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Overall survival with neoadjuvant nivolumab +
chemotherapy in patients with resectable NSCLC Checkate By 0 e analys

in Checkiare 816 CheckMate 816 study design?

Patrick M. Forde," Jonathan D. Spicer,2 Mariano Provencio,? Tetsuya Mitsudomi,*

Mark M. Awad,’ Changli Wang,® Shun Lu,” Enriqueta Felip,® Stephen Broderick,’ Primary analysis population
Scott J. Swanson, 1% Julie Brahmer,? Keith Kerr,!" Tudor-Eliade Ciuleanu,'2 Fumihiro Tanaka, '3 (Concurrently randomized)
Gene B. Saylors,'# Ke-Neng Chen, > Lily Wang, ¢ Quyen Duong,'® Nicolas Girard'’ Key Eligibility Criteria
Trinity St. James’s Cancer Institute, Trinity College Dublin, Dublin, Ireland; 2McGill University Health Centre, Montreal, Quebec, Canada; *Hospital Universitario 4 NerV diagnosed, reseCtablev NIVO 360 mg Q]W
Puerta de Hierro, Madrid, Spain; “Kindai University Faculty of Medicine, Ohno-Higashi, Osaka-Sayama, Japan; Memorial Sloan Kettering Cancer Center, New Sta e IB (> 4 cm H”A NSCLC
York, NY, USA; ¢Tianjin Lung Cancer Center, Tianjin Medical University Cancer Institute & Hospital, Tianjin, China; ’Shanghai Lung Cancer Center, Shanghai Chest g =) + " ¢ SUI’ e
Hospital, Shanghai Jiao Tong University, Shanghai, China; #Vall d’Hebron University Hospital, Vall d’Hebron Institute of Oncology, Universitat Autonoma de ‘per TNM 7t edition) N =358 q Rad]OlOg]C gery §
Barcelona, Barcelona, Spain; “The Bloomberg-Kimmel Institute for Cancer Immunotherapy, The Sidney Kimmel Comprehensive Cancer Center, Johns Hopkins Chemo QW (3 cycles) restaging (W]th]ﬂ [ Opt]Onal FO“OW-UD
Medicine, Baltimore, MD, USA; '°Brigham and Women's Hospital, Boston, MA, USA; ''Aberdeen Royal Infirmary, Aberdeen, United Kingdom; '2Institutul Oncologic + ECOGPS0-1 di t
Prof Dr lon Chiricutd and University of Medicine and Pharmacy luliu Hatieganu, Cluj-Napoca, Romania; '#The University of Occupational and Environmental > Weeks — a ]UVan —y
Health, Kitakyushu, Japan; '“Charleston Oncology, Charleston, SC, USA; '*State Key Laboratory of Molecular Oncology, Peking University Cancer Hospital & +  No known sensitjzing EGFR v chemo
Institute, Beijing, China; '6Bristol Myers Squibb, Princeton, NJ, USA; "7Institut du Thorax Curie-Montsouris, Institut Curie, Paris, France ) ) pOSt'
mutations or ALK alterations . treatment) and/or RT
Abstract number LBA8000 che—moe Q3w @
‘ ° Q3W (3 cycles)
Stratified by
Stage (18-l vs I1A),
PD-L1b(2 1% vs < 1%¢), and sex
[ Minimum/median follow-up: 59.9/68.4 months ]
Primary endpoints Key secondary endpoints Exploratory analyses
+ pCRby BIPR + 0§ + 0Shy pCR, ctDNA clearance
+ EFSbyBICR * MPR by BIPR + Lung cancer-specific survival

