2022 S/ EXY AT LAAL T E (P SNU| BT m

Rebiopsy and Sequential Therapy

SHstnye
2ot



KATRD EGFR Cohort ¥ X| ¢}

Rebiopsy and sequential therapy

AH =

1L Osimertinib efficacy =4

T790M 25 H|2 9l 25 0= QIK}
rebiopsy method0fl 2|t T790M 34 Xt0
rebiopsy Ol Al PD-L1 status #1& X ICl 23
K-S rebiosy AAF Al7]

EGFR HO| 2K Q] ICI & sz 21 =4 E4

Definitive CCRTx vs. 1st line EGFR-TKI X|& 4™ H|I

CCRT followed by durvalumab®| real-world data



Contents

1. Rebiopsy
1) Spatiotemporal heterogeneity
2) Clinical factors predicting detection of T790M mutation
3) Post PD-L1 change after EGFR-TKI treatment

2. Sequential therapy
1) Optimal sequence of EGFR-TKI therapy
2) Treatment options for patients with unresectable stage Ill EGFR-mutant NSCLC
3) Immunotherapy in EGFR-mutant NSCLC patients



Contents

1. Rebiopsy
1) Spatiotemporal heterogeneity
2) Clinical factors predicting detection of T790M mutation
3) Post PD-L1 change after EGFR-TKI treatment

2. Sequential therapy
1) Optimal sequence of EGFR-TKI therapy
2) Treatment options for patients with unresectable stage Ill EGFR-mutant NSCLC
3) Immunotherapy in EGFR-mutant NSCLC patients



Spatial heterogeneity

Spatiotemporal T/90M Heterogeneity in Individual Patients
with EGFR-Mutant Non-Small-Cell Lung Cancer after
Acquired Resistance to EGFR-TKI

Journal of Thoracic Oncology® * Volume 10, Number 11, November 2015

Biopsy site 1 / T790M(+/-) Biopsy site 2 / T790M(+/-)

Lung tumor / + CSF / - 1 case 30 patients underwent
multiple site rebiopsies

Pleural effusion / + CSF / - 9 cases
Lung (primary) / + Lung (meta) / - 1 case
Lung tumor / - Pleural effusion / + 2 cases

Hata, Akito, et al. Journal of thoracic oncology 10.11 (2015): 1553-1559.



Case #1 53/F Lung cancer (adeno, RUL, N3M1b, lung to lung, bone)
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Case #1 53/F Lung cancer (adeno, RUL, N3M1b, lung to lung, bone

EGFR(cell free DNA) ; Exon 19 del Exon 19 del
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Temporal heterogeneity

Spatiotemporal T7/90M Heterogeneity in Individual Patients
with EGFR-Mutant Non-Small-Cell Lung Cancer after
Acquired Resistance to EGFR-TKI

Journal of Thoracic Oncology® * Volume 10, Number 11, November 2015

T790M status

+ > -—>+ —>-—+ 1 patient 24 received repeated rebiopsies

PR 2 patients at the same lesion
+ — - 2 patients
- — + 1 patient

Hata, Akito, et al. Journal of thoracic oncology 10.11 (2015): 1553-1559.



Spatiotemporal heterogeneity

Case First try Second try Third try Fourth try
Site M  Site  Result M Site M  Site Result
1 1 Lung No malignancy 2 lung  No malignancy 3 Muscle ADC
D19+/T790M+
2 1 Lung No malignancy 1.5 Ilung ADC 2 Pleura ADC ]
insufficient D19+/T790M+
3 0.5 Lung No malignancy 3 lung  No malignancy 4 Bone  ADC
D19+/T790M+
4 1 LN No malignancy 2 lung  No malignancy 2.5 LN ADC
D19+/T790M+
5 0.5 Lung ADC 11 lung ADC 30 Pleura No malignancy 31 LN ADC
D19+/T790M- D19+/T790M- D19+/T790M+
6 1 Lung No malignancy 2 LN No malignancy 3 Lung ADC
L858R+/T790M- ]
7 0.5 LN No malignancy 1 Bone Metastatic 1.5 Lung ADC
carcinoma L858R+/T790M-
8 1 Lung ADC 1.5 lung No malignancy 2 LN ADC
insufficient D19+/T790M+

Lee, Kangkook, et al. Lung Cancer 130 (2019): 87-92.



Repeated biopsy

T790M mutation (+)
53.7% — 71.1%

1st evaluation
T790M

1st rebiopsy

2nd rebiopsy

3rd rebiopsy

4th rebiopsy

n=80
\
[ \
T790M+ T790M-
n=43 (53.7%) n=37
]
[ |
T790M+ T790M-
n=10 (12.5%) n=8
A
[ )
T790M+ T790M-
n=2 (2.5%) n=
)
( \
T790M+ T790M-
n=1(1.2%) n=1
T790M+
n=1(1.2%)

Pereira, Isabel, et al. Cureus 12.12 (2020).



Repeated biopsy

First rebiopsy vs. Second or later rebiopsy
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Treatment during biopsy interval:
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Ninomaru, Taira, et al. Thoracic Cancer 12.6 (2021): 746-751.



Repeated biopsy

Mutation could be identified in
patients with a long EGFR-TKI
free interval.

100%

19Del: E746_A750
(neck lymph node) 19Del + T790M 19Del + T790M 1 i i
o | 13Del 90 | o For patients without suitable

lesions for rebiopsy at the
time of EGFR-TKI progression,
an attempt to rebiopsy
should be considered during
the subsequent treatment.

