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LBA3: Overall survival analysis from the ADAURA trial of adjuvant osimertinib in patients
with resected EGFR-mutated (EGFRm) stage IB-llIA non-small cell lung cancer (NSCLC)

ADAURA Phase lll study design

Patients with completely resected
stage* IB, Il, IIIA 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 / LB58R?

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

Stratification by:
Stage (IB vs Il vs llIA)

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

Osimertinib 80 mg,
— x
once daily

Randomization
1:1
(N=682)

Planned treatment duration:

3 years

Treatment continued until:

« Disease recurrence

« Treatment completion

« Discontinuation criterion met

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

Endpoints
* Primary endpoint: DFS by investigator assessment in stage II-llIA patients

» Key secondary endpoints: DFS in the overall population (stage IB-IlIA), landmark DFS rates, OS, safety, health-related quality of life

LBA3: Overall survival analysis from the ADAURA trial of adjuvant osimertinib in patients with resected EGFR-mutated (EGFRm) stage IB—IIIA non-small cell lung cancer (NSCLC)




Adjuvant osimertinib has significantly improved DFS

« Adjuvant osimertinib demonstrated highly statistically significant’? and clinically meaningful improvement in
DFS in completely resected EGFRm NSCLC vs placebo in both the primary (stage lI—IllIA) and overall
(IB—IIlIA) populations, along with a tolerable safety profile’*

ADAURA primary DFS analysis'? (stage IB—IIIA)* ADAURA updated DFS analysis®* (stage IB—IlIA)t
NEJM October 2020 JCO January 2023
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*Data cut-off: January 17, 2020. 'Data cut-off: April 11, 2022.
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Overall survival: patients with stage Il / lllA disease

« Adjuvant osimertinib demonstrated a statistically and clinically significant improvement in OS vs placebo in the

primary population of stage II—IlIA disease
§-year OS rate, % (95% CI)
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Placebo 237 232 228 221 210 202 190 182 171 138 94 53 25 8 2 0

Data cut->ff: January 27, 2023.
Tick marks indicate zensored data. Alpha allocation 2f 0.0497. *Median fo low-up for OS (all patients: osimenrtirib 59.9 months, olacebo 5€.2 months.
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Overall survival: patients with stage IB / Il / lllA disease

+ Adjuvant osimertinib demonstrated a statistically and clinically significant improvement in OS vs placebo in the

overall population of stage IB—IIIA disease
5-year OS rate, % (95% CI)

1.0~ — 95% y
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: Time from randomization (months)

iNo. atrisk

iOsimertinib 338 332 325 324 319 311 304 301 294 252 176 108 50 15 0 =

iflaceho 343 .338 382 320 314 304 280 28 =267 =22 164 9. m.... I e trree e H

Subgroup No. of events / patients HR 95% ClI
Overall (N=682) Stratified log-rank 124 | 682 —— 0.49 0.34, 0.70
Unadjusted Cox PH 124 | 682 — 0.48 0.33,0.70
Sex Male 42 ] 204 — 0.62 0.33,1.13
Female 82/ 478 —— 0.41 0.25, 0.66
Age <65 years 60 / 380 —— 0.56 0.33, 0.94
265 years 64 / 302 — 0.42 0.24, 0.69
Smoking history Yes 34/ 194 —_—— 0.45 0.22, 0.89
No 90 / 488 —_— 0.49 0.31, 0.76
Race Asian 73 1 434 — 0.61 0.38, 0.97
Non-Asian 51/ 248 — 0.33 0.17, 0.61
Stage” 1B 24 | 212 —_— 0.44 0.17, 1.02
1} 46 / 236 — 0.63 0.34,1.12
1A 54/ 234 —_— 0.37 0.20, 0.64
EGFR mutation Ex19del 65/ 378 —— 0.35 0.20, 0.59
L858R 59 / 304 —_— 0.68 0.40, 1.14
Adjuvant Yes 74 1 410 —— 0.49 0.30, 0.79
chemotherapy No 50 / 272 —_— 0.47 0.25, 0.83
0.1 1.0 10.0

HR for overall .survlval (95% CI)
Favors osimertinib Favors placebo

1.0- Stage B .,
B3 0.8
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Time from randomization (months)

No. at risk ~ X

Osimediniby 15 113 112 112 109 105 104 101 100 &7 4 33 14 5 0

Placebo 119 114 109 107 100 95 86 79 " o 38 21 q 4 0
Stage IB Stage Il Stage llIA

5 year OS rate,
% (95% Cl)

