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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
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History of EGFRiuse and approval

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

20031
20042 2012 2020

GEFITINIB 2011 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,



EGFR efficacy of 2G/3G EGFR-TKIs

EGFR-TKI

EGFR-TKI vs chemotherapy

LUX-Lung 312
(vs cisplatin/pemetrexed)
N=345

LUX-Lung 623
(vs cisplatin/gemcitabine)
N=364

Afatinib

LUX-Lung 3 and 6 combined?

EGFR-TKI vs EGFR-TKI

Afatinib

LUX-Lung 74°
(vs gefitinib) N=319
ARCHER 1050687
(vs gefitinib) N=452

FLAURAS8
(vs standard EGFR-TKISs)

Osimertinib

ORR, %

(Independently assessed)

56 vs 23 (p=0.001)

66.9 vs 23.0 (p<0.0001)

Not reported

70 vs 56 (p=0.0083)

75 vs 72 (p=0.4234)

80 vs 76 (p=0.24)
(Investigator-assessed)

Median PFS, months
(HR [95% CI])
(Independently assessed)

Median OS, months
(HR [95% CI])

11.1vs 6.9
(0.58 [0.43, 0.78]; p=0.001)

28.2 vs 28.2
(0.88[0.66, 1.17]; p=0.39)

11.0vs 5.6
(0.28 [0.20, 0.39]; p<0.0001)

23.1vs 23.5
(0.93[0.72, 1.22]; p=0.61)

25.8vs 24.5

Net (Epaiise (0.91[0.75, 1.11]; p=0.37)

11.0vs 10.9 27.9vs 24.5
(0.73[0.57, 0.95]; p=0.017) (0.86 [0.66, 1.12]; p=0.2580)
14.7 vs 9.2 34.1vs 26.8
(0.59[0.47, 0.74]; p<0.0001) (0.760 [0.582, 0.993]; p<0.0438)

18.9vs 10.2
i 38.6 vs 31.8 m
(0.46 [0.37, 0.57]; p<0.001) HR 0.799

(Investigator-assessed)

1Sequist JCO 2013; 2Yang Lancet Oncol2015; Wu Lancet Oncol 2014; Park Lancet Oncol 2016; Paz-Arez Annals Oncol. 2017; Wu Lancet Oncol 2017; Mok JCO 2018; Soria NEJM 2018; Ramalingam NEJM 2020



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

1.0 5

0.8

0.6

0.4

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



Osimertinib (n=279) SoC (n=277)
Any grade  Grade 1 Grade 2 Grade 3 Grade 4 | Any grade  Grade 1 Grade 2 Grade 3 Grade 4

Diarrhoea 161 (58) 120(43) 35(13) 6(2) 0 159 (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(1) 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)  7T(3) 1(<1) 0 43(16) 30(11) 13(5) 0 0
Cough 46 (16) 34 (12) 12(4) 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
i'JEI.ET increased 26 (9) 18 (6) 6 (2) 2 (1) 0 68 (25) 38(14) 18(6) 12 (4) 0
(ALT increased 18 (B) 11 (4) 6 (2) 1(<1) 0 75(27) 31(11) 19(7)  21(8) 4(1)

Ramalingam SS, et al. NEJM. 2020
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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 do we learn from 3™ EGFR TKls?

FLAURA Global Osimertinib 80%vs 76%  18.9vs 10.2 (0.46) 38.6vs31.8(0.8) 8

AENEAS China 429  Aumolertinib  74%vs72%  19.2vs 9.9 (0.46) NA 22 3.7
FURLONG China 358  Furmonertinib 89%vs84%  20.8vs 11.1(0.44) NA 11 3
Betta trial China 362 Befotertinib 76% vs 78%  22.1vs 13.8(0.49) NA 20.3 31.3
LASER 301 Global 393 Lazertinib 76% vs 76%  20.6 vs 9.7 (0.45) NA 26 21

<7 /lI\

Wu YL, WCLC 2023



What about combination strategies in first line
EGFR+7?
@ ¢ @
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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
100% The interim analysis : 117 events

Progression Free-Survival:

Median PFS (months) 16.9 13.3

= 0.605
(95% CI:0.417-0.877)

- ol IR GRS 16.9 mo for Bev + Erlotinib vs 13.3 mo for Erlotinib alone
Nominalsgiicance fve  .02398 HR 0.60 (95% CI, 0.41 - 0.87)

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

1.007
(95% CI : 0.681-1.490)

Pvalue* 0.973

HR

Overall Survival:

“log-rank test

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

24 36 60
Time (months)

Saito H, Lancet Oncol 2019



BEVERLY OS: Bevacizumab + Erlotinio [ B

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% Cl: 0.47-0.92); P=0.01!
50
25+

0 -

0 6 12 18 24 30 36 42 48 54 60

Time since randomisation (months)

Number at risk
Erlotinib 80 56 27 15 11 8 6 2 1 1

Erlotinib+ BEV 80 69 49 35 20 10 5 3 2 0 0

12N |

Blinded independent centrally-reviewed

Overall survival

== Erlotinib

(median 22.8 months [95% Cl: 18.3-33.0])
=== Erlotinib + BEV

(median 33.3 months [95% CI: 24.3-45.1])

