ATLANTA
LUNG CANCER SYMPOSIUM

Targeted therapy for Oncogene-Addicted Early-Stage NSCLC

OCtObeI’ 25, 2025 QPACE E%BBlo Ascend“



Disclosures

Contracted Research support to Institution:
-AstraZeneca, BMS, BioNTech, Genetech/Roche, Lilly, Merck, Taiho

Consultant
-AstraZeneca, Boehringer Ingelheim, Foundation Medicine, Genentech/roche, Lilly, Merck,
Natera, NuvationBio, Revolution Biosciences

. ATLANTA
i B4 LUNG CANCER SYMPOSIUM QPACE Bio Ascend




Early-Stage Lung Cancer Stats with Surgery Alone

’% Stage IAl: < =1cm ~92% 5-year survival

Stage IA2: >1-2 cm ~83% 5-year survival B
100% - e
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Stage IA3: >2-3 ~77% 5-year survival ot ST
0% ——
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Stage lIA: >4 cm ~60% 5-year survival o 2 a 72
Months

Survival based on
pathologic stage

Once LNs are involved the risk of
recurrence and death drastically increases
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Evolution of oncogenic biomarkers in NSCLC

Investlgatlonal : Clinical-grade predictive biomarkers in 2025

. Novel drivers | - | : QT T T A T

e ! targets Targeted therapies Immune checkpoint therapy
A No Mutations 1.2%

UMD 12.0%
EGFR sensitizing 19.4%

Other Drivers 2.9%
PTENoss 0.7%

CDKNZ2A loss 1.9% PD-L1
BRAF nonV600E

EGFR28% NF1loss 1.9% TC 250% PD-L1
28% TC <1%

41%

EGFR T790M 5.5%

KRASo Noneo T EGFR exon20 2.1% 7
(50.0%) (50.0%) EGFRWT Amp 1.0% i
KRAS ALK fusion 3.8% ~\ 8 slia i

PD-L1
(~30.0%) ROS1 fusion 2.6% KRAS 25.3% TC 1-49%
RET fusion 1.7% 31 %

BRAF V600E 2.1%
MET splice 3.0%
MET Amp 1.4% FGFR1/2 0.7%
ERBB2 Amp 1.4% NRAS 1.2%
BRCA1/2 loss 1.3% PIK3CA 2.0%

. 4 MAP2K10.7%
087 200 TSC1/2 loss 0'7%EHBBZMU1 2.3%

Vargas AJ, Harris CC. Nature Reviews Cancer. 2016 Aug;16(8):525; Jordan EJ et al. Cancer Discovery. 2017 Jun
1;7(6):596-609; Yang SR et al. Seminars in cancer biology 2022 Sep 1; Felip, et al. Lancet 2021; Carbone, et al. WCLC 2020;
Forde, et al. N Engl J Med 2022; Kowanetz, et al. AACR 2018; Gandhi, et al. N Engl J Med 2018; Paz-Ares, et al. N Engl J Med
2018; Paz-Ares, et al. Lancet Oncol 2021
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ADAURA

Patients with completely resected

Planned treatment duration:
3 years

stage* IB, Il, IIANSCLC, with or without

adjuvant chemotherapy? B Osimertinib 80 mg,
once daily

Key inclusion criteria: Treatment continued until:

218 years (Japan / Taiwan: 220) » Disease recurrence

WHO performance status 0 / 1 Stratification by: Randomization - Treatment completion
Confirmed primary non-squamous NSCLC Stage (1B vs Il vs lllA) 1:1 o [Bressritnuetien afeiem e
Ex19del / L858R* (N=682)
Brain imaging, if not completed pre-operatively Follow-up:

Complete resection with negative margins$ * Until recurrence; Week 12 and
Maximum interval between surgery and 24, then every 24 weeks to 5

EGFRm (Ex19del vs L858R)
Race (Asian vs non-Asian)

randomization: — — years, then yearly
+ 10 weeks without adjuvant chemotherapy » After recurrence: every 24 weeks
+ 26 weeks with adjuvant chemotherapy for 5 years, then yearly

Endpoints
» Primary endpoint: DFS by investigator assessment in stage II-IlIA patients
+ Key secondary endpoints: DFS in the overall population (stage IB-llla), landmark DFS rates, OS, safety, health-related quality of life

*At the time of recruitment, staging was determined by the AJCC / UICC Staging Manual 7" edition. Patients with stage IB disease were not eligible in Japan. Pre-operative, post-operative, or planned radiotherapy was not allowed.
#Centrally confirmed in tissue. SPatients received a CT scan after resection and within 28 days prior to treatment.