. Osimertinib 94 (86, 97) 85 (77, 91) 85 (76, 91)
Placebo 88 (80, 93) 78 (69, 85) 67 (57, 75)

Overall HR 0.44 0.63 0.37

(95% Cl) (0.17,1.02) (0.34,1.12)  (0.20, 0.64)
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With adjuvant chemotherapy Without adjuvant chemotherapy
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0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 0 6 12 18 24 30 36 42 48 54 60 66 72 783 84 9
. Time from randomization (months) : Time from randomization (months)
:No. atrisk No. at risk
i{Osimertinib 203 200 1987 197 196 192 183 185 182 155 104 58 25 7 O - Osimertinb 136 132 128 127 123 119 116 116 112 97 72 50

Subsequent treatments, n (%)

2 0 Placebo 136 134 132 129 125 122 116 115 108 80 72 48

i i AE, any cause”, n (%) Osimertinib (n=337)

Osimertinib (n=339)

F— _ . - AnyAE 330 (98) 309 (90)
Patients who received subsequent anti-cancer treatment* 76 (22) 184 (54) | Any AE Grade 23 79(23) 48(14)
. EGFR-TKIs 58 (76) 162 (88) Any AE leading to death 1(<1) 2(1)
Osimertinib 31 (41) 79.43) o AysenusAE %6 20 47 (19
i1 AnyAE leading to discontinuation 43(13) 9(3)
Other EGFR-TKIs 28 (37) 114 (62) £ i AnyAE leading to dose reduction 42(12) 3(1)
Chemotherapy 20 (26) 46 (25) Any AE leading to dose inlerruption 91(27) 43 (13)
_ i1 AE, possibly causally related*t, n (%)
Radiotherapy 30(39) 53 (29) Any AE 308 (91) 199 (56)
Other anti-cancer treatments 12 (16) 29 (16) Any AE Grade 23 36(11) 7(2)
1 |Any AE leading to death 0 0

i Any serious AE 10(3) 2(1)

ADAURA is the first global Phase lll study to demonstrate statistically significant and clinically
meaningful OS benefit with targeted treatment in this patient population, reinforcing adjuvant
osimertinib as the standard of care for patients with resected EGFRm stage IB-1lIA NSCLC

LBA3: Overall survival analysis from the ADAURA trial of adjuvant osimertinib in patients with resected EGFR-mutated (EGFRm) stage IB—IIIA non-small cell lung cancer (NSCLC)



CPNM enfermedad Precoz
Lung Cancer Updates - ASCO’23

CPNM: Contexto neoadyuvante




#8500: Surgical outcomes of patients with resectable non-small-cell lung cancer receiving neoadjuvant
immunotherapy with nivolumab plus relatlimab or nivolumab: Findings from the prospective, randomized,
multicentric phase Il study NEOpredict-Lung

Study design
+ Randomized phase Il study in patients with resectable NSCLC / -- .

exploring the feasibility, safety and early efficacy of combined NSCLC

preoperative treatment with nivolumab and relatlimab, a ; stage | B, Il and

monoclonal antibody targeting LAG-3 m selected Il1A ) --

— ) - Relatimab80  Relatimabg0 N = 30 SoC

Reference arm with nivolumab monotherapy &y . ‘ > adjuvant
«  Primary study endpoint: Feasibility of curatively @ — therapy

intended surgery within 43 days (continuously ~ g --

assessed ) ‘ Relatimab Relatimab

Activated g_— mez mz
+ Secondary endpoints (selected): Radiological and i
d1 d15 <d43

histopathological response rates, DFS and OS at 12 months,
safety, RO resection rate

Nivolumab {240 mg)/Relatlimab (30 mg) H

E n (fernale, male) 30(15, 15) 30(13,17)
Agc (median, range) 66 (43-78) years 67 (44-81) yoars
HL\lth[
= Adenocarcinoma 13 16
= Squamous cell carcnora 10 9
% = Adenosjuamous 2 2
L2
: '... : = Other 5 4
............................ "~,.. % LICC stage (8% edtion)
s ae . N | 1
Caracteristicas basales et ,IBA 2 ,0
\d L]
A . JPC R 1 16
LRSS N 3 3
ns** : = llE 1 0
PC -L1 stetus [TPS)
. <% 6 8

#8500: Surgical outcomes of patients with resectable non-small-cell lung cancer receiving neoadjuvant immunotherapy with nivolumab plus relatlimab or nivolumab: Findings from the prospective, randomized, multicentric phase Il study NEOpredict-Lung



