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ABSTRACT The Euopean Respiratary Sockety (ERS
European Associstion for Cardio-Thoracic Surgery (EAC]
(ESTRO) task force brought together experts 1o updsie pt
malignant pleural mesotheboma (MPM), a rare cancer wi
the 2009-2018 lieerature. The evidence was appraised u
Development and Evalustion approach. The evidencq
formulaied by this multidisciplinary group of experts. Di
confirm the disgnosis, usually dbtained by thoracosco)
nealle biopsy in cases of pleurd symphysis or poo
procedures are insufficient in ~10% of cases, justifying
CDKN2A ( pi6) for the separstion of atypical mesothelial
uniform, rabust and validated staging system, we advise |
metastusis) classfication, with an algorithm for pre thery
status, histological subtype and tumaur volume are thi
rautine MPM management. Other potential parameters §
trisls Trestment: (chemo)therapy has limited efficacy
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Mesothelioma: A Consensus Report from the

) Ciock for updates

Malignant pleural mesothelioma: ESMO National Cancer Institute Thoracic Malignancy

diagnosis, treatment and follow-up™®

Steering Committee, International Association for

S ot p. gaas™, ¢ Faresinn’, W, aiard, . 6. Nisnason™”, LN Study of Lung Cancer, and Mesothelioma

M. Reck ™, on behalf of the ESMO Guidelines Committee”

oyl Marsden Hasptal NS, Foumdstion Trus, Section of Ginical Seudes, ittuee of C

Applied Research Foundation

Leiden,
U, “Thorax nsptune Curie Momtsours, intte Cuse, Pars, France ’nr.'

etoalHeart b L it bnperil Colge ondsn. London. | - *Oepurtment of 1
Unversity

‘oAnne S. Tsao, MD,” 0. Wolf Lindwasser, PhD,” Alex A. Adjei, MD, PhD,"

e o et e e e, Conen o e ah L o w-s-Prasad S. Adusumilli, MD,“ Matthew L. Beyers, Msc,® Gideon M. Blumenthal, MD,’

Nediands, Austaka;

u
of Lile, GHU e, OncaThal, Lil, France;
Lung Research, Gromhansdort, Germany

®

Avsfishle online 10 November 1021

Key words: malignart pleural mesothelioma, diagnosis, treatmHedy L, Kindler, MD, "

INCIDENCE AND EPIDEMIOLOGY

Incidence

Incidence of malignant pleural mesothelioma (MPM) is
generally higher in males than females and is attributed to
historical differences in exposures with world-standardised
incidence rates per 100 000 persons of 0.7 and 0.3 in the
United States and 1.7 and 0.4 for Europe (for males and
females, respectively). Incidence is highest in countries with
greatest previous asbestos use such as the Netherlands, UK
and Australia.” Due to a lag time of ~ 40 years between
exposure and presentation, alongside relatively recent us-
age bans, inddence continues to rise in many countries. In
Europe, rates of mesothelioma were rising sharply in the
early 20005, although there is longer-temn uncertainty on
incidence given the high usage of asbestos domestically.
Moreover, in the developing world, asbestos use continues
to rise” Incidence is higher in males than females and
several studies have reported better survival for females
compared with males.”

Epidemiology
MPM is a relatively rare tumour dassified by the World
Health Organization (WHO) as directly attributable to all

candidates for radical surgery. New p targeted |
reviewal. Because of limited data on the best combina
considered candidstes for & multimodsl appraach, ind|
dinical trisks in MPM-dedicated centres.
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Participant flow

1030 assessed for eligibility

695 patients excluded

L »  328ineligible

183 not approached for consent

74 did not consent

36 did not undergo two cycles of chemotherapy and
repeat CT scan

S7ineligible post-consent

13 patients withdrew consent

3 COVID-19paused trial

1 patient died

\J

335 randomised
|

Y Y
169 allocated to surgery plus chemotherapy 166 allocated to chemotherapy alone and
and included in intention-to-treat analysis included in intention-to-treat analysis

MARS 2 - Eric Lim, Royal Brompton Hospital, London, United Kingdom
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Primary outcome - overall survival

|
- 0-42 months: |
HR=1.28 (1.02, 1.60) |
p=0.03
1) I
N~ o |
& '
- |
53 |
to I | 42+ months:
o I |HR=0.48 (0.18, 1.29)
o I |p=0.15
o | ~ I
o‘ 1
No surgery !
- I
= | e Surgery [
= T I 1 1 L 1 I
0 12 24 36 48 60
Time from randomisation (months)
Number at risk
No surgery 166 128 82 37 15 6
Surgery 169 115 64 24 15 7

MARS 2 - Eric Lim, Royal Brompton Hospital, London, United Kingdom
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Safety

Randomised to Randomised to no

Effect (95% ClI P val
surgery (n=169) surgery (n=166) ect (95% Cl) vaiue
Numb f CTCAE
Umbero 1(0, 3) 0(0, 2) IRR=3.6 (2.3,5.5)  <0.001
grade 3+ events
0 62/169 (36.7%) 86/166 (51.8%)
1 33/169 (19.5%) 38/166 (22.9%)
2 22/169 (13.0%) 17/166 (10.2%)
3 21/169 (12.4%) 12/166 (7.2%)
4+ 31/169 (18.3%) 14/166 (7.8%)
Data are median (interquartile range) or n/N (%). Cl=confidence interval, IRR=incidence rate ratio n

MARS 2 - Eric Lim, Royal Brompton Hospital, London, United Kingdom
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Quality of life EORTC