Herbst RS, et al. Oral presentation at ASCO 2023; June 7 2023; Chicago, IL. Abstract LBA3
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ADAURA:
Adjuvant osimertinib x 3 yr significantly improved DFS vs placebo

ADAURA primary DFS analysis'? (stage IB—IlIA)* ADAURA updated DFS analysis3#* (stage IB—IIIA)t
NEJM October 2020 JCO January 2023
1.0 - 1.0 =
0.9 - 0.9 -
0.8 - 0.8 -
> >
= 0.7 - = 0.7
8 =}
E 0.6 T 0.6
© 05 - © 05 -
S S
ﬁ 0.4 - Median DFS, months (95% CI) E 0.4 - Median DFS, months (95% CI)
o 0.3 - .Osimertinib NR (NC, NC) 0 0.3 - .Osimertinib 65.8 (61.7, NC)
0.2 o Placebo 27.5 (22.0, 35.0) 0.2 - Placebo 28.1 (22.1, 35.0)
- % Maturity: 29% - o Maturity: 45%
0.1 HREaAZAC) 020 (014,030 il A 0.1 | HR(@5% C) 0.27 (021, 0.34 osimertinib, 28%; placebo, 62%
0.0 T T T T T T T T 1 0.0 T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54 60 66 72
Time from randomization (months) Time from randomization (months)
No. at risk No. at risk
Osimertinib 339 313 272 208 138 74 27 5 0 - Osimertinib 339 316 307 289 278 270 249 201 139 73 33 5
Placebo 343 287 207 148 88 53 20 3 1 0 Placebo 343 288 230 205 181 162 137 115 84 48 25 4

Cl, confidence interval; DFS, disease-free survival; EGFRm, epidermal growth factor receptor-mutated; HR, hazard ratio; NC, not calculable; NR, not reached; NSCLC, non-small cell lung cancer

*Data cut-off: January 17, 2020. TData cut-off: April 11, 2022.
1. Wu et al. N Engl J Med 2020;383:1711-1723; 2. Herbst et al. J Clin Oncol 2020;38(Suppl! 18): abstract / oral LBA5; 3. Herbst et al. J Clin Oncol 2023;41:1830-1840; 4. Tsuboi et al. Ann Oncol. 2022;33(Suppl 7): abstract / oral LBA47.
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ADAURA: Adjuvant osimertinib x 3 yrs—improved overall survival
patients with stage IB / Il / lllA disease

5-year OS rate, % (95% CI)

1.0 —H-H—F—H-+H —— 95% 93% —=
. o B osimertinib (n=339) 88 (83, 91)
09 = ' ! Placebo (n=343) 78 (73, 82)
8% : .
2> 0.8 — 0
£ | 54% i Overall OSHR  0.49 (0.34, 0.70);
< 07 - I I 78% | (95.03% CI) p<0.0001
= I I I
S 0.6 — ! ! ! Maturity: 18%
E : : : osimertinib 12%, placebo 24%
£ 0.5 — ! ' :
E I I I Median follow-up for OS* (censored patients):
9 04 — : : : osimertinib 61.5 months, placebo 61.5 months
o I I I
g 03+ I I I
o I [ [
0.2 — I I |
I I I
I I I
0.1 — I 1 I
[ [ I
0.0 | | |
: | | | | | | | | | | | | | | |
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Time from randomization (months)
No. at risk
Osimertinib 339 332 325 324 319 311 304 301 294 252 176 108 50 15 0 -
Placebo 343 338 332 326 314 304 290 281 267 223 164 97 44 17 3 0

Cl, confidence interval; HR, hazard ratio; OS, overall survival
Data cut-off: January 27, 2023.
Tick marks indicate censored data. Alpha allocation of 0.0497. *Median follow-up for OS (all patients): osimertinib 60.4 months, placebo 59.4 months.
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All Causality Adverse Events (210% of Patients)

Diarrhea [ 47 3 < 20 * Interstitial lung disease
Paronychia P 1l (grouped terms) was reported
: o/ \ . .
Dry skin % = in _11 (3 @)_ patients in the
osimertinib arm (all Grade 1/2)1
Pruritis |21 9
Cough @ 18 * QTc prolongation was reported
ST T W4 in 30 (9%) patients in the
= osimertinib arm and 8 (2%)
URTI K 11 patients in the placebo arm#
Nasopharyngitis |15 10
Decreased appetite 14 | 4
Dermatitis acneiform |12 5 . o
_ |:| Osimertinib, all grades
Mouth ulceration |12 3 N
I Osimertinib, Grades 3/4
Nausea |10 <1 6
Weiaht d O OF Placebo, all grades
elg ecrease
Placebo, Grades 3/4
Arthralgia E 1
10 9 8 70 60 50 40 30 20 10 0 10 20 40 50 60 70 80 90 100