Unadjusted Log-rank P: 0.1234
Adjusted HR 0.72 (95% CI: 0.47-1.10); P=0.132

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+
100
25+
75
0 -
T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60
. Time since randomisation (months)
Number at risk
Erlotinib 80 56 28 17 12 8 6 2 1 1 0 50
Erlotinib + BEV 80 68 48 34 19 10 5 3 2 0 0
25+
0 —
T
0

Numer at risk
Erlotinib 80
Erlotinib + BEV 80

T T T T T T T T T T
6 12 18 24 30 36 42 48 54 60
Time since randomisation (months)

72 60 47 31 26 18 10 5 2 0
79 72 59 43 24 15 9 3 0 0

Piccirillo MC, JTO 2022



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)
<0.0001
12.4
. (11.0-13.5)

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

Ramucirumab
+ erlotinib

Placebo
plus erlotinib

Median months P
(95% CI) value

0

No. at risk

Ramucirumab 224

+ placebo (0)

Placebo + 225

erlotinib  (0)

T T T T T T T T T T | —
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) (56) (64) (64) (67)

Adapted from B. Besse from ELCC 2022



WJOG9717L PFS: Osimertinib + Bevacizumab

A 100% -
E = Osimertinib plus bevacizumal
E — Osimertinib monotherapy
@ HR = 0.862 [60% CI: 0.700-1.060)
2 7oy (95% CI: 0.531-1.397)
g p=0,213 [one-sided)
=
=2
g
E  50%
3
e
=
E 25%
=
k=]
H C 100%
&
o U% T T T
0 B 12 18 24 30 £ 42 48
75% -
Wumber at risk Time since randomisation (months)
[number censared) 5
Osimertinib monotherapy 61 (0] 47 (5] 347 27 (8) 23(8) 17 (12) 0128} =
Oslmertinlb plus bevaclzumab 61 (0) 54 (3] Al (&) ih (@) 27 () 20 (10) 0 {28} %
S0%
=]
=E —— Osimertinib plus bevacizumab
g — Osimertinib monotherapy
750 HR = 0.970 [95% CI: 0,505-1.866)
D‘HI T T T
0 & 12 18 24 EN 36 4z 48
Number at risk Time since randomisation (months)
(mumber censored)
Osimertinib monotherapy 61 (0] 61 (1) 58 (1) 53 (1) as(2)  27(18)  0(43) 0(43)

Osimertinib plus bevacizumab 61 {0) 59 (0] 35100 53 (1) a7(3) 34 13) 1(42) 0(43)

Kenmotsu H, JTO 2022



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

PFS

100 hhh:: PFS 1.0 ~
=
75 - HR £ 0751 Median PFs | MRTrE0 - p
A a
~— 0
E B() —fsesescseacsnacsnacsascnns Rooyooeenneneenens GCP g 0.50 - % 2093
. . n=174 L 17.94-24.20
o. E : ( ) 0 3%?3 66 <0.001 wn ( ) 0.49 <0.001
25 - : : (0.39-0.66) w 0.25- Gefitinib 1147 (0.39-0.62)
: Gefitinib : (n=176) o Gefitinib Tl (8.97-13.40)
0 T T T T T T 0 T T T T T
0 3 6 9 12 15 18 16.0 vs 8.0 mo 0 12 24 36 48 60 20.93 vs 11.17 mo
No. at risk Time since enrollment (months) HR 0.51 No. at risk Time since random assignment (months) HR 0.49
GCP 174 155 145 118 82 81 36 (95% CI, 0.39-0.66) | GCP 169 124 69 37 10 1 (aroc clnl0 0/ L
Gefitinib 176 152 133 77 41 21 12 ¥ .
Miyauchi JCO 2022
Y ey feyar C
100 ~ os 09 4 :.:‘ sy 100% No of Patients  Median OS5 @58 O
0f 4 — GO 70 SO TTweeT™
75 - .E 07 % Gelitimib 172 AT N W AT
—_ HR = 5 PO o g
2 (85% CI) S 081 B eox 0.2 5% C1, 0,84 10 1,08}
8 50 : GCP 2054 § g Pu D
: et 1 (n=174) 0.45 =041 S a0
25 - : Gefitinib PP (0.31-0.65) <0.004 8 03 @
. o
: (n=176) 037 el vy
0 T T T T T — T T e ot ‘ :::v,;::‘::
0 3 6 9 12 15 18 21 24 NR vs 17.0 mo . .
. . 24 36 4 80 72 84 96
No. at risk Time since enrollment (months) HR 0.45 : T :.m w}‘ . t(‘. ths) = Time Since Random Assi nt (months)
: ime Since Assignment (months ime Since Random Assignment (months
GCP 174 163 159 148 111 89 62 45 25 (95% Cl, 0.31-0.65) o i A 9
Gefitnib 176 163 156 131 85 69 41 28 18 b 156 - % id - " o e . IR T
Gefiins 172 = " Bl < x Gofitnib 172 "3 1. L] o 55 » L 1

Nagakawa K, et al. Lancet Oncol. 2019;20:1655-69; 2. Hosomi Y, et al. J Clin Oncol. 2020;38:115-23. . Adapted from B. Besse from ELCC 2022



