Novel Strategies to Optimize Treatment

IN Metastatic EGFRm NSCLC
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Distribution of pathological subtype in Lung Cancer
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Distribution of pathological subtype in Lung Cancer
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EGFR is an oncogenic driver of NSCLC and regulates cellular
signaling through multiple pathways

Homo- or
* EGF heterodimers

IGF-1R c-MET/
HGFR

EGFR WT

EGFR WT

s

........................... X
........

...... o PR R A

........

R OO
o -
T

Lung Cancer. 2014;83(3):374-382;
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The mechanism and the target of EGFR TKI

EGFR WT EGFRmM

Pathway is “on” only when EGF is bound the receptor. Pathway is “on” even when EGF is not bound
EGE to the receptor
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Adapted based on Cho J, et al.Cancer Res. 2013; 73(22); 6770-6779; Plénes T, et al. J Pers Med. 2016;6(1); Wang DD, et al. PLoS One.
2015;10(5):e0128360; Brambilla E, et al. Eur Respir J. 2009;33:1485-1497.
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Approved EGFR-TKIs in Locally Advanced and Metastatic
NSCLC in Taiwan
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Pan-Her-targeted
approach for cancer
therapy

Volume 439, 28 December 2018, pages 113-130

HER family ligands and receptors
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Osimertinib: The third-generation, potent CNS active, irreversible
EGFR-TKI selective for both EGFR-sensitising and EGFR T790M
resistance mutations

Osimertinib is selective for EGFR-TKI-sensitising mutations (L858R and exon 19 deletion)

and T790M resistance mutations

EGFRm
(L858R and
ex19del)

EGFR T790M

Osimertinib

Cancer Discov. 2014;4(9):1046-1061; Clinical Cancer Res. 2016;22(20):5130-5140.




PFES in patients with EGFR T790M mutation after 1L EGFR-TKI
treatment compared with platinum-pemetrexed in AURA 3

Median PFS (95% CI)

1.0 T Osimertinib (n=279) 10.1 (8.3-12.3)
Platinum-pemetrexed (n=140) 4.4 (4.2-5.6)
& 0.8 HR 0.30 (95% Cl, 0.23-0.41)
o p<0.001
o -
> 0.6
< 0.4 -
o .
S L
O 0.2 A
0 | : | | : | | |
0 3 6 9 12 15 18
No. at risk Months
Osimertinib 279 240 162 88 50 13 0
Platinum-pemetrexed 140 93 44 17 7 1 0

Mok TS et al. N Engl J Med. 2017;376:629-640. 2. Papadimitrakopoulou VA et al. Presented at: IASLC 17th WCLC; December 4-7, 2016; Vienna, Austria.




NCCN Guidelines Version 5. 2017
Non-Small Cell Lung Cancer

SEMNSITIZING EGFR MUTATION POSITIVE®

SUBSEQUENT THERAPY

» Consider local therapy
+ Osimertinib (if T790M+)
Azymptomatic :‘iata-gﬂry R
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Consider local therapy
« Continue erlatinib or
| afatinib or gefitinib
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| for multiple lesions,
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1

See subsaguent
. M+ Osimertinib (category 1) therapy for
1

(if mot previously given) multiple lesions,

noted below
Multiple
lesions See First-line therapy options™

Adenocarcinoma (NSCL-24)

TTo0M- Srquamuus cell carcinoma (NSCL-25)
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ASTRIS Study: RWE data of Tagrisso in Patient with EGFR
T790M (Global, n= 3015)

ASTRIS showed clinical effectiveness consistent with the
AURA clinical trial program and no new safety signals

.

Median PFS: 11.1 months
RR: 57.1%

ASTRIS is the largest reported
real-world study of osimertinib in
T790M positive NSCLC ASTRIS
3015 patients globally
osimertinib 80 mg
once daily

Consistent effectiveness using
multiple molecular tests and
specimens to identify patients

------------ :

NSCLC: Non-small-cell lung cancer; PFS: Progression-free survival, RR: Response rate.

Safety data were
consistent with the
AURA trnals

Future Oncol . 2019 Sep:15(26):3003-3014. 12



PFS in Randomized Clinical Trials of Patient harboring EGFRm
In 15t [ine monotherapy

EGFR TKI

Common mutations

Median PFS, mo (HR [95% CIJ)
Del 19

ENSURE!? 11.0 (0.34 [0.22-0.51]) 11.1 (0.20 [0.11-0.37]) 8.3 (0.57 [0.31-1.05])
Erlotinib EURTAC? 9.7 (0.37 [0.25-0.54]) 11.0 (0.30 [0.18-0.50]) 8.4 (0.55 [0.29-1.02])
OPTIMAL3 13.1 (0.16 [0.10-0.26]) 15.3 (0.13 [0.07-0.25]) 12.5 (0.26 [0.14-0.49)])
IPASS* NR 11.0 (0.38 [0.26-0.56]) 9.2 (0.55 [0.35-0.87])