Percentage of patients with adverse event (%)

*Compared with the January 17, 2020 data cut-off, 1 additional patient reported interstitial lung disease (grouped term): pneumonitis, Grade 2;
tGrade 1, n=6; Grade 2, n=5; Grade 3, n=0; *Osimertinib: Grade 1, n=16; Grade 2, n=10; Grade 3, n=4; placebo: Grade 1, n=7; Grade 2, n=0; Grade 3, n=1.
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ALINA

Resected Stage IB (24cm)-llIA

ALK+ NSCLC Alectinib
per UICC/AJCC 7th edition 600 mg BID Recurrence
Other key eligibility criteria: 2 years Further
« ECOG PS 0-1 treatments at
. Elini : : ) investigator’s
Eligible to receive platinum-based N E‘ cholce and
chemotherapy survival
» Adequate end-organ function . Fr
* No prior systemic cancer therapy Platinum-based P
o chemotherapyt Recurrence
Stratification factors: Q3W: 4 cycles
- Stage: IB (=4 cm) vs Il vs IlIA ’

* Race: Asian vs non-Asian

Disease assessments (including brain

Primary endpoint Other endpoints I;A2Rl)§ vnl/{er? conduc1tezd: at basée‘:ine, ell/e;y
* DFS per investigator,* tested hierarchically: - CNS disease-free survival ea";’%‘f‘;thoényzi; i every 24 weeks for
- Stage lI-IlIA— ITT (stage IB-1lIA) . 0S 4 ’ y
« Safety

Wu Y-L, et al. N Engl J Med. 2024;390(14):1265-1276.
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Disease-free survival: ITT (stage IB-llIA)*

. Chemotherapy
Alectinib (N=130
Inib ( ) (N=127)
Patients with event 15 (12%) 50 (39%)
Death 0 1
Recurrence 15 49
Median DFS, Not reached 41.3
months (95% CI) (28.5, NE)
DFSHR 0.24 (0.13,0.43)
(95% C|) p+<00001

Alectinib
S
©
>
2
=]
] Chemotherapy
$ 1 |
o= 1 1 4o o
3 | |
© 1 |
g | |
a I I
1 1
20 - : :
1 1
1 |
1 1
1 1
1 1
O | | I II I II I I I
0 6 12 18 24 30 36 42 48 54
Time (months)
No. at risk
Alectinib 130 123 123 118 74 55 39 22 10 3
Chemo 127 112 98 89 55 41 27 18 11 2

At the data cutoff date, OS data were
immature with only 6 (2.3%) OS
events reported?

Median survival follow up: alectinib, 27.8 months; chemotherapy, 28.4 months

Data cut-off: 26 June 2023; Time from last patient in to data cut off was ~18 months

*Per UICC/AJCC 7t edition; tStratified log rank; ¥2 events in the alectinib arm, 4 events in the chemo arm; one additional patient in the chemo arm died but was censored due to incomplete date of death recorded. DFS
defined as the time from randomisation to the first documented recurrence of disease or new primary NSCLC as determined by the investigator, or death from any cause, whichever occurs first

Wu Y-L, et al. N Engl J Med. 2024;390(14):1265-1276, Wu et al. AATS 2024




Disease-free survival subgroup analysis (ITT)

Subgroup No. of events / patients DFS HR (95% CI)
All patients 65 /257 o 0.24 (0.14-0.43)
e <65 43 /196 = 0.26 (0.13-0.52)

>65 22 | 61 - 0.24 (0.08-0.71)
Sex Male 35 /123 w 0.26 (0.11-0.60)
Female 30 /134 - 0.22 (0.10-0.50)
Race Asian 31 /143 I : L 0.36 (0.17-0.79)
Non-Asian 34 /114 i : | 0.16 (0.06-0.38)
ECOG PS at 32 /137 m— 0.20 (0.09-0.46)
baseline 1 33 /120 —u 0.31 (0.14-0.69)
Tobacco use Never 37 /154 : i 0.27 (0.13—0.55)
history Current o / 8 : NE
Previous 28 /| 95 - 0.22 (0.08-0.57)
Stage* Stage IB 6 / 26 n- 0.21 (0.02—1.84)
Stage |l 22 | 92 = 0.24 (0.09-0.65)
Stage llIA 37 /139 I 0.25 (0.12-0.53)
Regional lymph NO 11/ 39 - 0.19 (0.04-0.88)
node status N1 20 / 88 —o 0.34 (0.13-0.89)
N2 34 /130 - 0.21 (0.09-0.47)
T =T T
0.1 0.3 1.0 3.0
< B

Alectinib better Chemotherapy better

Data cut-off: 26 June 2023
Arrows indicate lower bound of the CI<0.1; *Per UICC/AJCC 7t edition



