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Recent Advances and Unmet Need of
NSCLC with EGFR mutation
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Disclaimer

This presentation is designed to be used by scientific, non-promotional roles
for education and discussion purposes of healthcare providers.

This presentation contains off-label information which is presented only for
purposes of providing an overview of clinical data and should not be
construed as a recommendation for use of any product for unapproved uses.

There are currently no published head-to-head studies between therapeutics
such as checkpoint inhibitors or TKIs, and slides summarising studies
together are provided only for scientific discussion purposes.
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NSCLC with EGFR mutation treatment

SENSITIZING EGFR MUTATION POSITIVE

EGFR mutation
discovered

prior to first-line
systemic therapy

Sensitizing
EGFR
mutation
positive

EGFR mutation
discovered during
first-line systemic
therapy

FIRST-LINE THERAPY®°

Preferred

OsimertinibPP (category 1
Other Recommended
ErlotinibPP (category 1)
or

AfatinibPP (category 1)
or — Progression
GefitinibPP (category 1)

or

DacomitinibPP (category 1)

Progression

Complete planned

systemic therapy,99

including maintenance

therapy, or interrupt,

followed by

osimertinib (preferred) — > Progression

or erlotinib or
afatinib or gefitinib or }—» Progression
dacomitinib

\

\j

\/

\/

See Subsequent
Therapy (NSCL-20)

See Subsequent
Therapy (NSCL-21)

See Subsequent
Therapy (NSCL-20)

See Subsequent
Therapy (NSCL-21)

NCCN Guidelines Version 1.2020



EGFR TKI Monotherapy
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OSIMERTINIB VS COMPARATOR EGFR-TKI AS
FIRST-LINE TREATMENT FOR EGFRm ADVANCED
NSCLC (FLAURA): FINAL OVERALL SURVIVAL ANALYSIS

Suresh S Ramalingam’, Jhanelle E Gray?, Yuichiro Ohe3, Byoung Chul Cho#, Johan Vansteenkiste®,
Caicun Zhou®, Thanyanan Reungwetwattana’, Ying Cheng®, Busayamas Chewaskulyong®, Riyaz Shah'?,
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Fumio Imamura’®, Rachel Hodge'’, Yuri Rukazenkov'’, Jean-Charles Soria'®'9, David Planchard'
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FLAURA DOUBLE-BLIND STUDY DESIGN

Patients with locally advanced or

metastatic NSCLC
Key inclusion criteria
+ 218 years (=20 years in Japan) STty
¢ WHO performance status 0/ 1 BBd  mutation status Randomisad 141

¢ Ex19del/ L858R (enrolment by local or (Ex19del / L858R)
central EGFR testing) and race

—> » — RECIST 1.1 assessment every
6 weeks until objective
progressive disease.

Following the primary PFS analysis,
progression events by RECIST 1.1
were no longer centrally collected

: S : A Comparator EGFR-TKI

* Elgg;o;_;)lls;emlc R siiiuon:asan) Gefitinib (250 mg p.o. qd) or Crossover was allowed for patients in
IRherapy Erlotinib (150 mg p.o. qd) the comparator EGFR-TKI arm,

+ Stable CNS metastases allowed (n=277) who could receive open-label

osimertinib upon central confirmation of
progression* and T790M positivity

OS was a key secondary endpoint

+ Final OS analysis planned for when approximately 318 death events had occurred
+ For statistical significance, a p-value of less than 0.0495, determined by O’'Brien-Fleming approach, was required
¢ Alpha spend for interim OS analysis was 0.0015
+ At data cut-off, 61 patients (22%) in the osimertinib arm and 13 patients (5%) in the comparator arm were ongoing study treatment

Data cut-off: 25 June 2019

congress Soria et al. N Engl J Med 2018;378:113-25
g/(\)F;(éELONA m *By investigator assessment if disease progression occurred after the primary analysis data cut-off
p.o., orally; qd, once daily; RECIST 1.1, Response Evaluation Criteria In Solid Tumors version 1.1; WHO, World Health Organization




