Old soldiers never die, just still alive!
(Old soldiers: 2"-G EGFR-TKIS)
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Frequency of EGFR mutation in each country
(A global EGFR mut Map)
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Anita Midha et al. Am J Cancer Res 2015;5(9):2892-2911



Age of onset by driver mutation
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Type and frequency of EGFR mutation

T7%0M

A B &

£ AV MASYDNPHVCRLL GICLTSTVOLTOLMPRGCLLD YVREHKDNIGSQYLLAWCVIAKEMN

alk

Ins 20 (5.8%)
V765_0770insASV

DFA0_NFAinssvD
HF73_V774insH
ATEI_YredinsFOEA
HF73_wi74insPH
HF?3 V7 M inshPH
W _PF7ZinsN
HF73_V774insAH
DF ?0delins=Y
WIRA_CFFhinsHY
oithers

LA5ER

VLERR. VHRDLAARNVLVETROHIX TE'FIEtl

7 HRD BE [B9 DFG

catahytic loop

L858R (39.8%)

L8610 (0.9%)

Del13 Ins19 Dell19
EF09X  G719X A
| KETEFKKIKVL GSGAFGTVYK L\ IPEGERVE REATS
61 G!G.‘C{G B2 : B3 aC
Phosphate binding loop
G719X(3.1%) (44.8%)
GT19A 77 delE746_ATS0 &7
GTIOA4STERVLBEIVLIEEIR 11 dell 747_P753inss B
G795 25 dell 747_T751 5
GT195+ST6RVLBSIQVEIDSA 13 dell 747 _A750ing !
G719C 12 dell747_5752 !
G719C+S768VERMETNNGH 9 delE746_S752insV 2
others 3 delE746_P753insVs 1
E?Dgx {D.E%] dell74 :"_1_."%1. !I'GF' 1
EFOOK+GTIOS/GT19CAB58R 44 | | GRIEFAE_T7STinsA 1
E7O9AGTI95/GT19E 33 | | GellAZPiS3 1
othere - delS752_[759 1
[ } athers 4
Del 18(0.3%
delE709_T710insD 100 (0.6%)
(744_K745insKIPVAI 58
K745_EMAGInsIPVAK 26
K745_E7AGInsVPVAIK 11
K745 _E7AGinsTPVAIK 5

57681(1.1%)

Del19: 44.8%, L858R: 39.8%

ri(lfj.ll

10

The guideline of EGFR mutation examination: The Japan Lung Cancer Society



The outcome of improved Japanese NSCLC
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1st line treatment for stage IV NSCLC

Del19 / L858R mutation +
-» EGFR mutation + |—> EGFR-TKI —

Exon18-21 mutation +
(Eccept for Del19 and L858R)

N CUER EGFR-TKI or Chemotherapy -
— ALK fusiongene + ——» ALK-TKI —
— ROS1 fusion gene + —— Crizotinib or Chemotherapy -
Stage V| .
NSCLC _, BRAF mutation + —— Dabrafenib+Trametinib —
., EGFR/ALK/ROS1 -, - Pembrolizumab or
PD -L1=50% (ICI)+chemotherapy

EGFR/ALK/ROS1-,
PD-L1<50% or unknown  (ICI)+Chemotherapy —»

. ~ Pembrolizumab or
— SQ ‘[ PD-L1250% > (ICI)+chemotherapy

PD-L1<50% or unknown — (ICI)+Chemotherapy —

The guideline of lung cancer treatment: The Japan Lung Cancer Society



1st line treatment for stage IV NSCLC

Del19 / L858R mutation +

-» EGFR mutation + |—> EGFR-TKI —
Exon18-21 mutation +
(Eccept for Del19 and L858R)
N CUER EGFR-TKI or Chemotherapy -
— ALK fusiongene + ——» ALK-TKI —
— ROS1 fusion gene + —— Crizotinib or Chemotherapy -
Stage V| .
NSCLC _, BRAF mutation + —— Dabrafenib+Trametinib —
., EGFR/ALK/ROS1 -, - Pembrolizumab or
PD -L1=1% (ICI)+chemotherapy
EGFR/ALK/ROS1-,
— PD-L1<1% or unknown  (ICI)+Chemotherapy —»
. ~ Pembrolizumab or
— SQ ‘ : PD-L121% > (ICI)+chemotherapy
PD-L1<1% or unknown — (ICI)+Chemotherapy —

The guideline of lung cancer treatment: The Japan Lung Cancer Society



Lung cancer guideline (StagelV) 2018

A=

Osimertinib
Dacomitinib

Gefitinib. Erlotinib. Afatinib
Erlotinib + Bevacizumab
Gefitinib + Carboplatin + Pemetrexed

Major mutation Gefitinib or
(del19 and L858R)

EGFR T790M L 2nd line
mutation examination treatment
positive

2C

Minor mutation

' EGFR-TKI
1C

Japan Lung Cancer Society. Lung cancer treatment guideline (Stage IV version) 2018



Sensitivities of each EGFR-TKIs

Table 2. Summary of the in witro sensitivities of Ba/F3 cells expressing each EGFR mutation to various TKI

First generation Second generation Third generation
Exon Category Mutations
Gefitinib Erlotinik Afatinib Dacomitinikb Meratinib Osimertinib Rociletinil
18 Del18 delE70S_T710insD 882 8B4 53 959
E70aX EF09K 187 215 62 706
G719X G719A 213 167 53 214
19 Del19 delE746_ATS0 _‘ 19
Del19 delE74d6_5752insv
Del19 dellL747_A750insP
Del19 delL747_P753ins5
Del19 del5752 1759
Ins19 744 K745insKIPWAL A00
Ins19 K745 _ET46insTPVAIK 100
20 Irs20 ATe3 YTedinsFOEA 174 A4 673
Ins20 ¥ 7ed_VieSinsHH =1000 3845 237 1730
Ins20 M7Bb_ATETiINsAl 3403
Ins20 WTeS_DTT0insASY 3100 4400 230 AB 333 5290
Irns20 DFFO_NTFinsNPG 3356 3700 230 42 262
Ins20 DFT0_N771insSWD 3187
Ins20 HFT?3 W7 TdinsH =10 000 550
5768 5768l 315 49
EBGM Tra0mM-+delEF46_AJ50 8200 =10 000 140 28
S0n T/90M+LB58R =10 000 =10 000 21 13
21 LESER LB5BR 26 16 140
EGFR wild type with interleukin-3 9350 =10 000 =100 =1000 =1000 3078 1549
Flasma drug concentration AAB-2717) (27173040 (&9—130) | (1e6—-238) (MN/A—132) (400—a00) i R T