Safety: Chemotherapy + Gefitinib

Noronha et al NEJOO09
0)
Grade 3/4 AE, n (%) Gef + Gef +
CBDCA+PEM CBDCA + Pem
Liver dysfunction 8(5) 5(2) 20(11.8) 37(21.5)
Neutropenia 26(16) 0 53(31.4) 1(0.6)
Anemia 32(19) 2(1) 36(21.3) 4(2.3)
Nausea/vomiting 9(6) 3(2) - -
Diarrhea 23(14) 14(9) 7(4.1) 5(2.9)
Skin rash 8(5) 8(5) 7(4.1) 5(2.9)

Thrombocytopenia 8(5) 0 29(17.2) 0




JCOG1404/WJOG8214L study design (original)

Intercalated Chemo - Again Study

B NSgNSCLC

8 Stsge WBAWV or
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Gefitinib 250 mg/day
day 1D

ns 28

Gefitinib Cisplatin
1y 1-Of Pemetrexed 50

=T
"oy

Osimertinib 80 mg/day
»3]'/ 1-""[‘_‘

Cisplatin 75 mc
Pemetraxed 500

Kanda et al. ASCO 2023

Gefitinib

Osimertinib
dgay 134-FPL

Progressnon-free survival by EGFR-TKI

Gefitinib cohort

AR R R R RN

Median PFS (95% Cl), months

B St men
e eene o

- Osimertinib cohort
- l\. L

} S
.|

n
’

Median PFS (85% CI), momhs

Stantdard arm

Expanmental amm

96 ( 96-120)
44 (20.180)

D.687
(0.544-0.867)

Y -—-ne DJ’-Q L V2 L o “l"" ?""‘“

HR (95% ClI) p=0.0015

Starciard aem

Exparimamal awm

HR (95% CI)

204 (14.4-288)
352 (w8048
0.812

(0.572-1.185) P"0-2475

M»«.a-:p- d. "wu n» n v-v-ﬁmum.'

Overall survival by EGFR-TKI

(0.774-1.332)

~  Gefitinib cohort o~ Osimertinib cohort

L \\\ : : 2 -.;\

- = ol i

E \h}.\_‘. - E :
et Madian OS (95% CI), months Median OS (85% CI). months
Standard arm 432 (3728 6) Standard am NE (40.8- NE)
Experimental arm 458 (4DA518) Expermontal am NE ( NE. NE)
HR (95% C1) 1.016 ps0.9124" HR (95% CI) 0.535 pe0.5154"

(0.484-1,442)




FLAURAZ2 Phase Il study design

Safety run-in period (N=30)
1 1 i
Published in ESMC Open, 2021 Osimertinib 80 mg (QD)

l + pemetrexed 500 mg/m?
+ carboplatin AUCS Maintenance @

Patients with untreated locally or cisplatin 75 mg/m? osimertinib 80 mg (QD)
. (Q3W for 4 cycles for + pemetrexed (Q3W)t
advanced / metastatic EGFRm NSCLC Stratification by: platinum-based EoRa
Key inclusion criteria: * Race (Chinese Asian/ treatments) « RECIST 1.1 assessment at
+ Aged 218 years (Japan: 220 years) u nnn-Ghﬁnes& Asian/  _ _ Gand12 weqks. then every
« Pathologically confirmed non-Asian) Randomization @ 12 weeks until RECIST 1.1
non-squamous NSCLC » EGFRm (local / central 1:1 (N=557) defined radiological disease

progression or other withdrawal

test)
* Ex19del / L858R (local / central test) L
» WHOPSO/1 - WHOPS (0/1) Osimertinib 80 mg (QD) criteria were met

* Mo prior systemic therapy for advanced
NSCLC - Primary endpoint: PFS by investigator assessment per RECIST 1.1%§

* Stable CNS metastases 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#

1. Planchard o1 al ESMO Opan 2021;6: 100271

‘Mol requiring steroids for al keast two wesks: 1Pemetrexed maintenance contineed urtil a disconlinuaion criterion was met; {Eficacy analyses in the full analysis s=l, defined as all patients randomized to study ireaimentl regardiess of the ireaiment aclually received, and safety
analyses in the safely analysis sed, defined as all randomized paiens who received 21 dose of sludy ireatment - one patier! who was randomized bo osimertinib plus platinum-pemeiresed recedved only osimestinih and was therefore included in the osimertinih monalberapy safety
analysis sel; SThe study provided 90% power 1o demonsirabe a siatistically significant difference in PFS assuming HR=0.68 al 5% two-sided signiicance level

Pasi Janne, WCLC 2023



Baseline characteristics

+ Patient demographics / clinical characteristics were balanced between arms, and almost half of patients had CNS metastases at baseline

Characteristics, %*

Osimertinib +

platinum-pemetrexed
(n=279)1

Osimertinib
monotherapy
(n=278)1

Sex: male / female 38 /62 39 /61
Age: median (range), years 61 (26—83) 62 (30-85)
Race: Chinese Asian / non-Chinese Asian / non-Asian / missing 25/39/35/ <1 25/38/36/1
WHO PS: 0/ 1% 37 /62 37 /63
Smoking status: never / current / former 67 /1731 65/1/33
Histology: adenocarcinoma / adenosquamous / other 99/1/1 99/0/1
EGFR mutation at randomization®: Ex19del / L858R 61/38 60/ 38
Locally advanced / metastatic 5795 3/97