PRIMARY ANALYSIS: PROGRESSION-FREE SURVIVAL

PFS

1.0
0.8 - .
HR: 0.46 P<0.001
rid -
e 0.6
s
=
.:g
8
& 0.4 —
0.2 -
— Comparator EGFR-TKI
0.0 T T T T T T T T
0 3 6 9 12 15 18 21 24
Time from randomisation (months)
No. at risk
Osimertinib 279 262 233 210 178 139 7 26 4
Comparator EGFR-TKI 277 239 197 152 107 78 37 10 2
Median PFS, months (95% Cl) HR (95% Cl)

Comparator EGFR-TKI

18.9 (15.2, 21.4)
10.2(9.6, 11.1)
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0.46 (0.37, 0.57);
p<0.001

Subgroup

Favours comparator EGFR-TKI
> HR (95% ClI)

Overall (n=556)

Log-rank (primary) —— 0.46 (0.37, 0.57)

Unadjusted Cox PH —— 0.46 (0.37, 0.57)
Sex

Male (n=206) —_— 0.58 (0.41, 0.82)

Female (n=350) 0.40 (0.30, 0.52)
Age at screening

<65 years (n=298) —— 0.44 (0.33, 0.58)

265 years (n=258) ——— 0.49 (0.35, 0.67)
Race

Asian (n=347) —— 0.55 (0.42, 0.72)

Non-Asian (n=209) —_— 0.34 (0.23, 0.48)
Smoking history

Yes (n=199) —— 0.48 (0.34, 0.68)

No (n=357) — 0.45 (0.34, 0.59)
CNS metastases at trial entry

Yes (n=116) — e —— 0.47 (0.30, 0.74)

No (n=440) —— 0.46 (0.36, 0.59)
WHO performance status

0 (n=228) —_—— 0.39 (0.27, 0.56)

1 (n=327) —_—— 0.50 (0.38, 0.66)
EGFR mutation at randomisation

Ex19del (n=349) —— 0.43 (0.32, 0.56)

L858R (n=207) =S 0.51 (0.36, 0.71)
EGFR mutation by circulating tumour DNA

Positive (n=359) —e—— 0.44 (0.34, 0.57)

Negative (n=124) 0.48 (0.28, 0.80)
Centrally confirmed EGFR mutation

Positive (n=500) —— 0.43 (0.34, 0.54)

Negative (n=6) NC (NC, NC)

| | 1Tl | |
0.1 0.2 06 0.81.0 2.0 10.0

PFS hazard ratio and 95% ClI

Data cut-off: 12 June 2017
. Soria et al. N Engl J Med 2018;378:113-25

Cl, confidence interval; ctDNA, circulating tumour DNA; NC, not calculable; PH, proportional-hazards



FINAL ANALYSIS: OVERALL SURVIVAL

Probability of overall survival

No. at risk
Osimertinib
Comparator EGFR-TKI
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1.0

0.9

0.8

0.7

0.6

0.5

0.4

0.3

0.2

0.1

0.0

Median OS, months (95% Cl)

38.6 (34.5, 41.8)
— Comparator EGFR-TKI 31.8 (26.6, 36.0)

- 83Y%
# HR (95.05% Cl) 0.799 (0.641, 0.997); p=0.0462

321 deaths in 556 patients at data cut-off: 58% maturity

38.6 VS. 31.8
HR: 0.799 P=0.0462

| | | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54

Time from randomisation (months)
279 276 270 254 245 236 217 204 193 180 166 153 138 123 8 50 17 2 0
277 263 252 239 219 205 182 165 148 138 131 121 110 101 72 40 17 2 0

Data cut-off: 25 June 2019
For statistical significance, a p-value of less than 0.0495, determined by O'Brien-Fleming approach, was required



OVERALL SURVIVAL ACROSS SUBGROUPS

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

Log-rank (primary) —%— 0.799 0.641, 0.996

Unadjusted Cox PH . 0.789 0.634, 0.983
Sex

Male (n=206) ——— 0.794 0.554,1.135

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

<65 years (n=298) ——| 0.723 0.539, 0.969
265 years (n=258) ———r— 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

moking 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) % 0.832 0.530, 1.298

No (n=440) ——i 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) —8— 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) @ 0.719 0.374,1.359