1250 values (nh) of <10, 10-99, 100-999 and llowland red, respectively. When the exact valu was not
described in the literature, the approximate Aum q values are described in del7us Trivimnsw, EFO9EK,
G719A and wild type. EGFR, epidermal growth factor receptor; N/A, not availabe TI(I tyrosine kinase inhibitors.

Kobayashi Yoshihisa. et. al. Cancer Science



Today's contents

Considerations in 1st-Line Treatment

« Review FLAURA study and consider of 2nd-G EGFR-TKI
potential based on subgroup analysis of FLAURA
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on our hospital (Japanese experience) and best
sequence of EGFR-TKI.
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FLAURA study

FLAURA DOUBLE-BLIND STUDY DESIGN

Patients with locally advanced or
metastatic NSCLC

Key inclusion criteria

*

*

*

218 years (220 years in Japan)
WHO performance status 0 / 1

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

No prior systemic anticancer /
EGFR-TKI therapy

Stable CNS metastases allowed

Stratification by

BRd mutation status

Randomised 1:1

(Ex19del / L858R)
and race
(Asian / non-Asian)

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

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

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

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

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

J.-C. Soria, et al. NEIM, 2017



Osimertinib group
Standard TKI group

FLAURA: PFS [primary endpoint]

N
279
277

Median PFS. M (95% CL)
18.9
10.2

(15.2~21.4)
(9.6~11.1)

HR: 0.46 (95% CL: 0.37~0.57)

p <0.001
PFS

1.0
0.8 =
]
- 0.6 =
s
£
E
13 04 —
02
— Comparator EGFR-TKI
0.0 T T T T T T T T 1
] 3 3 9 12 15 18 A 24
Time from randomisation (months)
Ho. at riak
Osimartinib 279 262 233 20 178 139 m 26 4 ]
Comparator EGFR-TKI 277 239 197 152 107 78 1) 10 2 ]
Median PFS, months (95% Cl) HR (95% Cl)

Comparator EGFR-TKI

18.9 (152, 214)
10.2 (9.6, 11.1)

0.46 (0.37, 0.57);
p<0.001

Favours comparator EGFR-TKI

Subgroup > HR (95% CI)
Overall [n=336)

Log-rank (primary) —— 046 (037, 0.57)

Unadjusted Cox PH —— 046 (0.37, 0.57)
Sex

Male (n=206) —— 0.58 (041, 0.62)

Female (n=350) —— 0.40 (030, 0.52)
Age at screening

<65 years (n=298) —— 0.44 (033, 0.58)

265 years (n=253) —— 0.49 (035, 0.6T)
Race

Asian (n=34T) —— 055 (042, 0.72)

MNon-Asian (n=209) L —— 0.34 (023, 0.48)
Smoking history

Yes (n=199) be——— 0.43 (034, 068)

No (n=337) b 0.45 (0.4, 0.58)
CHS metastases at trial enfry

Yes (n=116) —— 047 (030, 0.74)

No (n=440) —— 0.46 (035, 0.58)
WHO performance status

0 (n=228) | | 0.39 (027, 0.56)

1 (n=32T) —a— 0.50 {0.38, 0.68)
EGFR mutation at randomisation

Ex19del [n=349) ——i 0.43 (032, 0.58)

LB5ER (n=20T) e 051 (036, 0.T1)
EGFR mutation by circulating tumour DNA

Positive (n=339) —— 044 (0.3, 057)

Megative (n=124) —_— 043 (0.28, 0.60)
Centrally confirmed EGFR mutation

Positive (n=500) —— 043 (0.4, 0.54)

Megative (n=6) NC {NC, NC}

[ I | I TTTTIT I 1
01 02 03 04 06 0810 20 10.0
PFS hazard ratio and 95% C1

ESM0O2019



FLAURA study : efficacy rate

Table 2. Secondary Efficacy End Points.*

Osimertinib Standard EGFR-TKI

End Point (N=279) (N=277)
Type of response — no. (%) T

Complete 7 (3) 4 (1)

Partial 216 (77) 206 (74)

Stable disease for =6 wk 47 (17) 46 (17)

Progression 3 (1) 14 (5)

Death 0 5(2)

Could not be evaluated 6 (2) 7 (3)
Objective response rate — % of patients (95% Cl) 80 (75-85) 76 (70-81)
Disease-control rate — % of patients (95% CI) . 97 (94-99) 92 (89-95)

J.-C. Soria, et al. NEIM,2017




Probability of overall survival

No. at risk
Osimertinib
Comparator EGFR-TKI

1.0

0.9

0.8

0.7

0.6

0.5

0.4

0.3

0.2

0.1

0.0

FLAURA: OS [FINAL ANALYSIS]

N Median OS. M (95%CI)

Osimertinib group 279  38.6 (34.5~41.8)
- Standard TKI group 277  31.8 (26.6~36.0)
HR: 0.799 (0.641~0.997)
il B P=0.0462

1 1 1 1 1 1 1 1 | 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 o4

Time from randomisation (months)

2re s 270 2 245 236 N7 204 193 180 186 153 138 123 86 50 17 2 0
277 X3 22 2309 9 205 182 185 148 138 131 111 10 1 72 40 17 2 0

