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PROGRESS IN LUNG CANCER TREATMENT IMMUNOTHERAPY

NEXT-GENERATION
TARGETED THERAPY

A

TARGETED THERAPY
PLUS CHEMOTHERAPY

TARGETED
THERAPY

CHEMOTHERAPY
COMBINATIONS

CHEMOTHERAPY

RADIATION

SURGERY

2000s PRESENT




|NS|GHT When is Immunotherapy the Right
rom DANA-FARBER ~ Treatment for Lung Cancer?

CANCER INSTITUTE
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"dramatic transformation

“Today, nearly half of all patients presenting
with lung cancer can be initially treated

with targeted agents or immunotherapy
rather than chemotherapy.”

"The estimated three-year survival rates are 17 percent
and the curve remains relatively flat out toward five years,’

Bruce Johnson, MD
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“dramatic transformation”

“Today, nearly half of all patients presenting
with lung cancer can be initially treated
with targeted agents or immunotherapy
rather than chemotherapy.”

“The estimated three-year survival rates are 17 percent
and the curve remains relatively flat out toward five years,’
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| B Chemotherapy B Combination with genomically
B Genomically targeted therapy targeted agent and immune
B Immune checkpoint therapy checkpoint therapy

Cell 2015 161(2) P205-214
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Surgery + Adjuvant Chemotherapy
Neoadjuvant Chemotherapy




5-year NSCLC survival rates by stage at diagnosis® B-year survival’ % at diagnosis22

100%

Stage | Ll i 26%

—  80% \
2 \
S oo%- ' B Stage Il EEE1A
n
z" 40% — - T "
2 Sjele Y[ 13-36"

20% - — S

o | | . — Stage IV <1-10%
0 1 5 3 4 5 (metastatic)

Lung cancer is responsible for the largest number of cancer deaths (more than 1.7 million/year) worldwide3

The overall 5-year survival rate for lung cancer is 18% and varies by stage?
NSCLC represents 85% of all lung cancer cases*
Approximately 30% of patients with NSCL present with resectable disease at diagnosis®’

Adapted from Global Data. 2016.
aDiagnosis statistics based on 7 major market countries (EU5, US, and Japan).

EU-5 = European Union Five (France, Germany, ltaly, Spain, and United Kingdom); NSCLC = non-small cell lung cancer; US = United States.

1. Deslypere G et al. Ther Adv Med Oncol. 2018;10:1758835918772810. 2. GlobalData EpiCast. NSCLC Epidemiology Forecast to 2025. Nov. 2016. 3. World Health Organization. Cancer. 2018.
Accessed May 20, 2020. 4. Cancer.org. Available at: https://www.cancer.org/content/dam/cancer-org/cancer-control/en/cancer-types/non-small-cell-lung-cancer-complete.pdf. Accessed May 14,
2020. 5. Datta D et al. Chest. 2003;123:2096-2103. 6. Le Chevalier et al. Ann Oncol. 2010;21:vii196-vii198. 7. Cagle PT et al. Arch Pathol Lab Med. 2013;137:1191-1198.



Adjuvant Platinum-Based Doublet Chemotherapy is Standard of Care in Patients with
Resected Stage II-lll NSCLC and Select Patients with Stage IB Disease

LACE pooled analysis of 5 randomized adjuvant cisplatin Meta-analysis of randomized adjuvant chemotherapy
trials performed since 1995 (n=4584) trials performed since 1965 (n=8447)3
100 Chemotherapy  —e— No chemotherapy 100 —Fom Events n

- S alone 1729 4142
S+CT 1594 4305

15~ S-year survival 75 -
benefit of 5.4%

Survival (%)
(@)
o
|
Survival (%)
(@)
)
|

- E 4% increase in
25 _ : 25 _ E survival at 5 years
: HR 0.89 (95% CI 0.82, 0.96); p=0.005 : o HR 0.86 (95% C10.81, 0.92); p<0.0001
I I I I I I I I I I I I I I
0 1 2 3 4 5 26 0 1 2 3 4 5 6 7 8
Time from randomization (years) Time (years)

Number at risk
S alone 4142 3648 3102 2584 2083 1601 841 407 148
4305 3809 3261 2746 2278 1785 936 473 165

Results from large randomised trials*° and meta-analyses?2 have shown a statistically

significant OS benefit (~5% at 5 years) only in patients with stage Il-lll disease

Cl = confidence interval; CT = chemotherapy; HR = hazard ratio; NSCLC = non-small cell lung cancer; PORT = postoperative radiotherapy; RT = radiotherapy; S = surgery.

1. Kris MG et al. J Clin Oncol. 2017;35:2960-2974. 2. Pignon JP et al. J Clin Oncol. 2008;26:3552-3559. 3. NSCLC Meta-analyses Collaborative Group.
Lancet. 2010;375:1267-1277. 4. Arriagada R et al. N Engl J Med. 2004;350:351-360. 5. Winton T et al. N Engl J Med. 2005;352:2589-2597.



Regional / locally advanced disease
Stage II° Stage III°

45% chance of 62% chance of 76% chance of
recurrence or death recurrence or death recurrence or death

aMedian follow-up: 5.2 years, data based on AJCC Staging Manual 6th edition.
Pignon JP et al. J Clin Oncol.

Chouaid C et al. Lung Cancer. 2018;124:310-316.



Following IDMC recommendation, the study was unblinded at a trial level two years
early due to evidence of efficacy benefit. At the time of unblinding, the study had

ADAURA: Stu dy Desig n completed enroliment and all patients were followed up for at least 1 year.

\

Phase |ll, double-blind, randomized, placebo-controlled, multicenter study

Patients with completely resected

Stage? IB, II, lIA NSCLC, with or

without adjuvant chemotherapy®

Key inclusion criteria:

» 218 years (Japan / Taiwan: 220)

 WHO performance status 0/ 1

» Confirmed primary non-
squamous NSCLC

 Ex19del / L858R®

* Brain imaging, if not completed
pre-operatively

* Complete resection with negative
margins®

« Maximum interval between

surgery and randomization:

— 10 weeks without adjuvant chemotherapy
— 26 weeks with adjuvant chemotherapy

—

Data cut-off: January 17, 2020.

Primary Endpoint:

* DFS, by investigator
assessment, in stage
[I/1lIA patients®

Osimertinib
80 mg, once daily

Stratification by:
Stage (IB vs Il vs 1lIA)

Secondary Endpoints:

* DFS in the overall

EGFRm (Ex19del vs L858R) populationf

Race (Asian vs non-Asian)

* OS

Placebo - HRQoL
Planned treatment duration: 3 years once dalily
. : « Safety
Treatment continues until: _
- Disease recurrence, treatment completed, or discontinuation Exploratory Endpoints:
criterion met - Sites of recurrence
Follow up:

- Until recurrence: week 12 and 24, then every 24 weeks to 5 years, [ Time to CNS recurrence

then yearly after recurrence: every 24 weeks for 5 years, then yearly

Upon early unblinding cross-over was allowed after confirmed disease recurrence

AJCC = American Joint Committee on Cancer; CNS = central nervous system; CT = computed tomography; DFS = disease-free survival; EGFRm = epidermal growth factor receptor mutation
positive; ex19del = exon 19 deletion; HR = hazard ratio; IDMC = Independent Data Monitoring Committee; HRQoL = health-related quality of life; NSCLC = non-small cell lung cancer; OS =

overall survival;

PS = Performance status; WHO = World Health Organization.

aAJCC 7th edition; postsurgical, pathology-based. PPrior, post, or planned radiotherapy was not allowed. Centrally confirmed in tissue. 9Patients received a CT scan after resection and within
28 days prior to treatment. ®Designed for superiority under the assumed DFS HR of 0.70. 'Stage IB / Il / llIA.

Wu Y-L et al. N Engl J Med 2020; 383:1711-1723.



Following IDMC recommendation, the study was unblinded at a trial level two years
early due to evidence of efficacy benefit. At the time of unblinding, the study had

ADAURA: study Design p enroliment and all patients were followed up for at least 1 year.

Phase lll, double-blind, randomized, placebo-controlled, multicenter study Tty B

« DFS, by investigator
assessment, in stage
1I/IIIA patientse

Patients with completely resected
Stage? IB, II, 1A NSCLC, with or

Osimertinib
80 mg, once daily

without adjuvant chemotherapy®

Stratification by: Secondary Endpoints:

Key inclusion criteria: ) Stage (IB vs Il vs lllA) DES i f
« 218 years (Japan / Taiwan: 220) EGFRm (Ex19del vs L858R) Imt' ef overa
« WHO performance status 0/ 1 Race (Asian vs non-Asian) population

« Confirmed primary non- «0S

squamous NSCLC Placebo - HRQoL
- o R LR Planned treatment duration: 3 years once daily
> il i) i et camiE e Treatment continues until: ORI
- pre-operatively - Disease recurrence, treatment completed, or discontinuation Exploratory Endpoints:

. Complete resection with negative criterion met . Sites of recurrence
marglnsd . Follow up:

* Maximum interval between « Until recurrence: week 12 and 24, then every 24 weeks to 5 years,

then yearly after recurrence: every 24 weeks for 5 years, then yearly

« Time to CNS recurrence

surgery and randomization:
— 10 weeks without adjuvant chemotherapy
— 26 weeks with adjuvant

4 Upon early unblinding cross-over was allowed after confirmed disease recurrence
a e a e a e Data cut-off: January 17, 2020.
AJCC = American Joint Committee on Cancer; = central nervous system; = DFS = di free survival; EGFRm = epidermal growth factor receptor mutation
positit xon 19 ion; HR = ard rati IC = a itoring C
overal
= = Worl
i lo

; g pt
HRQoL = health-related quality of life; NSCLC = non-small cell lung cancer; OS =

t, or planned radiotherapy was not allowed. °Centrally confirmed in tissue. “Patients received a CT scan after resection and within
e assumed DFS HR of 0.70. 'Stage IB /11 / llIA.