I T T T T T T11 T T | I I B N I
0.1 0.2 03 04 06 08 1.0 20 10
HR for death (95% CI)

EERESMD
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Data cut-off: 25 June 2019
Hazard ratio <1 implies a lower risk of death on osimertinib

*Local or central test; TResult missing for 36 patients in the osimertinib arm and 37 patients in the comparator EGFR-TKI arm



SECOND-LINE TREATMENT FOLLOWING PROGRESSION

+ Of the 180 patients in the comparator EGFR-TKI arm who received a first subsequent treatment,
| 85 patients (47%) crossed over to osimertinib (31% of all patientsrandomised from the comparator EGFR-TKI arm)

100 N ' -
90 Patient disposition
80 - B Received first subsequent (second-line) anticancer treatment
70 - B No subsequent anti-cancer treatment
= B still on study treatment
£ 60 - J
&
S 9 -
= First subsequent (second-line) anticancer therapies
a 40 4
35 M Other*
B Cytotoxic chemotherapyt
20 " Osimertinib
10 - B EGFR-TKI containing regimen, other than osimertinib
0 -
Osimertinib Received FST Comparator Received FST
(n=279) (n=133) EGFR-TKI (n=180)
(n=277)
congress Data cut-off: 25 June 2019
m *Refers to those patients who did not receive either chemotherapy or an EGFR-TKI; TThe majority of patients who received cytotoxic chemotherapy received a platinum-based chemotherapy regimen
2019 FST, first subsequent treatment
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North East Japan Study Group

Phase lll study comparing bevacizumab plus erlotinib
to erlotinib in patients with untreated NSCLC
harboring activating EGFR-mutations:

NEJ 026

Naoki Furuya’, Tatsuro Fukuhara?, Haruhiro Saito®, Kana Watanabe?, Shunichi Sugawara?,
Shunichiro Iwasawa®, Yoshio Tsunezuka®, Ou Yamaguchi’, Morihito Okada®, Kouzou Yoshimori®,
Ichiro Nakachi'® Akihiko Gemma'!, Koichi Azuma'2, Koichi Hagiwara'3, Toshihiro Nukiwa'4, Satoshi Morita’s,

Kunihiko Kobayashi’, and Makoto Maemondo®,

North East Japan Study Group

1St. Marianna University School of Medicine, 2Miyagi Cancer Center, 3Kanagawa Cancer Center, “Sendai Kousei Hospital,
SChiba University Hospital, ®Ishikawa Prefectural Central Hospital, “Saitama Medical University International Medical Center,
8Hiroshima University, °Fukujuji Hospital, JATA, °Saiseikai Utsunomiya Hospital, ""Nippon Medical School,
2Kurume University School of Medicine, '3Jichi Medical University, '#Tohoku University,
SKyoto University Graduate School of Medicine, "®lwate Medical University.

presentep ar: 2018 ASCO ,e W:: S pResenTED BY:  NaoKi Furuya
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Study Design : NEJ 026 (Phase Il study)

- Chemoth -nai inati
emotherapy-naive BE combination

- Non-Sq NSCLC Bevacizumab 15mg/kg q3w
- Stage IIB/IV or "

postoperative recurrence Erlotinib 150mg qd

. Activating EGFR (n=107)
mutations

Ex19 del, Ex21 L858R = monotherapv
- Asymptomatic CNS Erlotinib 150mg qd

metastases allowed (n=107)
UMIN 000017069

Platinum + Pemetrexed (PEM)
followed by
maintenance with PEM

\

Platinum + Pemetrexed (PEM)
+ Bevacizumab (BEV)

followed by maintenance
with PEM+BEV

\/

h--+-----

Study period

] PD2
Sam ple TlSSUe Pretreatment (progression Of (progreSSion Of
study treatment 2nd line treatment

collection 6 weeks after PD1 6 weeks after PD2
Plasma Pretreatment initiation of (progression of initiation of (progression of
study treatment study treatment) 2nd line treatment 2nd line treatment
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Baseline characteristics