CNS disease-free survival in the ITT population

100
Alectinib . . Chemotherapy
. - -l - Alectinib (N=130) (N=127)
X 801 N Che.:mt?erapy= Patients with event 5 18
E Death 1 4
E Brain recurrence 4 14
2 60 -
g CNS-DFS HR* 0.22
..5 (95% ClI) (0.08, 0.58)
(/2]
c 40 4
<]
2
o
(7]
S 20-
0 1 1 1
0 42 48 54
Time (months)
No. at risk
Alectinib 130 124 124 118 74 55 39 22 10 3
Chemo 127 113 98 a0 57 43 27 18 11 2

Median survival follow up: alectinib, 27.8 months; chemotherapy, 28.4 months

Data cut-off: 26 June 2023

*Stratified analysis with race and stage as stratification factors

CNS-DFS defined as time from randomisation to the first documented recurrence of disease in the CNS or death from any cause
Wu Y-L, et al. N Engl J Med. 2024;390(14):1265-1276.



AEs occurred in 215% of patients

Alectinib
(N=128)

Chemotherapy (N=120)

Adverse event

Blood creatine phosphokinase increased
Constipation

Aspartate aminotransferase increase
Alanine aminotransferase increased
Blood bilirubin increased

COVID-19

Myalgia

Blood alkaline phosphatase increased
Anaemia

Asthenia

Nausea

Vomiting

Decreased appetite

Neutrophil count decreased

Neutropenia

White blood cell count increased

100% 80% 60% 40% 20% 0 20% 40% 60% 80% 100%

/2 12
i 3/4 B 3/4

AE grade:

Data cut-off: 26 June 2023
Median treatment duration was 23.9 months in the alectinib arm and 2.1 months in the chemotherapy arm. No grade 5 events were observed.
Wu Y-L, et al. N Engl J Med. 2024;390(14):1265-1276.



ELEVATE

Randomized, double-blind phase Ill trial (data cutoff for interim analysis: 6/26/2025)

Key Inclusion Criteria:

+ Age 218 years

+ Completely resected (RO),
histologically confirmed
stage 1B, I, 1A or 1B
(T3N2MO) NSCLC per the
8" edition of AJCC/UICC

« Adjuvant  chemotherapy
permitted

« ECOG PS 0-1

+ Confirmed positive ALK

Stratlflcatlon by
Histological

stage (IB vs. Il vs.

1)

Prior adjuvant
chemotherapy
(yes vs. no)

Ensartinib

225 mg once daily

Randomization (1:1)
N=270

Placebo

once daily

Primary endpoint: Investigator-assessed DFS* in patients with stage Il to IlIB disease

Preplanned treatment duration: 2 years

Treatment until:
Disease recurrence
Treatment completed
Met the discontinuation criteria

Follow-up:

Baseline and every 12 weeks for the first
2 years, and then every 24 weeks
annually until the occurrence of disease
recurrence

Secondary endpoints: Investigator-assessed DFS in patients with stage IB-IIIB disease (ITT), 3/5-year DFS rate, OS, safety

Statistical analysis:

+ This preplanned interim analysis was performed when 70% of events (57 events) were observed in patients with stage II-11IB disease.

Ye, D. ESMO Congress 2025
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ELEVATE

Ensartinib showed an improved DFS in patients with lI-llIB disease

Investigator-assessed DFS

100+ 86.4%

_ mi——————wa— Ensartinib Ensartinib Placebo

& 0 (n=103) (n=102)

§ Median follow-up 24.0 months 24.0 months

$ 07 53.5% Events 12 (11.7%) 46 (45.1%)

3 Median DFS,

§ 4 months (95% CI) NE (NE, NE)  24.8 (22.2, NE)

3 Placebo

& DFS HR (95% Cl) 0.20 (0.11, 0.38), p<0.0001

g 204

04 .
N T Investigator-assessed DFS
Time (Months

No. at risk ¢ !

Ensartinib 103 101 101 101 97 94 94 85 42 21 1 0

Placebo 102 95 88 85 76 69 67 58 24 7 1 1 0 1004 87 3%
_ ™ Ensartinib Ensartinib Placebo
8 80 ! (n=137) (n=137)
o |
® ! 57.2% Median follow-up 22.2 months 22.1 months
g 007 g 1 Events 12 (8.8%) 48 (35.0%)
2 ; Median DFS
[0} ' !
& 404 : months (95% Cl) NE (NE, NE) 24.8 (22.2, NE)
8 : Placebo
& ; DFS HR (95% Cl) 0.20 (0.10, 0.37), p<0.0001
3
o 204 :

0 1
0 3 6 9 12 15 18 21 24 27 30 33 36
Time (Months)