Gefitinib NEJ0025 10.8 (0.30 [0.22-0.41]) 11.5 10.8
WJTOG34056 9.2 (0.49 [0.34-0.71]) NR (0.45 [00.27-0.77]) NR (0.51 [0.29-0.90])
LUX-Lung 37 13.6 (0.47 [0.34-0.65]) 13.7 (0.28 [0.18-0.44]) 10.8 (0.73 [0.46-1.17])
Afatinib LUX-Lung 68 11.0 (0.25 [0.18-0.35]) 13.7 (0.20 [0.13-0.33]) 9.6 (0.32 [0.19-0.52])
LUX-Lung 79 11.0 (0.73 [0.57-0.95]) 12.7 (0.76 [0.55-1.06]) 10.9 (0.71 [0.48-1.06])
Dacomitinib ARCHER 105010 14.7 (0.59 [0.47-0.74]) 16.5 (0.55 [0.41-0.75]) 12.3 (0.63 [0.44-0.88])
Osimertinib FLAURAU 18.9 (0.46 [0.37-0.57]) 21.4 (0.43 [0.32-0.56)) 14.4 (0.51 [0.36-0.71])

1. Ann Oncol 2015; 26:1883-9. 2. Lancet Oncol 2012; 13:239-46. 3. Lancet Oncol 2011; 12:735-42.. 4. J Clin Oncol 2011; 29: 2866-74. 5. Ann Oncol 2013; 24:54-9. 6. Lancet Oncol 2010; 11:121-8.. 7. J Clin Oncol 2013;
31:3327-34. 8. Lancet Oncol 2014; 15:213-22 9. Lancet Oncol 2016; 17:577-89. 10. Lancet Oncol 2017; 18:1454-66. 11. N Engl J Med 2018; 378:113-25.

Please note that as head-to-head studies were not conducted between these products, it is inappropriate to draw any comparisons and/or make any conclusions as the study design,
demographics and other criteria may be different.




NCCN Guidelines Version 5. 2017
Non-Small Cell Lung Cancer

SENSITIZING EGFR MUTATION POSITIVE®
FIRST-LINE THERAPY

EGFR mutation Erlotinib" (category 1)
discoverad or
P
prior to first-line " ::ahmb (category 1)
ch th
STSCISIERY Gefitinib' (category 1)
Sensitizing
EGFR . See Subsequent
e —_—
mutation Progression Therapy (NSCL-19)
positive
Complete planned
EGFR mutation chemotherapy,
dlsgﬂvered _ including mlauntenance
during first-line therapy, or interrupt,
chemotherapy followed by erlotinib or
afatinib or gefitinib




PFS and Subgroup Analysis in FLAURA Study

10= Favours comparator
EGFR-TKI
_ Subgroup > HR (93% CI)
[
= Overall (n=556)
S 08+ Log-rank (primary) o 0.46(0.37, 0.57)
w Unadjusted Cox PH —e— 0.46(0.37, 0.57)
3 Sex
- Male (n=208) — 058(0.41,082)
S 06- Female (n=350) —a— 0.40(0.30,0.52)
w ' Age at sereening
@ <85 years (n=298) ——i 0.44(0.33, 0.58)
= 265 years (n=258) — 0.49(0.35, 067)
o Race
2 044 Asian (n=347) —s— 0.55(0.42,0.72)
k) Non-Asian (n=209) — 0.34(0.23, 0.48)
= Smoking history
B Yes (n=198) —— 0.48(0.34, 0.68)
[ ﬂ 2 - _Ng.(.gﬂ&'f: e 845 :n_u, n_m::
€ CNS metastases at trial entry
a Yes (n=116) —_— 0.47 (0.30,0.74)
— Comparator EGFR-TKI No (n=440) - : & 046(0.36,0.59)
0.0 T T T T T T T T 1 0 (n=228) — 0.39(0.27, 0.58)
0 3 6 9 2 15 18 21 24 27 1(n=327) . —— 0.50(0.38, 0.66)
. L EGFR mutation at randomisation
No. at risk Time from randomisation (months) Ext9del (n=349) —— 043(0.32, 0.56)
Osimertinib 279 262 233 210 178 138 71 26 4 0 LBSOR n=207) , ' 0.51(036.0.71)
EGFR mutation by circulating tumour DNA
Comparator 277 239 197 152 107 78 37 10 2 0 Positive (n=359) ——i 0.44(0.34, 0.57)
EGFR-TKI Negative (n=124) —_— 0.48(0.28, 0.80)
i g B, Centrally confirmed EGFR mutation®
Median PFS, months (95% Cl) HR (85% CI) Poﬁ:{m = 043(034,054)
18.9(15.2,21.4) 0.46 (0.37, 0.57); Negative (n=8) NC (NC, NC)
Comparator EGFR-TKI 10.2 (9.6, 11.1) p<0.001 | 1T 1T 1TIrl I i
0.1 0.2 03 04 06 0810 2.0 10.0