60%

Tumor burden

40%

20%

0%
2014/31  2014/6/1  2014/9/1 2014/12/1 2015/3/1  2015/6/1  2015/9/1 2015/12/1

Time (date)
Tseng, Jeng-Sen, et al. Oncotarget 7.30 (2016): 48059.



ase #2

Idx 6 EONG HOSPITAL
Aquilion 2016-08-04
cT |
Se7 F 064Y 01427493

DOB:1952-02-17

kVp 120.0
mAs 100(200 mA)"

GT O -

(91%) CHEST CT ENHANCE ISOML(ZZSJ/Z? W 400
Body ArterialPhase 4.0 L40
[00181030]Chest HCT (CE) P 50mm Z175%
2016-08-04/09:10:46 Compression 1:1

SEIUNGH,
|

2016.8.19

63/F, Lung cancer (adeno,

Pleura ; Exon 21 L858R or L861Q

1dx 3
SOMATOM Definition Edge
C

PR (49—22mm)

CHUNGNAM UNIV.HOSP.
1/

7453
2-17

DOB:1952-0:

Gefitinib (16 months)

RUL, TAN3M1b, pleura, bone)

Idx 3 CHUNGNAM UNIV.HOSP. [fd5 CHUNGNAM UNIV.HOSP!
SOMATOM Definition Edge 2017-12-22SOMATOM Definition Edge 3 2017-12-22
Cr NO~KOANG RYE(CH Ko o IO, *KOANG RYE
Se 3 F 065Y 01427493/8e 5 R (o 65Y.01427493
Im 33 DOB:1952-02-17 1 40 B 195

FFS FFS -

3.0thk 3.0thk

0.0

KVp 100.0 i

s 66(159 mA)
GT
Thorax~02~Chest CE (Adult) 21 75)

Chest Portion 3.0 I 30:pL10
ST
2017712<22/16:45:15

2017.12.22



Case #2

refuse RUL PCNB;
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Treatment during re-biopsy interval

Continued treatment with EGFR-TKI after Rebiopsy timing did not influence
progression might promote T790M the detection rate of T790M
i Characteristics n T790M mutation (%) P value?
: Rebiopsy timing (1) 1.000
——— :
—_— At first EGFR-TKI progression 54 55.6
With interval from first EGFR-TKI PD H 54.5 1.000°
- Post-PD best response PR —11 —54.5
- Post-PD best response SD/PD —33 — 545
| T790M positive patients Rebiopsy timing (2) 0.802
B T790M negative patients With EGFR-TKI treatment at rebiopsy 78 53.8
= Without EGFR-TKI treatment at rebiopsy 20 60.0

Controversial

Four patients with no EGFR-TKI continuation
after disease progression had T790M.

0 30100 200 300 400 500 600 (days)
(PD point) Period of EGFR-TKI continuation after disease progression

Ko, Ryo, et al. BMC cancer 16.1 (2016): 1-8.
Tseng, Jeng-Sen, et al. Oncotarget 7.30 (2016): 48059.



Repeated liquid biopsy

120 patients tested by liquid biopsy for T790M mutation

23 pts ActHT790M+ (19.2%) | 39 pts Act+/T790M- (32.5%) | | 58 pis Act-/T790M- (48.3%) |
13 pts 27 pts
| 2nd biopsy atients underwent a 2nd liquid biopsy
Median 63 days | 5 pts Act/T790M+ (12.5%) | | 13ptsAct+/T790M- (325%) | | 22 ptsAct-/T790M- (55%) |
(9-91 days) spis o ot

l L biopsy atients underwent a 3rd liquid biopsy

3 pts Act+/TT90M+ (25%) | 4ptsAct+T790M-(33.3%) | | 5pts Act/T790M- (417%) |

Median 199 days

(84-432 days)

2 patients underwent a 4th liquid biopsy

| 2 pts Act+/T790M- |

Minari, Roberta, et al. Clinical Lung Cancer 21.5 (2020): e464-e473.



Liquid biopsy timing

Table 2 Timing of the First Liquid Biopsy and the Results

Liquid Biopsy Before Disease T790M
Progression According to RECIST
Criteria Negative, n (%) Positive, n (%) Overall P
No 76 (76.8) 23 (23.2) 99 012
Yes 21 (100) 0 21
Overall 97 (80.8) 23 (19.2) 120
T790 M Exclusive intrafhoracic disease = Extrathoracic disease
all negative before RECIST-PD hsls Lo
Tissue biopsy Liquid biopsy Tissue biopsy Liquid biopsy
N=20 N=20 N=14 N=30
T790M
. .. . . T790M + T790M + T790M + T790M +
all negative in intrathoracic disease N=5 (25%) l N=0. N=7 (50%) N=10 (33%)

Minari, Roberta, et al. Clinical Lung Cancer 21.5 (2020): e464-e473.
Seto, Takashi, et al. Oncology and therapy 6.2 (2018): 203-215.



Case #3

RML PCNB ; Exon 21 L858R
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Case #3
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Case #3 78/F Lung cancer (adeno, RML, T2N3M1b, pleura, brain)
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Spatiotemporal heterogeneity

Rebiopsy
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Clinical factors for analysis of T790M Frequency

Category A
Patient Baseline Characteristics

Gender

Smoking status
Performance status
Age

EGFR mutation status
Surgical history

Category B
Clinical Factors Before Rebiopsy

Total duration of EGFR-TKI treatment before rebiopsy
EGFR-TKI treatment history immediately before rebiopsy

Type of EGFR-TKI administered before rebiopsy

Period of continuation of initial EGFR-TKI treatment beyond PD
Progression-free survival on initial EGFR-TKI treatment

Best response to initial EGFR-TKI treatment

TKl-free interval

Category C
Clinical Factors at Rebiopsy

Rebiopsy site

e Fluid vs. other samples
e Primary lesion vs. metastatic lesion
e |ntrathoracic lesion vs. extrathoracic lesion
Rebiopsy procedures
Transbronchial biopsy
EBUS-TBNA
CT-guided biopsy
Echo-guided needle biopsy

Kawamura, Takahisa, et al. Clinical lung cancer 19.2 (2018): e247-e252.



Clinical factors for analysis of T790M Frequency

Category C
Clinical Factors at Rebiopsy

Category A

Patient Baseline Characteristics ’ Gender

« Smoking status
* Performance status
« Age
 EGFR mutation status
- Initial exon 19 deletion
 Surgical history
- Post surgery recurrence

Kawamura, Takahisa, et al. Clinical lung cancer 19.2 (2018): e247-e252.
Chai, Chee-Shee, et al. Cancer management and research 12 (2020): 5439.
Zhou, Jia, et al. Future Oncology 17.19 (2021): 2475-2488.