+ TTDM

Database lock: January 23, 2025. From The New England Journcl of Medicine, Forde PH, et al, Neoadjuvant nivolumab plus chemotherapy in resectable lung cancer, 2022;386:1973-1985. Copyright © 2022
Massachusetts Medical Seciety. Adapted with permission from Massachusetts Medical Society. NCT(2998528. *Determined by the PD-L! IHC 28-8 pharmDx assay (Dako). “Included patients with PD-L1 expression status not
evaluable and indeterminate. /Nonsquamous: pemetrexed + cisplatin or paclitaxel + carboplatin; squamous: gemcitabine + cisplatin or paclitaxel + carboplatin. %Vinorelbine + cisplatin, docetaxel - cisplatin, gemeitabine
= cisplatin (squamous only), pemetrexed + cisplatin (nonsquamous only), or paclitaxel + carboplatin.
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CheckMate 816: 5-y OS final analysis

Final analysis: OS with neoadjuvant NIVO + chemo vs chemo

EFS: 5-year analysis
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CheckMate 816: 5-y OS final analysis

NIVO + chemo  Chemo
(n=179) (n=179) NIVO + chemo Chemo
100 - Median 0S, mo NR? 73.7° (n=179) (n=179)
HR (95% Cl); P value 0.72 (0.523-0.998); 0.0479 100 1 Median EFS, mo 59.6 21.1°
80- HR (95% Cl) 0.68 (0.51-0.91)
o/c 80 T
) ) - 2\5_{) NIVO + chemo
o 60 A, a o
< g 607 49%¢
© 4 i T NIVO + chemo
w40 e 5o
20 1 34%d \\
20 1 2
Chemo
0 T T T T T T T T T T T T 1 O
T T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 0 6 12 18 24 30 36 4 48 54 60 66 7 78 84
No. at risk Haiti R Months
e +Chem° 179 1‘68 159 ‘51 1‘7 1‘40 3] 129 1‘;2‘2 ”7 1\;“1 o4 ?9 y e NIVO +chemo 179 137 121 106 99 %2 2 74 7 68 31 23 5 3 0
W h IR a4 monchs. Exploratory analysis: EFS by pCR status e
88%" V ‘
§ NIVO + chemo (pCR)
E TR - |
NIVO + chemo Chemo® - ““_,.,_________Ng/gochemc(nopck)
ol TR WopR R Noptk 3 i
Median EFS, mo NR® 27.8° NR? 20.8°
HR (95% CI) 0.14 (0.06-0.33) ® Chemo (no pCR
¢ (‘) 6 12 18 24 30 36 42 48 54 60 66 72 78 BIA
Months

In the NIVO + chemo arm:
+ Among patients with pCR, 3 (7.0%) patients had disease recurrence or relapse'

+ Among patients with no pCR, 57 (41.9%) patients had disease recurrence or relapse

relapse; 8
LK.dir

4 (48.0%)

Cdiracted therapy, the

PCR had relapse.
other 2 patients had recurrence by BICR,
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The NEW ENGLAND JOURNAL of MEDICINE

‘ ORIGINAL ARTICLE

Overall Survival with Neoadjuvant Nivolumab
plus Chemotherapy in Lung Cancer

Patrick M. Forde, M.B., B.Ch., Ph.D.,! Jonathan D. Spicer, M.D., Ph.D.,?
Mariano Provencio, M.D., Ph.D.’ Tetsuya Mitsudomi, M.D., Ph.D._*
Mark M. Awad, M.D., Ph.D.,” Changli Wang, M.D.," Shun Lu, M.D., Ph.D.,
Enriqueta Felip, M.D., Ph.D., Scott ). Swanson, M.D.,? Julie R. Brahmer, M.D.,*®
Keith Kerr, M.B., Ch.B.,"Y Janis M. Taube, M.D.,*

Tudor-Eliade Ciuleanu, M.D., Ph.D.,"” Fumihiro Tanaka, M.D., Ph.D.,"
Gene B. Saylors, M.D.,” Ke-Neng Chen, M.D., Ph.D.," Hiroyuki Ito, M.D., Ph.D.,"”
Moishe Liberman, M.D., Ph.D.."* Claudio Martin, M.D.,*®
Stephen Broderick, M.D.,"” Lily Wang, M.D.,”® Junliang Cai, M.D.,**
Quyen Duong, Ph.D.,” Stephanie Meadows-Shropshire, Ph.D.,*
Joseph Fiore, Pharm.D.,*” Sumeena Bhatia, Ph.D.,”* and
Nicolas Girard, M.D., Ph.D.,” for the CheckMate 816 Investigators®
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(=229 (=232
Perioperative nivolumab vs placebo in patients \ fpamm Ao mon
with resectable NSCLC: updated survival and

