continuing osimertinib

Chemotherapy

Increase dose to

}_

CNS-only Consider SRS, but

> 160 mg

Local RT +/-

osimertinib

\
ll

B. Besse ELCC 2022 adapted from Passaro



What are the mechanisms of resistance to third generation
EGFR TKis?

1L osimertinib?!

_ Unknown 56%
B crerxex
B Her2amp 2%

. MET amp 12%

B exscasn

. BRAF 2%

2L osimertinib?

. T790M loss 34%

B crorx11%
Unknown 18%

B Her2amp 4

B meramp 3%

- PIK3CA 4%

B ceiicycle 10% B srar 2
B other EGFR 2% BB ceiicycle 8%
Other EGFR 4%

. Fusions 2%

Osimertinib resistance is complex?

» Heterogeneous patterns of resistance

» Co-occurrence of multiple resistance mechanisms

Histologic transformation to
SCLC in 5-15%°
1. Janne PA, et al. Presented at ASCO 2021:9007; 2. Baumd JM, et ai. Presented at ASCO 2021 9006,

3. Pathak R, Villaflor VM. Cancers (Basel). 2021,13:4641 1L, first line; 2L second line; G, generation.

Besse B, ELCC 2022



Targeting MET TATTON: Osimertinib +
Savolitinib

OSI + SAVO: Prior 3rd-Gen EGFR TKI (n = 48)

Objective response, n (%) 12 (25)
CR 0]
PR 12 (25)
g}c_ 100 Nonresponse, n (%) 36 (75)
()] Stable disease (= 6 wks) 21 (44)
.‘";: 80 Progressive disease 6(13)
- 60 Not evaluable 9(19)
0 Median time to response, days (IQ range) 46 (43-51)
)
) 40
-
s 20
20
© 0
-
g -20
& -40
e + = central MET FISH positive
© - .
S 60 = MET status not centrally confirmed
- -80
0
o -100

 Median duration of response 9.7 mo

Sequist. AACR 2019. Abstr CT033.



Targeting MET
amplification In
EGFR+

Phase Il study in patients with advanced EGFR+
NSCLC and met alterations (MET amp or MET ex14
skipping mutations) progressing on 1L osimertinib’

4 N GCN<4&IHC 3+ 4< GCN <6 & I[HC 3+ GCN 26 & IHC 3+ W GCN missing/
BGCN<4&IHC2+ MHN4sGCN<6&IHC2+ N GCN26&IHC 2+ failed & IHC3+
| BGCN<4&IHC 0/1+ N 4<GCN <6 & IHC 0/1+ | GCN 26 & IHC 0/1+

n/N (%) = 86/100 (86%)

Best change from baseline (%)

Osimertinib +
O 1 savoitinib
ORCHARD!

-100 =

100 - Best objective response

I PR i sD
< 8 B§PD U NE Gefitinib+
2 601 Capmatinib? 02
8 40
-g 20_ ..........................
£ 0
§ 20 SAVANNAH: A Phase II trial of osimertinib plus savolitinib for
g

40 patients (pts) with EGFR-mutant, MET-driven (MET+), locally atinib in patients with
« advanced or metastatic non-small cell lung cancer (NSCLC), on (METamp or MET
- following disease progression on osimertinib. EGFR TKI therapy

tarl fram Vi LIA At al

-100

1Yu HA Ann Oncol 2021 Supp; 2 Whu JCO 2018



Amivantamab + Lazertinib after Osi In patients chemo-naive

Iva:ltion\o' Ligand Bindinag 0 I_,I'I.C ome (N =4 5)
O —— ORR 36% (95% Cl, 22-51)

Amivantamab (am-e-van-tuh-mab)
= Fully human bispecific antibody that targets EGFR and MET
= Fc portion has immune cell-directing activity’
“Targeting = Demonstrated clinical activity across diverse EGFRm NSCLC?#