PFS hazard ratio and 95% Cl

Data cut-off: 12 June 2017

1. Soriaetal. N Engl J Med 2018;378:113-25

Cl, confidence interval; ctDNA, circulating tumour DNA; NC, not
calculable; PH, proportional-hazards 15




PFS in Randomized Clinical Trials of Patient harboring EGFRm
In 15t [ine monotherapy

EGFR TKI

Common mutations

Median PFS, mo (HR [95% CIJ)
Del 19

ENSURE!? 11.0 (0.34 [0.22-0.51]) 11.1 (0.20 [0.11-0.37]) 8.3 (0.57 [0.31-1.05])

Erlotinib EURTAC? 9.7 (0.37 [0.25-0.54]) 11.0 (0.30 [0.18-0.50]) 8.4 (0.55 [0.29-1.02])
OPTIMAL3 13.1 (0.16 [0.10-0.26]) 15.3 (0.13 [0.07-0.25]) 12.5 (0.26 [0.14-0.49)])

IPASS* NR 11.0 (0.38 [0.26-0.56]) 9.2 (0.55 [0.35-0.87])

Gefitinib NEJ0025 10.8 (0.30 [0.22-0.41]) 11.5 10.8

WJTOG34056 9.2 (0.49 [0.34-0.71]) NR (0.45 [00.27-0.77]) NR (0.51 [0.29-0.90])
LUX-Lung 37 13.6 (0.47 [0.34-0.65]) 13.7 (0.28 [0.18-0.44]) 10.8 (0.73 [0.46-1.17])

Afatinib LUX-Lung 68 11.0 (0.25 [0.18-0.35]) 13.7 (0.20 [0.13-0.33]) 9.6 (0.32 [0.19-0.52])
LUX-Lung 79 11.0 (0.73 [0.57-0.95]) 12.7 (0.76 [0.55-1.06]) 10.9 (0.71 [0.48-1.06])

Dacomitinib ARCHER 105010 14.7 (0.59 [0.47-0.74 16.5 (0.55 [0.41-0.75 12.3 (0.63 [0.44-0.88
Osimertinib FLAURAL 18.9 (0.46 [0.37-0.57]) 21.4 (0.43 [0.32-0.56)) 14.4 (0.51 [0.36-0.71])

1. Ann Oncol 2015; 26:1883-9. 2. Lancet Oncol 2012; 13:239-46. 3. Lancet Oncol 2011; 12:735-42.. 4. J Clin Oncol 2011; 29: 2866-74. 5. Ann Oncol 2013; 24:54-9. 6. Lancet Oncol 2010; 11:121-8.. 7. J Clin Oncol 2013;
31:3327-34. 8. Lancet Oncol 2014; 15:213-22 9. Lancet Oncol 2016; 17:577-89. 10. Lancet Oncol 2017; 18:1454-66. 11. N Engl J Med 2018; 378:113-25.

Please note that as head-to-head studies were not conducted between these products, it is inappropriate to draw any comparisons and/or make any conclusions as the study design,
demographics and other criteria may be different. 16