2 year DFS rate, % (95% CI)
— Osimertinib 88 (78, 94) 91 (82, 95) 88 (79, 94)

— Placebo 71 (60, 80) 56 (45, 65) 32 (23, 41)
Overall HR (95% Cl) 0.39 (0.18-0.76) 0.17 (0.08-0.31) 0.12 (0.07-0.20)

1.0 4
0.9 -
0.8 -
S 0.7 - > 2
3 3 3
w «n n
Q @ Q
% 06 - % £
- - :
g 054 @ @
3 3 3
-.‘E 04 - E g,
8 2 8
2 03 2 03 2
g =5 RIS e e—— [
o o o
0.2 - 0.2 -
0.1 — Osimertinib 014 — Osimertinib 014 — Osimertinib
— Placebo — Placebo — Placebo
0.0 1 1 1 1 1 1 1 1 0.0 1 1 1 1 1 1 1 1 1 0.0 1 1 1 1 1 1 1 1
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48
Time from randomization (months) Time from randomization (months) Time from randomization (months)

No. at risk

Osimertinib 106 94 83 71 41 22 9
Placebo 106 97 80 66 37 26 11

0 118 110 91 69 47 28 9 1
118 99 74 49 31 15 7 1

115 109 98 68 50 24 9
119 o1 53 33 20 12 2

N W

-

(> [ o
-
o

* |n the osimertinib arm, 2-year DFS rates were consistent across stages IB, Il, and IlIA disease
« Maturity (overall population: stage IB / Il / llIA) 29%: osimertinib events 12%, placebo events 46%

Data cut-off: January 17, 2020.
Cl = confidence interval; DFS = disease-free survival; HR = hazard ratio.
Wu Y-L et al. N Engl J Med 2020; 383:1711-1723



Chouaid C et al. Lung Cancer. 2018;124:310-316.

Following IDMC recommendation, the study was unblinded at a trial level two years
early due to evidence of efficacy benefit. At the time of unblinding, the study had

ADAURA: Study Design p enroliment and all patients were followed up for at least 1 year.

Phase lll, double-blind, randomized, placebo-controlled, multicenter study

Primary Endpoint:
« DFS, by investigator
assessment, in stage
1I/IIIA patientse

Patients with completely resected

Osimertinib

Stage? IB, Il, llIA NSCLC, with or 80 mg, once daily

without adjuvant chemotherapy®

Stratification by: Secondary Endpoints:

Key inclusion criteria: ) Stage (IB vs Il vs lllA) DES i f
« 218 years (Japan / Taiwan: 220) EGFRm (Ex19del vs L858R) Imt' ef overa
« WHO performance status 0/ 1 Race (Asian vs non-Asian) population

« Confirmed primary non-
squamous NSCLC Placebo
« Ex19del / L858R*

- 0S
* HRQoL

Planned treatment duration: 3 years once daily
+ Brain imaging, if not completed Treatment continues until: Y PEEEY
pre-operatively - Disease recurrence, treatment completed, or discontinuation Exploratory Endpoints:

« Complete resection with negative
marginsd
« Maximum interval between

surgery and randomization:
— 10 weeks without adjuvant chemotherapy
— 26 weeks with adjuvant )

criterion met - Sites of recurrence
Follow up:
« Until recurrence: week 12 and 24, then every 24 weeks to 5 years,
then yearly after recurrence: every 24 weeks for 5 years, then yearly

« Time to CNS recurrence

’ Upon early unblinding cross-over was allowed after confirmed disease recurrence

Data cut-off: January 17, 2020.

n Joint Committee on Cancer; CNS = central nervous system; CT = ; DFS = di free survival; EGFRm = epidermal growth factor receptor mutation
R = hazard ratio; IDMC = Data itoring C i HRQoL = health-related quality of life; NSCLC = non-small cell lung cancer; OS =

AJCC

positive = exon 19 deletion; Hl

overal

PS e status; WHO = World Health Organization.

3AJCC Tth edition; postsurgical, pathology-based. ®Prior, post, or planned radiotherapy was not allowed. “Centrally confirmed in tissue. Patients received a CT scan after resection and within
28 days prior to treatment. °Designed for superiority under the assumed DFS HR of 0.70. 'Stage 1B / 1l / llIA.

Wu Y-L etal. N Engl J Med 2020; 383:1711-1723.

100 - Patient disposition?

B DFS event
B No DFS event

90 -
80 -
70 -

60 - Type of disease recurrence

50 - B Distantt recurrence

B Local/regional®recurrence only

Patients (%)

40 -
30 -
20 -
10 -

Osimertinib Disease recurrence Placebo Disease recurrence
(n=339) (n=37) (n=343) (n=157)

Data cut-off: January 17, 2020.
CNS = central nervous system.

aPatient disposition at time of data cut-off; ®Includes patients with distant recurrence only and those with distant and local/regional recurrence. Distant recurrence is defined

as spread of disease beyond the area of the tumour bed, hilum or mediastinal lymph nodes (diagnosed by radiological examination and/or histopathological confirmation);

°Defined as recurrence In the area of the tumour bed, hilum or mediastinal lymph nodes (cytologically/histologically confirmed). There were two incidences of death in the absence of disease
recurrence (any site); these patients are excluded from the analysis of site of recurrence.

Wu Y-L et al. N Engl J Med 2020; 383:1711-1723 (Supplementary)



ADAURA: CNS DFS in the Overall Population

97%

0.8 -

0.7 -

0.6 -

0.5 -+

Probability of CNS disease-free survival

|
|
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I
|
I
I
I
I
|
I
I
I
I
i
I
I
0.4 - :
I
|
I
i
I
I
I
|
I
|
I
i
I
1

0.0 , ,

et

0 6 12 18 30

N
NS

Time from randomisation
(months)

Osimertinib 339 313 272 209 138 74 28
Placebo 343 288 208 149 88 X 20

No at risk

Data cut-off: January 17, 2020.

Cl = confidence interval; CNS = central nervous system; DFS = disease-free survival; HR = hazard ratio; NC = not calculable.

42

Following IDMC recommendation, the study was unblinded at a trial level two years
early due to evidence of efficacy benefit. At the time of unblinding, the study had
r. ted it I

nroll t and all patients were foll d up for at least 1 year.

ADAURA: Study Design

Phase lll, double-blind, randomized, placebo-controlled, multicenter study

Patients with completely resected

Osimertinib
Stage IB, II, llIA NSCLC, with or Sl

80 mg, once daily

without adjuvant chemotherapy®
Stratification by:

Key inclusion criteria: Stage (IB vs Il vs llIA)

« 218 years (Japan / Taiwan: 220) EGFRm (Ex19del vs L858R)
* WHO performance status 0/ 1 Race (Asian vs non-Asian)

« Confirmed primary non-
squamous NSCLC Placebo

« Ex19del / L858R°

< Brain imaging, if not completed
pre-operatively

« Complete resection with negative
marginsd

« Maximum interval between
surgery and randomization:

i j hemotherapy

Planned treatment duration: 3 years once daily

Treatment continues until:

« Disease recurrence, treatment completed, or discontinuation
criterion met

Follow up:

— 10 weeks without adjuv:
— 26 weeks with adjuvant

« Until recurrence: week 12 and 24, then every 24 weeks to 5 years,
then yearly after recurrence: every 24 weeks for 5 years, then yearly

Primary Endpoint:
« DFS, by investigator
assessment, in stage
1I/IIIA patientse

Secondary Endpoints:
« DFS in the overall
populationf

- 0S
* HRQoL
« Safety
Exploratory Endpoints:
« Sites of recurrence

« Time to CNS recurrence

J Upon early unblinding cross-over was allowed after confirmed disease recurrence

Treatment Median DFS, months

(95% ClI)
NR (39-NC)
48.2 (NC-NC)
HR (95% CI) 0.18 (0.10, 0.33); p<0.0001

Maturity 7%:
osimertinib 2%, placebo 11%

arms

Osimertinib
Placebo

aMaturity 7%: osimertinib 2%, placebo 11%. PDeath in absence of CNS disease recurrence, or death within two visits of baseline where the patient has no evaluable assessments or no
baseline data. °Defined as the probability of observing a CNS recurrence event, conditional on the patient not experiencing a competing risk event (non-CNS recurrence and death by any

cause) by time t.
Wu Y-L et al. N Engl J Med 2020; 383:1711-1723

ival; EGFRm = epidermal growth factor receptor mutation
ISCLC = non-small cell lung cancer;

ived a CT scan after resection and within




Surgery + Adjuvant Chemotherapy
EGFR + Tagrisso / ALK + Alectinib

Neoadjuvant Chemotherapy +
Surgery

Stage /A



Neoadjuvant Concurrent Chemoradiation?
Or
Definitive Concurrent Chemoradiaton?