Gao, Wen, et al. OncoTargets and therapy 12 (2019): 9495.

Ninomaru, Taira, et al. Thoracic Cancer 12.6 (2021): 746-751.



Clinical factors for analysis of T790M Frequency

Category A
Patient Baseline Characteristics

Category B Category C
Clinical Factors Before Rebiopsy Clinical Factors at Rebiopsy

« Treatment duration of EGFR-TKI before rebiopsy

- longer duration
PFS on initial EGFR-TKI treatment

- longer PFS
« Best response to initial EGFR-TKI treatment

- PR

« Type of EGFR-TKI administered before rebiopsy
 Period of continuation of initial EGFR-TKI treatment beyond PD
« TKl-free interval
* Progression pattern (primary/metastatic lesion, new metastasis)

Mountzios, Giannis, et al. Cancers 13.13 (2021): 3172.

Chai, Chee-Shee, et al. Cancer management and research 12 (2020): 5439.
Kawamura, Takahisa, et al. Clinical lung cancer 19.2 (2018): e247-e252.
Zhou, Jia, et al. Future Oncology 17.19 (2021): 2475-2488.



Clinical factors for analysis of T790M Frequency

Category C

* Rebiopsy sample ‘ Clinical Factors at Rebiopsy

— tissue > cytology > plasma

* Rebiopsy site

» Primary lesion vs. metastatic lesion

 Intrathoracic lesion vs. extrathoracic lesion
* Rebiopsy procedures

- TBLB, EBUS-GS-TBLB

« EBUS-TBNA

* CT-guided TTNB, sono-guided TTNB

* Surgery

Kawamura, Takahisa, et al. Clinical lung cancer 19.2 (2018): e247-e252.



Rebiopsy methods &
T790M mutation

Rebiopsy site
Primary
Metastatic

Rebiopsy site

Intrathoracic
Extrathoracic
Method (tissue)
Iransbronchial
biopsy
EBUS-TBNA
CT-guided biopsy

Echo-guided
neede biopsy

T790M-positive
(n = 55)

44
11

Samples other than
fluid: n = 69

27
11

n =69
19

2
11
3

T790M-negative
(n = 70)

o0
20

24

=]

18

P Value
27

20

19

Characteristic

Specimen of rebiopsy

T790M-

positive

- Tissues 73

- Cells 54

- Liquid 26
Cell

- BALF 20

- Pleural effusion 28

- Pericardial effusion 6
Methods of re-biopsy

- Ordinary bronchoscope 14

- EBUS-TBNA 10

- EBUS-TBLB 20

- Percutaneous lung biopsy 24

- Liver biopsy

- Bone biopsy 2

Kawamura, Takahisa, et al. Clinical lung cancer 19.2 (2018): e247-e252.
Zhou, Jia, et al. Future Oncology 17.19 (2021): 2475-2488.

T790M-
negative

50
63
51

24
30

7
8
16
11
5
3

P value

0.002

0.843

0.496



Bronchoscopy vs. PCNB

Table 3 — Diagnostic rate and EGFR mutation detection
rate by bronchoscopy and CTNB.

Bronchoscopy CTNB p
(n = 29) (n =19)

Diagnostic positive 22 (75.9%) 15 (100%) 0.03

Histology positive 14 (48.3%) 18 (94.75%)

Only cytology 8 (27.6%) 1(5.3%)

positive
Bronchoscopy (n = 29) CTNB (n = 18)
. . "

Primary EGFR mutation 26 (89.7%) 18 (100%) 0.28 Peripheral vs. Central lesion ?

detection
EGFR T790M detection 10 (34.5%) 13 (72.2%) 0.02

CTNB, computed tomography-guided needle biopsy; EGFR,
epidermal growth factor receptor.

Kano, Hirohisa, et al. Respiratory Investigation 59.2 (2021): 240-246.



PFS of patients rebiopsied by different methods

Progression-free survival (%)

1.0+

0.8

¥

i — |

1

Median PFS in months
(95% ClI)

_r1 Ordinary bronchoscope 15.20 (11.60 to 18.80)
_m EBUS-TBNA 13.1 (12.89 to 13.31)
~1 EBUS-TBLB 14.1 (13.41 to 14.79)
11

Percutaneous lung biopsy 13.2 (13.12 to 13.28)

Liver biopsy 12.9 (5.38 t0 20.42)
0.6 Bone biopsy 12.6
0.4+
0.2+
0.0+
| | | | |
0.00 5.00 10.00 15.00 20.00
Months

False-positive or false-
negative possibility of T790M
mutation in tissue rebiopsy
through EBUS-TBNA ?

Zhou, Jia, et al. Future Oncology 17.19 (2021): 2475-2488.



Clinical factors for analysis of T790M Frequency

Rebiopsy

Treatment
duration of
EGFR-TKI

initial
EGFR-TKI
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Change in PD-L1 expression after acquiring
resistance to gefitinib

m E Index case of Group A (median PD-L1 H-score: 80 to 180)
Pre H-score 80 5 1 - CSEE | past Hescore 300

300- o VIR N TS R N e = | SR :
Y ) & -";'l,.".’"’., o .~
[ | ’2 s - . - e " ‘ 4
250+ PR T L B
o oo 3 oS &L
S 2004 LT R SO 1Y
@ (] -gg— e Tk a
2 IS = - IS |
L 150+ L g, An¥de. RIS
) g At \ AN
o oo :
o 100- A Index case of Group B (median PD-L1 H-score: 0 to 0)
= 2 v Pre H-score 0 Post H-score 0
50+ A v 3o
ol 9% ; w
Pre Post Pre Post
Group A Group B

Han, Jae Joon, et al. Clinical lung cancer 17.4 (2016): 263-270.