Outcome Type of tr 1t effect Effect (95% Cl) p-value
Global health Test for time*treatment interaction 0.13
status/Qol Overall treatment effect MD=-5.81 (-9.73, -1.89) 0.004
Physical Test for time*treatment interaction 0.002
100 = 8 functioning Treatment effect at 6 weeks MD=-11.46 (-15.39, -7.52) <0.001
@ - Treatment effect at 6 months MD=-8.92 (-12.33, -5.51) <0.001
é - Treatment effect at 12 months MD=-5.63 (-9.36, -1.91) 0.003
@ 80 | -8 Treatment effect at 18 months MD=-2.34 (-7.27, 2.58) 0.35
° o Treatment effect at 24 months MD=0.95 (-5.60, 7.49) 0.78
Q o % Social functioning  Test for time*treatment interaction 0.16
%’ 60 - 1 - O Overall treatment effect MD=-10.87 (-16.07, -5.66) <0.001
o h 4 | .g Role functioning  Test for time*treatment interaction 0.016
EE 40 - ‘ | - g 8. Treatment effect at 6 weeks MD=-15.77 (-22.03, -9.50) <0.001
) 1 o Treatment effect at 6 months MD=-13.05 (-18.61, -7.48) <0.001
Z o Treatment effect at 12 months MD=-9.51 (-15.41, -3.62) 0.002
% 20+ - 8 Treatment effect at 18 months MD=-5.98 (-13.39, 1.44) 0.11
1] Treatment effect at 24 months MD=-2.44 (-12.01, 7.13) 0.62
= h Cognitive Test for time*treatment interaction 0.86
0+ - - © functioning Overall treatment effect MD=-0.15 (-3.51, 3.22) 0.93
T T T T T T T . e . 3
Baseline Pre-rand 6weeks 6 months 12 months 18 months 24 months Emotional Test for time*treatment interaction 0.064
functioning Treatment effect at 6 weeks MD=-1.04 (-4.73, 2.66) 0.58
Surgery: 156 141 85 110 75 56 40 Treatment effect at 6 months MD=0.28 (-3.05, 3.61) 0.87
Treatment effect at 12 months MD=1.99 (-1.64, 5.63) 0.28
No surgery: 152 139 122 12 89 63 58 Treatment effect at 18 months MD=3.70 (-0.93, 8.33) 0.12
Treatment effect at 24 months MD=5.41 (-0.57, 11.39) 0.076

Cl=confidence interval, MD=mean difference. Scores range from 0 to 100. Higher scores represent higher levels
of functioning.

——e —- Surgery ——&—— No surgery

MARS 2 - Eric Lim, Royal Brompton Hospital, London, United Kingdom
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Quality of life EQ5D

© Randomised to Randomised to no
§ . Outcome S Ry Effect (95% CI) p-value
7
8 ] - EQSD utility Baseline* 0.81(0.70, 0.99) 0.80(0.72, 0.92)
. | T score Randomisation® 0.83 (0.73, 0.92) 0.82 (0.73, 0.92)
w ~e 1 6 weeks# 0.66(0.51,0.77)  0.79 (0.67,0.92)
@ | | 6 months§ 0.66 (0.46, 0.77) 0.73 (0.59, 0.87)
e . : : 12 months] 0.55(0.00,0.79)  0.69 (0.0, 0.84)
g | 1 18 months|| 0.00 (0.00, 0.66) 0.15 (0.00, 0.79)
S I | 24 months** 0.00 (0.00,0.61)  0.00 (0.00, 0.67)
= | \ | Test for treatment*time interaction 0.15

I N \‘ Overall treatment effect estimate MD=-0.11 (-0.15, -0.07)  <0.001

0 141 bl —— N Data are median (interquartile range). Cl=confidence interval, MD=mean difference. Scores range from -0.594
| T

; : d ’ ' to 1. Higher scores indicate higher quality of life. Note EQ-5D was not collected in the pilot study. Missing data

Hesee  Frereng Dimora:  GmaNe. (ETRuLe. TSwonke: SSmete (surgery, no surgery): *78 patients with missing data (42, 36), 7102 patients with missing data (51, 51), # 123
Surgery: 127 118 83 120 124 135 139 patients with missing data (74, 39), § 80 patients with missing data (38, 42), 1] 62 patients with missing data
. s e . -
No surgery: 130 15 110 18 124 126 135 (31, 31), || 59 patients with missing data (25, 34), ** 49 patients with missing data (27, 22).

——e& —- Surgery ——&—— No surgery

MARS 2 - Eric Lim, Royal Brompton Hospital, London, United Kingdom
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Relinquishing the concept of “resectability”

* Increases survival by S | | CRO
reducing the risk of death ez o) |
associated with surgery W2 : |

> |
T I
i

* Open access to effective g° | AR08 018, 1.29)
systemic treatments currently Eg ! |p=0.15
licensed for “unresectable” S =
disease No surgery |

8_ ————— Surgery |
o |

1 1
0 12 24 36 48 60
Time from randomisation (months) {

MARS 2 - Eric Lim, Royal Brompton Hospital, London, United Kingdom




Slide 8

CRO Why two blue arrow, where is the blue line going?
Chris Rogers, 2023-08-08T12:40:58.922



IASLC | M | 2023 World Conference
<8 — W™E¥  on Lung Cancer

SEPTEMBER 9-12, 2023 | SINGAPORE

Conclusions

* Extended pleurectomy decortication for mesothelioma had:

* higher risk of death
* more serious complications

* poorer quality of life
* at higher cost of £14,631 ($20,102 USD)

...compared to those who were randomised to chemotherapy alone

MARS 2 - Eric Lim, Royal Brompton Hospital, London, United Kingdom



[ASLC ﬂ;‘“ 2023 World Conference
o on Lung Cancer

SEPTEMBER 9-12, 2023 | SINGAPORE

KRYSTAL-1: Two-Year Follow-Up of Adagrasib
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KRYSTAL-1 Two-Year Folowa-Up of Adagrash (MRTX849) in KRAS“™“.Mutated NSCLC

Adagrasib (MRTX849) is a Differentiated KRASC®12C |Inhibitor

* Adagrasib, a covalent inhibitor of KRAS®'“ was selected for favorable properties, including a long half-life (23 hours),
dose-dependent PK, and CNS penetration**

* Based on Phase 2 Cohort A of the KRYSTAL-1 trial (n=116. median follow-up: 12.9 months; ORR: 42.9%; DOR: 8.5 months),
adagrasib has been granted accelerated approval by the FDA in patients with previously treated KRAS®?C.mutated NSCLC®”

Phase 1/1b® Phase 2 Cohort A7
AR e Dese Escalation and Expansion NSCLC Monotherapy Treatment
Key Eligibility Criteria® = 2

< i g
KRASS'*.mutated unresactable Adagras:ﬂ%ﬂ mg BID Adagras::l?:]g mg BID
or metastatic NSCLCY/
21B-years-old Primary Endpoint:
ECOG PS 0-1 Key Endpoints: ORR (RECIST v1.1) Exploratory Endpoints:

% per BICR Cinical activity in patients

Treated, stable CNS melastases Safety, tolerability, recommended P 5 AN ER

" Phesa 8.do6s. and BRcas Secondary Endpoints: with CNS melastases
werg sliowad e y DOR, PFS, 1-year survival rata, and co-mutations?