Kaplan—Meier Curve and Subgroup Analysis of Overall Survival in FLAURA

Subgroup Mo. of Patiants Hazard Ratio [95% CI)
Cryerall 556 — 0.79 {0.65-0.98)
Sex
L= Male 206 —— 0.79 {0.55-1.14)
R Hazard ratio, 0.80 {95.05% Cl, 0.64-1.00) Female 350 — 0.79 (0.60-1.0d)
0.9+ P=0.045 Age ;
<65 yr 208 — 0.72 [0.54-0.97)
0.5~ =65 yr 258 —— 0.87 (0.63-1.22)
+'-|L_\ Race
T 07 sian 347 —— 1.00 {0.75-1.32)
£ MNon-Asian 209 —. 0.54 [0,38-0.77)
Yo opns- Smaking history -
E - Yes 199 —— 070 {0.44—1.00)
5 0.5 Mo 157 —a— 085 [0.64—1.12)
Y% Osimertinib CMS metastases at trial entry
Z ga- Yas 115 u——— 0.83 {0.55-1.30)
5 No 440 —— 079 (0.61-1.01)
-E 0.3 Median Overall Survival Comparator EGFR-TKI WHO perfarmance status ;
[95% C1) 0 278 —— 0.83 (0.63—1.37)
0.2 o 1 17 —— 0,70 [0,54-0.91)
gimerﬁnib ;?: {];g—;;&j EGFR muutation at randarmizaton
014 E”&"Fﬁ:; -8 (26.6-36.0) Exon 19 deletion 148 ; 0.68 (0.51-0.90)
LESER 207 — 1.00 {0.71-1.40)
0.0 T T T T T T T T T T T T T T T 1 EGER mutation detectsd by DNA in blood '
0 3 & 9 13 15 18 21 24 27 30 331 3§ 39 47 45 4% 51 54 Positive 159 P 0.77 (0.60-0.99)
Months since Randomization Megative 124 L S— 072 (0.37-1.34)
No. at Risk Cl::;r:iltlii;:\nnﬁrm:d EGFR mutation - L 075 [0.60-055)
Osimertinib 219 276 270 354 245 236 21V 204 193 1EO 166 153 138 123 B 50 17 2 ] ; . - .
Cornparator EGFR-TKI 277 263 252 238 219 205 182 165 148 138 131 121 110 101 72 40 17 2 0 Negative 5 MNC {NC-NC)

T T T T T T 17T T T T TTT]
010 0.2 0304 05 10 2.0 .o

Osimertinib Better Comparator EGFR-TKI
Better

N Engl J Med . 2020 Jan 2;382(1):41-50, 17




OS in Randomized Clinical Trials of Patient with EGFRm in 1st
line monotherapy

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

EGFR TKI
Common mutations Del 19
ENSURE? 26.3 (0.91 [0.63-1.31)) NR (0.79[0.48-1.30]) NR (1.05 [0.60-1.84])
Erlotinib EURTAC? 22.9 (0.92 [0.63-1.35]) NR (0.94 [0.57-1.54]) NR (0.99 [0.56-1.76])
OPTIMAL3 22.8 (1.19[0.83-1.71)) 27.0 (1.52[0.92-2.52]) 21.5 (0.92 [0.55-1.54))
IPASS* NR (1.00 [0.76-1.33]) 27.2 (0.79 [0.54-1.15)) 18.7 (1.44 [0.90-2.30])
Gefitinib NEJ002° 27.7 (0.89 [0.63-1.24)) 28.9 (0.83[0.36-0.79)) 28.0 (0.82 [0.49]1.38)
WJITOG3405° 34.8 (1.25[0.88-1.78)) 35.2 (NR) 32.2 (NR)
LUX-Lung 3’ 31.6 (0.78 [0.58-1.06]) 33.3 (0.54 [0.36-0.79)) 27.6 (1.30[0.80-2.11])
Afatinib LUX-Lung 68 23.6 (0.83 [0.62-1.09]) 31.4 (0.64 [0.44-0.94)) 19.6 (1.22[0.81-1.83))
LUX-Lung 7° 27.9 (0.86 [0.66-1.12)) 30.7 (0.83 [0.58-0.17]) 25.0 (0.91 [0.62-1.36])
Dacomitinib ARCHER 105010 34.1(0.76 [0.58-0.99]) 34.1(0.88 [0.61-1.26]) 32.5(0.71 [0.48-1.05])

1. Ann Oncol 2015; 26:1883-9. 2. Ann Oncol 2014; 25(suppl 4):iv426- 70 (abstract 1273P). 3. Ann Oncol 2015; 26:1877-83. 4. J Clin Oncol 2011; 29: 2866-74. 5. Ann Oncol 2013; 24:54-9. 6. J Clin Oncol 2014; 32(suppl
15):abstract 8117. 7-8. Lancet Oncol 2015; 16:141-51. 9. Ann Oncol 2017; 28:270-7. 10. J Clin Oncol 2018; 36:2244-50. 11. Ann Oncol 2019; 30:v851-934.

Please note that as head-to-head studies were not conducted between these products, it is inappropriate to draw any comparisons and/or make any conclusions as the study design,
demographics and other criteria may be different. 18




NCCN Guidelines Version 4. 2022
Non-Small Cell Lung Cancer

EGFR EXON 19 DELETION OR L858R MUTATIONS™™

EGFR mutation
discovered

prior to first-line
systemic therapy

EGFR exon
19 deletion
or L858R
mutations

EGFR mutation
discovered during
first-line systemic
therapy

FIRST-LINE THERAPYPP

Preferred |
Osimertinib (category 1)| * Progression
Other Recommended

Erlotinib99 (category 1)

or Afatinib99 (category 1)

or Gefitinib99 (category 1)

or Dacomitinib99 (category 1)

or Erlotinib + ramucirumab
or Erlotinib + bevacizumab™*%

—— Progression

Complete planned systemic
therapy,!! including
maintenance therapy,

or interrupt, followed by
osimertinib (preferred)
or

erlotinib or afatinib or gefitinib
or dacomitinib or erlotinib +
ramucirumab or erlotinib +
bevacizumab™*s