Extra-thoracic metastases' 53 54

CNS metastases 42 40
Baseline tumor size, mean (SD) / median (range), mm 65 (42) [ 57 (10-284) 64 (39)/ 57 (11-221)

Pasi Janne, WCLC 2023



0.8 =
0.7 =
0.6 =
0.5 =
0.4 =
0.3 =
0.2 =

Probability of progression-free survival

0.1 =
0

Progression-free survival per investigator

« Median PFS was improved by ~8.8 months with osimertinib plus platinum-pemetrexed vs osimertinib monotherapy

TN
0.9 =

Median PFS, months (35% CI)

Dzimertinib + platinum-pemetraxed 255 (247, NC)
Dzimertinib monotharapy 16.7 (141, 21.3)
HR {95% CI) 0.62 (0.49, 0.79);
p<0.0001

Owerall maturity: 51%

Median follow-up for PF5®, months (range):
Ozimertinib + platinum-pemetrexed, 19.5 (0-33.3)
Osimertinib monotherapy, 16.5 (0-33.1)

Mo. at risk:

l 279
278

254
246

241
227

225
203

12

207
178

T
15

Time from randomization (months)

187
148

T
18

165
119

T
21

133
94

24

B84
67

2T

42
48

30 33 36
21 3 0
21 1 0

Pasi Janne, WCLC 2023



Progression-free survival per BICR

* Median PFS was improved by ~9.5 months with osimertinib plus platinum-pemetrexed vs osimertinib monotherapy

Median PFS, months [(35% CI)

= 1.0-T== Osimertinib + platinum-pemetrexed 29.4 (25.1, NC)
= '--l-_-‘
s 094 ————y Osimertinib monotherapy 19.9 (16.8, 25.3)
P B0% HR (95% CI) 0.62 (0.48, 0.80);
B 0.8 = p=0.0002
-E 0.7 = | ' » Overall maturity: 43%
-E a ' Median follow-up for PFS*, months (range):
® 0.6 = 67 "'5:'| oy Osimertinib + platinum-pemetraxed, 19.4 (0-33.2)
= | o | Osimertinib monotherapy, 14.6 (0-332)
§ 05+ | | -
o |
s 0.4+ | 4T% |
I
£ 03 | |
= |
8 0.2 =- I |
2 I
o 01— | |
| |
0 T T T T T T T I T T T 1
0 3 5] 2 12 15 18 21 24 27 30 33 36
Time from randomization (months)
MNo. at risk:
l 279 255 242 223 207 184 158 128 81 39 20 3 0
278 247 218 195 169 139 116 a8 59 42 18 2 0

Pasi Janne, WCLC 2023



PFS per investigator across subgroups®

* PFS benefit was consistent across all pre-defined subgroups

Osimertinib + Ozimertinib
Subgroup platinum-pemetrexed monotherapy HR [95% CI)
(Events [ patients) (Events / patients)
All oationts Stratified log-rank 120 / 279 166 / 278 —a— | 0.62 (.49, 0.79)
patien Unadjusted Cox PH 120/ 279 166 / 278 — | 0.62 (0.49, 0.78)
o Male 51/ 106 73/109 = o 0.54 (0.37, 0.77)
Female 69/ 173 93 /169 — 0.67 (0.49, 0.92)
Chinese Asian 26 1 71 43 [ 69 = | 0.49 (0.30, 0.81)
Race Mon-Chinese Asian 54 / 107 65 /107 ; e 0.76 (0.53, 1.09)
Non-Asian 40/ 101 58 {102 = : : 0.55 (0.37, 0.83)
_ Central 52/ 121 67 /119 : = , 0.73 (0.51, 1.05)
EGFR mutation test method | i 68/ 158 99 / 159 — : 0.55 (0.40, 0.74)
_ <65 years 73/ 174 97 166 — 0.59 (0.44, 0.80)
at
a b =65 years 471105 69/112 : 0 : 0.68 (0.47, 0.98)
Smoking hist Yes 43191 57 | 97 : = ¥ 0.63 (0.42, 0.84)
g hislory No 77/ 188 100 / 181 — 0.61 (D.46. 0.82)
_ Ex19del 65/ 172 94 [ 169 R 0.60 (0.44, 0.83)
EGFR mutati t
= R LB58R 55 / 106 70 /107 - - 1 0.63 (.44, 0.90)
0 481 101 57 {102 ; " 0.79 (0.54, 1.16
WHO PS i (0.54,1.16)
1 721178 109/ 176 — I 0.53 (0.39, 0.72)
_ Yes 52/ 116 79110 = : I 0.47 (0.33, 0.66)
-
CHS status o baseline No 68/ 163 a7 / 168 ——} 0.75 (0.55, 1.03)
0.1 0.5 : 2