No. at risk
Ensartinib 137 130 129 128 111 100 97 85 42 21 1 0
Placebo 137 127 120 115 90 75 68 58 24 7 4 1 0

Ye, D. ESMO Congress 2025
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NEOADAURA: Randomized Phase 3 Study

Osi 80 mg QD (=9 weeks)87 +

Patients with completely carboplatin AUCS5 or cisplatin 75 mg/m?2 +

resectable EGFRm

. pemetrexed 500 mg/m?
N=358
Investigator choice of
Key inclusion criteria: Osi mono adjuvant treatment
 Aged 218 years 80 mg QD (=9 weeks)T# Post-surgery
« Histologically / cytologically Stratification by: follow-up visits™
confirmed non-squamous NSCLC Stage Il /11l - - ,
Sponsor-supplied adjuvant os
+ Ex19del / L858Rt Chinese* / other Asian PBO QD (29 weeks)s1 + IOwas avgi?;)k;le for Jellji\g;,ible |
/ non-Asian carboplatin AUC5 or cisplatin 75 mg/m? + atients who comoleted
- WHOPSO0/1 = e . pemetrexed 500 mg/m? P P

' Tt
(Q3W for 3 cycles) surgery in all arms

Endpoints:

* Primary: major pathological response (MPR; by blinded central pathology review)
« Secondary: event-free survival, pathological complete response, hodal downstaging and safety

NCT04351555. Figure borrowed from “Neoadjuvant osimertinib with/without chemotherapy versus chemotherapy alone for EGFR-mutated resectable non-small-cell lung cancer: NeoADAURA”, Tsuboi M et al. Published online July 19, 2021 in Future Oncology and reprinted by permission of the publisher Informa UK Limited trading as Taylor & Francis Ltd,

http://www.tandfonline.com. The figure was adapted with permission from the authors.
*AJCC Staging Manual 8th edition.tConfirmed by sponsor pre-approved local or central tissue testing. *Chinese living in mainland China. SDouble-blind; T0si or PBO could be continued up to the date of surgery, at the discretion of the investigator. #Open-label, sponsor-blinded. **At weeks 12 and 24 post-surgery, then every 24 weeks until 5 years, and then every

48 weeks until disease recurrence or other withdrawal criteria were met. TTAdjuvant osi could be given for a maximum 3-year treatment period, or until unacceptable toxicity or disease recurrence.

AJCC, American Joint Committee on Cancer; AUC, area under the curve; CTx, chemotherapy; del, deletion; EGFRm,
epidermal growth factor receptor-mutated; Ex19del, Exon 19 deletion; mono, monotherapy; NSCLC, non-small cell
lung cancer; osi, osimertinib; PBO, placebo; Q3W, once every 3 weeks; QD, once daily; R, randomization; WHO PS,

World Health Organisation performance status


http://www.tandfonline.com/

Baseline characteristics

Characteristic, %

Osi + CTx Osi mono

(n=121) (n=117)

PBO + CTx
(n=120)

Sex: male / female 40/ 60 35/ 65 25/ 75
Age: median (range), years 63 (31-82) 66 (42-83) 65 (36-86)
Smoking history: former or current / never 32 /68 34 / 66 22 /78
Race:* Chinese' / other Asian / non-Asian 24 /49 / 27 23 /50/ 26 26 /49 / 25
WHOPS:0/ 1 80/ 20 79/21 83/ 17
Histology: adenocarcinoma / other 98/ 2 100/ 0 100/ 0
EGFR mutation at randomization:* Ex19del / L858R 50/ 50 51/ 49 51/ 49
AJCC staging (8th edition) at diagnosis:* Il / llI 49 /51 50/ 50 51/ 49
Regional lymph nodes: NO / N1 / N2 26 /35/ 39 26/38/ 35 29/37/ 34
Baseline tumor size, mean (SD), cm 4.2 (1.4) 4.0 (1.5) 4.3 (1.6)

*Reported by Investigators using interactive voice res|

AJCC, American Joint Committee on Cancer; CTx, chemotherapy; EGFR, epidermal growth factor receptor;
Ex19del, Exon 19 deletion; mono, monotherapy; osi, osimertinib; PBO, placebo; SD, standard deviation; WHO
PS, World Health Organization performance status

Data cut-off: October 15, 2024.
ponse. TChinese living in mainland China.