* Progression

Progression

™ Thera : NSCL-22

Subsequent

Y

Therapy (NSCL-21)

. Subsequent

- Therapy (NSCL-22)




RWE of TMUH and WFH: The incidence of appearance with
Brain metastases is higher in patients with EGFRm

<o All stages s EGFR WT (n=162) ’ Stages llIB-IV = EGFR WT (n=132)
——EGFR Mut (n=135) 90 - ——EGFR Mut (n=105)
- gg | P < 0.001 ® 80 - P < 0.001
c 2 - 8 — 70 -
5 § 80 S § 60 -
£ @ 50 £ @ 50 -
7]
% S 40 - % g 40 -
- 2 30-
o 3 20
10 4
. e . g . 0 5 T 2 T ' 3 1
0 12 24 36 43 60 72 0 12 24 kL) 48 60
From diagnosis of lung cancer (M) From diagnosis of lung cancer (M)

Oncotarget. 2017 Aug 8; 8(32): 53405-53418.




REFLECT Study: Prognosis of EGFRm NSCLC patients w/ and
w/o BM (n=886, Europe and Israel)

35
- mPFS m mOS 30.3
® 26.2
% 58 24.8
€ 21.3
7 2 19.4
(&
o 15:2
B 1 12.2 13.0
© 10.2 ' 10.8
£ 10
=
5
0
BM at baseline BM during treatment BM anytime No BM FAS
(N=198) (N=134) (N=332) (N=564) (N=896)

Note: In groups BM at baseline, no BM and FAS, mPFS (95% CI) was 10.2 (8.8, 11.5) months (mo). 15.2 (13.7, 16.1) mo, and 13.0 (12.3, 14.1) mo with mOS (95% Cl) of 19.4 (17.1, 22.1) mo,
30.3 (27.1. 33.8) mo and 26.2 (23.6, 28.4) mo, respectively. The 95% Cls were not available for groups BM during treatment and BM anytime.

Abbreviations: BM=brain metastases, Cl=confidence intervals, EGFR=epidermal growth factor receptor, FAS=full analysis set, mOS=median overall survival, mPFS=median progression free survival

Urska Janzic, 2021 ASCO #9086




Osimertinib rapidly penetrates BBB of monkeys and has the
highest Cmax of 13 tested EGFR-TKIs

Whole brain radioactivity (%ID) following administration of micro-doses
of radiolabeled EGFR-TKIs to monkeys

-&— Osimertinib

=¥ Avitinib

1.5 — - AZ5104
-9 Erlotinib

% 10— —— Lazertinib
S
2 ¥ Gefitinib
=
I3 —&— Dacomitinib
©
9
o
©
(a'd

-l- Nazartinib
—— Naquotinib

-— Mavelertinib

-@— Olmutinib

Time (min) —A— Rociletinib
Cmax = maximum concentration; %ID = % injected dose

Figure adapted from Colclough N et al. Clin Cancer Res. 2020. Data corrected for radioactive decay and for radioactivity in cerebral blood.
Colclough N et al. Clin Cancer Res. 2021;27:189-201. 22




Osimertinib displayed high brain exposure in healthy subjects

— In all 8 healthy volunteers, Osimertinib was homogenously distributed in all regions of the brain.
— The brain distribution of osimertinib appeared to be similar to well established CNS drugs

Individual regional distribution of [1Closimertinib
Subject 01 Subject 02 Subject 03 Subject 04

Subject 06 Subject 07

MRI = magnetic resonance imaging; PET = positron emission tomography; SUV = standardized uptake value.

Note: Radioactivity images are overlaid on MRI with horizontal sections displayed.

*Full PET data not obtained for subject 05 due to technical problems. 23
1. Varrone A et al. Poster presented at: AACR Annual Meeting; April 14-18, 2018; Chicago, IL. Poster CT-013. 2. Varrone A et al. J Cereb Blood Flow Metab. 2019; Apr 20 [Online ahead of print].