08, and safety

*  Here wea ieport 2.year fellow-up dala for 132 patients in Phase 1/1b dese escalation and expansion cohorts and Phase 2 Cohort A of KRYSTAL A1
(Data as of 1 January 2023; median follow-up: 26.9 months)

=  Patients were administered adagrasib 600 mg BID orally (capsule, fasted)

* Baseline charactaristics weare consistent with those previously reported*’

Pty ecosled @ Frass 7 Cotvrt A oo By o bamedt sl a PO rhecd in comiaral S oF @ »aied s sl ATty MEBASTIC ety d ¥ Cind 0 Lumnr 9508 o DA by =g Craad apootesd sl a0 cavpl Inoavory
W eg STucd 10 0 aaaigd (i ad b Wil 0T ay MO gt L s e Of (TEAXANE b)) Maveeh “Cundn e MEOX & Tawy T Sfdy JONRA NOS svdn o Liedn

Clhreond Trasix gov NCTUO OO0 2



KRYSTAL-1: Two-Yaar Falow-Up of Adagrash (MRTXE849) in KRASS™ . Mutated NSCLC

Efficacy Outcomes at Two-Years

Overall Survival (N=132)

Progression-Free Survival (N=128)

10 =
> Median OS: 14.1 months {95% CI, 9.2-18.7) 2 Median PFS: 6.9 menths (95% ClI, 5.4-8.7)
£ o8 2 08 o
= o
2 3
2 3
g 06 a 06 -
a
s ¢
2 04 4 % 04 -
z I
@ :
02 = w 02 -
+ Censored + Censored
a I I I I L | I I I | 0 ) L I I ] 1 1 1 | L
0 4 8 12 16 20 24 28 32 36 40 Q - 8 12 16 20 24 28 32 36 40
Time, Months Time, Months
Patients atrisk 132 98 74 89 48 37 30 16 7 2 0 128 78 46 33 23 14 9 s < 2 0
= Objective responses were cbserved in 43% of patients (55/128), DCR was 80%
= Median DOR was 12.4 months (95% CI, 7.0-15.1p
Resuitz are Basec on DICR NVawy) 1 5ol sanywrs wd cf eal o & e et AN Mard Tessswdds cnsasa M Lamaire: 4% 1ICarasd e o aftaymt ' pedets ware Y ol adda e to N ety pow Sewlng raasv Ty i
:::if\:‘:::'0\5\"'\I,"]§ W 7 D% A
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KRYSTAL-1 Two-Year Folow-Up of Adagrash (MRTX849) in KRAS™™

Overall Survival and Progression-Free Survival in Patients With Tumors
Harboring Co-Mutations or With Baseline CNS Metastases

Overall Survival According to Co-Mutations at Baseline®

Survival Probability

Median OS, Months (95% Cl)
— TPS3M (n=42) 18.7 (11.3-27.0)
e COKNZAmM (n=12) 13.0 (1.6-20.8)
— STK1Im (n=44) 9.2 (5.0-12.7)
_\—\_\:‘:EAP'Im (n=25) 5.7 (36-922)
* Canzaored : B
0 T T T T T T T T T T
D 4 8 12 16 20 24 28 32 36 40
Time, Months

= Median PFS: KEAP1m, 4.1 months (95% CI, 2.7-5.6);
STK11m, 4.2 months (3.9-6.1); COKN2AmM, 8.4 months
(1.2-11.9); TP&3m, 8.7 months (5.0-12.1)

Survival Probabllity

Overall Survival in Patients With CNS Metastases
at Baseline (n=26)

Median OS, Months (95% CI)
1.07 14.7 {7.5-19.3)
0.8+
0.6+
0.4+
024
* Censored
0 T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40

Time, Months

= NMedian PFS for patients with CNS metastases
at baseline was 6.9 months (85% Cl, 4 1-11.9)
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KRYSTAL-1 Two-Yaar Falow-Up ol Adagrash (MRTXE49) in KRAS“™=.Mutated NSCLC

Duration of Treatment in Responders, Including Patients With Dose
Modification
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» Dose modifications were not associated with shorter treatment duration; all 33 patients (60%6) who had DOT >1 year and all 12 patients (2296)
who ha¢ DOT >2 years had dose modifications®
* For all patients with a dose modification®, 1-year OS was 53.3% and 2-year OS was 32.1%
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KRYSTAL-1

ITwo-Year Falow-Up of Adagrast (MRTX849) in KRAS™

Treatment-Related Adverse Events and Long-Term Safety

TRAESs in Patients Overall (N=132)*
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« QM2 (0%) patients® who recesad 10 <30 cays bafore adagrash had Grade 23 »
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+  One patent discontinuaed treatmant due ta Grade 3 hapatoloxicity
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TRAEs With New Onset >1 Year (N=43)
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43132 pahents (32.6%) recaived adagrash for >1 year

29 of these 432 patents (67%) had a naw onset TRAE after >1 year

Naw cnsat Grade 22 Gl TRAES ozcurred in 1 patent (2%, Grade 2 diarrheq), no
pabents had Grade 22 hepatotoxialy with onset >1 year
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KRYSTAL-1 Two-Year Folow-Up aof Adagrash (MRTXE849) in KRASS™.Mutated NSCLC