Post PD-L1

PD-L1 expression (%)

P = 0.0007 B P=0.0010 PD-L1
expression
e
>50%
?5- LTt
g S0
22%|  1- 49%
50- ’
25+ 53% 49% | <19
0-
Pre Post
(n=134)

change after EGFR-TKI treatment

C P =0.0620 PD-L1 P=0.0125
- expression
. 250%
33%
25% | 1- 49%
589 559 Y
% ol 1% agu| |aa%
Pre Post Pre Post

T790M positive
(n=64)

Isomoto, Kohsuke, et al. Clinical Cancer Research 26.8 (2020): 2037-2046.

T790M negative
(n=170)



Post PD-L1 expression correlates with ICl efficacy

D = Post-PD-L1250% (n =9)
Median: 7.1 months (95% CI, 0.8-2.2)

1004
tL — Post-PD-L1 <50% (n= 18)
Median: 1.7 months (95% CI, 1.3-2.8)
804 L
X 60 L Log-rank test: P = 0.0033
o HR: 0.18 (95% CI, 0.04-0.56)
o 40-
20
D 1 I L I || 1
0 4 8 12 16 20 24
No. at rlsk Time (months)
PD-L1250% 9 5 3 2 1 1 1
PD-L1<50% 1g 2 0 0 0 0 0

1005 = Pre—PD-L1 <50%— Post-PD-L1 250% (n = 5)
Median: 1.9 months (95% CI, 0.8 - NR)
80+
=~ Pre-PD-L1 <50% — Post-PD-L1 < 50% (n = 18)
—_ Median: 1.7 months (95% CI, 1.3-2.8)
X 60+
w
& 40 Log-ank test: P = 0.200
HR: 0.45 (95% CI, 0.10-1.40)
20+
0 T T T T T 1
0 4 8 12 16 20 24
Time (months)
MNo. at risk
PD-L1 =250% 5 2 1 1 1 1 1
PD-L1<50% 18 2 0 0 0 0 0

Isomoto, Kohsuke, et al. Clinical Cancer Research 26.8 (2020): 2037-2046.
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First-line Afatinib vs. Osimertinib

A real world analysis of first line _ _
treatment of advanced EGFR Two large academic medical centers, USA

mutated non-small cell lung cancer: 172 patients
A multi-center, retrospective study

Product-limit survival estimates

Product-limit survival estimates With number of subjects at risk and 95% hall-wellner bands

With number of subjects at risk and 95% hall-wellner bands

1.0 4
1.0 _+ Censored
HR=2.59 (95% CI: 1.31 to + HR=0.95 (95% Cl, 0.37 to
0.8 5.11) p<0.0064 0.8 - 2.44) p<0.9128
==
= = !i|5“
= S 0.6 - #
5 Y, 2 o> )
T 04 Aok 2 ke
7 ¢ ? o
N < | W
¥_ 0.2
0.2 1 .
L — -+
L
0.0 7 52 9 0
. - Osimertinib
Osimertinib 52 37 5 0
Other | 120 71 30 18 7 3 Other [ 120 o9 24 5 ] 0
I I 1 I I I
0 10 20 30 40 50 0 20 40 60 80 100
Survmos

Time to progression (months)

First line EGFR TKI

Osimertinib — — — Other |

First line EGFR TKI Osimertinib — —— Other

Lee, Chung-Shien, et al. Journal of Oncology Pharmacy Practice (2021): 10781552211020798.



First-line Afatinib vs. Osimertinib

A multicenter cohort study of osimertinib compared with afatinib as
first-line treatment for EGFR-mutated non-small-cell lung cancer from

Ja pan RWE (CJ LSG1 903): practical dataset: CJLSG1903

. o Table 1. Demographics®
Multicenter observational cohort study — —
Afatinib group (N = Osimertinib group P value
224) (N = 326)
Age (years), mean 68.82 70.14 0.152
Afatinib group S e
. . . . . . . /Female 105/119 133/193 0.162
First-line Afatinib or Osimertinib > _225 Smoking status
patients (n_ ) Mever/former or 111/107/6 185/137/4 0.153
current/unknown
— — Clinical stage (8th
(n_550) edition TNM stage
Clinical data between May 2016 and October 2019 : ini classification)
from 15 institutions in Japan _ Osimertinib ety 1-2/3/4/R 5/25/152/42 10/24/228/64 0.469
(n= 329) Histologic subtype”
ADC 215 313 1
SCC 5 7 1
Other 5 6 0.765
EGFR mutation”
. . Ex19del 114 163 0.862
Prlmary endeIHt: LB58R 74 155 0.001
° . ° . Uncommon 39 9 <0.001
Time to discontinuation of any EGFR-TKI (TD-TKI)
0/1/2 or more/ 67/124/30/3 114/159/47/6 0.328
. Unknown
Second endpoint: Pleural effusion
. Yes 65 114 0.165
Overa" Sur\"val (OS) Brain metastasis
Yes 75 85 0.07
PD-L1
<1/1-49/50</ 53/56/41/74 102/79/55/90 0.233
Unknown

Ito, K., et al. ESMO open 6.3 (2021): 100115.



First-line Afatinib vs. Osimertinib

Japan RWE (CJLSG1903):
Multicenter observational cohort study

Primary Endpoint: TD-TKI

1.0 (Propensity score adjustment)
Afatinib
Osimertinib
0.8
>
= e
5 3\
9 0.6 kel
- 3@
o \"
S y o K\C
2 0.4 18.6 (Afatinib) vs 20.5 (Osimertinib) . q(\\
(?J P=0.204; 95% Cl 0.93-1.41 &O S\ |
0.2
HR 1.15; 95% C1 0.93-1.41; P=0.204
MST, 18.6 (A) versus 20.5 (O)
0.0
0 100 200 300 400 500 600 700 800
Time to discontinuation of any EGFR-TKI
No. at risk
AFA 224 197 170 154 132 115 96 67 42
osl 326 244 157 92 50 3 2 1 0

Ito, K., et al. ESMO open 6.3 (2021): 100115.