Or

Neoadjuvant Chemotherapy?

Stage llIA



Localized disease Ocult Systemic disease . Systemic disease
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Ocult Systemic disease
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StagelllA Stage llIB

Locally Advanced

The prognosis after surgery alone
remains poor

;. Systemic therapy is required
despite locally advanced disease

Definitive CCRT+Durvalumab



OS IN PATIENTS WITH PD-112 1%’

Median
0S (95% Cl), months
1.0 - | IMFINZ!  63.1(43.7-NR)
86.5% Placebo 29.6(17.7-44.7)
5 . e P e e AR B
0.8 - ; 72.9%
& 61.9"
2 06 - 4 : 54.9* 50,1 %
= ; ® | e
= j 53.7% — IMFINZI
£ 044 5 = |
: 45-3"’/" 38 Y,
; 1% 3 6 | go/o Placebo
0.2 - | .

;1 3 6 9 12015 18 210242027 30 33536139 4 45 48 51 54 57 60 63 66 6 12 15
months months months months months
(pamtbes) (preagectiod) [pesd boe) (post hee) (pestbea)

Time from randomization (months)
Number of patients at risk

IMFINZI 212 208 193 186 178 171 165 156 146 141 132 129 124 118 117 114 109 105 103 98 74 52 29 14 1 0
Placebo 91 81 75 67 64 58 52 47 45 44 41 38 38 37 36 33 31 31 30 29 24 14 8 o 2 0

Spigel D et al. Online ahead of print. J Clin Oncol. 2022.



EGFR Mutation Postive
PD-L1 Negative

Neoadjuvant Concurrent Chemoradiation?
Or

Definitive Concurrent Chemoradiaton?

Stage llIA



ADAURA: Study Design

Phase lll, double-blind, randomized, placebo-controlled, multicenter study

Primary Endpoint:

* DFS, by investigator
assessment, in stage
[I/IlIA patients®

Patients with completely resected Osimertinib

80 mg, once daily

Stage? IB, II, llIA NSCLC, with or
without adjuvant chemotherapy®

Stratification by:

Key inclusion criteria: Stage (IB vs Il vs lllA) Seco.ndary Endpoints:
« 218 years (Japan / Taiwan: 220) EGFRm (Ex19del vs L858R) * DFSin .thef overall
« WHO performance status 0/ 1 Race (Asian vs non-Asian) population
* Confirmed primary non- e OS
squamous NSCLC Placebo » HRQoL
* Ex19del / L858Re Planned treatment duration: 3 years once daily

» Safety

ivel Treatment continues until: .
RIS opetaivey . _ - Disease recurrence, treatment completed, or discontinuation Exploratory Endpoints:
. Complete resection with negative eriterion et  Eites of Faclrence
marginse Follow up:

« Brain imaging, if not completed

« Maximum interval between  Time to CNS recurrence

surgery and randomization:

— 10 weeks without adjuvant chemotherapy
R - 26 weeks with adjuvant chemotherapy

~ Upon early unblinding cross-over was allowed after confirmed disease recurrence

* Until recurrence: week 12 and 24, then every 24 weeks to 5 years,
then yearly after recurrence: every 24 weeks for 5 years, then yearly




ADAURA: Study Design

Phase lll, double-blind, randomized, placebo-controlled, multicenter study

Primary Endpoint:
« DFS, by investigator
assessment, in stage
II/IlIA patients®

Patients with completely resected

Osimertinib

Stage? IB, II, llIA NSCLC, with or 80 mg, once daily

without adjuvant chemotherapy®

Stratification by: Secondary Endpoints:

Key inclusion criteria: ) Stage (B vs Il vs lllA) (e i
« 218 years (Japan / Taiwan: 220) EGFRm (Ex19del vs L858R) Imt' e'overa
. WHQ perforn:\ance status 0/ 1 Race (Asian vs non-Asian) population

+ Confirmed primary non- «0S

squamous NSCLC Placebo

» Ex19del / L858R°

+ Brain imaging, if not completed
pre-operatively

« Complete resection with negative
margins?

* Maximum interval between

‘ * HRQoL

Planned treatment duration: 3 years once daily

. . « Safety

Treatment continues until: .

« Disease recurrence, treatment completed, or discontinuation Exploratory Endpoints:
criterion met » Sites of recurrence

Followiup: * Time to CNS recurrence
TS  Until recurrence: week 12 and 24, then every 24 weeks to 5 years,
surgery and randomization:

— 10 weeks without aduvant chemotherapy then yearly after recurrence: every 24 weeks for 5 years, then yearly

— 26 weeks with adjuvant
iz} t a e ) ) Upon early unblinding cross-over was allowed after confirmed disease recurrence
=]

Stage IB Stage |l Stage IIIA

2 year DFS rate, % (95% CI)
— Osimertinib 88 (78, 94) 91 (82, 95) 88 (79, 94)

— Placebo 71 (60, 80) 56 (45, 65) 32 (23, 41)
Overall HR (95% Cl) 0.39 (0.18-0.76) 0.17 (0.08-0.31) 0.12 (0.07-0.20)

10 = 10 -
09 - e 09 -
L L -t
08 - # & t # 08 =
3 3 3
0.7 = s—t 1 S 0.7 = s
Tt E 3
3 064 8 06 g
= = =
: : :
05 = 05 =
B 3 @
3
— —
° ° °
g 0.4 — g 04 - g
E & §
8 03- 2 034 ; ) 3
a o g ' a
02 - 02 -
014 — Osimertinib 014 — osimertinib 0.1 4 — Osimertinib
- Placebo - Placebo - Placebo
0.0 T T T T T T T \ 0.0 T T T T T T T T ) 0.0 T T T T T T T \
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48
Time from randomization (months) Time from randomization (months) Time from randomization (months)

No. at risk

Osimertinib 106 94 83 71 41 22 9
Placebo 106 97 80 66 37 26 11

115 109 98 68 50 24 9 1 0
119 91 93 33 20 12 2 0

118 110 91 69 47 28 9 1
118 99 74 49 31 15 7 1

N W
- O
= B =

Wu Y-L et al. N Engl J Med 2020; 383:1711-1723



ADAURA: Overall Survival in Stage Il/lllA Patients

» Median follow-up: osimertinib 26.1 months, placebo 24.6 months

ADAURA: Study Design

Phase lll, double-blind, randomized, placebo-controlled, multicenter study

* OS was immature; 9 patients died in the osimertinib arm and 20 patients died in the placebo arm

No. at risk

Osimertinib
Placebo

Probability of disease-free survival

0.5

0.4 4

0.3

0.2+

0.1

- Osimertinib

- Placebo

0.0

233
237

229
231

221
222

I | I |
18 24 30 36

Time from randomization (months)

192 137 82 39
190 127 68 31

42

10
11

Treatment Median DFS, months
arms (95% CI)

Osimertinib NR (NC-NC)
Placebo NR (NC-NC)

HR 0.40 (99.98% CIl, 0.09-1.83)
Maturity 5%

There were a small number of
deaths in stage IB patients:?

osimertinib 1 death,
placebo 2 deaths

Wu Y-L et al. N Engl J Med 2020; 383:1711-1723 (Supplementary)’



Stage IV of Lung Cancer

M1a

Malignant pleural
effusion/nodule(s)

Primary
tumour Contralateral
pulmonary

nodule(s)

Malignant pericardial
effusion/nodule(s)

Distant metastases:

Brain

Distant nodal
metastases
(those beyond the
regional nodes)

Bone

. Adrenal
Liver
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Alkylating Agents

Cl,  .NH;
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Alkylating Agents

n Cytosine
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intrastrand crosslink
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interstrand crosslink




Nucleoside Analog

NH,

LA =5 RADIATION!
NH, ?J *)\o.. s
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| ‘3' END !

Gemcitabine

Reduced DNA POLYMERASES Increased incorporation

ULl EIBLIE  Allow incorporation of deoxynucleotides el EuleiEl =
deoxycytidine nucleotide during DNA replication hucleotide




Microtubules - Antimitotic Drugs

a- and B-tubulin Microtubule Microtubule
heterodimers nucleus

Polymerization - Vinca Alkaloids

—_——

Depolymerization - Taxanes




Antimitotic Drugs - Taxenes

Tubulin with docetaxel

Tubulin
breakdowm

4

Tubulin
fo:mn(uy

‘ Tubulin

\ormation

Docetaxel

Normal tubulin formation




Survival (%)

100

30

60

40

20

— Cisplatin and paclitaxel
------ Cisplatin and gemcitabine
-=-=-=Cisplatin and docetaxel
=== Carboplatin and paclitaxel

Mg
M
e st ﬂ""":‘;‘# .
| | | —
10 20 30 40
Month

Time to Progression (%)

Comparison of Chemotherapy Regimens

Cisplatin and paclitaxel
------ Cisplatin and gemcitabine
-=-==Cisplatin and docetaxel

1 -== Carboplatin and paclitaxel

5 10 15 20 25 30
Month

Schiller JH et al. N Eng J Med. 2002;346:92-8

Median Survival Time ~ 8 months




Year 2004

Antifolates - Pemetrexe
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Antifolates - Pemetrexed

PLASMA \UEAZ2DE

® In order for Folk

A = Dihydrofolate - Acid to be taken
" Folic Acid > (No known biological activity) into the call, it
ol . ‘ must be converted
' {nactive Synthetic Pro-drug) H OHF Reductase ¢4 1. Methyifolate.