Conclusions and Future Directions

* |n this pooled analysis of patients with previously treated KRAS%"?“.mutated NSCLC, adagrasib demonstrated durable
efficacy, wilh a median OS of 14.1 months and 2-year OS rate of 31%

* Exploratory analyses suggested durable clinical benefit in patients with treated, stable CNS metastases at baseline
(median OS of 14.7 months), with clinical benefit noted across most baseline co-mutations

= Adagrasib had a manageable long-term safely profile; most TRAEs with onset >1 year were of low grade and included
fewer Gl TRAES

= Treatment management by dose madification did not lead to a decrease in OS (2-year OS rate of 32%)

= Adagrasib was associated with a low rate of Grade 23 hepatotoxicity and was not observed in any patients who
received adagrasib within 30 days of prior 10

» A confirmatory Phase 3 study is evaluating adagrasib vs docetaxel in previously treated patients with
KRASS"?C.mutated NSCLC, in North America, Europe, Asia, and Auslralia (KRYSTAL-12; NCT04685135)

For more informalion conlsct Misti Medical Information gl medinfo o (a8 com 7
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Introduction

« EGFR-TKIs are standard of care first-line treatment for EGFRm advanced NSCLC;"2 however, despite efficacy, most
patients will progress following treatment,34 and clinical factors associated with poor prognosis include CNS
metastases or L858R mutation®-’

» Osimertinib, a third-generation, CNS active EGFR-TKI, is the preferred first-line treatment for EGFRm advanced
NSCLC based on superior PFS / OS benefit with osimertinib vs comparator EGFR-TKIs in the FLAURA study'+8-12

« Clinical data on first-generation EGFR-TKIs combined with chemotherapy have suggested an additive effect!3-17

» Osimertinib plus platinum-pemetrexed recently showed encouraging activity in the Phase Il OPAL study in Japanese
patients with untreated EGFR-mutated advanced NSCLC (ORR 90.9% [95% CI 84.0, 97.8]; median PFS
31.0 months [95% CI 26.8, NC]);'® however, this combination has not been evaluated in a randomized trial

The global, open-label, randomized FLAURA2 study (NCT04035486) aims to assess the efficacy and
safety of osimertinib plus platinum-pemetrexed vs osimertinib monotherapy as first-line treatment for
EGFRm advanced NSCLC

1. Hendriks et al. Ann Oncol 2023;34:P339-57; 2. Hanna et al. J Clin Oncol 2021;39:1040-91; 3. Soria et al. N Engl J Med 2018;378:113-25; 4. Ramalingam et al. N Engl J Med 2020;382:41-50; 5. Bhatt et al. J Glob Oncol 2016;3:208-17;

6. Peters et al. Cancer Treat Rev 2016;45:139-62; 7. Lee CK. J Natl Cancer Inst 2017;109; 8. Cross et al. Cancer Discov 2014;4(9):1046—61; 9. Mok et al. N Engl J Med 2017;376:629—40; 10. Wu et al. N Engl J Med 2020;383:1711-23;

11. Wu et al. J Clin Oncol 2018;36:2702-09; 12. Reungwetwattana et al. J Clin Oncol 2018;36:3290-97; 13. Hosomi et al. J Clin Oncol 2020;38:115-23; 14. Noronha et al. J Clin Oncol;38:124-36; 15. Oizumi et al. ESMO Open 2018;3:e000313;
16. Sugawara et al. Ann Oncol 2015;26:888-94; 17. Hou et al. JAMA Netw Open 2023;6:€2255050; 18. Saito et al. Eur J Cancer 2023;185:83-93

Cl, confidence interval; CNS, central nervous system; EGFRm, epidermal growth factor receptor-mutated; EGFR-TKI, epidermal growth facto

ORR, objective response rate; OS, overall survival; PFS, progression-free survival




FLAURAZ2 Phase Il study design

Safety run-in period (N=30)
Published in ESMO Open, 20217

}

Patients with untreated locally

advanced / metastatic EGFRm NSCLC

Key inclusion criteria:

» Aged 218 years (Japan: 220 years)

» Pathologically confirmed
non-squamous NSCLC

* Ex19del / L858R (local / central test)

« WHOPSO0/1

» No prior systemic therapy for advanced
NSCLC

» Stable CNS metastases were allowed*

+ CT/MRI scan at baseline

Stratification by:

* Race (Chinese Asian /
non-Chinese Asian /
non-Asian)

 EGFRm (local / central
test)

« WHOPS (0/1)

Osimertinib 80 mg (QD)
+ pemetrexed 500 mg/m?2
+ carboplatin AUCS Maintenance

or cisplatin 75 mg/m? osimertinib 80 mg (QD)
(Q3W for 4 cycles for + pemetrexed (Q3W)f
platinum-based

treatments)

Randomization @
1:1 (N=557)

Osimertinib 80 mg (QD)

O

Follow-up:
RECIST 1.1 assessment at
6 and 12 weeks, then every
12 weeks until RECIST 1.1
defined radiological disease
progression or other withdrawal
criteria were met

« Primary endpoint: PFS (by investigator and BICR assessment per RECIST 1.1)#
» Secondary endpoints: OS, ORR, DoR, DCR, HRQoL, safety (AEs by CTCAE v5) and PFS2#

1. Planchard et al. ESMO Open 2021;6(5):100271. *Not requiring steroids for at least two weeks; TPemetrexed maintenance continued until a discontinuation criterion was met; *Efficacy analyses in the full analysis set, defined as all patients randomized to study treatment
regardless of the treatment actually received, and safety analyses in the safety analysis set, defined as all randomized patients who received 21 dose of study treatment — one patient who was randomized to osimertinib plus platinum-pemetrexed received only osimertinib and was
therefore included in the osimertinib monotherapy safety analysis set; The study provided 90% power to demonstrate a statistically significant difference in PFS assuming HR=0.68 at 5% two-sided significance level

AE, adverse event; AUC, area under curve; BICR, blinded independent central review; CNS, central nervous system; CT, comp