Adenocarcinoma 110 (98.2%) 112 (100.0%)
Pathology Large cell carcinoma 1(0.9%) 0(0%)
Other 1(0.9%) 0(0%)
_ Ex19 deletion 56 (50.0%) 55 (49.1%)
EGFR-mutation type
Ex21 L858R 6 (50.0%) 57 (50.9%)
1IB 8 (7.1%) 8(7.1%)
Stage at screening \% 2 (73.2%) 84 (75.0%)
Postoperative recurrence 22 (19.6%) 20(17.9%)
(+) 36 (32.1%) 36 (32.1%)
CNS metastases (-) 76 (67.9%) 76 (67.9%)

presenen a: 2018 ASCO s,,rde,s;,{,,,,t,pm ery o presenteo Bv: - Naoki Furuya

ANNUAL MEETING  pemisin edsesorreoe. prosented By Naoki Furuya at 2018 ASCO Annual Meeting



Primary endpoint : PFS by independent

The interim analysis : 117 events

Median PFS
80% on 16.9 13.3
) 0.605
o 60% HR (95% CI : 0.417-
E 0.877)
0 40% O Palug oSN teRL P gy 3=
. = omnal sgnicdnte B D2sas
: ; ——
13.3 16 9 Median follow up : 12.4 months
0% | | | | | | . | | I. | | | | |

0O 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Time (months)

presentep a: 2018 ASCO s, pie ryor presentep B:  NAOKI Furuya
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PFS by EGFR-mutation subtypes

Exon19 deletion Exon21 L858R
BE = BE =
Median PFS Median PFS
e 16.6 12.4 (henhs) 17 .4 13.7
0.69 0.57
Bl (95% Cl : 0.41-1.16) RlE (95% CI : 0.33-0.97)
100% 100% A
Z80% - 280%
L0 0
8 ano S
2 60% - 960% -
G 3
D 40% - D 40% -
o o
20% - 20% -
O% | | | | | | O% | | | | | |
0 4 'Iglme (r?%nthsi6 20 24 0 4 Pime (?1?onths‘l)6 20 =d

mesenreo . 2018 ASCO
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ARTEMIS(CTONG 1509) : PHASE 3 STUDY OF BEVACIZUMAB
WITH OR WITHOUT ERLOTINIB IN UNTREATED CHINESE
PATIENTS WITH ADVANCED EGFR-MUTATED NSCLC

Q. Zhou', Y.-L. Wu', Y. Cheng?, Y. Liu3, G. Chen?, J. Cui®, N. Yang®, Y. Song’, X.-L. Lié, S. Lu®, J.Zhou'?,
Z.Ma', S.-Y. Yu'?, C.Huang'3, Y. Shu'™;

'Guangdong Lung Cancer Institute, Guangdong Provincial People's Hospital & Guangdong Academy of Medical Sciences, Guangzhou, China,
2Department of Thoracic Oncology, Jilin Cancer Hospital, Changchun, China, 3Department of Medical Oncology, The First Hospital of China
Medical University, Shenyang, China, “Medical Oncology, Affiliated Cancer Hospital of Harbin Medical University, Harbin, China, *Cancer
Center, The First Hospital of Jilin University, Changchun, China, %Department of Medical Oncology, Hunan Cancer Hospital/The Affiliated
Cancer Hospital of Xiangya School of Medicine, Changsha, China, "Respiratory Medicine, Jinling Hospital, Nanjing, China, 8Medical Oncology,
Cancer Hospital of China Medical University Liaoning Cancer Hospital & Institute, Shenyang, China, ®Medical Oncology, Shanghai Chest
Hospital, Shanghai Jiaotong University, Shanghai, China, °Respiratory Medicine, The First Affiliated Hospital of College of Medicine, Zhejiang
University, Hangzhou, China, "Respiratory Medicine, The Affiliated Cancer Hospital of Zhengzhou University, Henan Cancer Hospital,
Zhengzhou, China, '2Medical Oncology, Tongji Hospital, Tongji Medical College, Huazhong University of Science and Technology, Wuhan,
China, "®Medical Oncology, Fujian Cancer Hospital, The Affiliated Cancer Hospital of Fujian Medical University, Fuzhou, China, "“Medical
Oncology, Jiangsu Province Hospital, The First Affiliated Hospital with Nanjing Medical University, Nanjing, China esmo.org
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STUDY DESIGN