_ Tetrahydrofolate
o known biological activity)

------

10-Formyl
peer Laiie Tetrahydrofolate
i L-Methylfolate Qe Ntz {Folinic Acid)
af . 5,10-Methylene S—

. (Active Folate) :
e | Purines

W Tetrahydr
T ® Only reduced folates
are fu nctionaland are
essentlal for DNA

blosynthesis cycle.

PLASMA
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Antifolates - Pemetrexed
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DNA and RNA
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Hallmarks of Cancer Year 2000

Self-sufficiency in
growth signals
» QL20r
Evading Insensitivity to Ny i@u"’
apoptosis anti-growth signals 7 & ° ,’

Sustained Tissue invasion
angiogenesis & metastasis




Hallmarks of Cancer Year 2010

Sustaining Evading
Aerobic glycolysis proliferative growth
inhibitors signaling suppressors
Avoiding
immune
* V destruction

b y

Immune activating
anti-CTLA4 mAb

Deregulating
cellular
energetics

©)

R
. 4t o) ¢ Y <
Proapoptotic Resisting AN Enabling Telomerase
BH3 mimeti cell @ ‘\ «< replicative R
mimetics daaih : Inhibitors

immortality

~r
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Tumor-

Genome |
instability & ~ promoting
mutation inflammation

PARP Inducing Activating Selective anti-
inhibitors angiogenesis invasion & inflammatory drugs
metastasis
Inhibitors of
VEGF signaling

Inhibitors of
HGF/c-Met



Cell proliferation
Cell survival

Invasion and metastasis

fumor-induced neoangitgenesis

-
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N Engl J Med 2008; 358:1160-1174



_Anti-EGFR
monoclonal
antibody

-~

A

r-cell cycle arrest and potentlaﬁon‘ofa
 of cytotoxic drugs and radiotherapy

N Engl J Med 2008; 358:1160-1174




(A) Frequency of EGFR Specific Mutations in Lung Adenocarcinoma | (B) Frequency of EGFR Mutations by Smoking Status

r> Other Rare EGFR Mutations

1%

Current Smoker

Previous
Smoker

L858R Point Mutation

Never Smoker

S7681 Point Mutation

» L861Q Point Mutations

v » G719X Point Mutations
Exon 19 Insertions

Cancers 2021, 13(13), 3164



Bypass Track and Downstream
Mutation
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Histological
Transformation
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e-cadherin
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Cancers 2021, 13(13), 3164



Extracellular

Intracellular

EGFR = epidermal growth factor receptor; NSCLC = non-small cell lung cancer; TKI = tyrosine kinase inhibitor.

EGFR gene'+4
e ——~.

3INDING

CYSTEINE-RICH DOMAIN

‘.

BINDING
YOMAIN

CYSTEINE-RICH DOMAIN

TRANS-MEMBRANE
REGION

TYROSINE KINASE >

" DOMAIN

REGULATORY DOMAIN

Exons

P-loop

aC helix

A-loop

Distribution of mutation types+2?

Exon 18
G719A/S/C

Exon 19

deletion

Exon 20

T790MPb
Other exon 20 mutations

Exon 21

point mutation L858R
L861Q

Mutation type m

1.5%

46%

4.1%
2.0%

37.5%
1.12%

Al iterature review as reported in COSMIC (Catalogue of Somatic Mutations in Cancer) database; may vary depending on study and population factors; °The percentage of rarer mutation including

T790M may by underrepresented as methodologies for mutation detected differed across studies. In addition, the rate of T790M also represents a mixture of primary mutations and those acquired as
resistance mutations after TKI therapy.

1. Shigematsu H et al. J Natl Cancer Inst. 2005;97:339-346. 2. Lynch TJ et al. N Engl J Med. 2004;350:2129-2139. 3. Paez JG et al. Science. 2004;304:1497-1500. 4. Siegelin MD et al. Lab Invest.

2014;94:129-137.



EGFR TKI
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FLAURA double-blind study design?-?

Patients with locally advanced or Osimertinib
. 1 i
o s dadin e Stratification by b (mgz%)QD) RECIST v1.1 assessment every
Key inclusion criteria ('2 u;zt;%n d:tI::'LcI; 6 weeks® until objective
X | Lo i
* 218 years? / L858R) Randomized 1:1 . e dlsease. :
Following the primary PFS analysis, progression
* WHO performance status 0/ 1 and race RECIST 1.1
+ Exon 19 deletion / L858R (Asian / e bl f Y
(enrollment by local or central non-Asian) Gefitinib (250 mg po QD) or e
EGFR testing) Erlotinib (150 mg po QD) Crossover was allowed for patients in the EGFR-

+ No prior systemic anticancer / (n=277) TKI comparator arm who could receive open-label
EGFR-TKI therapy osimertinib upon central confirmation of
progression® and postprogression documentation
* Stable CNS metastases allowed of T790M positivity by local or central testing

Endpoints
* Primary endpoint:! PFS based on investigator assessment (according to RECIST v1.1)—data cutoff: June 12, 2017
— The study had a 90% power to detect a hazard ratio of 0.71 (representing an improvement in median PFS from 10 months to 14.1 months) at a
2-sided alpha level of 5%
« Secondary endpoints:! Overall survival, objective response rate, duration of response, disease control rate, depth of response, patient-reported outcomes, safety

« OS was a key secondary endpoint—data cutoff: June 25, 20192
— Final OS analysis planned for when =318 death events had occurred; required p-value for statistical significance was <0.0495 (O’Brien-Fleming approach)
— At data cutoff: 61 patients (22%) in the osimertinib arm and 13 patients (5%) in the comparator arm were ongoing study treatment

 Exploratory endpoint: Post-progression efficacy?

CNS = central nervous system; EGFR = epidermal growth factor receptor; NSCLC = non-small cell lung cancer; OS = overall survival; PFS = progression-free survival; po = orally; RECIST v1.1 = Response Evaluation Criteria in Solid Tumors version

1.1; TKI = tyrosine kinase inhibitor; WHO = World Health Organization.
2220 years in Japan;? PEvery 12 weeks after 18 months;' °By investigator assessment if disease progression occurred after the primary analysis data cutoff.?

1. Soria JC et al. Article and supplementary appendix. N Engl J Med. 2018;378:113-125. 2. Ramalingam SS et al. N Engl J Med 2020;382:41-50. 3. Planchard D et al. Clin Cancer Res. 2019;25:2058-2063.




FLAURA double-blind study design*2

FLAURA primary endpoint: PFS by investigator assessment

(DCO: June 12, 2017)"2

342 events in 556 patients at data cutoff: 62% maturity; osimertinib: 136 events (49%), EGFR-TKI comparator: 206 events (74%)

1.0 |
Median PFS, months (95% CI)
68 — — Osimertinib 18.9 (15.2-21.4)
' — EGFR-TKI comparator 10.2 (9.6-11.1)
(72
o
. 06 — HR, 0.46
= (95% ClI, 0.37-0.57)
5 pP<0.001
2 04 —
(o]
o
i
0.2 —
0.0 | | | | | | | | |
0 3 6 9 12 15 18 21 24 27
No. at risk Time from randomization (months)
Osimertinib 279 262 233 210 178 139 71 26 4 0
EGFR-TKI comparator 277 239 197 152 107 78 37 10 2 0

DCO = data cutoff; EGFR = epidermal growth factor receptor; HR = hazard ratio; PFS = progression-free survival; TKI = tyrosine kinase inhibitor.
Tick marks indicate censored data.
1. Soria JC et al. N Engl J Med. 2018;378:113-125. 2. Ramalingam SS et al. N Engl J Med 2020;382:41-50.




FLAURA double-blind study design*2

Stratification by
mutation status

« Stable CNS metastases allowed sting
Endpoints
Primary endpoint:' PFS based on investigator assessment (according : June 12, 2(
ian PFS from
ontrol rate, depth of re: - mes, safety
p-value for statistical significance was <0.0495 (O'Brien-Fleming approach
. . . 1 the comparator arm were ongoing study treatment
B Ina Ove a surVIVa ana SIS B une A

182:41-50. 3. Planchard D et a. Clin Cancer Res. 201:25:2058-2063.