HR (95% CI) 0.61 (0.46-0.80)
biomarker analyses from CheckMate 77T 0

Tina Cascone,! Mark M. Awad,? Jonathan D. Spicer,? Jie He,* Shun Lu,> Fumihiro Tanaka,® e 60
Robin Cornelissen,” Lubos B. Petruzelka,® Hiroyuki Ito,? Ludmila de Oliveira Muniz Koch, °;
Lin Wu,'" Sabine Bohnet,'? Cinthya Coronado Erdmann,* Stephanie Meadows-Shropshire, !4 B ol

Jaclyn Neely,' Yu-Han Hung,'* Padma Sathyanarayana,'* Sumeena Bhatia,'* Mariano Provencio'®

'The University of Texas MD Anderson Cancer Center, Houston, TX, USA; 2Memorial Sloan Kettering Cancer Center, New York, NY, USA; *McGill

University Health Centre, Montreal, Quebec, Canada; “National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, 20 T
Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, China; Shanghai Lung Cancer Center, Shanghai Chest Hospital,

Shanghai Jiao Tong University, Shanghai, China; ®University of Occupational and Environmental Health, Kitakyushu, Japan; 7Erasmus MC Cancer

Institute, Rotterdam, Netherlands; ®Charles University, Prague, Czech Republic; °Kanagawa Cancer Center, Yokohama, Japan; '®Hospital Israelita

Albert Einstein, Sao Paulo, Brazil; '"Hunan Cancer Hospital, Changsha, China; '2University Medical Center Schleswig-Holstein, Lubeck, Germany; 0
3Bristol Myers Squibb, Boudry, Switzerland; '“Bristol Myers Squibb, Princeton, NJ, USA; "*Hospital Universitario Puerta de Hierro, Madrid, Spain 0
Months from randomization
Abstract number LBA8010 No. at risk
NIVO - 229 17 140 133 123 103 69 30 7 3 0
CheckMate 77T: survival and biomarker update PBO 232 165 118 92 83 76 4 20 5 ] )

OS and lung Cancer-Spele'IC SuervaI ase lock date: December 16, 2024; median follow-up (range): 41.0 months (31.3-59.8).

+354-68; 03650,

0s Lung cancer-specific survival?
NIVO PBO NIVO PBO
(n =229) (n =232) (n =229) (n=232)
Median 0S, mo NR NR Median lung cancer-specific NR NR
(95% Cl) (NR-NR) (NR-NR) survival, mo (95% Cl) (NR-NR) (NR-NR)
HR (97.63% Cl)* 0.85 (0.58-1.25) HR (95% Cl) 0.60 (0.40-0.89)
~ 100
3
©
2 80
2
a
= &2 60— PBO
«
© 40 & 40+
]
g
c
20 S 20
on
5
| ; = : :
0 T 1 } T T T T 1 0 T T 1 i T T T T
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
No. at risk Months from randomization Months from randomization

NVO 229 206 187 1% 6 161 114 66 23 6 0 29 206 87 176 166 161 114 66 23 6 0
PB 2 6 77 78 1 5 103 5 2 7 0 2 1 7 178 6 5 0 7

Median follow-up (range): 41.0 months (31.3-59.8).

67 (29%) patients in the NIVO arm and 101 (44%) patients in the PBO arm received subsequent therapy of any type; 50 (22%) and 87 (38%) patients, respectively, received subsequent systemic therapy.