PFS Regardless of CNS disease status at baseline in FLAURA Study

With known or treated CNS metastases (n=116) Without known or treated CNS metastases (n=440)
Median PFS, months (95% CI) Median PFS, months (95% CI)
1.0 — Osimertinib 15.2(12.1, 21.4) 1.0 — —— Osimertinib 19.1 (15.2, 23.5)
@ — EGFR-TKI comparator 9.6 (7.0, 12.4) — EGFR-TKI comparator 10.9 (9.6, 12.3)
c 087 HR 0.47 0.8 HR 0.46
7 (95% Cl: 0.30, 0.74) (95% Cl: 0.36, 0.59)
o _ P<0.0011 _ P<0.0011
L _ 06 0.6
o) ©
o >
a2
S & 0.4 0.4 —
z«
8 02 o R 0.2
(@) 1 1
a I—I
0.0 | | | | | | | | 1 00 | | | | | | | | |

0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27
No. at risk Time from randomization (months) Time from randomization (months)
Osimertinib 53 51 40 37 32 22 9 4 1 0 226 211 193 173 146 117 62 22 3 0
EGFR-TKI 63 57 40 33 24 13 6 2 1 0 214 182 157 119 83 65 31 8 1 0
comparator

FLAURA data cut-off: 12 June 2017. Tick marks indicate censored data.
*By investigator assessment.

Cl; confidence interval; CNS, central nervous S{Stem; EGFR, epidermal growth factor receptor; HR, hazard ratio; PFS, progression-free survival; TKI, tyrosine kinase inhibitor.
3-125. 2. Ohe Y, et al. Presented at: European Society of Medical Oncology Asia Congress; 17-19 November 2017; Singapore. Abstract 4130. 24

1. Soria JC, et al. N Engl J Med. 2018;378(2):1




The probability of patient with or without baseline BM experiencing a
CNS progression in FLAURA Study

Reason for progression Knnwnﬂreata:.l CNS No knnwn!treat?d CNS
metastases at trial entry = metastases at trial entry
Osimertinib Standard Osimertinib  Standard
(n=53) EGFR-TKI (n=226) EGFR-TKI
(n=63) (n=214)
Number (percent)
Total number of progression events 29 (55) 53 (84) 107 (47) 153 (71)
Numt::er of patients with progression due to 4(8) 4 (6) 7 (3) 10 (5)
Ili?npber of patients with CNS progression* 10 (19) 27 (43) 7 (3) 15 (7) ]
rograssion in CNS only m} 1m:|| 4 {5] 1ﬂr
MNew lesions only 3 (6) 9(14) 4 (2) 12 (6)
Non-target lesions only 0 0 0 0
New and non-target lesions 0 1(2) 0 0
Progression in CNS and non-CNS 7(13) 17 (27) 31 3(1)
New lesions only 0 0 1(=1) 0
Non-target lesions only 4 (8) 6 (10) 0 0
Mew and non-target lesions 3 (6) 4 (6) 2 (1) 2(1)
Mew and target lesions 0 2(3) 0 1(<1)
Target lesions and non-target lesions 0 1(2) 0 0
New, target and non-target lesions 0 4 (6) 0 0
;‘E:;‘i’;npimﬂts WNIDRM bR 15 (28) 22 (35) 93 (41) 128 (60)

N Engl J Med . 2018 Jan 11;378(2):113-125.
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The probability of patient with baseline BM experiencing a CNS progression in

FLAURA Study

1.0 —
5 Osimertinib EGFR-TKI comparator
g —— CNS progression —— CNS progression
o 0.8 - - == Non-CNS progression - — = Non-CNS progression
g ........... Death ----------- Death
o
°2 06—
L =
= L Py _
s 3 o : !
© o . FEmmEmm=m====d
6 E_ 0.4— ____'- ,.l--__l
£ = - R CNS mPFS
[Ep——— R |
g - i
'Ic:U ' ! Osimertinib NR (95% ClI, 16.5 months to not calculable)
= e S standard EGFR-TKIs 13.9 months (95% ClI, 8.3 months to not calculable)
E ]
3 —__.__HR 0.48; 95% CI, 0;26 t0 0.86; P = .014
L
0.0 I I I I I I I

0 3 6
Month

21

Estimated probability of Osimertinib EGFR-TKI comparator
CNS progression (n=61) (n=67)

504 18%
At 6 months (95% CI 1-13) (95% CI 10-28)
8% 24%

At 12 months (95% CI 3-16)

(95% CI 15-35)

1. Reungwetwattana T, et al. J Clin Oncol. 2018;36:3290-3297. 2. Vansteenkiste J et al. Presented at: ESMO Asia Congress; November 17-19, 2017; Singapore. 26




In FLAURA, the number of patients with CNS lesions decreased
with Osimertinb, but increased with 1G EGFR-TKIs

* In the osimertinib arm, 12 patients with CNS lesion at baseline had a CR; 5 patients without baseline lesion
developed new CNS lesion

* In the EGFR-TKI comparator arm, 7 patients with CNS lesion at baseline had a CR; 16 patients without baseline
lesion developed a new CNS lesion

Osimertinib EGFR-TKI comparator

c 907 (n=279) (n=277)