1.0 s Median OS, months (95% CI)
0.9 — 89% — Osimertinib 38.6 (34.5-41.8)
; —— EGFR-TKI comparator 31.8 (26.6-36.0)
0.8 — 83%
_ | 74% HR (95.05% CI) 0.80 (0.64-1.00); p=0.0462
© | |
2 0.7 — l I
s s f
2 06 - | | 321 deaths in 556 patients at data cutoff: 58% maturity
® 59%: 54%
(5 =9 | |
o _ | | 44%
z s s s
3 0s- a i z
o | | |
o 0.2 - E : :
0.1 - i i §
0.0 —TT—Tt——T——T——T——F——T——T—T—T— T

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

No. at risk Time from randomization (months)
Osimertinib 279 276 270 254 245 236 217 204 193 180 166 153 138 123 86 50 17 2 0
EGFR-TKI comparator 277 263 252 239 219 205 182 165 148 138 131 121 110 101 72 40 17 2 0

DCO = data cut off; EGFR = epidermal growth factor receptor; HR = hazard ratio; OS = overall survival; TKI = tyrosine kinase inhibitor.
Censored data are indicated by tick marks. Data from patients who had not died at the time of the analysis were censored on the basis of the last recorded date on which the patient was known to be alive

aFor statistical significance, a p-value of less than 0.0495, determined by O’Brien-Fleming approach, was required.
Ramalingam SS et al. N Engl J Med 2020;382:41-50.



Patients with TEAEs, n (26)

TEAEs Occurring 2 10% of All Patients

240 mg (n=78)

Overall (N=181)

All grade Grade =23 All grade Grade =3
Rash 29 (37) 1 (1) 54 (30) 1 (1)
Pruritus 27 (35) (0) 52 (29) 0
Constipation 15 (19) o 43 (24) o)
Paraesthesia 26 (33) 2 (3) 40 (22) 2 (1)
Decreased appetite 20 (26) 0] 38 (21) o
Diarrhoea 21 (27) 1 (1) 38 (21) 1 (1)
Headache 22 (28) (0) 34 (19) (0)
Cough 16 (21) (0 29 (16) O
Muscle spasms 22 (28) o) 28 (16) 0
Nausea 13 (17) (0 27 (15) 2 (1)
Paronychia 16 (21) 1(1) 26 (14) 1 (1)
Fatigue 12 (15) 0] 22 (12) 0
Dyspepsia 9 (12) o 21 (12) o
Vomiting 8 (10) 1 (1) 20 (11) 2 (1)
Dizziness 10 (13) (0) 19 (11) (0)



LASER301 AEs Occurring > 10% and of Interest

Lazertinib (N=196)

Preferred term, n(%) Any grade Grade 3 > Grade 4

Median duration of exposure 15.1 months (range 0.2 to 29.0) 11 months (range 0.1 to 27.7)
Rash 71 (36) 2 (1) 0] 72 (37) 5 (3) 0
Diarrhoea 51 (26) 5 (3) 0 77 (39) 1 (1) 0
Paraesthesia 77 (39) 5 (3) 0 13 (7) 0 0
ALT increased 30 (15) 2 (1) 0 59 (30) 18 (9) 0
Pruritus 52 (27) 1(1) 0 36 (18) 0] 0
AST increased 22 (11) 1 (1) 0 52 (26) 13 (7) 0
Paronychia 35 (18) 1 (1) 0 34 (17) 1 (1) 0
Decreased appetite 33 (17) 3(2) 0 31 (16) 1 (1) 0
Anaemia 36 (18) 7 (4) 0 23 (12) 7 (4) 0
Dry skin 29 (15) 0 0 23 (12) 0 0
Constipation 28 (14) 0 0 20 (10) 0 0
Nausea 30 (15) 0 0 18 (9) 0 0
Dermatitis acneiform 21 (11) 2 (1) 0 27 (14) 1 (1) 0
Stomatitis 31 (16) 0 0 16 (8) 1(1) 0]
Interstitial lung disease * 5 (3) 2 (1) 1 (1) 3(2) 2 (1) 0
Electrocardiogram QT prolonged 7 (4) 2 (1) 0 3(2) 2 (1) 0

N=number of patients in the analysis population; n=number of patients in the specified category.
Patients with two or more adverse events with the same AE term is counted only once for that AE term. *ILD and Pneumonitis.
Data cut off date: 29 Jul 2022

ESMO Asia 2022



LASER301 AEs Occurring > 10% and of Interest

Lazertinib (N=196)

Preferred term, n(%) Any grade Grade 3 > Grade 4

Median duration of exposure 15.1 months (range 0.2 to 29.0) 11 months (range 0.1 to 27.7)

Rash 71 (36) 2 (1) 0 72 (37) 5(3) 0
Diarrhoea 51 (26) 5 (3) 0 77 (39) 1(1) 0
Paraesthesia 77 (39) 5(3) 0 13 (7) 0 0
ALT increased 30 (15) 2 (1) 0 59 (30) 18 (9) 0
Pruritus 52 (27) 1(1) 0 36 (18) 0 0
AST increased 22 (11) 1(1) 0 52 (26) 13 (7) 0
Paronychia 35 (18) 1(1) 0 34 (17) 1(1) 0
Decreased appetite 33(17) 3(2) 0 31 (16) 1(1) 0
Anaemia 36 (18) 7 (4) 0 23 (12) 7 (4) 0
Dry skin 29 (15) o) 0 23 (12) 0 0
Constipation 28 (14) 0) 0 20 (10) 0 0
Nausea 30 (15) 0 0 18 (9) o) 0
Dermatitis acneiform 21 (11) 2 (1) 0 27 (14) 1(1) 0
Stomatitis Interstitial lung disease 31 (16) 0) 0 16 (8) 1(1) 0
Interstitial lung disease 5(3) 2 (1) 1(1 3(2) 2 (1) 0
Electrocardiogram QT prolonged 7 (4) 2 (1) 0 3(2) 2 (1) 0

N=number of patients in the analysis population; n=number of patients in the specified category.

Patients with two or more adverse events with the same AE term is counted only once for that AE term. *ILD and Pneumonitis.

Data cut off date: 29 Jul 2022

ESMO Asia 2022
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Adverse Events of EGFR TKIs : Paresthesia

S 0= a8 24 (NC) O|ElS HE &0 7|& (CTCAE) H7T™ 5.00| A= &2 0|4t
(paresthesia)E "&HZ w2l 7[sEQ FOo= Qs X&, F&4Z, &, d&, 2|10 /E= Hi
S&EQ OE 424S FYUSt= Z0f " 2 Felstn /e, SFT== o2l €& L Ct

Grade Management

1 (mild symptoms) <+ General safety measures are recommended
« Nutraceutical/non-pharmacologic interventions may be considered
« Topical therapy (capsaicin, lidocaine) may be considered (if available)

2 (moderate « General safety measures are recommended

symptoms, limiting < Duloxetine, pregabalin, or gapabentin is recommended, if symptom continues

iInstrumental ADL*) <+ Neurologic consultation may be considered, if the symptom persists on medication
« Adding tricyclic antidepressants may be considered

3 (severe * General safety measures are recommended

symptoms, limiting <+ Duloxetine, pregabalin, or gabapentin is recommended (if not started yet)

self care ADL*) or * Neurologic consultation is recommended (if not done yet)

intolerable 2 « Adding Tricyclic antidepressants may be considered (if not started yet)
« Opioids (tramadol or strong opioids) may be considered

*ADL: activities of daily living

1. CTCAE version 5.0; 2. Ann Oncol. 2020 Oct; 31(10):1306-1319. 3. Jordan B., et al. Ann Oncol. 2020 Oct;31(10):1306-1319; 2. Kim, |. Korean J Clin Oncol. 2011;7(1):11-22.; 4. Maihofner, C., et al. Support Care Cancer. 2021 Aug 29(8):4223-4238.



Pharmacological Management of Paresthesia

‘Selective Serotonin Reuptake Inhibitors (SSRI)

Duloxetine 30 mg/day for 1 week, then 60 mg/day

Venlafaxine 50 mg/day initially, followed by 37.5 mg twice daily
Anticonvulsants

Gabapentin Targeted dose: 2700 mg/day

Pregabalin Targeted dose: 300 mg twice daily

Lamotrigine Starting dose: 25 mg/day, Targeted dose: 300 mg/day
Tricyclic Antidepressants

Amitryptyline Starting dose: 10 or 25 mg/day, Targeted dose: 50 mg/day
Nortriptyline Target maximum dose: 100 mg/day

Opioids

Tramadol 200-400 mg in two or three doses

Strong Opioids Smallest effective dose

1. Jordan B., et al. Ann Oncol. 2020 Oct;31(10):1306-1319; 2. Kim, |. Korean J Clin Oncol. 2011;7(1):11-22.; 3. Maihofner, C., et al. Support Care Cancer. 2021 Aug 29(8):4223-4238.



FLAURAZ2: 1L Osimertinib + Platinum-Pemetrexed Significantly Improved PFS by
9.5 Months vs. Osimertinib Monotherapy in EGFRm Advanced NSCLC (per BICR)

« At DCO, osimertinib + platinum-pemetrexed demonstrated a statistically significant and clinically meaningful improvement
In BICR assessed PFS (29.4 months) vs. osimertinio monotherapy (19.9 months).

- PFS rate was higher in the osimertinib + platinum-pemetrexed arm vs. osimertinib arm at 24 months.