“HR (95% CI), 0.85 (0.61-1.18). Significance boundary for OS was not met at this interim analysis. »<95% Cl: b72-83; 66-78. “Exploratory analysis; events were deaths with noted reason of “disease” per
investigator assessment. /95% CI: *82-91; (69-81.
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EFS by ctDNA clearance? and pCR status omg cancer

Association between NIVO PBO Checitiate 7 vl and bromaricer undat
T et _— —_= eckMate 77T: survival and biomarker update
ctDNA clearance and pCR

CtDNA CL + pCR vs CtDNACL + no pCR vs CtDNA CL + pCR vs CtDNACL + no pCR vs -
SNACLoph o GONA Lo ML+ o MR nesch o SONAGL nosch NocONACL+nepch EFS by tumor mutation status
oz HR (95% CI) 0.29 (0.10-0.85) 0.23 (0.08-0.65) 0.70 (0.31-1.59) HR (95% CI) NC NC 0.77 (0.39-1.54)
PBO RALCHHICZE % B0 BEN + Of randomized patients, 190 patients had biomarker-evaluable samples (NIVO, 98 [43%]; PBO, 92 [40%])*
fiE 64 5 100 100 « Baseline characteristics were generally balanced between treatment arms, including the frequency of KRAS, KEAP1, and STK11 tumor mutations
3 g ctDNA CL + pCR
2u7dha b 21/24, 88% [ 80 CtDNACL + pCR 80 KRAS, KEAP1, and STK11° KRAS + KEAP1 + STK11 tumor mutations KRAS + KEAP1 + STK11 wild-type
3 A R R
Z NIVO PBO NIVO PBO
26/26, 100% (n =33) (n =34) (n = 65) (n = 58)
60 60 Median EFS, mo 28.9 10.5 Median EFS, mo NR 17.0
§ il § 7 ctDNA CL + no pCR (95% CI) (13.2-NR) (8.8-31.4) (95% ClI) (29.0-NR) (10.8-NR)
25/50, 50% = = kemm————— o, KRAS STK11 100 + HR (95% CI) 0.63 (0.32-1.23) 100 - HR (95% CI) 0.65 (0.39-1.10)
i e i L
w40 Ll u 40- ’ "’i
PP, ; DR 1
2464350 Y $ 000000000 | e e nanCR |t AR et
2 No ctDNA CL + no pCR H
o cL + R
g 20 20 | No ctDNA CL + no pCR — _ _
g
NIVO > 1/40, 2% < 3
n=76 g 3124, 12% i i
50/76, 66% [ . 0 0 i i
H b T T T T T T T T T T T T T T T
W 25/50, 50% ] 0 6 12 18 24 30 36 42 48 5460 0 6 12 18 24 30 36 42 48 54 60 n=20; 1%
o aE ik Months from randomization Months from randomization
CtDNACL+pCR 25 24 24 22 22 20 14 7 0 0 0 303 03 03 3 3 2 1 1 0 0 0 0
CtDNACL+nopCR 25 20 13 13 11 9 7 2 0 0 0 21 16 11 9 9 8 4 1 1 0o 0 0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
NoctDNACL+nopCR 26 17 12 11 11 10 & 5 1 0 0 ) )1 ) 0 5 G
g KEAP1 —— Months from randomization Months from randomization
o. at risl
NIVO 33 25 19 18 18 13 9 - 0 ] ] 65 51 42 40 36 a2 24 12 1 o 0
Median follow-up (range): 41.0 months (31.3-59.8). PBO 34 21 13 9 5 2 22 2 15 7 3 1
*Change from detectable ctDNA at neoadjuvant treatment initiation (C1D1) to no ctDNA at j treatment ion (end of j treatment or prior to definitive surgery); patients with et il —
nojdetectablectihiat necadiuyant €101 werejexciuced from tisanslysis, 07 rancomized patients; 8 (16%) patients inithe HIVO armiand 74 (G2%) patientsirithe PRO.am had cONAevaliablelsamples st both I umer mutation stabus e assemed by hoie exome sequencing of petreatment tumor samples. Percentages are out of al patients with biomarker-evaluable samples across both treatment arms (n = 150). The
neoadjuvant treatment initiation and completion; 76 (33%) and 64 (28%) patients, respectively, had detectable ctDNA at neoadjuvant treatment initiation. prevalence of tumor mutations in the NIVO (n = 33) and PBO (n = 34) arms, respectively, was as follows: KRAS only, 11 (11%) and 13 (14%); KRAS + KEAPT, 1 (1%) and 2 (2%); KRAS + STK11, 1 (1%) and 6 (7%); KRAS + KEAPT +
Landmark EFS from definitive surgery continued to favor NIVO vs PBO in patients with pCR (HR, 0.90; 95% CI, 0.19~4.15) or without pCR (HR, 0.72; 95% Cl, 0.50-1.05). STK11, 2 (2%) and 1 (1%); KEAPT only, 11 (11%) and 9 (10%); STK11 only, 7 (7%) and 3 (3%).