ESM0O2019



FLAURA study: side effect

+ Median duration of exposure: osimertinib, 20.7 months; comparator EGFR-TKI, 11.5 months
+ (Crade 23 possibly causally related AEs: osimertinib, 51 patients (18%); comparator EGFR-TKI, 79 patients (29%)

Any adverse event” (in 220% of patients)

Osimertinib (n=279) Comparator EGFR-TKI (n=277)
Diarrhoea 60% I%
Rashes and acne’ 50% 1% 9%
Nail effects’ 39% 1%
Dry skin’ 38% <1%
Paronychia 2% <1%
Stomatitis 2% 1
Anorexia’ 2% 3%
Cough 2% 0%
Osimertinib, all grades
Nausea 20% 0% o
B osimertinio, grades 3-4
AST increase 0% 1 25% B comparator EGFR-TKI, all grades
ALT increase % 1% 7% B comparator EGFR-TKI, grades 3-4
1 I I 1 I 1 I I I 1 I 1 I I I 1 I 1 I I 1
00 9% 80 70 60 50 40 30 2 10 0 10 20 30 4 50 60 70 80 %0 100

Patients with adverse event (%)

ESM02019



FLAURA study : interstitial lung disease

Osimertinib group Standard group
(n=279) GEYYZ))

SAE of pneumonitis. N (%) 11 (4) 6 (2)
Interstitial lung disease 6 (2) 4 (1)
Pneumonitis 5 (2) 2 (1)

Duration until onset. day(range) 106 (9~425) 83.5 (11~253)

Recovered 7 4
Turning. N  Improved 4 1
Unsolved 0 1

Soria, JC., et al.: N. Engl. J. Med., 378 (2) , 113, 2018



FLAURA study : safety (Japanese subset)

Duration of treatment : Osimertinib 15.3 M (0.5~25.5 M) . Standard EGFR-TKI 11.0 M (0~25.1 M)

_ Osimertinib group (n=65) Standard EGFR-TKI group (n=55)

All grade Gradel Grade 2 Grade 3 Grade 4 Grade5 Allgrade Gradel Grade 2 Grade 3 Grade 4 Grade 5

All SAE 65(100) 2(3.1)  32(49.2) 30(46.2) 1(1.5) 0 53(96.4) 3(5.5) 19(34.5) 25(455) 5(9.1) 1(1.8)
Diarrhea 42(64.6) 33(50.8) 9(13.8) 0 0 0 28(50.9) 24(43.6) 2(3.6) 2(3.6) 0 0

Skin rash 30(46.2) 25(38.5) 5(7.7) 0 0 0 38(69.1) 24(43.6) 11(20.0) 3(5.5) 0 0

| Paronychia 33(50.8) 14(21.5) 18(27.7) 1(1.5) 0 0 20(36.4) 10(182) 9(16.4) 1(1.8) 0 0 |

Stomatitis 33(50.8) 27(41.5) 6(9.2) 0 0 0 15(27.3) 11(20.0)  4(7.3) 0 0 0

Dry skin 28(43.1) 21(32.3) 7(108) O 0 0 18(32.7) 16(29.1)  1(1.8) 1(1.8) 0 0

AST increased 7(10.8)  4(6.2) 1(1.5) 2(3.1) 0 0 25(45.5) 11(20.0) 10(18.2)  4(7.3) 0 0

ALT increased 5(7.7) 2(3.1) 2(3.1) 1(1.5) 0 0 27(49.1)  9(16.4)  7(12.7)  8(14.5)  3(5.5) 0
Apetite loss 15(23.1)  5(7.7) 9(13.8)  1(1.5) 0 0 12(21.8)  4(7.3) 5(9.1) 3(5.5) 0 0
Constipation 17(26.2) 15(23.1)  2(3.1) 0 0 0 8(14.5) 8(145) O 0 0 0
Dysgeusia 13(20.0) 8(12.3) 5(7.7) 0 0 0 4(7.3) 3(5.5) 1(1.8) 0 0 0
WBC decreased 14(21.5) 3(4.6) 11(169) O 0 0 1(1.8) 1(1.8) 0 0 0 0
Virus infection 14(21.5) 8(12.3) 6(9.2) 0 0 0 9(16.4) 6(109) 3(5.5) 0 0 0
Serious SAE

QTc prolongation 14(21.5)  6(9.2) 6(9.2) 2(3.1) 0 0 5(9.1) 4(7.3) 1(1.8) 0 0 0
Interstitial lung diseases 5153y 5(31)  s5(77)  1(15) o0 0 1(1.8) 0 0 1(18) 0 0

Need to be careful with cardio toxicity and pneumonia in osimertinib!

Ohe, Y., et al.: Jpn. J. Clin. Oncol., 49 (1) , 29, 2019



ARCHER1050: Dacomitinib vs Gefitinib

ARCHER 1050: Study Design

 Phase lll randomized open-label study to evaluate dacomitinib as an

alternative first-line treatment for patients with advanced NSCLC with

an EGFR-activating mutation _ _
Primary endpoint

® Advznced NSGLE wilh EGER: il PFS by blinded independent

45 PO QD i
activating mutation(s) (T\lg=227)Q e PFTEWEW (IR)
e No prior systemic treatment of ) I; oy HR<096\/6€7NSS -
advanced NSCLC <0. (50%1)

* 90% power
e No CNS metastasis * 1-sided a =0.025

e No prior EGFR TKI or other TKI - * ImPFS: 14.3 vs 9.5 months
e ECOGPS 0,1 :

Stratification factors )
> : y points
Race (inc. Asian vs non- Secondary endpoints
Asian) PFS (investigator assessed),

EGFR mutation type ORR, DOR,
(exon 19 vs 21) TTF, OS, Safety, PROs

ClinicalTrials.gov: https://clinicaltrials.gov/ct2/show/NCT01774721

rreseteoa:. ASCO ANNUAL MEETING ‘17 | #ASCO17 Presented by Tony Mok, MD

4 Slides are the property of the author. Permission required for reuse.

ASCO 2017




ARCHER1050: Dacomitinib vs Gefitinib

Overall Survival - Intention-to-Treat Population
Overall Survival (May 13, 2019)

Overall Survival (Feb.