Surgery summary

Underwent surgery: RO resection:

Osi + CTx 9 o %
(n=121) 2% ) —
In each arm, 91% of patients who
Osi mono
oman )T R G U oA

sponsor-supplied adjuvant osit

PBO + CTx
(n=120)

Proportion of those patients who underwent surgery (%)

e SAEs causally related to surgery occurred in 10%, 5% and 7% of patients

* No patients died within 30 days post-surgery

Data cut-off: October 15, 2024.
*One patient in the osi + CTx arm, two patients in the osi mono arm and one patient in the PBO + CTx arm had missing R status data. One patient in the osi + CTx arm and one patient in the PBO + CTx arm had an R2 resection. tin addition to patients who received sponsor-supplied adjuvant osi, two patients in the osi + CTx arm, one patient in the
osi mono arm and two patients in the PBO + CTx arm received commercial supplied osi.

CTx, chemotherapy; mono, monotherapy; osi, osimertinib; PBO, placebo
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Reasons for not undergoing or completing surgery

Fewer patients had progressive disease precluding definitive surgery
with both osi-containing regimens

2%

F"
.
7
7
/
:

Completed definitive
surgery: 90%

Osi + CTx
(n=121)

ATLANTA

9 5% LUNG CANCER SYMPOSIUM

2%
3%

NN

Completed definitive
surgery: 95%

Osi mono
(n=117)

Reasons for not completing definitive surgery:

B other [ AE /2742 Progressive disease

8%

7
%/%

¢

5%
N

Completed definitive
surgery: 88%

PBO + CTx
(n=120)

Data cut-off: October 15, 2024.
*Other includes patient decision, unfit for surgery, study discontinuation and other reason.
tOne patient in Osi + CTx arm did not receive surgery due to Grade 3 thromboembolism causally related to carboplatin and pemetrexed

Partners for Advancing Clinical Education
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MPR

The MPR rate was statistically significantly higher with both osi-containing regimens

il

m, IL l;:t;,

50 1

40 -

MPR rate, %
3

N
o
1

10 -

ATLANTA———
LUNG CANCER SYMPOSIUM

Difference, 24% (95% CI 15, 32);
OR, 19.8 (95.002% CI 4.6, 85.3); p<0.0001

26%

|
Difference, 23% (95% CI 15, 32);
OR, 19.3 (99.9% Cl 1.7, 217.4); p<0.0001
| |
25%

95% Cl 18, 34 95% CI 17, 34

Osi + CTx
(n=121)

MPR defined as <10% residual viable tumor cells in the lung primary tumor at resection. Patients had to have an RO result to be classified as responders. MPR assessed using the IASLC method. MPR was analyzed using the Cochran-Mantel-Haenszel test stratified by disease stage (Il vs Ill), race (Chinese vs other Asian vs non-Asian) and EGFR

2%
95% CI 0, 6

: I

Osi mono PBO + CTx
(n=117) (n=120)

Data cut-off: October 15, 2024.

mutation type (Ex19del vs L858R).

QPACE Bio Ascend’



MPR by subgroup

MPR benefit with the osi-containing regimens was consistent across predefined subgroups

Osi + CTx vs PBO + CTx Osi mono vs PBO + CTx
Subgroup n Difference in MPR rates, % (95% ClI) n Difference in MPR rates, % (95% CI)
All patients 241 1 —e— 237 1 ——
o <65 years 121 1 b o i 110 1 ! ° i
Age at randomization >65 years 120 : ' PY i 127 : I ® |
Sex Male 79 1 L | 71 . °
Female 162 I I L | 166 1 I L |
0 197 1 L @ | 193 | @
WHO PS 1 44 1 NA 44 I NA
Chinese Asian 60 : L ® | 58 :
Race Other Asian 118 | k @ i 118 | L @ i
Non-Asian 63 | ' ° | 61 | NA
Smokin Uz o ! - . = 66 I NA
g No 176 [ : ® : 171 I : ® ,
| |
Ex19del 121 I O | A I ® i
i | |
EGFR mutation type L858R 120 | } P i 116 | L ° .
Disease stage Stage Il 120 1 L ® { 120 1 L ® {
(AJCC 8t edition) Stage lll 121 | [ e} | 117 | I e} |
contral o Positive 67 : - . ! e : *
‘Z{‘DﬁApEgi’;a Negative 164 : ® | 156 : ®
Unknown 10 " NA 19 . NA
L] L] L] L] L] L] L] 1 L] L] L] L] L] L] L] 1
-10 0 10 20 30 40 50 60 -10 0 10 20 30 40 50 60
Favors PBO + CTx Favors osi + CTx Favors PBO + CTx Favors osi mono

Data cut-off: October 15, 2024.

MPR defined as <10% residual viable tumor cells in the lung primary tumor at resection. Patients had to have an RO result to be classified as responders. MPR assessed using the IASLC method. The treatment difference in MPR rates with 95% CI was analyzed using the Cochran—Mantel-Haenszel test stratified by disease stage (Il vs Ill), race
(Chinese vs other Asian vs non-Asian) and EGFR mutation type (Ex19del vs L858R), the size of the data points is proportional to the number of patients in each subgroup, the horizontal bars represent the 95% Cls and shading indicates the difference in MPR rates and 95% Cls for the full analysis set (all randomized patients). Differences in the
proportion of patients with an MPR between treatment groups was not calculated for subgroups with <10 responders across the two compared treatment arms.