I Nivolumab (240 mg) Nivolumab (240 mg)/Relatlimab (80 mg) F
Central tumor location 50% 45%
n=57 (unexpected pleural carcinosis n=2, R1 n=1)
= RO resection 95% ITT ool
: 98.3% curatively resected population : et
= Resection < Abordaje quirurgico
: * Lobectomy z3 24 ) e, SRR
.+ Biobectomy 2 1 : Mea,, f
: + Sleeve lobectomy 5 4 tes
= - Lobectomy + Segmentectomy 0 1 )
: = Thoracotomy 40% 36.6% : § Complication Nivolumab (240 mg) Nivolumab (240 mg)/Relatlimab (80 mg) |
I L SRS Ee——— oot Intraoperative 1 (3%) - conversion due to beeding 1(3%)- converson dus o beedng
:  Revision 2 (7%) - empyema, PAL 1(3%) - middle lobe torsion :
:  Pulmonary embolism 1(3%) 0
e = Afrial fibriltion 3(10%) 0 :
prmmmmanan .---t -------- .----- . ...... . prolonged air Ieak 1 (30/0) 3 (100/0) .
: Complicaciones perioperatorias e :
LA »**" & Chestwal hematoma 0 1(3%) :
Lot *  Middle lobe atelectasis 0 1(3%) :
*  Pleural effusion 1(3%) 1 (3%)
= Stridor 1(3%) 0 :
T TE T PO PO TP OY T PO YT POTTRUY PP OTT R UL TR POTT ROV RPOYTRUIYRROTTROPIPORIIL .
: NVORRNED (24000} Nivolumab (240 mg)/ : : Pneumothorax 1(3%) 0 :
: 9 Relatlimab (80 mg) P © Atelectass 0 1(3%) :
Anemia 2(7%) - - -
= Atiial fibrilation 1(3%) 1(3%) - - : o
= Hyperthyroidism 5 (17%) 1(3%) 4(13%) : ST S X
E HypotherIdlsm 2(7%) . 3(10%) . E ~‘,‘... Efectos adversos 10 E
E perm 1(3%) ) 2(7%) ) E ....... E----------------------I
® Hepatic 1(3%) 1(3%) 1(3%) 1(3%) : ’
= Proteinuria 1 (3%) - - 5
Pneumonitis - - 2 (7%) -
* Chilsifever 2 (3%) - - - :
* Rash 1(3%) - - - :

#8500: Surgical outcomes of patients with resectable non-small-cell lung cancer receiving neoadjuvant immunotherapy with nivolumab plus relatlimab or nivolumab: Findings from the prospective, randomized, multicentric phase Il study NEOpredict-Lung
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H m0-10% =11-50% m51-100%
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#8501: Perioperative toripalimab + platinum-doublet chemotherapy vs chemotherapy in resectable stage I/
Il non-small cell lung cancer (NSCLC): Interim event-free survival (EFS) analysis of the phase Il NEOTORCH

study

Toripalimab Toripalimab
240mg 240mg Toripalimab Primary endpoints:
. + - - + oaod 240mg - EFS by Investigator (stage Iil)
i aunum-bDased gy aunum-oase « EFS by Investigator (stage II-lIl
« Newly diagnosed y gator (stag )
resec{ablegstage II- Bhesainempy chemotherapy Q3w u’l) to 13  MPR by BIPR (stage Ill)
Il NSCLC Q3W 3 cvel — L * MPR by BIPR (stage II-IIl)
- EGFR/ALK wild cycles : y
type
* Biopsy tissue
available for
biomarker analysis
« Evaluable lesions

Secondary Endpoints:
; » Overall survival
Placebo Placebo * pCR by BIPR/site pathologist for stage
+ + Placebo IIl and stage II-1Il
Platinum-based Platinum-based + EFS by IRC for stage Il and stage II-lll
chemotherapy chemotherapy Q3W up to 13 » Disease-free survival
cycles + Safety and feasibility of surgery

Q3W 3 cycles Q3W 1 cycle

Stratification factors:

«llvs llIA vs lIIB

« Lobectomy vs pneumonectomy

* Non-squamous vs squamous

* PD-L1 TC expression: = 1% vs < 1% or non-evaluable

EFS Event-F

MFR: Major Pathcleg

*3 cycles of neoadjuvant chemotherapy with 4 cycles of peri-operative chemotherapy in total were required with in Neotorch study, meanwhile, surgecns were allowed to R: Blinced Independent Pathcl
detarmine the most appropriate timing for surgery based on the patient's condition thological Complete Response
TAbout 400 patients with Stage lll NSCLC and ~100 patients with Stage Il NSCLC patients would be enrolled wiependent Review Commillee