Total patients

| 0.92 (0.76-1.31)
Ll | P=0.443
5 1.02 (0.81-1.28)
PFS | "" P = 0.864
. } . 1.47 (1.07-2.02)
MST 36.2 (A) vs. 25.1 (O) 0s | == Sl
Of1 0?2 0T3 014 | O.I6 IOf8|1.0 2?0 | | S I1IO

>

Favors afatinib

L858R without brain mets

- 1.42 (0.82-2.46)
TR — = oo
E = 1.90 (1.03-3.51)
: b =
RES | ; P =0.041
§ , i © 2.31(1.01-5.30)
05 5 ! I ' p=0.047
| | | | ; T T 11 ; | | | 17 1T 11
0.1 0.2 0.3 04 06 08 10 20 50 10
>

Favors afatinib Ito, K., et al. ESMO open 6.3 (2021): 100115.



First-line Osimertinib vs. Other EGFR-TKI

PFS across subgroups

Hazard ratio
Favours SoC (95% confidence interval)

Subgroup Favours osimertinib
Overall (n=556)
Log Rank (primary)
Cox PH :':
Sex
Male (n=206) —_—
Female (n=330) A
Age at screening
<65 (n=298) —_——
265 (n=258) —_—
Race
Asian (n=347) e —
Non-Asian (n=209) —
Smoking history
Yes (n=199) e
No (n=357) ———
CNS metastases
Yes (n=116) —
No (n=440) ——
WHO performance status
0 (n=228) B —
1 (n=327) ——
EGFR mutation at randomisation
Exon 19 deletion (n=349) —
L858R (n=207) e
EGFR. mutation by ctDNA
Positive (n=35 —
Negative (n=124) »
Centrally confirmed EGFR mutation
Positive (n=500) —e—
Negative (n=6)
|

0.1

| 1T 1 111
0.3 04 06 08 1.0

PFS hazard ratio and 95'

0.46
0.46

==
Pxyxs
P
[=¥=}
o
3

.58
40

oo
on
==
o
a=
oo
oo
o

oo

44
49

==
0 0
mo
=%=}
o
e

0.55(04
0.34(02

[e=] %]

0.72)
0.48)

>3
Lapa

0.43 (0.34, 0.68)

FLAURA CNS analysis: Osimertinib demonstrated a nominally statistically
significant improvement in CNS PFS vs EGFR-TKI comparator (CNS FAS)

EGFR-TKI
Osimertinib comparator
(n=61) (n=67)
Median CNS
PFS, months NR (16.5, NC) 13.9 (8.3, NC)
(95% ClI)
HR* 0.48

(95% €l); P-value (0.26, 0.86); P=0.014

Median follow

up, months 12.4 7.0

1.0
E
% 08
8
<
g %7 ——H
8
=
=
5 04
[=]
£
3 B
02 — . i
2 — Osimertinib
=
— EGFR-TKI comparator
0.0 | | | | | | |
0 3 6 9 12 15 18 2
No. at risk Time from randomization (months)
Osimertinib 61 54 44 40 34 21 8 4
EGFR-TKI 67 50 37 3 2 13 4 1
comparator

CNS PFS was nominally statistically significant

— CNS PFS analysis was third in the hierarchical statistical
testing strategy and, as OS did not reach formal
statistical significance at this data cut-off, CNS PFS
could not be formally tested for statistical significance

— Interim OS analysis: HR 0.63 (95% Cl: 0.45, 0.88);
p=0.0068 (NS, p-value of <0.0015 required for statistical
significance at 25% maturity)



First-line Osimertinib vs. Other EGFR-TKI

RECEIVE PALLIATIVE CARE OR DIE 2ND-LINE TESTING COMPLICATIONS BIOLOGY
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Only ~1/3 of all EGFRm patients treated with o
1G/2G EGFR-TKI are able to receive osimertinib S o . 1 I
| 37%
T790M - 44% 9% 48%
3rd G EGFR-TKI 3rd G EGFR-TKI ChT CT death
48%
(A) (B)

1. Lee CK et al. J Natl Cancer Inst. 2017;109(6):1-9. 2. Paz-Ares L et al. Ann Oncol. 2017;28:270-277. 3. Arcila ME et al. Clin Cancer Res. 2011;17(5):
1169-1180. 4. Sun JM et al. Lung Cancer.2013;82:294-298. 5. Li W et al. Lung Cancer. 2014;84:295-300 6. Pereira, Isabel, et al. Cureus 12.12 (2020).



Treatment Sequence in EGFR-Mutant NSCLC in Asian

GioSwinG12 Asia OS: 45.2m
(3in 4 Del19 patients VGH-TPE/VGH-TC10-11: 57~61m

e s o o 6 8 o o o 'ﬂ”ﬂ"ﬂ”ﬂ”ﬂ"ﬂ' may acquire T790M+)3
ww w ww w w w w Osimertinib (20.2m)? H-
“ RESET® 0OS: 38.5m
TOAST?® OS: 38.3m
e

Afatinib (13.7m)?! 'l' 'l' 'l'
FLAURA
Subsequent, ex. chemo .
« Asian OS: 37.1m

Taiwan NHIA TTF ~16m® Chemotherapy
1. Hochmair M et al. Future Oncol. 2018 Oct. 19; doi:10.2217/fon-2018-0711; 2. Sequist LV et al, ESMO 2017, #1349P; 3. 2019 Journal of Thoracic Oncology, Volume 14, Is
sue 10, S835 - S836; 4. N Engl J Med 2018; 378:113-125; 5. Yi-Long, Wu, et al. 2019 ESMO Asia; 6. Int J Cancer . 2020 Aug 15;147(4):1107-1116. doi: 10.1002/ijc.32841;.7.
Future Oncol. (2020) 16(34), 2799-2808; 8. Cancer Med. 2021 Sep;10(17):5809-5822.; 9. Jung et al. 2021 ASCO. Abstract 9053; 10. Target Oncol. 2020 Aug;15(4):503-512;
11. Sci Rep . 2021 Jun 8;11(1):12084. doi: 10.1038/s41598-021-91657-7. 12. 2021 TSPCCM poster

rereoeemY
Osimertinib (18.9m)*
FLAURA Asia 16.5m5

W




Optimal sequence of EGFR-TKI therapy

- EGFR mutation type

 Brain metastasis
e Reimbursement
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A Multicenter Retrospective Study
on the Prognosis of Stage Il
Unresectable Mutant Non-Small Cell
Lung Cancer With Tyrosine Kinase
Inhibitors Therapy