FR TKI = Granted Breakthrough Therapy Designation for EGFRm i \7 > y
Exon20ins NSCLC post-chemotherapy in US and China \
2, CBR 64% (95% Cl, 49-78)
Q-:’,')
Lazertinib (la-zer-tin-ib) immineCelbdiecting Activity. e m Dn R’ m Dn t h 5 '9 . G (95 % CI . 5 . 3—1 1 . U)

Trogocytosis
“cellular gnawing”

= Potent 3-gen TKI with efficacy in activating EGFR mutations,
T790M, and CNS disease®®

Tumor Cell
= Low rates of EGFR-related toxicity such as rash and diarrhea®
= Low cardiovascular safety risk’

830 - DoR 26 months 69%
. :1aofleetcyu:)er:ﬁle that supports combination with other anti-EGFR .- e m PF 3’ mg nth E 4 . g (95 % CI , 3 ) ?_g ] 5}
Abstract 9006
mF/U, months 11.1 (range, 1.0-15.0)

'Wijayaraghavan Mol Cancer Ther 19:2044; *Haura JCO 37:9009 (oral); *Park JCO 38:9512 (poster), “Sabari JTO 16:5108 (oral); *Ahn Lancet Oncol 20:P1681; *Kim JCO 38:9571 (poster); "Haddish-Berhane JTO 16:S677 (poster).
BTD, Breakthrough Therapy Designation; CNS, central nervous system; EGFRm, epidermal growth factor receptor mutant; gen, generation; MOA, mechanism of action; NSCLC, non-small cell lung cancer; TKI, tyrosine kinase inhibitor

Presented By Ebcss:; i #ASCO21 gg?:‘:;i t:; &r;eg;a:f: si:.the property of the author, licensed by ASCO. fgil }ﬁMSESNOG . _
With |dentified EGFR/MET-based Resistance Without |dentified EGFR/MET-based Resistance
Safety profil istent with previ i ith = —
e>Ale rotriie consisient wi revious experience wi 801 ¥ M EGFR-based resistance =
y p p p - ORR=47% ORR=29% =3 Unknown resistance mechanism

M MET-based resistance 60 (8/28)

(8117) B EGFR+MET-based resistance

60 I EGFR/MET-independent resistance

amivantamab + lazertinib®*
*No new safety signals detected; toxicities consistent with

40

«—8PRs —»

20 t ¥

A * A ¥

inhibition of EGFR and MET*#
*Treatment-related: grade =23 AE (16%), discontinuations (4%),
dose reductions (18%)

0

20

40
Additional Alterations
60 T RAS/RAF pathway

A mTOR pathway

-80 ¥ Cell Cycle

u Fusion event *No tumor NGS

Additional Alterations

601+ RASIRAF pathway

A mTOR pathway

-801 ¥ Cell Cycle

o Fusion event *No tumor NGS

Best % change in tumor volume
Best % change in tumor volume
.

100+

-100

1. Leighl NB, et al. Presented at ESMO 2021: 1192MO; 2. Park K, et al. J Clin Oncol. 2021;39:3391- 402;
2. 3.Cho BC, et al. Ann Oncol. 2020;31(Suppl 4):S754-S840; 4. Bauml J, et al. J Clin Oncol. 2021;39 (Supply): 9006.