Jamie E. Chaft AJCC, American Joint Committ Cancer; Cl, confidence interval; GtDNA, circulating tumor DNA CTx, chemotherapy; . "
@ LUNG CANCER SYMPOSIUM e oo Exaaae o 13 oo o, e WP o meme Q PACE Bio Ascend

response; NA, not applicable; osi, osimertinib; PBO, placebo; WHO PS, World Health Organization performance status
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Depth of pathological response

Depth of pathological response was greater with the osi-containing regimens

Overall Response: 'l Non-MPR I/ B MPR %/ pCR 269,
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Patients
Data cut-off: October 15, 2024.

d as <10% residual viable tumor cells in the lung primary tumor at resection, dotted line at ~90% denotes the MPR cut-off. pCR defined as no residual viable tumor in surgical specimens including primary tumors and lymph nodes. Patients had to have an RO result to be classified as responders. MPR and pCR assessed using the IASLC method.
A T L A N T A Pathological regression is summarized based on patients with evaluable % residual viable tumor, osi + CTx: n=109; osi mono: n=110; PBO + CTx: n=105. Rates of MPR / pCR are calculated based on the full analysis set.

L U N G CA N C E R SY M P o S I UM Jamie E. Chaft CTx, chemotherapy; mono, monotherapy; IASLC, International Association for the Study of Lung Cancer; O pAC E % B i O AS Ce n dm

MPR, major pathological response; osi, osimertinib; PBO, placebo
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Nodal downstaging

Over 50% of patients with baseline N2 disease were down-staged at surgery
with both osi-containing regimens

Osi + CTx Osi mono PBO + CTx
(n=47) (n=38) (n=34)

) _®

OR, 4.2 (95% Cl 1.4, 12.1)

OR, 4.8 (95% Cl 1.6, 14.0) |

Data cut-off: October 15, 2024.
Nodal down-staging is summarized based on patients with N2 at baseline and an assessment at the time of surgery. ORs and Cls were analyzed using the Cochran—-Mantel-Haenszel test stratified by disease stage (Il vs Ill), race (Chinese vs other Asian vs non-Asian) and EGFR mutation type (Ex19del vs L858R).
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'L Jj_v~ L U N G CAN C E R SYM Pos I UIM NG C e ft Cl, confidence interval; CTx, chemotherapy; EGFR, epidermal growth factor receptor; Ex19del, exon 19 Q pAC E B | O AS Ce n d

deletion; OR, odds ratio; osi, osimertinib; PBO, placebo




Interim EFS analysis (15% maturity)

93%

100 95% EFS HR vs PBO + CTx

90

. N Osi + CTx: 0.50

(99.8% Cl 0.17, 1.41); p=0.03821
83% f K ——u
tr : " . Osi mono: 0.73

(95% ClI 0.40, 1.35)f

80

70

60 -

50
40 -

Event-free survival (%)

30
Median follow-up, months#
20 osi + CTx 14.3, osi mono 18.3,
10 - Planned PBO + CTx 14.3
surgery

0y

0 I I I I I I I I I I I I I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

No. at Risk Time since randomization (months)
— Osi+CTx 121 112 110 93 89 58 54 39 38 23 22 14 10 6 0
— Osimono 117 112 110 08 94 59 59 36 34 20 18 9 7 6 0
— PBO + CTx 120 107 100 85 81 55 52 35 34 20 16 11 6 4 0

Data cut-off: October 15, 2024.

Tick marks indicate censored data. EFS was investigator assessed. Median follow-up for EFS (censored patients): osi + CTx 15.9 months, osi mono 18.3 months, PBO + CTx 18.8 months. EFS maturity: osi + CTx 10%, osi mono 15%, PBO + CTx 19%.

TEFS analysis performed using a log-rank test stratified by disease stage (Il vs lll), race (Chinese vs other Asian vs non-Asian) and EGFR mutation type (Ex19del vs L858R). p-value <0.002 required for statistical significance at interim analysis. No p-value calculated. The pre-specified sequential multiple testing procedure required a statistically
significantimprovement in EFS to be demonstrated for the comparison of osi + CTx vs PBO + CTx before formal testing for the comparison of osi mono vs PBO + CTx could be performed. *All patients.