CheckMate 77T: survival and biomarker update

Summary

< In this updated analysis from CheckMate 77T, perioperative NIVO continued to
demonstrate EFS benefit vs PBO in patients with resectable NSCLC (HR, 0.61)

« ctDNA clearance and pCR were associated with improved EFS, regardless of treatment
« EFS favored NIVO vs PBO regardless of KRAS, KEAP1, and/or STK11 tumor mutation status
« OS showed a trend favoring perioperative NIVO over PBO
—NIVO improved lung cancer-specific survival vs PBO
« No new safety signals were observed at this clinical update

« Results of these efficacy and biomarker analyses further support perioperative
NIVO as an efficacious treatment option for patients with resectable NSCLC

Abstract:LBA8010

eck abtained through Qui ck Resporse (OR) Code
roduced without permission from ASCO* or the a
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Neoadjuvant osimertinib £ chemotherapy vs NeoADAURA: global, randomized, Phase 3 controlled study
chemotherapy alone in resectable epidermal
growth factor receptor-mutated (EGFRm)

NSCLC: NeoADAURA resectable EGFR

stage II-llIB NSCLC*

Osi 80 mg QD (29 weeks)$T+

Patients with completely carboplatin AUC5 or cisplatin 75 mg/m? +

pemetrexed 500 mg/m?
(Q3W for 3 cycles)

Jamie E. Chaft!, Walter Weder, Jianxing He, Ke-Neng Chen, Maximilian J. Hochmair, Jin-Yuan Shih, N=358
Sung Yong Lee, Kang-Yun Lee, Nguyen Viet Nhung, Somcharoen Saeteng, Carlos H.A. Teixeira, Carles Escriu, Key inclusion criteria: Osi : adiavant treatment
Alex Martinez-Marti, Collin M. Blakely, Yasushi Yatabe, Sanja Dacic, Xiangning Huang, Yuri Rukazenkov, ’ e UL g !

. . . o 80 mg QD (29 weeks)¥ 3
Anupriya Dayal, Masahiro Tsuboi Aged 218 years Post-surgery

Investigator choice of

« Histologically / cytologically Stratification by: follow-up visits™
: . . ) . . : confirmed non-squamous NSCLC Stage II71ll s ied adjuvant
Thoracic Oncology Service, Memorial Sloan Kettering Cancer Center, New York, NY, USA; Department of Medicine, Weill Cornell PBO QD (29 ks)ST ponsor-supplied adjuvan
; T Chinese*/ other Asian QD (29 weeks)ST + : h i
Medical College, New York, NY, USA + Ex19del/L858R 5 . osi was available for eligible
d Chia / non-Asian carboplatin AUC5 or cisplatin 75 mg/m? + ;
0 patients who completed
« WHOPSQ/1 Ex19del/ L58R pemetrexed 500 mg/m? suraery in all armst
(Q3W for 3 cycles) gery
2025 ASCO presenreo ay: Dr Jamie E. Chaft ) mcisacrcon
ANNUAL MEETING HASED2D the author and ASCO. use; cont ﬁ%ggmausks CANCER

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

NCTO4351865. Figure borrowed ‘rom ‘Necadjurant oy 5 malkcel ung cancer: NeoADAURA', Tsuboi M ef al Fublished onlinz .uly 19, 2021 in Future Oncology and raprinted by permssion of the pLblister nforma UK Liiced trading as Tayler &
Franis Ltd, hiipswwwtandfonine.cor, The figure was adspled with permission from the aulhors.