Favors osimertinib + platinum-pemetrexed - #* Favors osimertinib

Pasi Janne, WCLC 2023



PFS per investigator in patients with / without
CNS metastases at baseline”*

Without CNS metastases

Median PFS, months (95% Cl)
O=imertinib + platinum-pemetrexed 27.6 (24.7, NC)
21.0(16.7, 30.5)

With CNS metastases

Meadian PFS, months (95% Cl)
Osimertinib + platinum-pemetrexed 249 (22.0, NC)
138 (11.0, 16.7)

Osimertinib monotherapy Osimeartinib monotherapy

HR (85% CI) 0.47 (0.33, 0.66) HR (85% CI) 0.75 (0.55, 1.03)
= 1.0- 1.0 4
=
:
- a 0.8 4 0.8
29 06- 0.6 -
= &
o -
285 044 0.4 -
¥
o
= 0.2 0.2
E‘ 0 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 3 B L 12 15 18 21 24 27 30 33 36 0 3 [+ 9 12 15 18 21 24 27 30 33 36
Time from randomization (months)
Mo. at risk:
l11l5 101 98 93 B84 T TO ot S, - 19 a8 2 0 163 153 143 132 123 110 95 75 50 23 13 1 0
110 95 84 73 60 50 a7 32 21 13 5 1 0 168 151 143 130 118 983 82 G2 46 35 16 0 0
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Probability of second
progression-free survival

PFS2 and interim analysis of OS

Second progression-free survival Overall survival
1.0 1.019
0.84 0.8+
0.6 4 0.6 A1
Median PFS, months (95% CI) Median OS, months (95% CI)
0.4 4 Osimertinib + platinum-pemetrexed 30.6 (290, NC) 0.4 4 Osimertinib + platinum-pemetrexed NR {31.9, NC)
Osimertinilb monotherapy 2T 8 (260, NC) Dsimertinib monotherapy MR {NC, NC)
0.24 HR (35% CI) 0.70 (0.52, 0.93); 0.21 HR [95% CI) 0.90 (0.65, 1.24);
p=0.0132 p=0.5238"*
[] T T L 1 L L L L ] L L L [] T T T T T T T 1 L L L L|
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 a0 33 36
Time from randomization (months)
MNo. at risk:
l 279 263 254 247 236 220 194 158 107 54 26 3 0 279 267 268 263 244 237 219 191 139 B4 46 [ 0
278 265 256 246 232 206 166 130 90 H8 26 3 0 278 267 260 267 261 244 214 185 133 85 46 10 0

+ PFS52 and OS were immature at this interim analysis (34% and 27% data maturity, respectively)

« At DCO, 57 [ 123 patients (46%) in the osimertinib plus platinum-pemetrexed arm and 91 / 151 patients (60%) in the osimertinib
monotherapy arm received any subsequent anti-cancer treatment?

* In both arms, cytotoxic chemotherapy was the most common subsequent anti-cancer treatment (33% and 54% in the combination
and monotherapy arms, respectively)t

Pasi Janne, WCLC 2023



Safety summary

» Median total duration of osimertinib exposure was 22.3 months (range 0.1-33.8) in the osimertinib plus platinum-pemetrexed arm
and 19.3 months (range 0.1-33.8) in the osimertinib monotherapy arm

* |nthe combination arm patients received a median of 12 cycles of pemetrexed (range 1-48) and 211 patients (76%) completed
4 cycles of platinum-based chemotherapy

Patients with AEs, n (%)* Osimertinib + ;l:g;:;n-pamntmmd Usir'r‘lenir;:::r:g'l?c;r;mherapy
AE any cause 276 (100) 268 (97)
Any AE Grade 23 176 (64) 75 (27)
Any AE leading to death 18 (7) 8 (3)
Any serious AE 104 (38) 23 (19)
Any AE leading to discontinuation 132 (48) 17 (6)
Osimertinib / carboplatin or cisplatin / pemetrexed discontinuation 30 (11)/46(17)/ 119 (43) 17(6)/ NAJ/NA
AE possibly causally related to treatment? 269 (97) 241 (88)
Any AE Grade 23 146 (53) 29 (11)
Causally related to osimertinib / carboplatin or cisplatin / pemetrexed 81 (29)/ 104 (38) / 130 (47) 29 (11)/ NAJ NA
Any AE leading to death 51(2) 1(=1)
Causally related to osimertinib / carboplatin or cisplatin / pemetrexed J(1)/2(1)/3(1) 1(=1)/ NAJNA
Any serious AE 52 (19) 15 (5)

Pasi Janne, WCLC 2023




Common adverse events (215% of patients)*

Osimertinib + platinum-pemetrexed (n=276) Osimertinib monotherapy (n=275)
8| <1

) Anemiat

Diarrhea
Nausea 10 42 0 0

s Neutropeniat 8l ILD (grouped term) was reported in
s} Thrombocytopeniat i 9 patients (3%) in the osimertinib
D““"E‘::“’d ‘:FP"::'“* l-f- - :'I ; plus platinum-pemetrexed arm and
onstipation - . 10 patients (4%) in the osimertinib

Rash
Fatigue g <1 monotherapy arm (all grades)?