Efficacy Osimertinib + Osimertinib
19 — platinum- (n=278)
0.9 — ——— PFS per BICR pemetrexed
0 0.8 - : . ' _ (n=279)
o 57— ’ mPFS months (95% Cl) 29.4 19.9
[ o " (25.1-NC) (16.6-25.3)
£ - 62% HR (95% Cl) 0.62 (0.48-0.80); p=0.0002
S 05 N . ¥ | Ht #
2 : Median follow up for
Q 0.4 - 47% ! 2 7
g o o : e mentie o) 19.4 (0-33.2) 14.6 (0-33.2)
o. o | i Overall maturity: 43%
| — Osi+CT == Osi |
01 = :
0 I T I I I I I i | | I |
0 3 6 9 12 15 18 21 24 27 30 33 36
No. at risk: Time from randomization (months)
Osi+CT 279 255 242 223 207 184 158 128 81 39 20 3 0
Osi278 247 218 195 169 139 116 88 59 42 18 2 0

BICR = Blinded Independent Central Review; Cl = confidence interval; CT = chemotherapy; DCO = data cut-off; EGFRm = epidermal growth factor receptor mutation-
positive; HR = hazard ration; mPFS = median progression-free survival; NC = not calculable; NSCLC = non-small cell lung cancer; PFS = progression-free survival.

Planchard D et al. N Enal J Med. 2023:389(21):1935-1948. © AstraZeneca 2025



Case #4 61 years old Male

* NSCLC Adenocarcinoma T4N3M1c Bone
 EGFR 19Del, NGS TP53, TERT amp, NKX2-1 amp
» Tagrisso+PC
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Case #4 61 years old Male

* NSCLC Adenocarcinoma T4N3M1c Bone
- EGFR 19Del, NGS TP53, TERT amp, NKX2-1 amp
» Tagrisso+PC
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Case #1 51 years old Female

* NSCLC Adenocarcinoma cT3N3M1c Bone, Brain
- EGFR L858R

2025.9
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Case #1 51 years old Female

* NSCLC Adenocarcinoma cT3N3M1c Bone, Brain
- EGFR L858R - Tagrisso start
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Case #1 51 years old Female

* NSCLC Adenocarcinoma cT3N3M1c Bone (C-spine), Brain

- EGFR L858R — Tagrisso start
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Patient Name: AHN MISOOK, F51
Study Name: Bone Scan (Whole body bone scan) Study Date: 2026-04-02
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Case #1 51 years old Female
* NSCLC Adenocarcinoma cT3N3M1c Bone, Brain
- EGFR L858R - Tagrisso — Early PD
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Case #1 51 years old Female

* NSCLC Adenocarcinoma cT3N3M1c Bone, Brain
- EGFR L858R, NGS L858R, TP53
» Tagrisso — Early PD, Rebiopsy — NSCLC Amivantamab + PC

2026.3 2026.3 2026.4
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Status in Korea

HER2
» Trastuzumab emtansine 2
) Afatinib 2

ALK MET
Crizotinib ¢ ~ Crizotinib 2
Alectinib 4 ~ Cabozantinib 2

EGFR Sensitizing Ceritinib 2 ~ Dacomitinib 2
S TR A
Gefitinib Lorlatinib 2 MET 3%

Other PTKs’ -~ Erlotinib * Brigatinib 2 . ROS1
i gatinib 0 A
Fusions (1.5%) ™~ - Afatinib 4 S Crizotinib *
~ Osimertinib ¢ HER2 2% » Cabozantinib 2

: EGFR
ROS1 fl:Slons - : Necitumumab 4 Other 4% » Ceritinib 2
(1.5%) ™ B '~ Rociletinib 3 ; ROS12% | . |orlatinib?
17, } 7 - BRAF 2% DS-6051b 1

o ) e -:"qi: 1 j -'T'.?'-::: :\:' o : P ; L .
v /o)\ | o i AI'RKl 1% Vemurafenib 2
MET __ O ame, /

adenocarcinoma L8 N/ = » Dabrafenib 2

0
(=1.07%) PIK3CA 1%

BRAF

(<1.0%) s RET
PIK3CA ; (60.5%) MERERLS Cabozantinib 2
(1.0%) A Alectinib 2
Apatinib 2
Vandetanib 2
Ponatinib 2
Lenvatinib 2

Oncogenic Driver
Detected
31%

V. W NN NN

(12.0%)

NTRK1

MEK1 PIK3CA » Entrectinib 2

» Trametinib 2 » LY30234142 » LOXO-101 ?

1-Phase | 3 -Phase Il > Salumetinih 3 ~ PQR309! » Cabozantinib 2

2 - Phase |l 4 - Approved > Cobimatiiib 2 > DS-6051b 1

Fig. Mutational profiles of the 200 lung Fig. Frequency of molecular aberrations in various driver
adenocarcinomas in Korean patients oncogenes in lung adenocarcinomas and current available
drugs against these oncogenic proteins

Seo, et al., Genome Res. 2012;22:2109-2119 Tsao AS, et al. J Thorac Oncol. 2016; 11(5): 613-38



Actionable Genetic Alteration

Oncogenic driver identified and
received targeted therapy:
3.49 (3.02-4.33)

==== (Oncogenic Driver Identified but no
targeted therapy:
2.38 (1.81-2.93)

P == NO ONcogenic driver:
No targeted ™ 2.08 (1.84-2.46)

therap
' Targeted therapy

<
S

>
o —
D
"
0D
-
vt
Q.
"
v
=
-
—
v

No driver

Log-rank P<.001

Study design : From 2009 through 2012, 14 sites in the United States enrolled patients with metastatic lung adenocarcinomas and a performance status of 0 through 2 and tested their tumors for 10 drivers to determine the frequency of oncogenic drivers in
patients with lung adenocarcinomas and to use the data to select treatments targeting the identified driver(s) and measure survival.



Oncogenic driver identified and
received targeted therapy:

3.49 (3.02-4.33
Oncogenic Driver ldentified but no
targeted therapy:

2.38 (1.81-2.93)

No oncogenic driver:
2.08 (1.84-2.46)
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TESTING RESULTS9%"

EGFR exon 19 deletion or L858R mutation positive NSCL-21
EGFR S768l, L861Q, and/or G719X mutation positive NSCL-24
EGFR exon 20 insertion mutation positive NSCL-25
KRAS G12C mutation positive NSCL-26
ALK gene fusion positive NSCL-27
ROS1 gene fusion positive NSCL-30
BRAF V600E mutation positive NSCL-32
NTRK1/2/3 gene fusion positive NSCL-33
MET exon 14 skipping mutation positive NSCL-34
RET gene fusion positive NSCL-35
ERBB2 (HER2) mutation positive NSCL-36
NRG1 gene fusion positive NSCL-37
PD-L1 21% and negative for actionable biomarkers above NSCL-38
PD-L1 <1% and negative for actionable biomarkers above NSCL-39




FDA Approved or Clinical Trial in 2020

EGFR Other

- EGFRex20ins: ’C‘”EText1_4fb
: : * dapmatini
Al..K. N (EGFRex20ins Amlvantar.nzflb o,
Crizotinib 0.1%-4%) Mobocertinib

Alectinib

' HER2
b 0
Cerltlr.nt.) | /—MET3A’ Trastuzumab
Lorlatinib

- A | >1 Mutation 3% | deruxtecan
Brigatinib |

/— HER2 2%
EGFR Sensitizing: 4 —ROS12%

Gefitinib 2 BraFa%
Erlotinib - '

Afatinib
Osimertinib 13%)

ROS1:

Crizotinib

BRAF V600E: | Entrectinib

N — RET 2% Dabrafenib?

N

— PIK3CA 1% RET fusion:
Dacomitinib . Selpercatinib
KRASS12C; MEK1 <1% Pralsetinib
Sotorasib’ //j .
Adagrasib NTRK fusion:

Entrectinib

Larotrectinib
Li. JCO. 2013;31:1039. Tsao. JTO. 2016;11:613. Burnett. *Approved after PD on platinum-based CT. "Approved after 21 prior systemic therapy. E

PLoS One. 2021;16:€0247620. Nassar. NEJM. 2021;384:185*Approved in combination with trametinib (MEK inhibitor) for BRAF V600E mutation. Slide credit: clinicaloptions.com




Summary of drugs used for oncogene addicted metastatic NSCLC

EGFR exon-19

deletion or exon-
12 L858R mutation

1 Osimertinib

2 (Nonsquamous)
Osimertinib + pemetrexed
+ (cisplatin or carboplatin)
or erlotinib

or afatinib

or gefitinib

or dacomitinib

or Erlotinib + ramucirumab

O~NOO O S W

Second line
1 Surgery or stereotactic

ablative radiotherapy
2 or amivantamab-vmjw
+ carboplatin +

EGFR S768I, L861Q,
and/or G719X mutations

1 Afatinib

2 or osimertinib
3 or erlotinib

4 or dacomitinib

EGFR exon-20
insertion mutations

Platinum-based

or Erlotinib + bevacizumab doublet chemotherapy

Second line

Amivantamab-vmjw
+ carboplatin/pemetrexed
(nonsquamous)

ALK
rearrangement

1 Alectinib

or brigatinib
or lorlatinib
or ceritinib
or crizotinib

OO OON

Second line

1 Consider
local therapy, e.g.,
surgery or stereotactic
ablative radiotherapy
2 or continue
first-line drugs

BRAF V600E
mutation

1 Dabrafenib
+ trametinb

2 or encorafenib
+ binimetinib

Second line

1 Dabrafenib
2 or vemurafenib

pemetexed (nonsquamous)