#8501: Perioperative toripalimab + platinum-doublet chemotherapy vs chemotherapy in resectable stage II/1ll non-small cell lung cancer (NSCLC): Interim event-free survival (EFS) analysis of the phase Ill NEOTORCH study



Intent-to-treat Stage Ill patients assessed by investigator per RECIST v1.1 E FS by M P R

EFS by investigator

No. of Events/No. of Median EFS mos. : | 0 HR=0.24 (96%C10,127-0.446)
Patients (95% CI) MPR by BIPR o - X | Placebo arm
O Ay e Difference=40.2% ey Ll O Median EFS NE versus 13.3 months
b s e (85% Cl: 32.2-43.1) " Al | 0 HR=0.22 (95%C10.071-0.708)
‘ ! ;

Toripalimab arm
0O Median EFS NE versus 18.9 months

Median follow-up: 18.25 months P-value < 0.0001

100+

904

Event-Free Survival
(% of patients)

(% of patients)

Event-Free Survival

HR=0.40 (95%C1 0.277-0.565)
two-sided P<0.0001*

. : 0

Toripalimab + chemo Placebo + chemo

No. at Risk

~
-

12

Months
No. at Risk

EFS by pCR

Non-squamous subgroup Squamous subgroup

No.of Events/No. ol padian EFS mo

No. of Eventa/Ne. of Median EFS mo
Patients 95% C1) e

lerts 5% o
PCR assessed by BIPR

Ditferences 23.7% Teapatimanarm

(959 Ck 17.5-29.5) - 3 Vecian BFS NE versus 24.5 monathe

o Q HR= 0, 16 [05%C10.040.0.51
Povalue < €.0001 iy )
* - . aseboarm
k3 O Medan EF3 NE versus 15.1 menths

7
% of patients

(% cf patients)
2%
Event-Free Survival

Event-Free Survival
% 4

HR=0.54 (95%CI 0.265-1.096) { HR=0.35 (95%CI 0.236-0.528)
P=0.0827 P<0.0001

T Toripalimsb + zherse
20t

Wo. at Risk

#8501: Perioperative toripalimab + platinum-doublet chemotherapy vs chemotherapy in resectable stage II/11l non-small cell lung cancer (NSCLC): Interim event-free survival (EFS) analysis of the phase Ill NEOTORCH study



Immune-related Adverse Events

5 Toripalimab + chemo Placebo + chemo
Adverse Event Category n (%) n = 202 =202
Toripalimab + chemo
Any TEAEs 201(99.5) 199 (98.5) :I:u:ebo + chemo
Any TEAEs Grade 23 128 (63.4) 109 (54.0)
Any SAEs 82 (40.6) 57 (28.2) .
Any TEAEs leading to death 6 (3.0) 4 (2.0) f
Related to toripalimab/placebo 1(0.5) 0(0.0)
Any TEAEs leading to interruption of toripalimab/placebo 57 (28.2) 29 (14.4) .
Any TEAEs leading to discontinuation of 19 (9.4) 15 (7.4) " I_ L L L L L I_ s L d i -
toripalimab/placebo ' ' AV Va4 f-"' Ay @,x‘ & S S ff‘" VA r S
Any Investigator-determined irAEs 85 (42.1) 46 (22.8) & A ¥ e A 4 & v
Grade 23 irAEs 24 (11.9) 6 (3.0) '
Any infusion-related reactions 7 (3.5) 13 (6.4)

Overall Survival Analysis

Medien folow-up. 18.25 months

Surgery-related Postoperative Adverse Events .

- - 2.¥1 OS
n (%) Toripalimab + chemo Placebo + chemo ate 2% Mo.orEvemsy  Medenos
S . of Patients mo
¢ n =166 n =148 100 -
o

Any AEs 124 (74.4%) 104 (70.3%) 20

Grade 23 AEs 36 (21.7%) 30 (20.3%) 33 (Z

Any AEs leading to discontinuation of 3 i i A s
ny 6 o ’;: 2 0

toripalimab/placebo RS H ) g g 40 P=0.0502

Any AEs leading to interruption of N o ::

toripalimab/placebo N &) 2 (1A4%)

Any AEs leading to Death 0 2 (1.4%)