Overall Survival (%)

No_ at risk:
Dacomitinib
Gefitinib

17, 2017)

Dacomitinib Gefitinib
(n=227) (n=225)
Events, No. 103 17
100 Median OS (95% H1 268
7 ClI), months {295,377 (237.32.1)
90 - HR (95% CI) 0.7607 {0.582. 0.993);
P* = 0.0438 (2-sided)
80 - * Stratified analysis.
70 <
60 -
++++ (Censored
50 4 Dacomitinib
40 - Gefifinib
30 4
20 4
10 4
0 — T T T T T T 1
0 ] 12 18 24 30 36 42 48
Overall Survival (months)
227 206 188 167 138 77 14 3 0
225 213 186 144 113 63 12 3 0

Overall Survival (%)

No. at nisk:
Dacomitinib
Gefitinib

Dacomitinib Gefitinib
(n=227) (n=225)
Events, No. 133 152
Median OS (95% CI), 341 270
100 months (29.5,39.8) (244 316)
) HR (95% CI) 0.748* (0.591, 0.947);
90 J P*=0.0155 (2-sided)
410 336
80 - 05, (35% CI). % (343,4756) (27.2,40.0)
70 Sirafified analysis.
60
#4444 Censored
50 4 = Dacomitinib
0. .
30 4
20 4
10 -
0 T T T T T T T T T T T
1] [} 12 18 24 30 36 42 48 54 60 66
Overall Survival (months)
227 208 190 169 144 119 95 80 39 15 2 0
225 26 189 147 122 95 76 65 29 4 0 0

ESMO ASIA 2019



2nd-G EGFR TKI potential based on
subgroup analysis of FLAURA



OS subgroup analysis of FLAURA

OVERALL SURVIVAL ACROSS SUBGROUPS

Subgroup

Overall (n=556)
Log-rank (primary)
Unadjusted Cox PH

Sex
Male (n=206
Female |n-_‘é30|
Age at screening

<65 years (n=298
=65 years (n=258

Race
Asian (n=347)
Non-Asian (n=209)

Smoking history
Yes (n=199)
No (n=357)

CNS metastases at trial entry
Yes (n=116)
No (n=440)

WHO performance status
0 (n=228
1 (n=327

EGFR mutation at randomisation®
Ex10del (n=349)

L858R (n=207)

EGFR mutation bgy circulating ftumour DNAT
)

Positive (n=35
Negative (n=124)

=+

Favours comparator EGFR-TKI

tt

—1—

]

—

06 08 10 210 10

HR for death (85% CI)

HR

0.799
0.789

0794
0.786

0723
0873

0995
0.542

0.699
0.848

0.832
0.738

0.927
0.699

0.679
0.996

0.719

95% Cl

0.530, 1.298
0.613, 1.014

0.629, 1.366
0.535, 0.913
0.500, 0.904
0.708, 1.404

0.601, 0.995
0.374,1.359

ESM0O2019



FLUAURA: EGFR type
OVERALL SURVIVAL ACROSS SUBGROUPS

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

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

Unadjusted Cox PH o 0.789 0.634, 0.983
Sex

Male "ﬂ% . | 07%4 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 ——— 0871 0.627, 1.215
Race

Asian (n=34 P 0.995 0.752,1.319

HunA{shn {:}ﬂﬂg} [T — 0542 0.378,0.772
Smoking history

Yes (n=199) i — 0.699 0.485,1.002

No (n=357) ——1 0.848 0.644, 1118
CNS metastases at trial entry

Yes (n=116) PR — 0.832 0.530,1.298

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

0 [n =228 o | 0.927 0.629, 1.366

1(n=327 |—.—| 0.699 0.535,0.911
EGFR mutation at randomisation*

Ex19del (n=349) ——i 0.679 0.509, 0.904

LB58R (n=207) —— 0.996 0.708, 1.404
EGFR mutation bg-,* circulating tumour DNAT

Positive (n=359) | 0.773 0.601, 0.995

Negative (n=124) I— ——— 0.719 0.374,1.359

1 1 1 1 LI 1 1 1 1 rrrri
0.1 02 03 04 06 08 10 20 10
HR for death (95% CI)
Del19 Exon21
HR:0.679 (0.509-0.904) HR:0.996 (0.708-1.404) ESMO02019
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FLUAURA: EGFR type

Dell19 Exon21
HR:0.679 (0.509-0.904) HR:0.996 (0.708-1.404)
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No. st 1ish Tame from randomizaton (months) No. at sk 1WRe from randomaanon (Months)
Osmerind 175 174 171 164 161 156 14 135 129 120 M4 W7 % 88 S I 13 2 O Osmertnd 108 102 9 ,
EGFRTKI 17 &8 1 15 W 13 1720 07 9% 86 77 6 3 P 19 D) _ S— . - . - - - - v - e
- Comparator EGFR-TX 0 S5 o 85 L1 7 & 58 3 a 45 4 a1 37 2 n S

The analysis of the exon21 subgroup of patients were
not improved for overall survival analysis!