Vomiting
Stomatitis =1 | 24 18 | <1
Paronychia 10 23 26| <1
COVID-19¢ 1§ 20 14 0
ALT increase 1 19 7] =
Dry skin 018 24 0
AST increase =1 |47 4] <1
Blood creatinine increase Grade1/2 W Grade 3 o A7 4 0
WEC count decrease M Grade 4 <1 [ElA3 61 <1 Grade 1/ 2 W Grade 3
Edema peripheral | i —— j4 0

60 40 20 0 20 40 60
Patients with adverse events, %

40 | <1

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

Pasi Janne, WCLC 2023



Best change from baseline in

SoD of target lesions, %

Cho BC, et al. Ann Oncol 2020;31(suppl):Abstr 12580

Should we escalate first line?
MARIPOSA ftrial [amivantamab + lazertinib]

CHRYSALIS Trial: Mariposa Trial:

BC Cho et al. Future Oncol

Uay cyces
20
Opearlabel combination heezpy
A AmA 1S40 m (Am Avs Am 8!
-20 4 8 MR Amiantamab (U400 Am A vs Am 8|
S by BICK
40 1 Landmark Phase 3 MARIPOSA Study Meets Primary Endpoint Resulting in Statistically
tGERprin Significant and Clinically Meaningful Improvement in PFS for Amivantamab plus ———
£l B cx1od Lazertinib Versus Osimertinib in Patients with EGFR-Mutated NSCLC ;‘; A?::ﬁ a'
80 - L858R |
Press release el s
-100 - September 28t B BEpInGE
Fahon 0! respons
ORR, % (95%Cl) 100 (83, 100) o EGFRmuion 3 » Tme o sympiomad
PR, n 20 B GGBER)  § e Ooublebind imerdibmoncthepy s
C mrareng RS
CBR, % (95%Cl) 100 (83, 100) v Asan oz (sl TR0 ot 0ma 0D :\; ik
Median follow-up, months 7 (4-10) o Eran mefasiaes (jesho;
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What about immunotherapy
in first line EGFR+ NSCLC?
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A Phase |l Study of Pembrolizumab in
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EGFR-Mutant, PD-L1+, Tyrosine Kinase Inhibitor
Naive Patients With Advanced NSCLC
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ABSTRACT

Background: Despite the significant anttumor activity of
pembrolizumalby in MSCLC, clinical benefit has been less
frequently observed in patients whose tumors harbor EGFR
miutatons compared to EGFR wild-type patients. Our single-
center experience on the KEYMOTE-001 trial suggested that
pembrolizumab-treated EGFR-mutant patients, who wenz
tyrosine kinase inhibitor (TEI) naive, had superior clinical
outcomes to those previously treated with a TEL As TEI naive
EGFR-mutants hawve generally been excluded from pem-
brolizumab studies, data to guide treatment decisions in this
patient population is lacking, particularly in patients with
programmed death ligand 1 (PD-L1) expression == 5004,

Conclusions: Pembrollzumab s lack of Efﬁcac}r in TRI naive,
FD-L14, EGFR-mutant patents with adwvanced MNSCLC,
including those with PD-L1 expression =50%, suggests that
it is not an appropriate therapeutic choice in this setdng.

2 2018 Intermational Association for the Stody of Lung
Cancer. Published by Elsevier Inc. All rights reserved.

Keywords NSCLC; programmed death 1 (PD-1); EGFRE tumor
immunology; pembrolizumab; programmed death ligand 1

Introduction

Programmed death 1 (PD-1) axis imhibition has

ORR: 0/10 evaluable pts
PDL-1: >50% in 7/10 pts
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Structure/function classification EGFR mutations in NSCLC

» Distal to drug binding pocket
* Modest to no impact on drug tinding

Classical-like

T790M-like P-loop aC-helix
. compressing

« Al least one mutation in hydrophobic core * Proximal to drug binding pocket

+ Increased affinity for ATP compared 1o + Direct or indirect impact on drug binding
dassicallike mutations via moderate displacement of P-oop
+ Two subgroups: andior aC-hefix

» T790M-ike-3S
= T790M-ike-3R

Exon 20 loop insertions

C4erminal loop of aC-hefix
Indrect and substantial impact on drug
binding (bath P-oop and aC-helix)
Two subgroups:

* Ex20ins-near loop (light red)

+ Ex20ing- far loop (darkred)

Representative Mutations
LESER K754E T790M-35 T790M-3R l Primary Acquired Ex0ingNL_ | Ex20ns-FL
Exon 19 deleticns  T725M Classical/T790M Ex19¢ed T7S0MLT92H G719x Cc7978 S768dupSVD H7T3insNPH
sT20P LB33IFNV GT18XUT790M LBSER/TTIOMLT 18X S7631 L79ZH ATETdupASY H7T3dupH
LES1QR ATB3insFOEA L747_K745delinsATSPE  Classical TT9MCTSTS L747PIS GT24S DTT0insNPG V7T4insAV
S811F ATE3insLOEA STE8VTTSOM E709_T710del insD L718X D770del InsGY V77dnsPR
V769L TB541
Drug Sensitivity/Selectivity
prerorn iy T790M-3S - T790M-3R Ex20ins-NL | Ex20ins-FL
Fhird-genaration Third-ganaration Seconsd-generation Ex20ins-specific
Second-generation PKC PKCi Second-generation £
First-generation ALK o Fest-generatior Ex20ins-spocific
Excn20ins-spacific e Third-ganeration Ex20ins-specific Second-generation
Secand-generation Second-generation Third-genersion T{\lrd-general_m Third-generation
Reustant First-generation First-genecaton First-generation First-generation