Ranpu Wu " Shaorong yu??, Jinjun Ye?, Yimin Wa'.ng‘?, Zhiting Ehau‘?, Hongbing Liu T
and Yong Song ™"

81 patients from the Jinling Hospital and the Jiangsu Cancer Hospital
(China)

Stage Ill unresectable mutant NSCLC applied targeted therapy
Retrospective study

A Overall survival B Progression-free survival
First-line treatment
TKI 63 (77.8) 100 100
TKI + chemotherapy 9(11.1) __ _
TKI + radiotherapy 6(7.4) = s
. — c s
TKI + immunotherapy 2 (2.5) § 50 g 50
TKIl+ chemoradiotherapy 1(1.2) S L
\-I_L_.I_|—‘
0 T T T T 1 0 T T T T 1
0 20 40 60 80 100 0 10 20 30 40 50
Time(month) Time(month)
Median OS : Median PFS :

41.47 months (95% Cl 20.11-62.83)

13.87 months (95% Cl 11.66-16.08)

TKIs are a viable option for mutant stage Ill unresectable NSCLC patients

Wu, Ranpu, et al. Frontiers in Oncology (2021): 2624.



ORIGINAL ARTICLE WILEY

Improved survival in patients with unresectable stage I1I d 2 P
EGFR-mutant adenocarcinoma with upfront EGFR-tyrosine - o iy S T ] § e
kinase inhibitors S 80 PR ERRRSE) g W - Groupd 91 [4517.0)
("] (7]
ﬁ 60+ p=0.003 E 60- p=0.017
Stage |l inoperable 5 40- S 401
adenocarcinoma (n=92) 8 -
12
[ S 20 = 20-
1 1 g 0 T L) ] T L T 1 L Ll 1 g c
EGFF(! mut?tion EGFF: wild)type 0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
n=50 n=42 Months Months
, | ) EGFR-TKIs is a better choice for patients with :
Group 1: CCRT Group 2: EGFR-TKI Group 3: CCRT unresectable stage llI EGFR mutant adenocarcinoma
{I'I=1U) (I"I=40) (I"|=4Z) ¥ — Group2 515[249 NR]
— Group 3 24.6 [13.4-NR]
5 80-
. _ S 60-
» Single-center, retrospective study z »
» Treatment was chosen according to physician preference g _\_“—\_
O 204 p=0.021
0 6 12 18 24 30 36 42 43 54 60
PFS (months) 23.6 0.003 Months
Group 1 10 9 6 4 3 1
Group 2 40 38 35 27 24 20 15 9 7 4 4
PFS-2 (months) 13.8 23.6 0.017 Group3 42 31 28 21 15 11 8 6 6 3 3
OS (months) 15.3 51.5 0.021

Wang, Sheng-Yuan, et al. Thoracic cancer (2022).



Article

Durvalumab as Consolidation Therapy in Post-Concurrent
Chemoradiation (CCRT) in Unresectable Stage III Non-Small

Cell Lung Cancer Patients: A Multicenter Observational Study

A. PFS ~§ B. TMDD
1004 - TRarkra §1Dﬂ- :.‘., s~ WTaunknown
' g -
T 80 .1'- o Mutated T 809 ¢ | Wartad
E Hl E * H- -a m [ 1§
a 60+ : \-- -aeom  wE— f 60+ .t —
- (=]
E 404 :‘ [ B I % 40+ : -
& P <0.001 ® = . o
. 20- . o 20+
2 P <0.001
u Ll Ll L] : Ll T L] L L] E u
m L L Ll Ll Ll Ld L L]
§ 10 15 20 25 30 35 40 2 0 5 10 15 20 25 30 35 40
Months [ Months
C. Overall survival (OS)
1”' '.-

g Mo, e

. Eﬂ' -

@ = WT&unknown

E 40- e Mutated

g

201 p=0712
0

0

5 10 15 20 25 30 35 40 45 50
Months

EGFR mutation is an
unfavorable factor for

consolidation durvalumab.

Wang, Chin-Chou, et al. Vaccines 9.10 (2021): 1122.
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ORIGINAL ARTICLE

Durvalumab for Stage Ill EGFR-Mutated NSCLC
After Definitive Chemoradiotherapy

No benefit with consolidation durvalumab

A Hegimen —— CAT wo Durvalumab —— CHT + Durvalumab B Regimen —+— CAHT Alone —— CRT + Durvalumab =+ CHT + EGFR TKI
1.001 1.00 1
0.75- 0.751
= =
= =
a 3
o e
o 0.50 Ea 0.50
w
o o
0.254 Log—rank 0.254 Log—rank
p=0.180 Y p=0.023
0.00 0.00 -
0 6 12 18 24 30 36 0 6 12 18 24 30 36
Months Months
Mo. at risk Mo. at risk
CAT wo Durvalumab 24 18 10 8 6 3 2 CRT Alone 16 10 5 3 1 1 1
CRT + Durvalumab 13 9 4 3 1 0 0
CRT + Durvalumabk 13 9 4 3 1 0 ] CHT + EGFR TKI 8 8 5 5 2 i

Aredo, Jacqueline V., et al. Journal of Thoracic Oncology 16.6 (2021): 1030-1041.