Patritumab Deruxtecan (ADC): phase |

Confirmed BOR*

* HER3-DXd is an ADC with 3 components:’ HER3 is expressed in ®
+ Afully human anti-HER3 IgG1 mAb (patritumab), covalently linked to: 83% of NSCLC tumors ' é 5 - CR - PR ] SD [ ] PD NE
« Atopoisomerase | inhibitor payload, an exatecan derivative, via . @ 4 .
+ Atetrapeptide-based cleavable linker HERS3 alterations ale not % + Ongm ng treatment
e ] . known to be a mechanism of o2
« HER3-DXd is in clinical evaluation for NSCLC, metastatic breast resistance to EGFR TKI £ 1 e PP
cancer, and colorectal cancer in EGFRm NSCLC e
=
Human anti-HER3 Deruxtecan ' ' : 0
. lGtmAb [ x
: - ‘\ ) W e W 9 H o (.)
M VLY ) }‘W‘r‘*“f)}‘"’\fv“ § @ ++
u o f.,,"‘ . N (] — _ —t
oreltels = d 8:.9@% a + ol
[ H,C HO “—CH, o ...................................................................................................................................................................................................
Cleavable Tetrapeptide-Based Linker F w 40 . . . . I II I I I I II
c YT +
st ki Abstract 9007 o t+i.s
:“:s:tmv‘u-. G’;ncmka 2019:25:7151-7161. 2. Nakada T, etal Onm‘v;n.mmlﬂ J.2019§7(3)“7;-:;5.3 Ogtani Y, et al. Clin Cancer Res. 5108. 4. S, etal. Mol Cancer Ther. 2019.18:2043-2050. g’ 60 - +
5. Haratani K. etal J Clin Invest 2020:130(1):374-388. 6. Oghani Y, et al. Cancer Sci. 2016:107(7) 1! 1046.7. , P :9(1)7406. m = + +
Presented By: Pasi A. Janne #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO 'S
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ORR: 39%, post PBC and osimertinib (n=44; 95% CI, 24— [geee.

activating

55) mutations’
mDoR: 7.0 months, post PBC and osimertinib (n=44, 95% |
CI’ 31_N E) rlls'ltljtlz::ions'r
HER3 overexpressed in 83% of primary NSCLC tumours?
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HER3-DXd demonstrated activity in patients with different mechanisms of resistance to EGFR TKI

1. Jdnne PA, et al. Cancer Discov. 2022; 2. Jdnne PA, et al. ASCO 2021;



Unmet clinical need: e possible utilizzare 'immunoterapia nel NSCLC EGFRmut+ ?
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“ORIGINAL ARTICLE 21838 Cancer Science

Mutational activation of the epidermal growth factor receptor
down-regulates major histocompatibility complex class |
expression via the extracellular signal-regulated kinase

in non-small cell lung cancer

Downregulation MHC-

Satomi Watanabe! | Hidetoshi Hayashi® | Koji Haratani® | Shigeki Shimizu?
Junko Tanizaki' | Kazuko Sakai® | Hisato Kawakami® | Kimio Yonesaka® |
Junji Tsurutani** | Yosuke Togashi® | Kazuto Nishio® @ | Akihiko Ito? |

Kazuhiko Nakagawa®

Microambiente tumorale poco immunogenico

Sovraespressione di CD73 con conseguente microambiente tumorale immunosoppressivo e
ridotta IFN-y signature

K. Streicher et al., JCO, 2017



Phase 3 IMpower150 study: chemo + bev+ atezo

ITT-WT. ABCP vs BCP!

54

100
HR: 0.80
80 - (95% CI: 0.67, 0.95)
p=0.001
60 -
X
(7]
o
40
20
BCP
0 T T T T T T T | T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
No. at risk Time (months)
ABCP 359 325 298 266 236 210 189 163 147 127 113 95 71 50 27 10 1

BCP 358 309 269 234 197 160 139 122 104 94 80 71 55 39 22 11 1 1

Overall survival in chemotherapy-naive patients with WT
genes (no EGFR or ALK alterations)1

Sensitizing EGFR: ABCP vs BCP?

100 -
HR: 0.60
80 - (95% CI: 0.31, 1.14)
ABCP
~ 60 Median, 29.4 months
S OO VUOTVOUOUTOU s ISV 99%. Cli24.9, NE).........ccae..
8 Median, 18.1 months :
40 (95% ClI: 11.7, 27.8)
: : H—
20 -
BCP
0 T T 1 1 1 1 1 T T .I T T 1 1 1 I T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
No. at risk Time (months)
ABCP 26 26 26 23 21 19 18 17 17 14 10 10 7 5 2 2

BCP 32 31 27 25 21 18 16 13 13 12 10 9 7 4 4 1

Overall survival in chemotherapy-naive patients with
sensitizing EGFR mutations?