EGFR, epidermal growth factor receptor; EGFRm, EGFR-mutated; EGFR-TKI, EGFR-tyrosine kinase inhibitor; Ex19del, exon 19 deletio
ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PFS2, second progression-free survival; QD, once-daily; €

jation of response;
on-smll cell lung cancer; —
ealth O]ganization performance status




Patient disposition

Patients randomized

N=557 (FAS)
Patients dosed Treatment not received
n=551 (SAS) - n=6
|

Osimertinib +
platinum-pemetrexed
n=276

Osimertinib
n=275

Ongoing treatment at DCO:
Osimertinib, n=154 (56%)
Pemetrexed, n=68 (25%)

Ongoing osimertinib at DCO
n=123 (45%)

Discontinued:
Osimertinib, n=122 (44%) Discontinued osimertinib
Platinum, n=64 (23%) n=152 (55%)

Pemetrexed, n=208 (75%)

» Disease progression and AEs were the most common reasons for discontinuation of any study treatment*

Data cut-off: 03 April 2023

*Progression includes both RECIST 1.1 objective disease progression and subjective disease progression
AE, adverse event; DCO, data cut-off; FAS, full analysis set; RECIST, Response Evaluation Criteria in Solid Tumors; SAS, safety analysis set




Baseline characteristics

» Patient demographics / clinical characteristics were balanced between arms, and almost half of patients had CNS metastases at baseline

Osimertinib + Osimertinib
platinum-pemetrexed monotherapy

Characteristics, %* (n=279)t (n=278)t
Sex: male / female 38/62 39/61
Age: median (range), years 61 (26-83) 62 (30-85)
Race: Chinese Asian / non-Chinese Asian / non-Asian 25/39/35 25/38/36
WHO PS: 0/ 1% 37/62 37/63
Smoking status: never / current / former 67/1/31 65/1/33
Histology: adenocarcinoma / adenosquamous / other 99/1/1 99/0/1
EGFR mutation at randomization$: Ex19del / L858R 61/38 60 /38
Locally advanced / metastatic 5795 3/97

CNS metastases 42 40

Extra-thoracic visceral metastases 53 54
Baseline tumor size, mean (SD) / median (range), mm 65 (42)/ 57 (10-284) 64 (39) /57 (11-221)

Data cut-off: 03 April 2023
*Percentages calculated and rounded to nearest whole number; tThree patients in each arm were randomized to either treatment arm, but recei a 'R mutation test

CNS, central nervous system; EGFR, epidermal growth factor receptor; Ex19del, exon 19 deletion; SD, standard deviation; WHO PS, World Health Organization




Progression-free survival per investigator

* Median PFS was improved by 8.8 months with osimertinib plus platinum-pemetrexed vs osimertinib monotherapy

Median PFS, months (95% Cl)

= 107 Osimertinib + platinum-pemetrexed 25.5(24.7, NC)
>
T 09 - Osimertinib monotherapy 16.7 (14.1,21.3)
2 HR (95% CI) 0.62 (0.49, 0.79);
$ 0.8 - p<0.0001
-.E 07 - Overall maturity: 51%
i) Median follow-up for PFS*, months (range):
S 06 = Osimertinib + platinum-pemetrexed, 19.5 (0-33.3)
o Osimertinib monotherapy, 16.5 (0-33.1)
S 05+
=
o
s 0.4 -
>
E 0.3 = 1
2 |
2 0.2 - [
e 1
|
& 014 i
l
0 T T T T T T T | T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36
Time from randomization (months)
No. at risk:
l 279 254 241 225 207 187 165 133 84 42 21 3 0
278 246 227 203 178 148 119 94 67 48 21 1 0

Data cut-off: 03 April 2023

*In all patients
Cl, confidence interval; HR, hazard ratio; NC, not calculable; PFS, progression-free survival




Progression-free survival per BICR

* Median PFS was improved by 9.5 months with osimertinib plus platinum-pemetrexed vs osimertinib monotherapy

Median PFS, months (95% Cl)

= 10 ==y Osimertinib + platinum-pemetrexed 29.4 (25.1,NC)
> =
E 0.9 = L " Osimertinib monotherapy 19.9 (16.6, 25.3)
2 - . HR (95% Cl) 0.62 (0.48, 0.80);
o 0.8 = : p=0.0002
“E 0.7 — o Overall maturity: 43%
i) iy Median follow-up for PFS*, months (range):
A 06— .. Osimertinib + platinum-pemetrexed, 19.4 (0-33.2)
o : 62% 1 ™ Osimertinib monotherapy, 14.6 (0-33.2)
g 05 ' '
<) . W s,
S 1 ‘
s 0.4 47% : :
2 I
= 03— I
2 :
2 0.2- [
2 I
|
& 014 i
;
0 T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36
Time from randomization (months)
No. at risk:
l 279 255 242 223 207 184 158 128 81 39 20 3 0
278 247 218 195 169 139 116 88 59 42 18 2 0

Data cut-off: 03 April 2023

*In all patients
BICR, blinded independent central review; Cl, confidence interval; HR, hazard ratio; NC, not calculable; PFS, progression-free survival