12 18
Months

The results from Neotorch study, as well as other studies, indicated that perioperative
immunotherapy plus chemotherapy should be a standard of care for stage 11l NSCLC patients

#8501: Perioperative toripalimab + platinum-doublet chemotherapy vs chemotherapy in resectable stage II/1ll non-small cell lung cancer (NSCLC): Interim event-free survival (EFS) analysis of the phase Ill NEOTORCH study



#8509: Pembrolizumab and ramucirumab neoadjuvant therapy for PD-
L1-positive stage IB-IllA lung cancer (EAST ENERGY)

Trial Design: RAM+Pembro, neoadjuvant, single arm Phase |l

Age, median (range), y

Sex (M /F)

ECOG-PS 0/1

Current / former smoker / Never
Clinical stage 1B/ IIA/1IB /IlIA
Clinical N status NO / N1/ N2
Pathological type (Sq/Ad)

PD-L1 status (22C3) 1-49% / = 50%

75 (50-78)

Surgery

18/6 segmentectomy / lobectomy / bi-lobectomy
23/1 Bronchoplasty

171875 RO resection

1/479/10 Pathological stage

12/9/3 O/1A /IBMA/IB/ITIA/IIB

12/12 Pathological N status
15/9 NO/N1/N2/N3

1/20/1
3 (13.6%)
21 (95.4%)

4/8/12/2/131211

17/3/111

#8509: Pembrolizumab and ramucirumab neoadjuvant therapy for PD-L1-positive stage IB-IlIA lung cancer (EAST ENERGY)

Resection rate
Complete resection rate

SR-1224 / 14T-JE-O030 P.I. Tsuboi M. : 33 patients screened for registration
Key eligibility criteria | .
- Resectable clinical stage IB-IIIA + 9 screen failures
) ZQS;:LSZ(OUICC/AJCC ver.8) Ramucirumab 10mg/kg SURGERY R — 24 patients enrolled (ITT)
. ~ 5 Pembrolizumab 200 mg ‘ (lobectomy, bi-lobectomy, or ‘ P - - . o
. ESOLGI PZS 1%/01 (22C3) Q3W, 2cycles pneumonectomy with LND) RS s 0 duplicate or eroneous registration
» Adequate organ function 24 patients who do not enrolled
within 4 to 8 weeks after last dose inappropriately (FAS)
: 1 pneumonia before protocol treatment
| Trial design: Statistical Consideration: v
+ Phase: 2 = Sample size: 24 (expected and threshold MPR rate of 45% and 20%, 23 had preoperative therapy
+ Design: Single arm, open label one-sided alpha error of 5% and power of 80%) | v . . o
- Enroliment duration: 2.5 years - Ifthere are > 9 patients with MPR (MPR rate > 37.5%) among 24 ¢ 1 disease progression (multiple mediaslinal lymph node)
+ Primary Endpoint: Major pathologic response (MPR) rate by blind patients the primary endpoint will be met. :
independent central pathology review (BIPR) Study locations 22 had surgery on frial
+ Secondary Endpoint: pCR rate, RO rate, ORR, RFS, OS in the « National Cancer Center Hospital EAST R ——
different PD-L1 status, toxicity and immunological change as TR - Tokyo Medical University Hospital

22/24 (91.7%)
21/24 (87.5%)
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Results: Efficacy (FAS 24 cases including unresected 2 cases)é Relapse-free survival
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g <20 — (T T S R S - 11 1 80 24-month RFS: 75.6% (95%CI 50.7-89.1%)
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MPR rate: 12/24 = 50.0% (90%CI 31.9-68.1) (95%Cl 29.1-70.9) KUStar” = pCR el T2mennos: 0% @skoi 100100t

24-month OS - 94.4% (95%CI 656.6-92.2%)
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@ SEAE " isdwrbade
All grade 23 /23 (100%) 23/23 (100%) Numsber atrisk . )

Grade 3 8123 (34.8%) 7123 (30.4%) = . . = = : -
Grade 4 0 0

Death related to AE (grade 5) 0 0

Serious AE 51723 (21.7%) 5/ 23 (21.7%)

Patients who postponed or discontinued treatment due to AEs 2123 (8.7%)™ 2/23(8.7%)*

A novel combination of ICls and antiangiogenic agents as preoperative therapy was highly
efficacious and well tolerated in PD-L1-positive resectable NSCLC

#8509: Pembrolizumab and ramucirumab neoadjuvant therapy for PD-L1-positive stage IB-IlIA lung cancer (EAST ENERGY)



Conclusiones