‘0

<@

" 40 -

Z

@)

=

&2

o

o

©

o 10

O

£

>

zZ 0 -

at baseline at data at baseline at data
cut off cut off
Median follow-up 18.6 months Median follow-up 17.4 months

Data cut-off: June 12, 2017. Figure adapted from Reungwetwattana T et al. J Clin Oncol. 2018.
CR = complete response; SD = stable disease.
Reungwetwattana T, et al. J Clin Oncol. 2018;36:3290-3297. 27




Safety Profile of FLAURA study

* Median duration of exposure: osimertinib = 20.7 months; EGFR-TKI comparator = 11.5 months
» Grade =3 possibly causally related AEs : Osimertinib = 18%; comparator EGFR-TKI = 29%

Diarrhea

Rashes and acne
Nail effects

Dry skin
Stomatitis
Anorexia

Cough

Nausea

AST increase

ALT increase

60%

59%

Any AE*
(in 220% of patients)

39%
38%
29% 22%
24%
22%
20%
10% 25%

7% 27%

34%

37%

58%

79%

[ Osimertinib, all Grades

[ Osimertinib, Grades 3-4

B EGFR-TKI comparator, all Grades
B EGFR-TKI comparator, Grades 3—4

100 90 80 70 60

50 40 30 20 10 0 10 20 30

Patients with adverse event (%)

40

50

60 70 80 90 100

Ramalingam SS et al. Presented at: ESMO Congress; September 27-October 1, 2019; Barcelona, Spain. 2. Ramalingam SS et al. N Engl J Med. 2020;382:41-50.



Time to Discontinue TKI in FLAURA Study

TDTKI

1.0
Median TDTKI, months (95% ClI)

0.8- —— Osimertinib 23.0 (19.5, NC)
—— SoC EGFR-TKI 16.0 (14.8, 18.6)
0.6 1
0.4-

0.2-

Probability of time to discontinuation of
any EGFR-TKI or death

U.ﬂ I | I I | 1

I I I I
0 3 6_9 12 15 18 21 24 21 30
No. at risk Time from randomization (months)

Osimertinib 279 265 248 231 205 177 114 61 19 1 0
SoCEGFR-TKI 277 248 229 206 180 150 90 42 16 1 0

1. David Planchard, et al, 2018 ESMO ASIA
2. Clin Cancer Res (2019) 25 (7): 2058—-2063.




HEPOE.Q2-108

Osimertinib long-term tolerability in
patients with EGFRm NSCLC enrolled
in the AURA prugram or FLAURA study
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Safety Profile of Long-term exposure to Osimertinib

e R L FLAURA AURA AURA2 AURA3 AURA program
(n=76) (n=43) (n=35) (n=46) (n=124)
Any AE 73 (96) 43 (100) 35 (100) 45 (98) 123 (99)
Any treatment-related” AE 68 (89) 41 (95) 31 (89) 41 (89) 113 (91)
Any AE 2Grade 3 27 (36) 15 (35) 16 (46) 17 (37) 48 (39)
Any treatment-related* AE =Grade 3 8 (11) 6 (14) 5(14) 5(11) 16 (13)
Any AE resulting in death (including TRAEs)* 0 0 1(3) 0 1(1)
Any SAE (including outcome of death) 13 (17) 12 (28) 15 (43) 17 (37) 44 (35)
Any treatment-related* SAE (including outcome of death) 2 (3) 2 (5) 2 (6) 21(4) B (5)
Any SAE leading to interruption of treatment 8 (1) 5(12) 6 (17) 8(17) 19 (15)
Any SAE leading to discontinuation of treatment 0 2 (5) 0 0 2(2)

Mote: Multiple SAEs may be reported for one patient. *As assessed by the investigator. AE, adverse event; SAE, serious adverse event; TRAE, treatment-related adverse event

Marina Chiara Garassino et al., WCLC 2022, #EP08.02-108




Take Home Message

EGFR-TKIs are currently standard of care for metastases EGFRm patient.

Osimertinib becomes a new standard in front line for patient with common mutation.

Osimertinib demonstrated greater BBB penetration and fewer intra-cranial progressed.