S.S. Ramalingam, et al. N Engl J Med. DOI: 10.1056/NEJM0a1913662



ARCHER1050: Dacomitinib vs Gefitinib

Overall Survival - EGFR Mutational Status (At Randomization)
EGFR exon 19 deletion EGFR exon 21 L838R

Dacomitinib Gefitinib Dacomitinib Gefitinib
(n=134) (n=133) (n=93) (n=92)
Events, No. 73 82 Events, No. 60 70
100 4 Median OS (95% Cl), 367 325 232
months (30.2,44.3 (252,42 2) months 255, 39.5) (19.6, 28.9)
90 4 HR (95% CI) 0847 (0.618. 1 161); 90 - HR (95% Cl) 0.665" (0470, 0.941):
40 4 P*=0.3021 (2-sided) 40 - P* = 0.0203 (2-sided)
* Unstratified analysis. * Unstratified analysis.
70 - 70 4
£ 60 J ++++ Censored g 60
E] —— Dacomitinib ] #+4+ Censored
S 504 —— Gefitinib E 50l —— Dacomitinib
b @ — Gefitinib
£ 40 S 40
S S
30 - 30 4
20 < 20 4
10 - 10 -
0 T T T T T T T T T T T 0 T T T T T T T T T T T
0 6 12 18 4 30 3 42 48 54 B0 66 0 6 12 18 24 30 3% 42 48 54 60 66
Overall Survival (months) Overall Survival (months)
MNo. at risk: No. at risk:
Dacomitinib 134 122 112 106 & 74 58 49 25 ] 1 0 Dacomitinib 93 86 78 64 57 45 36 31 14 6 1 0
Gefitinib 133 128 117 93 79 65 54 49 21 4 0 0 Gefitinib g2 a8 73 54 43 30 29 16 8 0 0 0
Dell9 Exon21

H

R:0.847 (0.618-1.161) HR:0.665 (0.470-0.941)

ESMO ASIA2019



Evolutionary Trajectory of an Adenocarcinoma

F 3
EGFR T790M selection
during EGFR TK| exposure /\
Early founder branch events
EGFR-activating mutations,
TP53, BRAF, and KRAS
Synergy and
C antagonism
of cancer
Genome subclones
doubling
5
=
3
(a2}
:
= Late branch events
include mutations in Intratumor
TGFEBRI, RIK3CA, -
EP300, and FTPRD heterogen_e___lt_,y...--"']

Jamal-Hanjani M. et al. : Clin Cancer Res 21 (6) , 1258, 2015
Charles Swanton, et. al. NEJM 2016



The frequency of compound mutation

Compound mut +

(N)

Compound mut - 157 163 1 7/ 328
(N)

Total 195 171 15 11 390
(N)

Frequency 19.5 4.7 93.3 36.4 15.9
(%)

Kosaka S, et al. Sci. Transl. Med. 9 (416)



Efficacy of EGFR-TKI for compound mutation

Relative rate of cell survival (%)
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Sci Transl Med 9 (416) , Nov 15, 2017

Mano H. et al.



FLUAURA: Race

OVERALL SURVIVAL ACROSS SUBGROUPS

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

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

Unadjusted Cox PH i 0.789 0.634, 0.983
Sex

Male (n=206 . e 0794 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

=65 years (n=253 |—'——| 0.873 0627, 1.215
Race

Asian (n=347) [ 0995 0.752,1.319

Non-Asian (n=209) |_'_| 0.542 0378, 0.772
Smoking history

Yes (n=199) i — 0.699 0.485,1.002

No (n=357) ——1 0.848 0.644, 1118
CNS metastases at trial entry

Yes (n=116) [ — 0832 0.530, 1.298

No (n=440) i 0.738 0.613, 1.014
WHO performance status

0 [n =22¥] o | 0.927 0.629, 1.366

1(n=32 R 0.699 0.535,0.911
EGFR mutation at randomisation*

Ex19del (n=349) ——i 0.679 0.509, 0.904

LB58R (n=207) [ — 0.99 0.708, 1.404
EGFR mutation bg-,* circulating tumour DNAT

Positive (n=359) o 0.773 0.601, 0.995

Negative (n=124) I— ——— 0.719 0.374,1.359

1 1 1 1 LI 1 1 1 1 rrrri
0.1 02 03 04 06 08 10 20 10

HR for death (95% CI)

ESM0O2019



FLUAURA: Race

OVERALL SURVIVAL IN ASIAN AND NON-ASIAN PATIENTS

Asian patients ...................................................................................

FRFFJO®M TFTH

100TE PIrE—TE: A ok g 109 117
o5 dL @ 27.9n B 24.54 B
20 HR=0.86(95%Cl:0.66-1.12)
» p=0.2580
.; 61% p=0.0756
E = 607
E & HI«F T8 48% p=0.1321
= =
-
g - 401
03 =
02 = 207
w1 =] — Comparator EGFR-TKI
! '
) !
R I I B R B L N L B B B B 02 € 3 & & & & & & 0 8 % & & & & o
© 3 6 9 12 15 18 2 M 3IT 30 33 36 39 42 45 485 51 54 o e =
No. at risk Time from randomisation (months) at riskEl ) =EEREEA)
o _ n . FIOPF-7E 150 156 153 148 139 125 111 104 94 81 74 61 50 36 30 12 2 O
Osimertinin 174 172 156 135 118 100 &1 48 8 oo, o oo
Comparator EGFR-TKI 173 156 137 13 a7 87 74 52 15 0 TOFTFE 155 155 142 142 133 118 105 S0 B0 Y1 62 56 48 44 27 7 0 0

HR:0.995 (0.752-1.319) HR:0.86 (0.66-1.12)

Japanese included in35% of all Japanese did not included at all
in FLAURA. In LUX LUNG7



ARCHER1050: Race

Overall Survival = Asian

Dacomitinib Gefitinib
(n=170) (n=176)
100 4 Events, No. 95 15
90 - Median OS (95% CI), months 37.7(30.2,44.7) 29.1(256,36.0)
HR (95% Cl) 0.759" (0.578, 0.996);
80 - P* = 0.0457 (2-sided)
70 0S,, (95% Cl), % 45.1(37.3,525) 36.8 (29.6,44.1)
% 80 * Unstratified analysis.
g -
@ 50 - ++++ Censored
= 40 Dacomitinib
§ Gefitinib
30 <
20 4
10 4
0 T T T T T T T T T T |
0 6 12 18 24 30 36 42 48 54 60 66
. Overall Survival (months)
No. at risk:
Dacomitinib 170 163 149 136 113 95 82 70 33 15 2 0
Gefitinib 176 170 148 120 104 83 69 59 25 4 0 0

ESMO ASIA 2019




FLUAURA: Japanese subset

This data was presented today’s afternoon
in the Japan Lung Cancer Society meeting!