Locally advanced, metastatic Erlotinib 150mg qd —
or recurrent non-squamous (N=154) Until PD,
NSCLC unacceptable _
Chemo-naive toxicity, study ends — Survival
EGFR mutation positive(exon , or withdrawal of follow-up
19 deletion or exon 21 L858R) Bevaclzumab+1 SEGRAINEH patient’s consent,
ECOG PS 0-1 Erlofinib 150md ad —> whichever occurs
Bevacizumab-eligible EREs nushiIgi first

N=311 (N=157)

e Primary endpoint: PFS (Independent Review Committee,IRC) e Stratified by

e Secondary endpoints: v' Sex (female vs. male)

» PFS(Investigator, INV), ORR, DCR, DOR, OS, TTF, safety v" Disease stage(stage lllb vs. stage IV vs. recurrence)
) v" EGFR gene mutation (exon 19 del vs. exon 21 L858R)
e Exploratory endpoints:

v" To identify biomarkers in tissue and plasma that are associated with acquired
resistance to bevacizumab combined with erlotinib or erlotinib alone in NSCLC

CONgress PFS: Progression-free Survival; ORR: Objective Response Rate; DCR: Disease Control Rate;
BARCELONA >
2019 DOR: Duration of Response; OS: Overall Survival; TTF: Time to Treatment Failure



PRIMARY ENDPOINT : PFS BY IRC (ITT POPULATION)

= BEV +ERL BEV+ERL ERL

1.0 1
= ERL (n=157) (n=154)
S, 08- Events 81 (51.6%) 97 (63.0%)
% Median, mo 18.0 11.3
S 06 (95% CI) (15.2, 20.7) (9.8, 13.8)
g_ --------------- o T | HR (95% ClI) 0.55 (0.41, 0.75)
» 0.4 - : | P-value (log-rank) <0.001
o : .
0.2 1 : l
1.3 ! ' 18.0
(9.8,13.8) ! 1 (15.2,20.7)
0 T 1 1 1 1 ] T
0 6 12 18 24 30 36
Time (months)
Patients at Risk
BEV +ERL 157 126 93 54 11 1 0
ERL 154 110 54 3 6 1 0

ERRESMD



PFS BY EGFR MUTATUION TYPE (ITT POPULATION)

0 Exon 19 Del (IRC)
2> — BEV + ERL
S 08 TR
S 05 vs. ERL
g_ - e "o < . HR 0.62 (95% Cl: 0.41, 0.92)
33 04 - :
CEE 125! N
; (11.1, 16.6) ! |
0 6 12 18 24 30 36
Patients at Risk Time (months)
BEV+ERL 82 68 53 27
ERL 79 56 34 18
Exon 19 Del (INV)
1.0 1 ==t
E BEV + ERL
= 0.8 === ERL
s 06 - vs. ERL
g_ ' HR 0.63 (95%Cl: 0.44, 0.92)
»n 04 - 5
a 02 - 12.6 : S T
' (112,15.2) !
0% 6 12 18 24 30 36
Time (months)
Patients at Risk
BEV+ERL 82 38 11 0
ERL 79 21 5 0
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Exon 21 L858R (IRC)

1.0 7 s
BEV + ERL

= 08- — ERL

2 06 vs. ERL

8 0.

- S HR 0.51 (95%Cl: 0.33, 0.79)

S 04 - ,

i :

o 0.2 9. 7:

0 90, 15.2);
0 6 12 18 24 30 36
Patients at Risk Time (months)

BEV+ERL 75 58 40 27 4 1 0
ERL 75 54 20 13 3 1 0
105 Exon 21 L858R (INV)

BEV + ERL

£ 08 - — ERL

S 0.6 - vs. ERL

<0

8 HR 0.50 (95%Cl: 0.34, 0.74)
s 04 -
i
& 02 83 1) _x—‘\—"—l
0 T ( ) T T T T 1

Patients at Risk
BEV+ERL 75 63 48 31 8 1

ERL

0 6 12 18 24 30 36
Time (months)

o o

75 59 27 18 5 0