Adverse event with long-term exposure to Osimertinib seems mild and manageable.
The percentage of interruption treatment due to SAE in 1%t line is 11%, and the discontinuation
rate is 0%. (As the latest publication in WCLC 22°)
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Different resistance profile in 2L and 1L osimertinib
treatment

Resistance mechanisms to second-line osimertinib Resistance mechanisms to first-line osimertinib
C7aTX
L718Q
C7a7X EGFFIamp
L7 |:| 6?243
4 GT96X Acquired EGFH mutations S7681
L718Q - /___

METamp (7—15%)

‘/— EGFRamp/other EGFR tertiary mut®
& £x20ins [] Acqguired amplifications

HER2amp (1-2%)

5 METamp {5_5!]%}* [] Acqguired oncogenic fusions
| SPTBN1-ALK
RET fusions
[ Acguired MAPK-PI3K mutations BRAF fusions
| HERZamp (5%)* \;
o ] Acquired cell cycle gene alterations BRAFVE0OE (39)
F'IBKGA (7%}
——— PI3KCAamp (5% KHAS (3-4%)
: P (&%) [J Unknown ¥ oo
FGFR3 fusions
NTRK fusions !
RET fusions [B] Transformations (SCLC, SCC) CCND1amp
ALK fusions
CCND2am
CCND1amp BRAF fusions CONErome
CCND2amp COKaa P
CCNE1amp BRAFVE00E (3%:) CDKeamp
CDKBamp PISKCA (4—11%) mp
CDKMN2A E27fs KRAS (2-8%)

* Other EGFR tertiary mutations include G719X, G724S AND S768|
A Mutations have also been reported

Leonetti et al. British Journal of Cancer 2019; 121: 725




Kaplan—Meier Curve and Subgroup Analysis of Overall Survival

iIn FLAURA Study

1.0+
Hazard ratic, 0.0 (95.05% CI, 0.64-1,00)
0.9+ P=0.046
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£ 04-
E . .
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Cryerall 556 —— 0,75 [0.63-0.98)
Seu

Male 208 — 0.7% (0.55-1.14)

Female 150 - 0,79 (0.60-1.04)
Age i
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=E8 yr 258 ——— 0.87 (0.63-1.22)
Race
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Smoking history i
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Mo 157 —a— 085 [0.64—1.12)
CMS metastases at trial entry
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Mo 440 i 078 (0.61-1.01)
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EGFR mutation at randamization

ian s == L wm_l—
LESER 207 — 1.00 (0.71-1.40)
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Osimertinib Better Comparator EGFR-TKI

Better

N Engl J Med . 2020 Jan 2;382(1):41-50.
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Overall Survival of Patients harboring L858R in LUX-LUNG 3
and 6 Study

Disease with L858R doesn’t demonstrate OS benefit in Lux-Lung 3 and 6 study.

Lux-Lung 3 | Lux-Lung 6 i G Combined Analysis
{A:E;T::h ?::?T“d-dmtm - (n=92) (n=46) 7 Afatinib Chemotherapy
T+ - B, Median, months 196 (17.0-221)  24-3(19-0-27-0) (n=183) (n=93)
L Median, months  27.6(19-8-417) 403 (243-NE) 1 (95% ) Median, months 22.1(19.6-25.4) 26.9 (23-2-71.7)
5 (95w HR (95% C1) 122 (0-81-183) i (95% €1y
T -lL\ :Eﬁiﬁ . E-%MI ) \ * ,.p value 034 HE (95% ) 125 (0-92-1-71)
1, ; pvalue 016

L

_ N, Q

! _ L |

| - o |

. o b Afatinib

—— Afatini B i O DT —— Chemothera

— Pemetrexed-cisplatin GEACRREIe T L I |w L N DN [ R B N N B N N
T— T T T 1 T I, T SR 0 3 6 9 13 15 18 21 24 27 30 33 36 39 42 45 48 51

T I T ] T T I
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Lancet Oncol . 2015 Feb;16(2):141-51.




Overall Survival with L858R Patients in Three Different Head-

to-head Study
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Kaplan—Meier Curve and Subgroup Analysis of Overall Survival
iIn FLAURA Study
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Overall Survival in Different Subgroup in FLAURA Study
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Overall Survival in Different Subgroup in FLAURA Study
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Overall Survival in Japanese Subset and Asian pts excluding
Japanese pts
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Overall Survival in Japanese Subset and Asian pts excluding
Japanese pts
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FLAURA : 30% patients did not receive 2L treatment in comparator
EGFR-TKI arm

@ M 5% remained on study treatment (n=13)

30% did not receive 2L anticancer treatment (n=84)
74% died (n=62)
Bl 26% alive (n=22)

Patients (%)

@ 65% received 2L anticancer treatment (n=180)

47% received osimertinib as 2L therapy (n=85)
B 53% received other 2L therapy (n=95)

Comparator  Still on Did not Received
EGFR-TKI study drug receive FST FST
(n=277) (n=14) (n=84) (n=180)

Ramalingam SS et al. N Engl J Med. 2020;382:41-50.




Portion of Patient received 2"9 line Tagrisso in RCT and RWE
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Percentage of patient received 2" line therapy Tagrisso
A) and all systemic therapy when progressed on 15t generation TKI in Flarua study, B) in RCT and RWE
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