median OS (Months) (0.95CL)
Osimertinib 39.3 (34.2-Infinity)
Standard TKI ~ not reached (35.8-Infinity)
HR: 1.390 (0.8259-2.3381)




Resistance mechanism of Osimertinib

PATIENT DISPOSITION IN PATIENTS WITH PAIRED PLASMA SAMPLES

Patients with detectable plasma sensitising EGFRm (ex19del/L858R) at baseline (shedding) were evaluable

Comparator EGFR-TKI

Gefitinib or erlotinib Oj;q“lzgtg;"’
(N=277) -
Patients with paired samples Patients with paired samples
n=159 (57%) n=113 (41%)
I I I I
EGFR mutations No EGFR mutations # EGFR mutations No EGFR mutations
detected in baseline detected in baseline detected in baseline detected in baseline
plasma samples plasma samples plasma samples plasma samples
(n=129; 81%) (n=30; 19%) (n=91; 81%) (n=22; 19%)

MUMNICH ONEress EGFR mutations included exon 18 deleSon or LESER
2[]18 *Samples were resticied to hhose patients with disease progression andior discontinuation samples, and patients who provided informed consent

p.o., orally; qd, once daily



Resistance mechanism of Osimertinib

RESULTS: CANDIDATE ACQUIRED RESISTANCE MECHANISMS WITH
OSIMERTINIB (n=91)*

* No evidence of acquired EGFR T790M
» The most common resistance mechanisms were MET amplification and EGFR C797S mutation
» Other mechanisms included HER2 amplification, PIK3CA and RAS mutations

R R R RN E E

Secondary EGFR mutations:* P
T HER amplificaion: 2% (LI L MET ampification: 15%

|.l','._ i lal

PIK3CA mutations: 7% BRAF mutations (VBOOE): 3%

? KRAS mutations (G120D/C, A148T): 3%
¥ ; Tam  cal cycle gene alterations
s (» =0
. A CCNE{ amps: 2%
S 7 CDK4/6 amps™ 5%
MUNICH ONgTess T
2018

There are a few treatment after osimertinib failure
because of unknown resistance mechanism

"Resistance mechanism reported may overlap with another; *Two patients had de nowe TTE0M mutations at baseline of whom cne acquired CTE7S at progression



Case-2: 61 y.o. Female, stage4, Ad with L858R

Afatinib

NN NN FL,PON

O~~~ ~U1FL, ON

PR ~h~phpProON

O, ~NUIT~NO L ON

W NSNS, ON

Osimertinib

\ \ NN

diagnosis || rebiopsy@D | rebiopsy® || rebiopsy® || rebiopsy@ rebiopsy®
(Lung) (Lung) (Lung) (Plasma) (CSF) (Thoracic LN)
L858R L858R Negative Negative L85ER T790M




Summary of subset analysis

 For exon 21, osimertinib is similar to 1st G EGFR-TKIs
and osimertinib may be inferior to 2" G EGFR-TKISs.

« 1st and 2" G EGFR-TKIs for Asian people tend to be
better than non-Asian people, however osimertinib for
Asian people tend to be worse than non Asian people.

« The mechanism of between EGFR of 1st / 2nd G EGFR-
TKIs and osimertinib may be different depending on

race.



Today's contents

Considerations in 1st-Line Treatment

« Review the primary endpoint of main RCT.

« Real world evidence on 15t line EGFR-TKIs treatment
on our hospital (Japanese experience) and best
sequence of EGFR-TKI.



Patients demographics in our hospital data
1st line treatment with Afatinib for EGFR (+) NSCLC patients

n=41
Median age (year old) 64 (40-83)
Male / Female 19 / 22
Smoking: Non-smoker / Smoker 21/ 20
Performance status: 0/1/2/ 3 12/25/3/1
Mutation type: Exon19 / L858R / Minor 25/11/5
Stage: IIIB/ IV / post ope 1/23/17
First dose (mg) of Afatinib: 40/ 30 / 20 36/3/2
Brain metastasis: + / - 5/ 32




Response Rate

Best response of 1st line afatinib in our hospital

Best response CR PR SD PD Response rate

All lesions 2 32 2 5 82.9%
Intracranial 0 3 0 2 60%
n events median(Months) (0.95CL)
mm= PFS 41 18 17 .4 (11.3-Infinity)
10 7] mmm O0S 41 5 Infinity  (Infinity-Infinity)
08
b
£ 06
A —,
S 04
S
02
00 ~

0 6 12 18 24 30 36 42 48 Months



PFS between Exon19 and Other mutations

Percent Survival

10 n events median(Months) (0.95CL)
mm— Exonl9 25 1 145 (11.3-Infinity)
mm= Other Mutations 16 7 Infinity  (Infinity-Infinity)

0.8 " P=0.865

0.6 7

0.4

0.2 7

0.0~

o) 6 12 18 24 30 36 42 48 Months



Prophylactic management of Adverse Events

in our hospital
Upon prescription of afatinib

afatinib 40 mg 1T at the time of getting up

biofermin 3T after each meal Proactive of diarrhea

loperamide 2C at diarrhea

. . T 1_ 1_ d. h
(Until 3 times a day) reatment of diarrhea

azulene coughing five times a day Oral care
heparin lotion 0.3% for face or neck some time: Moisturizing
heparin cream for the body some time Moisturizing

minocyclinel00mg 1T after breakfast Proactive of skin rash




Prophylactic management of Adverse Events
In our hospital
When AEs are further aggrevated

afatinib 40ma *

We use more strong steroid ~a

N . . .
ofermdy ointment and lotion.

loperamic Increase in quantity of minocycline
(Until 3 ti, q y of minocycline.

azulene coughiny

heparin lotion 0.3% HEUI oo oo oy

heparin cream ror the body some times a day

steroid ointment (strongest) for face or body some times a day

steroid DP lotion (very strong) for scalp some times a day

Minocycline 100 mg 2T twice a day




Safety in our data
Afatinib of side effects (N=41)

LUX-Lung study data
All Grade (=63)

Skin Rash 98.1% (20.4%)

Our data
All Grade (=63)

80.5% (9.8%)

Paronychia 88.9% (24.1%)

73.2% (49%)

Stomatitis 88.9% (7.4%) 75.6% (7.3%)
Diarrea 100% (20.4%) 85.4% (9.8%)
Anorexia 469% (B.5%) 28.3% (9.8%)

Number of dose reduction

31(75.6%)

median duration time until dose reduction

36 days (11-628 days)




o = = =N NN NN NDNNDNNWWWWWWw W W W WS b
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The flow of treatment dose

— I I I I
— - [ | | |
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— i I | |
— | | | |

I | | |
——-l | I - 40mg
—I= : : : = 40mg every other day
e—— 1 I I I =1 30mg every other day
— ; ' ' | == 20mg
——————— I I I' = 20mg every other day
e —— .