ATLANTA———— . .
L U N G CA N C E R SY M P o S I U IM Jamie E. Chaft Cl, confidence interval; CTx, chemotherapy; EFS, event-free survival; EGFR, epidermal growth factor receptor; Q pAC E B | O AS Ce n d

Ex19del, Exon 19 deletion; HR, hazard ratio; osi, osimertinib; MPR, major pathological response;
PBO, placebo; SAP, statistical analysis plan Partners for Advancing Clinical Education




Interim EFS by MPR status

00 T \ * b wers
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w 20 = !
10 — i Planned
surgery
O *
I I I T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at Risk Time since randomization (months)
— Osi + CTx 31 31 31 23 22 13 13 8 8 4 4 2 1 0
MPR+ — Osi mono 29 29 29 24 23 11 11 8 8 4 3 3 3 2 0
— PBO + CTx 2 2 2 2 2 2 2 1 1 1 1 1 1 0
== Osi+ CTx 920 81 79 70 67 45 41 31 30 19 18 12 9 6 0
MPR- == 0Osi mono 88 83 81 74 71 48 48 28 26 16 15 6 4 4 0
== PBO + CTx 118 105 98 83 79 53 50 34 33 19 15 10 5 4 0
EFS events were reported in 2% (1/62) of patients with an MPR vs 18% (52/296) of patients without an MPR
) o ) ) ) _ Dz?ta cut-off: October 15, 2024.
A T L A N T A Tick marks indicate censored data. At the interim EFS analysis, no conclusions can be drawn for the correlation between MPR and EFS.

CAN C E R SYM POS I UIM Jamie E. Chaft CTx, chemotherapy; EFS, event-free survival; osi, osimertinib; MPR, major pathological response; Q pAC E B | O Asce ﬂ d ‘.
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Most common AEs* (neoadjuvant period)?

‘ Safety findings were consistent with the known profiles of the individual agents
Osi + CTx PBO + CTx Osi mono PBO + CTx
Nausea 28 | 1 | 25 Diarrhea 26 | 10 Osi + PBO Osi

Neutroohil (n=119) (n=120) (n=117)
curophil 25 [ [ ] 1e Cougn 14| 1o o
count decreased o (2) 0 1(1)
24 | 1 | 10 Rash complications
Diarrhea a2 13 | 8 .
24 |: 8 3 . Cardiac effects 1(1) 2(2) 3(3)
Rash Dermatitis acneiform 13 | 3
21 | 1 | 18 e 0 0 2(2)
Decreased appetite Paronychia 12 I:II 1 pneumonitis
19 3
Platelet count decreased Procedural pain 9 I 12
, 18 | 1 | 19 .
Anemia Stomatitis o 1| 10 [ osi + CTx, any grade
Stomatitis 18 :j 10 Nausea . r e . Osi + CTx, max. grade 23
WBC count decreased 13 117 |:| PBO + CTx, any grade
Cough 11 | I 16 e eppetite 6 l 18 B PBO + CTx, max. grade =3
Vomiting 11 1 :l 13 Al 51 | 19 [_] Osi mono, any grade
. i >
Pyrexia 1 I_—l 4 Fatigue 4 | 1 15 B Osi mono, max. grade =3
. Neutrophil 2 ' 18
Religts J ‘: E count decreased —
Procedural pain 5 I: I 12 Vomiting 1 13
5l0 4l0 3l0 2l0 1l0 0 1l0 2l 3l0 4l0 5l 5l0 4l0 3l0 2l 1l0 (l) 1l0 2l0 3l0 4l0 5l
Proportion of patients with AE (%) Proportion of patients with AE (%) Do e

AEs graded using CTCAE v5.
*AEs reported in 210% of patients in either treatment arm within the graphs presented. TThe neoadjuvant analysis period is the time from the first dose to the minimum of: the date of last dose in the neoadjuvant period plus 28 days; the next treatment start date minus 1; the date of withdrawal of consent; or the date of death.

q AE, adverse event; AESI, adverse event of special interest; CTCAE, Common Terminology Criteria for Adverse Events;
D r J amie E . C h a ft CTx, chemotherapy; ILD, interstitial lung disease;

A T L A N T A— osi, osimertinib; PBO, placebo; WBC, white blood cell
%4 LUNG CANCER SYMPOSIUM OPACE Bio Ascend
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Available now
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Conclusions
Targeted Therapy is available for >1/4 of patients with resected St II-I11I
adenocarcinoma
e QOsimertinib for classic EGFR+ =3 cm or LN+
* Alectinib for ALK+ =4 cm or LN+

Neoadjuvant Osimertinib is reasonable for patients with resectable EGFR+
NSCLC appropriate for neoadjuvant therapy

Many studies are forthcoming to address other populations of patients
with resectable oncogene driven lung cacners

 EGFR Exon 20
« ROS1+
 RET+
 KRAS G12C
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