Progression-free survival across subgroups

* PFS benefit was consistent across all pre-defined subgroups

Osimertinib + Osimertinib
Subgroup platinum-pemetrexed monotherapy HR (95% CI)
(Events / patients)  (Events / patients)
All oationt Stratified log-rank 120 / 279 166 / 278 — | 0.62 (0.49, 0.79)
patients Unadjusted Cox PH 120/ 279 166 /278 —a— 0.62 (0.49, 0.78)
Sex Male 51/106 73/109 w1 0.54 (0.37, 0.77)
Female 69 /173 93 /169 — 0.67 (0.49, 0.92)
Chinese Asian 26 /71 43169 : - ;o 0.49 (0.30, 0.81)
Race Non-Chinese Asian 54 /107 65/107 —a— 0.76 (0.53, 1.09)
Non-Asian 407101 58/ 102 — | 0.55 (0.37, 0.83)
_ Central 52 /121 67 /119 — e 0.73 (0.51, 1.05)
EGFR h
GFR mutation test method | | 68 /158 99 /159 — | 0.55 (0.40, 0.74)
Ade at screenin <65 years 73/ 174 97 / 166 — | 0.59 (0.44, 0.80)
9 9 65 years 471105 69 /112 — 0.68 (0.47, 0.98)
Smoking histo Yes 43791 57 /97 — . : 0.63 (0.42, 0.94)
g history No 77 /188 109 / 181 —— 0.61 (0.46, 0.82)
_ Ex19del 65 /172 94 /169 — 0.60 (0.44, 0.83)
* I
EGFR mutation type L858R 55/ 106 70/107 o 0.63 (0.44, 0.90)
WHO PS 0 487101 57 /102 | 0.79 (0.54, 1.16)
1 72/178 109 /176 — | 0.53 (0.39, 0.72)
_ Yes 52/116 79/110 — . 0.47 (0.33, 0.66)
CNS status at basel |
status at baseline No 68 /163 87 /168 S 0.75 (0.55, 1.03)
r L] L] 1
1 0.5 1 2
Favors osimertinib + platinum-pemetrexed < » Favors osimertinib

Data cut-off: 03 April 2023

*For EGFR mutation type, patients with both Ex19del and L858R were included in Ex19del group
Cl, confidence interval; CNS, central nervous system; EGFR, epidermal growth factor receptor; Ex19del, Exon 19 deletion; HR, hazard ratio; PFS;




PFS* with / without CNS metastases at baseline

With CNS metastases

Median PFS, months (95% Cl)
24.9(22.0,NC)

Without CNS metastases

Median PFS, months (95% CI)

27.6 (24.7,NC)

Osimertinib monotherapy

I Osimertinib + platinum-pemetrexed

I Osimertinib + platinum-pemetrexed

13.8(11.0, 16.7) Osimertinib monotherapy

21.0(16.7, 30.5)

HR (95% Cl)

0.47 (0.33, 0.66) HR (95% Cl) 0.75 (0.55, 1.03)

= 1.0- 1.0 5
2
_ % 084 0.8
ow
Z298 061 0.6
o
S5 044 04 -
2
oo
5 0.2 0.2
o
o 0 | | | | | | | | | | | 1 0 | | | | | | | | | | | 1
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Time from randomization (months)
No. at risk:
l116 101 98 93 84 77 70 58 34 19 8 2 0 163 153 143 132 123 110 95 75 50 23 13 1 0
110 95 84 73 60 50 37 32 21 13 5 1 0 168 151 143 130 118 98 82 62 46 35 16 0 0

Data cut-off: 03 April 2023

*Per investigator; CNS metastases determined by the investigator and recorded in the eCRF
Cl, confidence interval; CNS, central nervous system; eCRF, electronic case report form; HR, hazard ratio; NC, not calculable; PFS, progression-free su




PFS* by EGFR mutation type at baseline

Ex19del L858R
Median PFS, months (95% Cl) Median PFS, months (95% Cl)
Osimertinib + platinum-pemetrexed 27.9 (25.1, NC) Osimertinib + platinum-pemetrexed 24.7 (19.5, 27 .4)
Osimertinib monotherapy 19.4 (16.5, 27.6) Osimertinib monotherapy 13.9(11.1,19.4)
HR (95% CI) 0.60 (0.44, 0.83) HR (95% CI) 0.63 (0.44, 0.90)
= 1.0+ 1.0
2
_ % 08 0.8
own
Z9 06 0.6
F-ia ,
S5 04- 0.4 -
o
a o !
5 0.2 0.2 —t
2
o 0 T T T T T T T T T T T 1 0 T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36

Time from randomization (months)

No. at risk:

172 159 150 142 131 120 103 86 53 23 9 3 0 106 9 91 83 76 67 62 47 31 19 12 0 0
169 152 144 135 117 96 79 63 48 33 16 1 0 107 92 82 68 61 52 40 31 19 15 5 0 0

Data cut-off: 03 April 2023

*Per investigator
Cl, confidence interval; EGFR, epidermal growth factor receptor; Ex19del, exon 19 deletion; HR, hazard ratio; NC, not calculable; PFS, progression-free surviva




Probability of Second

PFS2 and OS interim analysis

Second progression-free survival Overall survival
® 1.07 1.0 Frre=
2
g 0.8 4 0.8 4
(]
[}
2 0.61 0.61
T Median PFS, months (95% Cl) ' Median OS, months (95% CI)
% 0.4 = Osimertinib + platinum-pemetrexed 30.6 (29.0, NC) 0.4 Osimertinib + platinum-pemetrexed NR (31.9, NC)
g Osimertinib monotherapy 27.8 (26.0, NC) Osimertinib monotherapy NR (NC, NC)
2 0.21 HR (95% ClI) 0.70 (0.52, 0.93); 0.2+ HR (95% ClI) 0.90 (0.65, 1.24);
S p=0.0132 p=0.5238*
0 1 n 1 L L] L) L L L] L L L) 0 n n n L) L) L) L L L] L L L)
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Time from randomization (months)
No. at risk:
l 279 263 254 247 236 220 194 158 107 54 26 3 0 279 267 258 253 244 237 219 191 139 84 46 7 0
278 265 255 246 232 206 166 130 90 58 26 3 0 278 267 260 257 251 244 214 185 133 85 46 10 0

* PFS2 and OS were immature at this interim analysis (34% and 27% data maturity, respectively)

* At DCO, of those that discontinued treatment, 57 / 123 patients (46%) in the osimertinib plus platinum-pemetrexed arm and
91/ 151 patients (60%) in the osimertinib monotherapy arm had received any subsequent anti-cancer treatmentt

* In both arms, cytotoxic chemotherapy was the most common second-line treatment (65% and 82% of those who received subsequent
anti-cancer treatment in the combination and monotherapy arms, respectively)t

Data cut-off: 03 April 2023

*Significance level is p-value <0.00158 at this interim for OS; TSubsequent anti-cancer treatments included those with a start date after the date's { d ubsequent anti-candpr treatment
Percentages of patients by treatment type are calculated from the number of patients who received a subsequent anti-cancer treatment . .