)
————————— | | |
-—- | I
- 1 1 1 |
E———— I | I
e | | |
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)
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1st [ine treatment with EGFR-TKIs

for EGFR (+) NSCLC patients
2014.4~2017.8 in our hospital




Percent Survival

PFS of 1st line treatment with EGFR-TKI1s

for EGFR (+) NSCLC patients
2014.4~2017.8 in our hospital

Best Response of 1st-Line Osimertinib in Our Hospital

1.0
Best response CR PR SO PD NE Response
rate
0.8 T All lesions .
(N=35) 0 21 3 6 5 60.0%
Intracranial 0 6 . 5 4 c4 50

0.6

I (N=11)

0.2 W ’u

0.0 —

O 4 8 12 16 20 24 28 32 36 40 44 48 52
Months

0.4




Percent Survival

OS of 1st line treatment with EGFR-TKIs

for EGFR (+) NSCLC patients
2014.4~2017.8 in our hospital

1.0

0.8

0.6

0.4

0.2

0.0

n events median 0.95L
mm Afatinib 41 6 NA NA - NA
mm Gefitinib 57 25 38.1 26.8 - NA
mm Erlotinib 37 15 40.9 22.4 - NA

At

Afatinib vs Gefitinib: P= 0.0273
Afatinib vs Erlotinib: P= 0.0276
Gefitinib vs Erlotinib:P= 0.94

0 4 8 12 16 20 24 28 32 36 40 44 48 52

Months



Considerations in 1st-Line Treatment

What are the important factors in choosing the EGFR-TKI
for EGFR mutation-positive patients?

1. Efficacy (response rate, PFS)
Osimertinib=>Afatinib > Erlotinib = Gefitinib
(0S)
(Osimertinib= Afatinib)? > Erlotinib = Gefitinib

2. Toxicities
Diarrhoea, skin toxicities: Afatinib > Erlotinib > Gefitinib = Osimertinib
AST/ALT elevation: Gefitinib > Erlotinib > = Osimertinib > Afatinib
ILD: Osimertinib> Gefitinib = Erlotinib = Afatinib




Considerations in 1st-Line Treatment

What are the important factors in choosing the EGFR-TKI
for EGFR mutation-positive patients?

1. Efficacy (response rate, PFS)
Osimertinib>Afatinib > Erlotinib = Gefitinib

(0S)
(Osimertinib= Afatinib)? > Erlotinib = Gefitinib

2. Toxicities
Diarrhoea, skin toxicities: Afatinib > Erlotinib > Gefitinib = Osimertinib

AST/ALT elevation: Gefitinib > Erlotinib > = Osimertinib > Afatinib
ILD: Osimertinib> Gefitinib = Erlotinib = Afatinib

3. How to connect EGFR-TKI to osimertinib




GIO-TAG trial

« 204 patients from 10 countries
Austria: 8, Canada: 4, Israel: 5, Italy: 18, Japan: 12, Singapore: 1,
Slovenia: 5, Spain: 7, Taiwan: 15, USA: 129

« Recruitment (documentation period): 28 Dec 17 - 31 May 2018

On treatment 63 (31.0%)

Treated with Treated with
afatinib osimertinib Alive 92 (45.3%)

(n=203%) (n=203) Died 85 (41.9%)
LTFU 26 (12.8%)

Median FUP 30.3 months

Future Oncol. 2019 Sep;15(25):2905-2914. Epub 2019 Aug 2.



GIO-TAG trial: patients characteristics

Non-Asian Asian
(n=138) N (%) (n=50) N (%)

Female 65 (47.1) 33 (66.0)
. Age (years) 61.0 (30 - 86) 60.5 (35 - 78)
§ 5 Weight (kg) 74.4 (48 -115) 61.2 (37 -79)
== BMI (kg/m?2) 25.8 (18.6 - 39.1) 23.3 (15.0 - 33.8)
o O 22 (16.1) 16 (32.0)
BE 72 (52.6) 29 (58.0)
w 2/3 26 (19.0) 3 (6.0)
v Dell9 108 (78.3) 31 (62.0)
o L858R 29 (21.0) 19 (38.0)
W 'Del19 + L858R 1(0.7) 0 (0.0)
Brain mets 12 (8.7) 8 (16.0)

Future Oncol. 2019 Sep;15(25):2905-2914. Epub 2019 Aug 2.



GIO-TAG trial

Patients Who Started With Afatinib 40 mg (TTF)

Afatinib followed -
by osimertinib NS

1.0 -
Events 116
L o 28.1
-
o
< 0.6 4
Q
O
Z 04
0.2 +
0 L] L] L] L] L] L] L] L] L] L] 1
0 6 12 18 24 30 36 42 48 54 60
Time to Failure (M)
Patients at risk 168 168 149 130 104 59 34 20 7 2 1

Future Oncol. 2019 Sep;15(25):2905-2914. Epub 2019 Aug 2.