ORIGINAL ARTICLE

[ASLC

Durvalumab for Stage Ill EGFR-Mutated NSCLC
After Definitive Chemoradiotherapy

Table 2. Characteristics of Patients Who Developed Severe irAEs While Receiving Durvalumab (n = 6)

PD-L1 Time From First
Patient EGFR Expression Cycle(s) of Cycle of Durvalumab to CTCAE Required Required High- PFS From CRT
MNa. Mutation Coalterations (% TP5) Durvalumab irAE Onset, d irAE e Hospitalization? Dose Steroids? Completion, mo
1 L858R  TPS3™" ApCc™t 0 9 120 Pneir P&;s Yes Yes 21.5
2 Exon 20 CTNNB1™, 0 1 2 - g \\ 3 Yes Yes 12.0
insertion L2AF1™ \’ o
3 L858R  TP53™Ut, ATM™" 20 6° 161 e(\c‘ <umonitis 2 Yes No” 7.6
EGFR amp Q\)
4 L&58R SMA DA™ 1 5 ‘(e Myocarditis 3 Yes Yes 16.3 (censored)
5 Exon 19 TP53™" 100 14 \g\\ vl Hepatitis 2 Yes Yes 8.5
deletion “
(<] Exon 19 Mot tested a0 2 ~20° Colitis 3 Yes Yes 10.3
deletion

Aredo, Jacqueline V., et al. Journal of Thoracic Oncology 16.6 (2021): 1030-1041.



Current Trial Report

l @ Check for updates

Osimertinib Maintenance After Definitive
Chemoradiation in Patients With Unresectable

. o« e . Actual Study Start Date @ July 19, 2018
EGFR MUtatlon POSltIVC Stage ;[II Non Small_cell Estimated Primary Completion Date @ :  January 31, 2023
LUﬂg Caﬂcer: ]_AURA Trlal 1N Pr()g['ess Estimated Study Completion Date @ :  June 29, 2026

- Part Il screening Q)
Part | screening: bt St Confirmed eligibility <é )
determination of EGFRm* @ 9“9"’":;3’8":3';';'“3“"" (ej Scd ahdomivation Treatment and follow-up

Post-CRT imaging: CR, PR, SD!

Open-label osimertinib

Osimertinib Optional:
N=200 80 mg QD Post-progression,
cCRT patients _rgceiving
Patients 218 years Following CRT 033:3‘;:2’ g:‘ay
(220 years in Japan) randomization 2:1 Until objective open-label osimertinib Post-progression
with stage [IIA/IIB/IC (osimertinib vs. placebo) radiological disease followed for
EGFRm NSCLC - progression by BICR PFS2* TFST,
(Ex19del or L858R) Stratification: :
S IFER Ol}; per RECIST v1.1 Open-label osimertinib TSST, and OS
Curative intent CCRT versus sCRT Optional:
sCRT Stage IlIA versus stage [I1B/1IIC Post-progression,
China versus non-China patients receiving
Placebo placebo may receive

open-label osimertinib
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NCCN Guidelines Index
Table of Contents
Discussion

SYSTEMIC THERAPY FOR ADVANCED OR METASTATIC DISEASE®bPc

ADENOCARCINOMA, LARGE CELL, NSCLC NOS (PS 0-1)
No contraindications to PD-1 or PD-L1 inhibitors®
Preferred

* Pembrolizumab/carboplatin/pemetrexed (category, 1}1'2""
» Pembrolizumab/cisplatin/pemetrexed (category 1)%

Other Recommended

» Atezolizumab/carboplatin/paclitaxel/bevacizumab® (category -

. Atezolizumab!carbopl%i&ﬂalbumin-l:uound paclitaxel™®

* Nivolumablipilimumab~

. NivoIurnab!ipﬁilimumab!pemetrexed![carboplatin or cisplatir
{category 1) >*

Contraindications to PD-1 or PD-L1 inhibitors?

Useful in Certain Circumstances

» Bevacizumab®/carboplatin/paclitaxel ICflEeggﬁ[y 1]7'9'h'i

. Bevacizumabe.l'carhoplatinfpemetrexgegh :

» Bevacizumab®/cisplatin/pemetrexed

~ s a_we o wna — a0

Contraindications for treatment with PD-1/PD-L1 inhibitors
« Active or previously documented autoimmune disease

« Current use of immunosuppressive agents

« Presence of an oncogene (eg. EGFR exon 19 deletion or L858R,
ALK rearrangements)

ADENOCARCINOMA. LARGE CELL. NSCLC NOS (PS 2)
Preferred
. (:'.:qu:u::r:ulatir*1!|::nen1e':re:nuwl16

Other Recommended

. Carhoplatin!alhumin-b1oun:l paclitaxe
* Carboplatin/docetaxel 1

. Carhoplatin!etoposide12’13

« Carboplatin/gemcitabi 14
« Carboplatin/paclitaxel

ADENOCARCINOMA, LARGE CELL, NSCLC NOS (PS 3-4)
Best supportive care See NCCN Guidelines for Palliative Care

123,24

# Albumin-bound paclitaxel may be substituted for either paclitaxel or docetaxel in patients whao
have experienced hypersensitivity reactions after receiving paclitaxel or docetaxel despite
Eremedi{:aﬁon. or for patients where the standard premedications (ie, dexamethasone, H2

lockers, H1 blockers) are contraindicated.

b Carboplatin-based regimens are often used for patients with comorbidities or those who cannot
tolerate cisplatin.

& If firstine systemic therapy completed before treatment for an actionable mutation, and
disease has progressed, see Subsequent Therapy NSCL-K 4 of 5.

T RWeTLE

* Gemecil
+« Gemcit
+ Gemcit _ Maintenance Therapy NSCL-K 3 of §
- paclka Subsequent Therapy NSCL-K 4 of 5

References

¢ Contraindications for treatment with PD-1/PD-L1 inhibitors may include active or previously
documented autoimmune disease andfor curent use of immunosuppressive agents, or
presence of an oncogene f{Ti&, EGFR exon 19 deletion or L858R, ALK rearrangements), which
would predict lack of benefit.

¢ if nroaression on PN-1/PND-1_1 inhibitor_nsing a PN-1/PN-1 1 inhibitor is not recommended

f An FDA-approved biosimilar is an approprate substitute for bevacizumab.