Cl, confidence interval; HR, hazard ratio; NC, not calculable; NR, not reached; OS, overall survival; PFS, progression-free survival; PES2, second progression-free -



Tumor response per investigator

Osimertinib + platinum-pemetrexed (n=279)* Osimertinib monotherapy (n=278)*

- 60 4 60 7
o
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Osimertinib + platinum-pemetrexed (n=279) Osimertinib monotherapy (n=278)

Median best percentage change in target lesion size, % (range) -52.6 (-100.0, 20.0) -50.0 (-100.0, 40.4)
Objective response rate, % (95% CI) 83.2(78.2,87.4) 75.5(70.1, 80.5)
Odds ratio (95% CI) 1.61 (1.06, 2.44)
Complete response, n (%) 1(<1) 2(1)
Partial response, n (%) 231 (83) 208 (75)
Stable disease =35 days, n (%) 34 (12) 51 (18)
Progression, n (%) 7(3) 12 (4)
Median duration of response, months (95% CI) 24.0 (20.9, 27.8) 15.3 (12.7,19.4)

Data cut-off: 03 April 2023

*Overall, 275 patients from the osimertinib + platinum-pemetrexed arm and 276 from the osimertinib monotherapy arm had best percentage chang
BoR, best overall response; Cl, confidence interval; CR, complete response; NE, not evaluable; PD, progressive disease; PR, partial response; SD;




Safety summary

* Median total duration of osimertinib exposure was 22.3 months (range 0.1-33.8) in the osimertinib plus platinum-pemetrexed arm
and 19.3 months (range 0.1-33.8) in the osimertinib monotherapy arm

* In the combination arm patients received a median of 12 cycles of pemetrexed (range 1-48) and 212 patients (77%) completed
4 cycles of platinum-based chemotherapy

Patients with AEs, n (%)* Osimertinib + (pnI:tzi;g)m-pemetrexed Osimertir;:‘b=;n7¢;r)|otherapy
AE any cause 276 (100) 268 (97)
Any AE Grade >3 176 (64) 75 (27)
Any AE leading to death 18 (7) 8 (3)
Any serious AE 104 (38) 53 (19)
Any AE leading to discontinuation 132 (48) 17 (6)
Osimertinib / carboplatin or cisplatin / pemetrexed discontinuation 30 (11)/46 (17)/ 119 (43) 17 (6) / NA/ NA
AE possible causally related to treatmentt 269 (97) 241 (88)
Any AE Grade 23 146 (53) 29 (11)
Causally related to osimertinib / carboplatin or cisplatin / pemetrexed 81 (29)/ 104 (38)/ 130 (47) 29 (11) / NA/NA
Any AE leading to death 5(2) 1(<1)
Causally related to osimertinib / carboplatin or cisplatin / pemetrexed 3()/2(1)/3(1) 1(<1)/ NA/NA
Any serious AE 52 (19) 15 (5)

Data cut-off: 03 April 2023

*Percentages calculated and rounded to nearest whole number; tPer investigator assessment

AE, adverse event; NA, not applicable



A (0) . *
Common adverse events (215% of patients)
Osimertinib + platinum-pemetrexed (n=276) Osimertinib monotherapy (n=275)
Anemiat 20 I 27 8l <1
Diarrhea 3 4 40 | <1
Nausea 114 10 o
Decreased appetite 3 Il 28 oll 1
Constipation <1 |29 10 o
Rash <1 |28 21 0
Fatigue 3 Il 25 9] <1
Vomiting 1025 6 0
Stomatitis <1 |24 18 | <1
Neutropeniat 4 INEEETI. s gl
Paronychia 1023 26 | <1
COVID-19% <1 Wl 20 14 0
ALT increase 1 019 771 <«
Thrombocytopeniat 12 NE 9 1
Dry skin 0 (18 24 0
AST increase <1 |17 4] <«
Blood creatinine increase Grade 1/2 W Grade 3 0 17 4.0
WBC count decrease M Grade 4 <1 13 61 <1 Grade 1/2 ® Grade 3
Edema peripheral ; . . 0 15 4 0 . . .
60 40 20 0 20 40 60

Patients with adverse events, %

« Of most common AEs (occurring in 215% of patients in either arm), all Grade 4 AEs in the osimertinib plus platinum-pemetrexed arm were
hematological toxicities, known to be associated with chemotherapy; there were no common Grade 4 AEs in the monotherapy arm

Data cut-off: 03 April 2023
*In commonly reported AEs, defined as occurring in 215% of patients in either treatment arm, by MedDRA preferred terms (unless stated as a epts); emi ased, ytopenia / platelet count decreased,

and neutropenia / neutrophil count decreased by preferred terms); *Of common AEs (215% of patients), one Grade 5 AE of COVID-19 was reports
AE, adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase; MedDRA, Medical Dictionary for Regulatory Activities; \WWBC; white blood ce




mm 15% of patients)*
Common adverse events (215% of patients
Osimertinib + platinum-pemetrexed (n=276) Osimertinib monotherapy (n=275)
Anemiat 20 I 27 8l <1
Diarrhea 3 4 40 | <1
Nausea 114 10 o
Decreased appetite 3 Il 28 ol ILD (grouped term) was reported in
Constipation <! . 00 8 patients (3%) in the osimertinib
Rash <1 |28 21 0 .
. plus platinum-pemetrexed arm and
Fatigue 3 25 91l < . o/\ i . _
Vomiting 1025 — 10 patients (4%) in the osimertinib
Stomatitis <1 |24 18] <1 monotherapy arm (all grades)t
Neutropeniat 4 INEEETI. s gl
Paronychia 1023 261] <1
COVID-19% <1 Wl 20 14 0
ALT increase 1 019 7 <1
Thrombocytopeniat 12 NE 9l 1
Dry skin 0 (18 24 0
AST increase <1 |17 4] <«
Blood creatinine increase Grade 1/2 W Grade 3 0 17 4 0
WBC count decrease M Grade 4 <1 13 61 <1 Grade 1/2 W Grade 3
Edema peripheral | . . 0 15 4 0 . . .
60 40 20 0 20 40 60