GIO-TAG trial

Patients Who Started With Afatinib 40 mg (OS)

1.0 1

0.8 -

0.6 -

AJlligeqo.d

0.4 4

0.2 -

Afatinib followed _
by osimertinib ML

Events 68
Median time (mo), 90% CI (37.465—.437.6)

maturity : 40%

0

Patients at risk 168

168

12 18 24 30 36 42 48 54 60
Overall survival (M)
162 156 129 93 54 22 7 3 2

Future Oncol. 2019 Sep;15(25):2905-2914. Epub 2019 Aug 2.



GioTag trial: Race

[primary endpoint] Time to Treatment:
From start of afatinib to finish of osimertinib or death

E> Time to Treatment of sequence

10 -
2
= 08-
e 467
E (245-292) | (26.8-NR)
0 06-
e
o]
=
8 044
= _
= = Non-Asian
g Q24 = Asian
}_
D . L] L] L] L] L] L] L] L] L] 1
0 6 12 18 24 30 36 42 48 54 60
N . Time (months)
o at risk
MNon-Asian 138 138 M7 a9 70O 22 3 3] 1 O
\h’&“:' an S50 S0 46 38 29 18 13 & 2 1 .

Future Oncol. 2019 Sep;15(25):2905-2914. Epub 2019 Aug 2.



Comparison Between 1st- and 2"d-Gen
EGFR-TKI Followed by Osimertinib

[Retrospective analysis of medical records])

Osaka International Cancer Institute
Osaka Habikino Medical Center
National Hospital Organization Kinki-Chuo Chest Medical Center

Tamiya M, Tamiya A, et al. Anticancer Research 2019



Osimertinib Response Comparison
Between the Last Administration of
1st- and 2"9-Gen EGFR-TKI

RR DCR CR PR SD PD NE
(%) (%) (%) (%) (%) (%) (%)

o) 0
All patients 508 | 76 | ¢ goe | i s | 1m0 | 5.0 | G0

2 27 3 3 0

o 0 (0)
Afa >> Osime 35 82.9% 91.4% 57% 77.1% 8.6% 8.6% 0%

1st-gen >> o o 0 41 14 14 7
Osime 76 53.9% 72.4% oy 53.9% 18.4% 18.4% 9.2%

The objective response and disease control rates were significantly higher
in Afa followed by osime than in those with 1st-G EGFR TKI followed by osime
RR : 82.9% vs 53.9% (p=0.0065), DCR: 91.4% vs 71.1% (p=0.032)

Tamiya M, Tamiya A, et al. Anticancer Research 2019



Osimertinib PFS
Comparison between the last administration of
1st and 2"d gen EGFR-TKI

n events median 0.95CL

1.0 M 15t-G followed by Osimertinib :76 45 9.7 7.8-15.7
M Afatinib followed by Osimertinib: 35 18 17.0 8.5-Inf
0.8 - p=0.164
S 06
E
>
B 04
0.2
0.0 ~

0 2 4 6 8 10 12 14 16 18 20 22 24 months

Tamiya M, Tamiya A, et al. Anticancer Research 2019



Osimertinib OS
Comparison between the last administration of
1st and 2"d gen EGFR-TKI

1.0
0.8 -
S 06 7
g
>
? 04 n events median 0.95CL
M 15-G followed by Osimertinib :76 19 Inf 19.3-Inf
0.2 B Afatinib followed by Osimertinib: 35 8 Inf Inf - Inf
p=0.322
0.0 ~

| 1 | 1 1 | 1 1 |
0O 2 4 6 8 10 12 14 16 18 20 22 24 26 months

Tamiya M, Tamiya A, et al. Anticancer Research 2019



More efficacy of Osimertinib after afatinib

__After16 ) (AfferOsinertinib)

Growth of tumor

Accumulation
of mutation

e Driver mutation
& Uncommon mutation
€2 T790M mutation

Q Compound mutation Purlfy o T790M COIOHY
@ others = More effective for Osimertinib ?




Considerations in 1st-Line Treatment

What are the important factors in choosing the EGFR-TKI
for EGFR mutation-positive patients?

1. Efficacy (response rate, PFS)
Osimertinib=>Afatinib > Erlotinib = Gefitinib
(0S)
(Osimertinib= Afatinib)? > Erlotinib = Gefitinib

2. Toxicities
Diarrhoea, skin toxicities: Afatinib > Erlotinib > Gefitinib = Osimertinib
AST/ALT elevation: Gefitinib > Erlotinib > = Osimertinib > Afatinib
ILD: Osimertinib> Gefitinib = Erlotinib = Afatinib

3. How to connect EGFR-TKI to osimertinib
Afatinib > Erlotinib = Gefitinib




Treatment Sequence (Overall survival)

IRESSA

REAL2000| Gef 10 AN\ §
Doublet Smgle

chemo chemo  Doublet Sing:le
4-6mon 3mon chemo chemo

GIOTRIF : 4-6mon 3mon

HUX- § _ >
1 N
T e

Doublé*r Single
chemb chemo
4- 6mqn 3mon

TAGRISSO

Doublet Single
chemo chemo |
| 4-6Ton 3mon, | | i | |

0 10 20 30 40 50 60

(mon)

1) Mok TS, et al. N Engl J Med 2017;376(7): 629. 3) Sequist L, et al. ESMO 2017 #1349P.
2) Kato T, et al. Cancer Sci 2015;106(9):1202-1211. 4) Ramalingam S, et al. ESMO 2017 LBA2.




The wish of patients

Patients’ thought about efficacy and toxicity
(for patients who experienced the chemotherapy)

| Extended of overall survival |
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Wish of patients who experienced the chemotherapy

® What does patients wish when we start to treat?
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Extended of overall survival |

Extended of progression free survival

Less than side effects |
® What are the major factors to decide the treatment options?
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Take home message

« Afatinib is effective and well-tolerated for EGFR(+)

NSCLC patients as a first line treatment.
(RR:82.9%), Median PFS: 17.4 months in our hospital)

« Afatinib demonstrates good response to intracranial
lesions.

« Prophylactic management of side effects can avoid
severe toxicities.

« Afatinib before osimertinib is one of the option even
If we can use osimertinib as a first line therapy.
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