1. Socinski MA, et al. J Thoracic Oncol. 2021;16:1909-24; 2. Nogami N, et al. J Thorac Oncol. 2022;17:309-23.



New Target for EGFR TKI resistant in (22L)

Study Phase Experimental arm(s) Comparator arm
Osimertinib + savolitinib (MET TKI)
TATTON! 1b Osimertinib + selumetinib (MEK1/2 inhibitor) None
Osimertinib + durvalumab (anti-PD-L1)
SAVANNAH? 2 Osimertinib + savolitinib None
Osimertinib + savolitinib
Osimertinib + gefitinib
ORCHARD? 5 Osimertinib + necitumumab None

Carboplatin + pemetrexed + durvalumab
Osimertinib + alectinib
Osimertinib + selpercatinib

Capmatinib + gefitinib

S .

Capmatinib 1b/2 Gefitinib Gefitinib

INSIGHT 25 2 Tepotinib + osimertinib Tepotinib (experimental)
Crizotinib + EGFR TKI

Crizotinib® 4 Crizotinib None
Chemotherapy

U31402-A-U1027 1 Patritumab deruxtecan None

WJOG8515L study?® 2 Nivolumab Carboplatin pemetrexed
Amivantamab

9

CHRYSALIS 12 Amivantamab + lazertinib None
Lazertinib

CHRYSALIS-210 1/1b Lazertinib + amivantamab None

Lazertinib + amivantamab + pemetrexed + carboplatin

Lazertinib + amivantamab + pemetrexed + carboplatin
MARIPOSA-2" 3 Amivantamab + pemetrexed + carboplatin Pemetrexed + carboplatin
Carboplatin + pemetrexed

B. Besse ELCC 2022

1. ClinicalTrials.gov. NCT02143466, 2. ClinicalTrials.gov. NCT03778229, 3. ClinicalTrials.gov. NCT03944772 4. Wu Y-L, et al. Presented at ASCO 2021, 5. ClinicalTrials.gov. NCT0394070, 6. Liu L, et al. Presented at ASCO 2021. 7. Janne PA, et al.
Presented at ASCO 2021 , 8. Hayashi H, et al. Presented at ASCO 2021 , 9. ClinicalTrials.gov. NCT02609776, 10. ClinicalTrials.gov. NCT04077463. 11. ClinicalTrials.gov. NCT04988295.



TKI management approach in the near futuret

Histological transformation

Chemotherapy
e Squamous = Chemotherapy J

Il

Known target
Novel target

Systemic > (e.g. MET, RET) > Off-label combinations? J

PD

Biopsy C
= (liquidvs _J

progression tissue vs .
. . Continue
both) Minor progression — . .
—— OSImeI”lInIb _

i Radiotherapy or
Oligo PD || surgery + Osi )

| Ami/Lazer, patritumab DXd, gefitinib +
7978 g Osi, BLU-945, others? J

Osimertinib

If no target Significant local/oligoprogression e

I

Significant systemic progression R o] -y le) (i1 = 10)Y

CNS progression >
. CNS-only Consider SRS, but f0 160 mg
progression J_ if not eligible. .. X Local RT,

osimertinib J

B. Besse ELCC 2022 adapted from Passaro A, Ann Oncol 2022
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EGFR exon 20 insertions

SPECTRUM OF EXON 20 MUTATIONS

“Common” EGFR mutations
SN

L -3
Exon 19 deletions L858R
O O
Trans- : :
Extracellular membrane Tyrosine kinase
domain domain domain

Exon xon Exon Exon | Exon | Exon
EGFR {l/ll H Illlvm 20 121 22 23 }

~,

~
Exon 20 insertions N

Loop following C-helix

[76117621763176417651766 767 768176917701771177217731774I775
D E A Y Vv

EGFR=epidermal growth factor receptor.
Vyse S, Huang PH. Signal Transduct Target Ther. 2019;4-5.