Mutation resulted
structural change

Function

Drug sensitivity

Robichaux, Nature 2021
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EGFR uncommon mutations

First generation

(57681+G719X+L861Q) | EGFR TKI (gefitinib)

Post-hoc NEJOO2

N=9
RR(%) 20
mPFS (months) 2.2
mO5 (months) 11.9

STEE|

Eurcpezn Lung
Lancer Longress

Afatinib

GFia LES 30
14.7 months

13.8 months

Second generation Third generation

EGFR TKI (afatinib)

EGFR TKI {osimertinib)

Post-hoc analysis LL 2-3-6 | Phase |l

N=38

/1.1
10.7
19.4

RR

PFS

N=36
50
3.2
NR

Osimertinib

i o .

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



Uncommon EGFR as partner of compound mutations

Potential activity:
First<Second<Third generation*

faon19 pAREAdel
e ) b First<Third*< Second generation
Bon21 p ISR

-2 o2 0 s Third< Second generation
Third generation
* Lacking data

Sensitivity of the co-mutation drives the overall response to different TKis

5' 5 (’ E- 5 5

> > ) Aa¥asasue Lot N . u0-°4

sgssqsggass3;535553agaas§55533§aaagsg§§§§§§§5§§335é55§§§§§g§z§§§§s£§5
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Teiaagz RARRRRRTERER SRR  RELARERERENE. RORRERRLIARRCCIRARECHEN
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- w;s§§§§§5§§§:§;:§3§§§§:e§§é?§§§!§£s:;a§§§§§§t§gsm§::;§s§§ae§§§§§§3!!::
'(E_B,em_nb =ll I K | | BaE == = == Sermitive
Erioting ~
Aatod Partially sersitive
Os:martinib Hesstant

Attili |, Curr Oncol 2022; Tam Y, Mol Cancer 2009; Kohsaka S, Sci Transl Med 2016
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Table 1. Patients’ characteristics

TNM Stage at initiating of osimertinib

Characteristics All patients Group A: Eiroup B: Group C:
N=86 (%) common with | uncommon exon 20
UNCoOMmMMmMon only insertions
N=13 (%) N=66 (%) N=T (%)

Median age (range) — yr 68.5 (30 -87) | 68 (42 -80) 65.5 (30 - 87) 62 (40 - 87)
Sex

Female 54 (63) 7 (54) 41 (62) & (B6)

Male 3227 6 (48) 25 (38) 1 (14)
ECOG PS at initiating of osimertinib

PS0 30 (35) B (48) 22 (33) 2 (29)

P51 43 (50) B (48) 29 (44) 3 (42)

PS=2 13 (15) 1(8) 15 (23) 2 (29)
Smoking history

Mever 32 (37) 3(23) 26 (39) 2 (29)

Former 25 (29) 5 (38) 23 (35) 1 (14)

Current 27 (31) 4 (31) 16 (24) 4 (57)

Unknown 2(3) 1(8) 1(2) 0 {0
Ethnicity

Caucasian 81 (84) 13 (100} 62 (94) 6 (86)

Other races 5 (8) 0 (0) 4 (6) 1(14)
Histology

Adenocarcinoma 80 (83) 13 (100) 60 (91) 7 {100}

Other 6 (7) 0(0) & (9) 0{0)
Line of therapy

17 line 70 (81) 11 (85) 53 (80) 6 (86)

2" line 12 (14) 2(15) 9(14) 1{14)

z 3° line 4 (5) 0(0) 4 (B) 0{0)
Previous treatments for advanced disease

TEI 10 {12) 1* (8) 8" (12) 1% (14)

Chemotherapy 8 (9) 1(8) 7 (11} 0 {0y

Immunatherapy 3(3) 0{0) 2™ (3) 00y

Immunotherapy+Chemaotherapy 11} 00} 1** (2) 0 (0}

Pizzutilo EG et al. under review to Esmo Open

1 3({3) 1(8) 2(3) 0{0)
IV 83 (97) 12 (92) 64 (97) 7 (100)
Sites of mets at initiating of osimertinib
Brain 30 (35) 2 (15) 24 (36) 4 (57)
Bone 38 (44) 7 (54) 29 (44) 2(29)
Lung 51(59) 6 (48) 39 (59) 6 (86)
Mon regional lymphnodes 31 (36) 5(38) 22(33) 4 (57)
Liver 16 {19) 4 (31) 10 (15) 2(29)
Adrenal glands 7(8) 1(8) 5(8) 1(14)
Pleura 19 {22) 3(23) 15 (23) 1(14)
Initial EGFR mutation detected on
Tissue biopsy 78 (91) 10 (77) 61 (93) 7 (100)
Liguid biopsy 2(2) 1(8) 1(2) 0{0)
Both 6 (7) 2 (15) 3 (5) 0{0)
Method for EGFR analysis
Sanger/PCR a7 (43) 4 (31) 28 (42) 2(29)
NGS 49 (57) 9 (69) 38 (58) 5(71)
Reasons for stopping osimertinb
PD or death 54 (63) 3(23) 45 (68) 6 (86)
Toxicity 1(1) 0 (0) 1(2) 0{0)
Other 1{1}) 0({0) 1(2) 0{0)
Treatment after osimertinib
Immunotherapy 4 0 L 0
Chemotherapy 26 1 23 2
Immunotherapy +Chemotherapy 1 0 A8 0