Patients with adverse events, %

« Of most common AEs (occurring in 215% of patients in either arm), all Grade 4 AEs in the osimertinib plus platinum-pemetrexed arm were
hematological toxicities, known to be associated with chemotherapy; there were no common Grade 4 AEs in the monotherapy arm

Data cut-off: 03 April 2023 .
*In commonly reported AEs, defined as occurring in >15% of patients in either treatment arm, by MedDRA preferred terms (unless stated e i ed, thrombdcytopenia / platelet count decreased,

neutropenia / neutrophil count decreased, and interstitial lung disease / pneumonitis / organizing pneumonitis (by preferred terms); *Of commol A C orted Is platinum-pemetrexed arm
AE, adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase; ILD, interstitial lung disease; MedDRA, Medical Dictionary for Regulato




Conclusions

» Osimertinib in combination with platinum-pemetrexed has demonstrated a statistically significant and clinically
meaningful improvement in PFS over osimertinib monotherapy in patients with EGFRm advanced NSCLC
(HR: 0.62 [95% CI 0.49, 0.79])

* Median improvements in PFS were 8.8 and 9.5 months with combination vs monotherapy, per investigator and BICR,
respectively (median 25.5 vs 16.7 and 29.4 vs 19.9 months per investigator and BICR, respectively)

* PFS benefits were consistent across all pre-defined subgroups
* PFS2 and OS data were immature at this interim analysis

» The safety profiles were as expected for each treatment and were manageable with standard medical practice

» Further ongoing analyses include CNS response and progression, post-progression endpoints, subsequent therapies,
and ctDNA analyses

Osimertinib plus platinum-pemetrexed offers a new first-line treatment option for patients with
EGFRm advanced NSCLC

BICR, blinded independent central review; Cl, confidence interval; CNS, central nervous system; EGFRm, epidermal growth factor receptor-muta e r J*' progression-fre
B
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Plain language summary

Treatment with osimertinib plus chemotherapy significantly increases progression-free survival rate for patients with

EGFR-mutated advanced non-small cell lung cancer (NSCLC)

Why did we perform this research?
« Epidermal growth factor receptor (EGFR) is a gene that controls cell growth and division. EGFR-tyrosine kinase inhibitors (EGFR-TKIs), including osimertinib, block
the activity of EGFR on cancer cells, reducing their growth and spread
« EGFR-TKIs are recommended as the first treatment for patients diagnosed with advanced NSCLC; however, while receiving EGFR-TKIs, the disease can get worse
* FLAURAZ2 is a study designed to compare treatment with osimertinib, either in combination with chemotherapy or on its own, for patients with advanced NSCLC
who have an EGFR gene mutation

How did we perform this research?

+ Patients with EGFR-mutated advanced NSCLC were randomly assigned to treatment with either osimertinib plus chemotherapy or osimertinib alone and were
followed closely to monitor disease progression
» Here, we report results on the effectiveness and side effects of these treatment options

What were the findings and implications of this research?
&’ - Overall, patients who received osimertinib plus chemotherapy had a significantly longer time without disease progression, with a 38% lower risk of disease
progression or death, compared to treatment with osimertinib alone
* These data highlight a potential new treatment regimen of osimertinib plus chemotherapy for patients with EGFR-mutated advanced NSCLC
+ The side effects of osimertinib and chemotherapy were consistent with the well-established individual drug profiles, and were considered manageable

ﬁ};ﬁ Where can | access more information?
* More information on the FLAURAZ2 study can be found on ClinicalTrials.gov (NCT04035486): https://beta.clinicaltrials.gov/study/NCT04035486
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Benmelstobart with Anlotinib plus Chemotherapy
as First-line Therapy for ES-SCLC: A Randomized,
Double-blind, Phase lll Trial (ETER701)
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Background

« Small-cell lung cancer (SCLC) is a recalcitrant malignancy.

+ Despite immunochemotherapy showed promise with a 2-4 month overall survival (OS) benefits in
extensive-stage SCLC (ES-SCLC), improving long-term survival remains an unmet need.

+ The limited benefit might attribute to the complicated SCLC microenvironment, which is
characterized by immunosuppression, angiogenesis and vascularization. Tumor microenvironment
reprogramming and tumor vessel normalization could promote immune cell infiltration, obtaining
synergistic effects with immunotherapy.

* Therefore, considering the complexity and heterogeneity of SCLC microenvironment, we made an
advanced design to combine Benmelstobart (a novel developed PD-L1 inhibitor) with anlotinib (an
antivascular agent) plus standard chemotherapy, aiming to obtain improved efficacy, longer survival
benefits and manageable safety in ES-SCLC.

gaachun, Chea

https://www.youtube.com/watch?v=2MAmMESB4czA
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+ A multicenter, placebo-controlled, randomized phase Il trial in first-line ES-SCLC.
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Baseline Characteristics (ITT Population)
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Primary Endpoint: PFS (ITT Popultion)
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Primary Endpoint: OS (ITT Population)
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PFS and OS in Subgroups
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Secondary Endpoints: DoR, ORR, DR (ITT Population)
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Summary

» Benmelstobar+Anlotinib+EC showed significant benefits over Placebo+EC as first-line therapy in
ES-SCLC patients, with the historically longest PFS and OS.

-mPFS: Benmelstobart+Anlotinib+EC vs Placebo+EC, 6.9 vs 4.2 months, P<0.0001;
-mOS: Benmelslobart+Anlotinib+EC vs Placebo+EC, 19.3 vs 11.9 months, P=0.0002.

» The safety profile is tolerable and manageable.

» The addition of anti-angiogenic agent to immunochemotherapy in the first-line treatment of ES-
SCLC resulted in the historically longest PFS and OS, supporting the use of immunochemotherapy

plus Anlotinib (a small-molecule, multitargeted anti-angiogenic agent) as a new treatment option for
the patients population.
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