MET

N=3,987

1.5 — 3% of all NSCLC cases

Higher frequency in adc, females, necer
smokers
About 90% detected within 767 and 775
aminoacids

Induce a wedge at the end of C-helix with
constitutive activation of EGFR TK domain
Low affinity to first generation EGFR TKils

Malapelle U, Crit Rev Oncol 2021



Differences in prognosis between sensitizing EGFR r,p-
mutation and EGFR exon20ins _.,:\

Prognosis for EGFR exon20ins vs common mutations: Predictive value of EGFR exon20ins vs common mutations

Real-world OS with TKI therapy: Real-world PFS’
Median rwDS  Adj HR
valLe [95% CI) (B5% CI)
Coamman 10.5
. (24.48-27.04) o] el 8 (10.05, 10.84)
- BO - 1.75 - B0 2.69
£ 8.2 {1.45-2.13) 00001 & 2a (205-35q <0000
£ {11.04-18.38) £ (2.14, 3.81)
o =
£ 60 & 60 =
2 |4
B B
& =
& a0 & a0
{ = { =
g g
& 20 = £ 20 =
| = : 1 1
: i : 13% i g% 13% ; 13% © 9% :
a T i T T T i T f T i 0 T T i 1
o B 12 18 24 30 36 42 4B 54 B0 0 i 12 1B 24
Patients at risk Months Months
Common EGFR 2833 2245 1728 1313 943 676 404 354 262 198 139 2749 1533 790 366 199
Exon 20ins 181 120 7 3 30 72 18 11 E 5 3 76 13 3 4 e
Risk with EGFR exon20ins vs common EGFR mutations Increase (%) Rizsk with EGFR exon20ins vs common EGFR mutations on TKI Increase (%)
Death® (adiHR, 1.75 [95% CI, 1.45-2_13]; p<0.0001) +75% Progression or death! (adjHR, 2.69 [95% CI, 2.05-3.54]; p<0.0001) +169
Progression or death (ad/HR, 1.93 [95% Cl, 1.61-2.31]; p<0.0001) +83% Death (adjHR, 2.70 [95% CI, 2.04-3.57]; p<0.0001) +170
Shorter time to next treatment (ad|HR, 1.60 [85% Cl, 1.36-1.9]; p<0.0001) +60% Shorter time to next reaiment (adjHR, 2 54 [95% CI, 1. 97-3_27]. p=0.0001) +154

Adapded from Barhenova L, af & 2021

Mok T, ELCC 2022
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Exon 20 insertions

MOBOCERTINIB

Ownigme

Na (W)

PPT cobvant [0« 104)  ENCLAIM cudsnt (n = %9)
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AMIVANTAMAB

g ¥ e Bassben "y
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EXOAM Cobort
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- O p— mm— O e — O > Sma—
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- ’ Cwndiown Laanes @ e Sape W,
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ié = Madian DOR 11.1 manths (95% O, 6. 9-NR) B O by SN
i
l, -
: R Id
25 onanct ExonlOms vananta dentifed by NGE of ctDNA (Cuardart M60Y) from 63 evaluatie patient samples

EXCLAIM Trial

-i- (phase I/11 study)

CHRYSALIS Trial
(phase | study)

Zhou C, JAMA Oncol 2021; Park K, JCO 2021



Exon 20 insertions

Mobocertinib-oral agent

Amivantamab-i.v. agent

Safety Population (N=114)
Treatment-emergent AE Treatment-related AE

Any T L AE 113 (99 112 (58
Grade 23 TEAEs 10 (50) Any (39} (58)
Any TRAE 20 (100) Grade =3 AE 40 (35) 18 (16)
Grade =3 TRAE 4 (20) Serious AE 34 (30) 10 (9)
Serious AEs 7 (35) AE leading io deatl 8 (7) 0
AEs leading to dosage reduction 4(20)
AEs leading to treatment AE leading o discontinuation 11 (10) 5 (4) |
. . . 2 (10
discontinuation (10) AE leading to dose reduction 15(13) 15(13)
All-Grade TRAEs Observed in 220% of Patients (N=20) AE leading 1o dose inlerruplion® 40 (35) 24 (21)