*4JCC Staging Manua & edticn. Corfimed by sponscr pre-aspraved local or central tissue tzsing. “Chinese lving ir mailand China “Double-bing, "Dsi or PED could be cortirued up totre dace of surgery, at he discreton o the investigator *Operriael, sponsar-tlinded. “t weeks 12.and 24 posksurgery, then ever/ 24 weeks Jnil 5
yezrs a1dihen every 48 weeks urtl disease recurence of o'er witidrawal Citeria were met. *Aduvant osi could be given fcr a maximum 3-yeer teatment oeiod, or urtl uracceptab e ovicty of diseass recurterce

P - & AJCC, American -oint Cemmitee on Cancer, AUC, arsa under the cave; CTx, crematherapy; del, deletion ' AMERICAN SOCIETY OF

2025 ASCO'  PIYSTg  rececveo e Dr Jamie E. Chat A e e ety ASCO) s
o mal el lurg cancar, o, osimtd; EO, pacet; Q3W, once evey 3 weske 0D, once iR

Tancorizator; WHOPS, Work Heath Organisso peforriance 5

ANNUAL MEETING Presentaton is progerty of the author and ASCO, Permission required for reuse; contact permissions@asco og. KNOWLEDGE CONQUERS CANCER
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Surgery summary

Underwent surgery: RO resection:

Osi+ CTx 0 s

fet21) (92 °)_'
Osi mono 0 e

e X _’
PBO+CTx 0 o

v () I

0 20 40 80 80 100
Proportion of those patients who underwent surgery (%)

Ineach arm, 91% of patients who

completed surgery received

sponsor-supplied adjuvant osit

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

» No patients died within 30 days post-surgery

22t e O 15, 2024,
ezt
sl

ST cemcterapy; mona, mo-lferapy; o, o3 meriic; 20 plaeo AMERICAN SOCIETY 0%
CUNICA. ONCOLOGY

o KNOWLEDGE CONQUERS CANCER

“Ore galient niha cs - CTx am two peliens in e 25 moro amznd ore paent in he “BO - CTv am ad rissing 2 sdus dela Cne pak enfin he osi + CTx hePBO +CTc don. nzditonto suoplied zd want csi, o gl

*he 0zl mond 2m a~d wo palients n*he PBO + CTz am 2
2025 Asco #nscozs Mkl Dr Jamie E. Chaft

ANNUAL MEETING

nar
0o

GeCP
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Depth of pathological response

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

Overall Response: [ Non-MPR I/IE/BVNPR 77 pCR

26%

0si + CTx (n=121)

-100~

25%

Osi mono (n=117)

-100~
PBO + CTx (n=120) 2%

Regression in tumor area with viable tumor cells (%)
-

-100~
Patients Data cutaf: Gctber 15, 204,

MPR deined a5 105 resiual vible tumor cll nthe lung pimery umorat resecion, oted ine a ~00% denotes the MR autof. pCR defned as 1o resicual vible tumor i surgicalspecimens incluing priary tuors and ymph noces. Patients had o have zn RO resulttobe classfied as resporiers. PR and pCR assessed usirg e
IASLC mehod Pahoogica regression is summarged based on dafients with evaluable % residual viable tumor, ¢si + CTx: n=109; osi mono: n=110;PBO + CT: i=15. Rates o°MPR / pCR ae calculated based an the ful analsis set

Y eresenteney: Dr Jamie E. Chaft T, chemctherany; monc, morotherapy; 1ASLG, Inemational Association for the Sy o Lung Cancer, ASCO AMERICAN SOCIETY OF
202 ASCO #ASC025
Prosentt