ROS1
rearrangement

1 Crizotinib 1
2 or entrectinib
3 or repotrectinib

Second line

1 Ceritinib for
crizotinib resistant
tumors
2 Consider
local therapy, e.g.,
surgery or stereotactic
ablative radiotherapy
3 or continue
first-line drugs

RET
rearrangement

Selpercatinib

2 or Pralsetinib
3 or cabozantinib

NTRK gene
fusion

1 Larotrectinib
2 or entrectinib

MET exon-14
skipping mutations

1 Capmatinib
2 or tepotinib
3 or crizotinib

KRAS G12C
mutation

Platinum-based
chemotherapy
2 or PD1 or PDL1
immunotherapy
or surgery
or radiation
or a combination

(62 I S #V

Second line

1 Sotorasib
2 or adagrasib

ERBB2 (HER2)
mutations

P
™

1 Platinum-based !taf‘rﬂma%ﬁdln.e)LTRA
chemotherapy forijection

2 or PD1orPDL1 & EImE
immunotherapy o

3 orsurgery t;:,':m

4 or radiation P s

S or acombination

Second line

1 Fam-trastuzumab
deruxtecan-nxKi

2 or ado-trastuzumab
emtansine

255513-008- 0

NDC 55613-068-01
FN Soluion Stabilae 3110

o IMDELLTRA™
1 l. ’Nl S0 progese e

“’““ ’“"""'“"‘n w?ls‘t:s.‘um -
Saution Stadiicer b ese™"
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Evolution of Therapy in Lung Cancer

Not 1 disease, but many

Histologic Breakdown
(eg, SQ, NSQ, large cell, Molecular Pathology  pp-L1 Expression Level
SCLC adenocarcinoma) (eg, EGFR, ALK’ ROSI)

. —

Traditional View

Present View

Cooper. Pathology. 2011;43:103. Langer. JCO. 2010;28:5311. Galon. Immunity. 2013;39:11. . . o I E
Pao. Lancet Oncol. 2011;12:175. Krigsfeld. AACR 2017. Abstr CT143. Hellmann. NEJM. 2018;378:2093. Slide credit: clinicaloptions.com
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T CELL
TRAFFICKING

https://www.roche.com/research_and_development/what_we_are_working_on/oncology/cancer-immunotherapy/beyond-the-immunity-cycle.htm



STEP SIX

/

CANCER T CEW
RECOGNITION

https://www.roche.com/research_and_development/what_we_are_working_on/oncology/cancer-immunotherapy/beyond-the-immunity-cycle.htm



-y
”

- ;;f*’:‘."'

https://www.keytrudahcp.com/resources/mechanism-of-action/



PD-1 -

Receptor

L
/A4 \(

A
‘( \‘~ 9
\7 / f

748
"6‘ f '

7,

)

https://www.keytrudahcp.com/resources/mechanism-of-action/



PD-1
Receptor _ . Y&

PD-1
Receptor

https://www.keytrudahcp.com/resources/mechanism-of-action/



T-cell receptor Antigen

PD-L1

blocker Tumour
| _ cel

OPDI Vo

(n/volumab)

NIECTION FOR INTRAVENOUS USE 10:mg/m.

|
o b
P D — ‘l P D g L 1 (pembrollzumab)

TECENTRIO.

atezolizumab s
PD-1 blocker e

durvalumab
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Immunotherapy Result in Inflammation

T cell Activity

-

Increasing T-cell activity against
antigens that are present in tumors
and healthy tissue

Activated '\»i | <
__‘_/Y cell % ‘ : \

Tumor with antigen
> - :
" and activated

’\X\ﬂ%c-clls

Increasing level of
inflammatory cytokines

-
- .
Activated \ o
/ T cell ~

Cytokines
o -
¢
¢ o
@

'l ' .”‘1.’, ‘ ‘ ‘

WL ‘ ,/' J
\ oL 'S

A [ -
P 2 2 <3
‘I'( ‘4 :
i' ) "™ VYei '
e 1', . Enhancing complement-mediated
:
1

g - 7f

Increasing levels of preexisting
autoantibodies

A4
i Antithyrosd _
: ‘ B antibodies ¢«
[ o o
” 1 1 .
Q

inflammation due to direct binding
of an anti-CTLA-4 antibody with
CTLA-4 expressed on normal tissue

Anti-CTLA4
antubody

~ —e

.
Complement-mediated

(24
o nflammationy o,
W

| v
.L" — :
X "/
i
/‘

)
-

)

Autoantibody

Direct Binding

NEJM 2018;378:1065



s

Rash

Pruritis

Mucositis

Xerostomia Pulmona

Ay o0 Pneu monitrlz 6 ‘

Bullous pemphigoid : \ '
PEADpRS Sarcoidosis

Drug reaction with
eosinophilia and systemic
symptoms Steven-Johnson

Pleural effusion
Reactive airway disease

Z

syndrome Cardiovascular (>
Acute generalized Myocarditis G
exanthematous pustulosis  pgricarditis
Dermatomyositis Arrhythmia
Heart failure
Accelerated atherosclerosis
Gastrointestinal
Diarrhea F
Colitis
Hepatitis
Gastritis Marrow
Enteritis i
N T
Pancreatitis SR O pon-

Hemolytic anemia
Neutropenia
Aplastic anemia
Pure red cell aplasia
Hemophagocytic lymphohistiocytosis
IrAE, immune-related adverse event.

Darnell EP, et al. Curr Oncol Rep. 2020;22:3.9.

Neurotoxicity

Ocular
Uvelrtis
Scleritis
Retinitis
Conjunctivitis
Keratoconjunctivitis sicca
Blepharitis

Endocrine

NS

Hypothyroidism
Hyperthyroidism
Hypophysitis
Hypoparathyroidism
Type 1 diabetes
Adrenal insufficiency

Renal
Nephritis

Musculoskeletal

Arthralgias
Myalgias
Arthritis
Myositis
Vasculitis

Encephalitis

Aseptic meningitis
Posterior reversible
Encephalopathy syndrome
Demyelinating diseases
Cranial nerve syndromes
Polyneuropathies
Sensory/ small fiber/
autonomic neuropathies
Guillain-Barre syndrome
Not otherwise specified
(ataxia, movement disorders)

® > 10% incidence

® >1and < 10%

® ddgnneidence

*210% in

melanoma

Immune checkpoint
Inhibitors

Ipilimumab

Pembrolizumab

Nivolumab

Atezolizumab

Avelumab

Durvalumab

Cemiplimab
Dostarlimab 82



Encephalitis
Aseptic meningitis @@
Hypophysitis

Vazad Uveitis

Thyroiditis
Hypothyroidism

@ Dry mqu_th
Hyperthyroidism Mucositis

[ \ % Myocarditis
N "ﬁa Nephritis

Pneumonitis

&
Hepatitis JP -

Autoimmune
Diabetes
Pancreatitis

Colitis
Enteritis

i

=

rhrombocytopenia

' Rash
Anemia ..).. ast
Vasculitis Y B Vitiligo
Neuropathy } Arthralgia

NEJM 2018;378:1065



Immunotherapy - Hyperprogression

3 weeks







Endobronchial Ultrasound - TBNA
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Endobronchial Ultrasound - TBNA
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Molecular testing in AMC

( &

Non-squamous NSCLC
(Adenocarcinoma

Large cell carcinoma,
o NSCLC NOS)

>
7 a o

: 15-20 slides per exam EGFR RT-PCR :>> 4

: if the tissue is enough or OR : 5-10 slides per exam

NGS panel (P90134) A,t)D SCRptDIS Atation EGFR TKils

Target agents

ALK D5F3 IHC Susceptible mutation I . A
(Automatic) > ALK inhibitors

: 2 slides per exam

ROS1T IHC ROS1 RT-PCR(P9059)
(Automatic) :> : 10 slides per exam ‘> [

: 1 slides per exam

PD-L1 IHC

. 2-4 slides per exam | B [ Immuno-Oncologic drugs J
- SP263. 22C3 PD-L1 positive (>1%)

ROS1 inhibitors }

v All negative

Clinical trials or
Off-label drugs
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EGFR mutation

ALK IHC

ROS1 IHC - ROS1 RT PCR
PD-L1 IHC

NGS Panel — —
RAF, RET, C-MET, KRAS, NTRK




PD-L1 IHC

R LN
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PD-L1 IHC

|

(

: i Pembrolizumab/carboplatin/pemetrexed
Pembrolizumab/cisplatin/pemetrexed

Pembrolizumab Alone
Tislelizumab/carboplatin/pemetrexed




KEYNOTE-189 Study Design

Key Eligibility Criteria

\ 4

» Untreated stage IV nonsquamous
NSCLC

* No sensitizing EGFR or ALK
alteration

« ECOGPSOor1
* Provision of a sample for
PD-L1 assessment
* No symptomatic brain metastases

* No pneumonitis requiring systemic
steroids

Pembrolizumab 200 mg +
Pemetrexed 500 mg/m? +
Carboplatin AUC 5 OR
Cisplatin 75 mg/m?

Q3W for 4 cycles

Placebo (normal saline) +
Pemetrexed 500 mg/m? +
Carboplatin AUC 5 OR
Cisplatin 75 mg/m?