Diarthea

Mausas

Pruritis

Rash

Anamia

Vomiting

Dermalitis acneiform
Faligue

0 20 40 60 B0 100
% of Patiants

Diarrhea 12% (3.5% grade 3)

Cappuzzo, WCLC 2021



Exon 20 insertions

PAPILLON (NCT04538664) EXCLAIM-2 (NCT04129502)

21-day Cycles (1-4) Maintenance, 21-day Cycles (5+)

RS Arm A (n=1501
« Unireated foo ally s Arm A (n=160)

xcunse=erer B Amieantamsab 14001750 mg” IV QW up te C201! Primary Endpoint

NSCLE 2 . 1750/2100 mg” IV o0 CI01 ans G401 » Amivantamab 175072100 mg v D1

[\; bom (oncalated daves for T3 and C4) * PFS Ly BICR
* Documesied EGFR - Pematrexed S05mp'm' VI Pemetrexed SO0 mgim'iv D3

Exon2Ors antrabng : Carboplagin  AUCS IV D1 Key Secondary

AR § Endpoints:

* ORR
Stratification Aun B (n=150) Arm B (n=150) . 08
* Bran metastases - £
o Pomatre: gy’ IV ! « Safety

‘f”c;am " g ' - & * Pometrexed 500 mglav IV DY
b shatin (O s 1)
S P R T Carboplatia  ALCSH IV D)

(yon'r0)

. metasiat
Optional Crossover 1o Second Line disease
200 sites in 25 countries Amivantamab (21-doy Cygles)

AmncaMamab 1001 75T mgt W GWup to C209!
175002100 eng* V om CI01 and onwans

Carbo/Pem + Ami vs. Carbo/Pem

Carbo/Pem vs. Mobocertinib

s NI e |
Dty cmatzay e » )
':'f‘ — .J  J—
e e i macaza, I I
Qf’m by
+  Baselrw CNS metastases
(yos v8 ")
Nace (Asan vs non-Asan )

B AR LA T L S ]
ey Wl
"L"“I"l‘r“‘l"-.‘ A \

. O saadies 25 ]

*Arm B crossover 1o TAK. 788
aowed ahyr IRCyssessed PD
and crossover eligibity critena
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EGFR uncommon mutations

Overall First generation Second generation Third generation
(57681+G719X+L861Q) | EGFR TKI (gefitinib) EGFR TKI (afatinib) EGFR TKI (osimertinib)
Post-hoc NEJOO2 Post-hoc analysis LL 2-3-6 | Phase |l
N=9 N=38 N=36
RR{%) 20 71.1 50
mPFS (months) 2.2 10.7 8.2
mOS (months) 11.9 19.4 MR
Afatinib Osimertinib

BiE
ELF

ol R .

GIF
S¢
A E
3

KR
RR

10

STEEI Gl LER A0

14.7 months

13.8 months

PFS
PFS

e lCC —
Lancer :.Cl'l'lr"."i-‘i

Watanahe 5, /TO 2014; Yang /CH, Loacet Oncol 2015; Cho JH, 100 2019



ARTICUNO

Activity of OsimeRT Inib in Patients with NSCLC Harboring
UNcommon EGFR Mutations: a Retrospective Observational
Multicenter Italian Study

Sistema Socio Sanitario

Ospedale Niguarda Regione
H Lombardia




Activity of OsimeRTInib in Patients with NSCLC Harboring UNcommon EGFR
Mutations: a Retrospective Observational Multicenter Italian Study
(ARTICUNO)
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Malattia avanzata EGFR mutata
Quali novita nel 20227

»First line
Osimertinib is still the gold standard

»QOvercoming Resistance
please, refer patients to clinical trials!!!

»Exon 20 insertions and uncommon mutations
Amivantamab and Mobocertinib
new options in pretreated exon 20 insertions