9 Bevacizumab should be given until progression.

h Any regimen with a high risk of thrombocytopenia and the potential risk of bleeding should be

- used with caution in combination with bevacizumab.

' Criteria for treatment with bevacizumab: non-squamous NSCLC, and no recent history of
hemoptysis. Bevacizumab should not be given as a single agent, unless as maintenance if
inttially used with chemotherapy.

Continued

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged. NSCL-K
10F5

Wersion 12022, 120721 & 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines® and this ifustration may not be reproduced in any fomn without the express written permission of NCCH.



JAMA Oncology | Original Investigation

Clinical and Molecular Characteristics Associated With Survival

Among Patients Treated With Checkpoint Inhibitors
for Advanced Non-Small Cell Lung Carcinoma
A Systematic Review and Meta-analysis

IE‘ EGFR wild-type and mutated subgroups

Hazard Ratio

Trial (95% CI)

EGFR wild-type
0AK 0.69(0.57-0.83)
CheckMate 057 0.66 (0.51-0.85)
Keynote 010 0.66 (0.55-0.79)
POPLAR 0.70(0.47-1.04)
Subtotal 0.67 (0.60-0.75)

Heterogeneity: x4=0.18, P=.98; [2=0%

Test for overall effect: z=6.94 (P <.001)
EGFR mutated

0AK

CheckMate 057

Keynote 010

POPLAR

Subtotal

Heterogeneity: x4=0.69, P=.88; [2=0%

Test for overall effect: z=0.61 (P=.54)
Total

Heterogeneity: x3=8.90, P=.26; 2=21%

Test for overall effect: z=6.37 (P <.001)

1.24(0.71-2.18)
1.18 (0.69-2.02)
0.88 (0.45-1.72)
0.99 (0.29-3.40)
1.11(0.80-1.53)

0.71(0.64-0.79)

Test for subgroup differences: x2=8.03, P=.005; [2=87.6%

Favors PD-1/PD-L1 ' Favors

Inhibitor = Docetaxel Weight, %

= 32.6

— 16.2

- 335

— 7.1

< 89.4

3.5

3.9

2.5

; 0.7

-~ 10.6

@ 100

[ I I L I| I I 1
0.2 1.0 4.0

Hazard Ratio (95% Cl)

Lee, Chee Khoon, et al. JAMA oncology 4.2 (2018): 210-216.



Immune checkpoint inhibitors for patients with
advanced lung cancer and oncogenic driver
alterations: results from the IMMUNOTARGET registry

(n=37) BRAF
(n=32) MET
(n=246) KRAS

(m=27) HER2

(n=19) ALK
(n=16) RET

(n=6) ROS1

Table 2. PFS according to primary oncogenic driver from initiation of I(l

Percent of patients
N sD

. PD

EVT/N Median PFS [95% Cl] (months) 6-month PFS [95% Cl] 12-month PFS [95% Cl]

KRAS 208/271 32[27:45] 379([32.1;498] 2560202 31.3]

EGFR 117/125 21[1.8 27] 184 [12.1; 256) 64 [2.7;12.1]

BRAF 34/43 31018 46 32.1[18.3; 46.6] 1801[7.2;32.7]

HER2 23/29 251018 35] 22.7 [89;40.2] 13.6 [3.6; 30.1]

MET 26/36 340.7;,6.2 36.5 [20.7; 52.4] 23.4[106; 39.0]

ALK 21/23 25101537 11.8 [22;30.2] 59[04;23.0]

ROS1 - - - -

RET 15/16 2101347 14.1 [2.3;35.9] 70[04; 27.1]

EVT, event; N, number.

ORR: 12.1%, median PFS 2.1 months

Mazieres, J., et al. Annals of Oncology 30.8 (2019): 1321-1328.
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Check for
updates
Efficacy of anti-PD-1 antibodies in NSCLC patients with an EGFR
mutation and high PD-L1 expression
1.0 | median PFS |
= PD-L1 High, EGFR mutation +
0.6~ - 5.3 months (95% CI, 1.3 to 12.4)
[ ' = = = PD-L1 High, EGFR mutation -
S . - 8 3 months (95% CI_6 0 t0 11.7)
D — 0.6 T N L PD-L1 Low, EGFR mutation +
o5 P - 1.6 months (95% CI, 1.3 to 2.5) - . i
2 : — - POLT Low. EGFR mutaton = Pgtlents with EGFR m.utated NSCLC and
c S 0s ] ‘l.|,‘Il Sy, > 3:8months (95% Cl, 2.5 10 5.9) higher PD-L1 expression received a
28 747 R TH e U T I R TIR greater benefit of treatment with PD-1
= 1 =h inhibitors in terms of ORR and PFS than
a 02 AT | patients with low PD-L1 expression.
1 - Lo-—-- =l L.
0 1 | | 1 I 1 | 1 '
0 5 10 15 20 25 30 35
No. at risk Time (month)
PD-L1 High,EGFR+ 17 7 4 2 1 1 1 0
PD-L1High,EGFR- 136 74 32 22 12 7 4 1
PD-L1 Low, EGFR+ 18 1 1 1 1 0 0 0
PD-L1Low, EGFR- 92 37 17 8 5 5 2 1

Masuda, Ken, et al. Journal of Cancer Research and Clinical Oncology 147.1 (2021): 245-251.
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Characteristics of patients with EGFR-mutant non-small-cell lung
cancer who benefited from immune checkpoint inhibitors

multi-institutional, retrospective, cohort study
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Progression free survival

The duration of the response to prior
EGFR-TKIs and PD-L1 expression could be
predictive markers in ICl therapy for
E£GFR-mutant NSCLC patients
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Ichihara, Eiki, et al. Cancer Immunology, Immunotherapy 70.1 (2021): 101-106.



Treatment options for EGFR-mutant NSCLC patients

 RT field
2N XY | « General condition
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« PD-L1 expression
« EGFR-TKI efficacy
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