Q3W for 4 cycles

v" Dual primary endpoints: OS and PFS

(RECIST v1.1, independent central review)
v" Secondary endpoints: ORR, DOR and safety

v' Exploratory endpoint: PFS2

2" course of Pembrolizumab

Pembrolizumab
200 mg Q3W for
up to 31 cycles - 200 mg Q3W

+ Pemetrexed 17 cycles (1 year)
500 mg/m2 Q3W

Pembrolizumab

H

Placebo (normal saline) Pembroli b
embrolizuma

for up to 31 cycles o 200 mg Q3W
+ Pemetrexed PD 35 cycles (2 year)

500 mg/m? Q3W Crossover

v In the placebo + chemo arm:

117 patients (Effective Crossover Rate = 57%)
received subsequent anti-PD-(L)1 therapy,
iIncluding on-study crossover

PFS2 defined as time from randomization to investigator-assessed disease progression that led to cessation of second-line therapy, start of third-line therapy, or death. a. Randomization was stratified by: PD-L1 expression (TPS 2 1% vs <1%), platinum chemotherapy (cisplatin vs carboplatin),
and smoking status (never vs former/current). b. Patients who had SD or better after completing 35 cycles of pembrolizumab or had stopped trial treatment after achieving CR and received 2 8 cycles of treatment, but then experienced PD, could receive second-course pembrolizumab for 17
cycles (~1 year) if they had received no new anticancer therapy since the last dose of pembrolizumab. c. Patients could cross over to pembrolizumab monotherapy after PD per RECIST v1.1 by blinded independent central review.

1. Gray, el al. KN189. Presented at WCLC 2020.



KEYNOTE-189 Study Design

Overall Survival, ITT Population

(RECIST v1.1, independent central review) 117 patients (Effective Crossover Rate = 57%)
i received subsequent anti-PD-(L)1 therapy,
v Exploratory endpoint: PFS2 eF

No sensitizing EGFR or ALK alteration

Events, A Median )

% (95% CI)
100 |N [ '
e : i 22.0 mo
. | : Pembro+chemo 74.4 (19.5-24.5) Dgol,; tBh:_"E, |
80 g i Place+chemo 85.4 (;07.61212) |
70 i i Y
| 45.7% |
O | 27 39, " HR, 0.60 (95% Cl, 0.50-0.72)
L e e, e L R ——————————
o l
40 : : 31.3%
: \ 17.4%
30 | |
20 : E
10 | i
0 :. .:
0 6 12 18 24 30 36 42 48 54
Time, months
No.at risk
Pembro + chemo 410 347 283 234 184 149 125 99 28 0

Placebo + chemo 206 149 o8 72 55 42 34 29 10 0



KEYNOTE-407 Study Design (NCT02775435) |Squamous Cell Carcinoma

Key Eligibility Criteria Pembrolizumab 200 mg Q3W +
l Carboplatin AUC 6 Q3W + Pembrolizumab
Paclitaxel 200 mg/m? Q3W OR 200 mg Q3W for up to 31
- Untreated stage IV NSCLC nab-Paclitaxel 100 mg/m? Q1W cycles

with squamous histology
«ECOGPSOor1

* Provision of a sample for PD-
L1 assessment

* No symptomatic brain s
Nolesecns Placebo (normal saline) Q3W +

* No pneumonitis requiring Carboplatin AUC 6 Q3W +
SYSIRImIC storolcs Paclitaxel 200 mg/m? Q3W OR
nab-Paclitaxel 100 mg/mz Q1W
for 4 cycles (each 3 wk)

for 4 cycles (each 3 wk)

Placebo
(normal saline) Q3W for up
to 31 cycles

‘----------‘

Stratification Factors
PDP

End Points

Primary: PFS (RECIST v1.1, BICR) and OS

* PD-L1 expression
(TPS2 <1% vs 21%)

* Choice of taxane

Optional Crossover
Pembrolizumab

(paclitaxel vs nab-paclitaxel) 200 mg Q3W for up to i
« Geographic region Secondary: OER.and DOR (RECIST YL 1,516, 35cycles
(east Asia vs rest of world) safety

~50% of Effective Crossover Rate!

BICR=blinded independent central radiologic review

a. Percentage of tumor cells with membranous PD-L1 staining assessed using the PD-L1 HC 22C3 pharmDx assay. b. Patients could crossover during combination therapy or monotherapy. To be eligible for crossover, PD must have been verified by
BICR and all safety criteria had to be met.

A Rhobinson, et al. KN407. Presented at ELCC 2020.



Overall Survival?

100

90

80

70

60

50

0S, %

40

30

20

10

No.at risk
Pembro + chemo

Placebo + chemo

a. ITT population.
Data cutoff date: Sep 30, 2020

A Rhobinson. et al. KN407. Presented at ELCC 2020.
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KEYNOTE-407 Study Design (NCT02775435)

Key Eligibility Criteria

« Untreated stage IV NSCLC
with squamous histology
«ECOGPSOor1

Pembrolizumab 200 mg Q3W +

Carboplatin AUC 6 Q3W + Pembrolizumab

Paclitaxel 200 mg/m? Q3W OR 200 mg Q3W for up to 31
nab-Paclitaxel 100 mg/m2 Q1W cycles

for 4 cycles (each 3 wk)

+ No symptomatic brain
metastases

+ No pneumonitis requiring
systemic steroids

Stratification Factors

Placebo (normal saline) Q3W +
Carboplatin AUC 6 Q3W + Placebo
Paclitaxel 200 mg/m? Q3W OR  piuiuiaiaial (normal saline) Q3W for up =3
nab-Paclitaxel 100 mg/m? Q1W to 31 cycles
for 4 cycles (each 3 wk)

]
! pDe

End Points ]
+ PD-L1 expression Opti Ic :
(TPS? <1% vs 21%) . . ptional Crossover
+ Cholls of taxare Primary: PFS (RECIST v1.1, BICR) and OS Pombrollzumab ":
(paclitaxel vs nab-paclitaxel) 200 mg Q3W for up to
o G Secondary: ORR and DOR (RECIST v1.1, BICR), 35cycles
(east Asia vs rest of world) safety

~50% of Effective Crossover Rate!

Events, HR
% (95% CI)

Pembro+chemo

Placebo+chemo

64.7%
49.6%

.- —————————— - —————————— -

——————— -

b - ———————

29.7%
18.2%

278
281

204 (73.4) .71
230 (81.9) (0-59-0.86)

Median (95% CI)
17.2 (14.4-19.7)mo
11.6 (10.1-13.7)mo

278
281

256
245

232
210

203
163

N
N

180
137

15 18 21 24 27 30 33

Time, months

150
113

134 117 100 93 91 84
100 87 83 70 62 58

W
(o)

65
42

39

44
29

42

18
14

45 438
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Pembrolizumab/carboplatin/paclitaxel
| Tislelizumab/caboplatin/paclitaxel
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Small Cell Lung Cancer

imited Stage xtensive Stage

1. BEHEX R FOMHYEEEE M ZH Q. Available at :
http://health.cdc.qgo.kr/health/HealthinfoArea/HealthInfo/View.do?idx=47508&subldx=38&searchCate=&searchType =&searchKey=&pageNo=&category=8&category code=&dept=&sort
Type=&page==&searchField=8&searchWord= Accessed on September 2017




* Definitive Concurrent Chemoradiation

* Atezolizumab/Etoposide/Carboplatin

Extensive Stage



Positive studies Platinum + Irinotecan: listed in NCCN guidelines, but not FDA

Carboplatin approved (controversial results in different patient populations and
+ otoposide™ 2 failed phase |l studies of cisplatin + irinotecan??3)

Negative Markrastat . b s §  +cisplatn® uievn; [x] ds;';';wmi;sife
/fterminated * 5 4 : , +etoposide™ : ; i +chemo® Riotumumab or
studies teniposide’ : : S X B Nab- ganitumab + chemo*®
" : ¢ - & > § . i pactae CXCR# ant. +
+carbo- chemo*® 0
- plain® :
i, 3 P Q
+ i d - v
: capika H Tarextumab + 0
: : : chemo®!
Vandetanib 0 Carboplatin o Bevacizumab Amrubiin + e Ronicicib +
manienance? + pemetrexed?” + cispatn € cispiatin® platinum
imatni + rinotecan™ : + eloposiie™
+ C‘Eml + mm r Vandetanb +
Finotocan® o + carboplatin®® . = paium+ @) - @y
Temsirohmus eloposide’s """‘.Q
manienance’s +ifnoecan®® manlenances &3 Plimumab + A
platinum
+ eloposide®®

Traldomide + H
2 Nnvolumab

lan survival:




Small-Cell Lung Cancer AN
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0POSIt ! |\ | sy B \
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Median survival:

Improved:

\/ Overall survival

\,/ Progression-free survival




First study in over 20 years to

show a clinically meaningful m powe I ]_ 33 40 5:::2:2: iEt:-SCLC

improvement in OS LUNG
over the current SoC in _.
1L ES.SCIC Randomisation 1:1
Cou Atezolizumab + 4 Placebo +
| carboplatin/etoposide cycles carboplatin/etoposide
Co-primary endpoints: Atezolizumab - Placebo
0S and PES Until PD/loss of

maintenance clinical benefit maintenance

o7

v

Improved:

s 12-month OS: 51.7% A 13.5% 38.2%
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