Notes: *Previous TKI Group A: 1 afatinib; Group B: 4 afatinib, 3 erotinib, 1 gefitinib and afatinib; Group C: 1 afatinib. ** 1 Atezolizumab,

2 Pembrolizumab. * 2 Atezolizumab, 2 Pembrolizumab, 1 Mivolumab. #* CT+pembrolizumab.



Table 2. Activity of osimertinib in the study cohort and in uUEGFR subgroups

Group of patients N. /' N. ORR DCR mPFS mDOR mOS mFU
evaluable | (95%CI) (95%Cl) months maonths maonths months
(95%Cl) (95%:Cl) (95%Cl) (95%CI)
All patients 86/83 42 (31-54) 77 (67-86) | B (6-13) 13 (7-N.R) | 20 (15-35) | 28 (24-
30)
1313 B4 (25.1- 100 (75- | 40(17- | 20 (14- MR INR- | 30 (20-
80.7) 100) N.R) N.R) N.R) N.R)
Group B B6/63 43 (30-56) 76 (B4-86) | B (6-12) 9 (6-21) 17 (12-24) | 27 (21-
30)
Group B: TKl-naive | 58/55 44 (30-58) 75 (61-85) | 7 (5-10) 7 (5-N.R) 17 (11- 27 (21-
N.R) 30)

Pizzutilo EG et al.

under review to Esmo Open

Supplementary Table 2. Intracranial response

Legend: EM: brain metastasis; DCR: disease control rate; i© infracranial; mROE:
progression free survival, mi5S: median overall survival, ORR: overall response rate.

1an duration of response;

«ubaroy | N. | ORR mEES mRoR. ma. N. with IDRR, IRCR ImBEA95 | imDOR(95
B (95%Cl) (95%CI) (95%Cl) (95%Cl) meazurabl | (95%Cl) (95%Cl) % Ci) %Cl)
e BM
All 30 40 (23- & (4-13) 9 (4-NA) 20 (9- 26 56 (37- 96 (80- 9(5-13) T (3-MNA)
patisnts =) MR} i7) 100}
Group B 24 46 (26- T(5-20) 9 (4-NA) 20 (9- 21 67 (43- 100 (84- 9(5-13) 8.5 (3-MNA)
67) HR) 85) 100}
RT-naive | 21 36 (18- T(3-13) 85.5(3- 20 (9- 17 53 (28- 94 (71- 9(5-13) 9 (6.5-NA)
62) MA) HR) T7) 100}
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Table 3. Summary of available studies evaluating osimertinib in patients with advanced

NSCLC harboring uEGFR.

Study N. of N. N. * of ORR DOR DCR mPFS ORR in ORR in
patients/ | TKI- | major/ (95% (95% | (95% | (95% CI) | major minor
N. naive | minor [ Cl) Cl) Cl) uEGFR uEGFR
evaluable classical (95% CIl) (95% CI)
(ins20
excluded)

ARTICUNO 79/ 76 70 51/28/13 45% 13 mo | B0% 9 mo 50% 31%

(33-57) | (7- (70- (7-13) (36-64) (14-52)
N.R) | 89)

Cho et al., 35/ 35 35 32/3/0 51% 11.2 89% 8.2 mo 53% (35- | 33%

JCO 2020 (34-67) | mo (73- (5.2- 71} (0-90)

(KCSG-LU15- (7.7- a7) 14.7)#

09) [10] 14.7)

Baretal., JTO | 80/ 51 60 28/29/13 | 81% 174 92% 9.5 mo 57% (37- | 68%

2022 (47-73) | mo (81- (8.5- 76) (43-87)

(UNICORN) (9.1- | 98) 17.4)

[13] N.R.)

Ji,etal. JTO |43/36 23" 26/18/0 361% | NA NL_A. MN.A. 32.1% 4%

CRR 2023 (20.8- (15.9- (25-81)

[34] 53.8) 52.4)

Villaruz, etal. | 17/17 17 171270 47 % 8.7mo | 94% 105mo | 47% (23- | 0%

ESMO QOpen (23-72) | (1.9- (71- (3.7- 72)

2023 [35] 13.9) 100) 15.2)




First line treatment in

* While waiting for FLAURA2 OS
results, CT + Osimertinib could
become an option in selected

. e
patients —

EGFR+ NSCLC \ /
What'’s new in 20237 \ /
e Osimertinib is still the gold standard \ Z
for common mutations | ,'f‘

 Amivantamab + Lazertinib: new SOC?

* Afatinib vs. Osimertinib for
uncommon mutations
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