MR, major pathological response, i, osmertnio; PBO, placebo CLINICALONCOLOGY
ANNUAL MEETING ty o the authorand ASCO. forreuse; cortact

KNOWLEDGE CONQUERS CANCER
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Interim EFS analysis (15% maturity)
93%

100-—~¢: EFS HR vs PBO + CTx

07 Osi+CTx: 0.50

80 (99.8% C10.17, 1.41), p=0.0382t
::5 1 0si mono: 0.73
3 60 (95% C1 0.40, 1.35)" ]
: Conclusions
E 40
£ ol + Neoadjuvant osi, with or without CTx, demonstrated statistically significant improvement in MPR rates
i Median foll-up, morihs' vs CTx alone (26% or 25% vs 2%) in resectable EGFRm stage II-11IB NSCLC

204 0si + CTx 14.3, 0si mono 18.3,

104 Planned PBO +CTx 143

surgery « Interim EFS trends favored the osi-containing arms (osi + CTx HR 0.50; 99.8% CI1 0.17, 1.41;
T T L L R R . osi mono HR 0.73; 95% CI 0.40, 1.35)
0 3 6 9 15 18 2 24 27 N BV ¥ 3N 4L
No. at Risk Time since randomization (months)
“osschom o M0 @ ® B % ®» % nm om o n 6 o « Fewer patients with an MPR had an EFS event vs patients without an MPR (2% vs 18%)
= Osimono 117 12 110 9% % 5 ] K 34 20 18 9 7 [ 0

— PB0+CTx 120 107 100 ) & 55 52 3 34 2 16 1" 6 4 0

+  Over 50% of patients with baseline N2 disease were down-staged at surgery with osi-containing arms
vs 21% with CTx alone

59 moh osimem 183 mohs PBO +CTy 188 e, EFS me
R X IRELERHEEH ran/a\veta\theﬂe M wufcd st
st S o e em-s et Fac 6+ CTCVEPBO + Ty el a tesing o

2025 Asco #ASCO25 presenteney: Dr Jamie E. Chaft o) i mml v Ec)n M.;

ANNUAL MEETING

FS @l pomedushg alzgeark tet

.n.
It i
AMERCANSOCIE™Y OF
onss CUNCALONCO.CGY

o 4
e ucrard ASCO,Pemisin e b e FED S 4SS SSE (40001 (062 CONQUERS CANCER

« Safety findings were consistent with the known profiles of the individual agents

Neoadjuvant osi, with or without CTx, should be considered when planning treatment
for patients with resectable EGFRm stage II-llIB NSCLC

Y CTx, chemotherapy; EFS, eventfree survival; EGFRM, epidermal growth factor receptor-mutated; HR, hazard " AMERICAN SOCIETY OF
2025 ASCO #ASCO25 presentep sy: Dr Jamie E. Chaft ratio; MPR, major pathological response; NSCLC, non-small cell lung cancer; osi, osimertinib; PBO, placebo Asco CLINICAL ONCOLOGY

ANNUAL MEETING is property of the author and ASCO. Permission rex uired for reuse: contact permissions@asco.arg. KNOWLEDGE CONQUERS CANCER
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Alectinib as Neoadjuvant Treatment in
Potentially Resectable Stage Ill ALK-positive
NSCLC: Final Analysis of ALNEO Phase Il Trial
(GOIRC-01-2020-ML42316)

Alessandro Leonetti!, Luca Boni?, Letizia Gnetti®, Diego Luigi Cortinovis*, Giulia Pasello®, Francesca Mazzoni®, Alessandra Bearz’,
Francesco Gelsomino®, Francesco Passiglia?, Sara Pilotto'®, Giulio Metro™, Angelo Delmonte’?, Fabiana Letizia Cecere'3, Federica
Bertolini'#, Luca Toschi'$, Hector Soto Parra'é, Serena Ricciardi'”, Emilio Bria'é, Michele Tognetto'?, Marcello Tiseo?®

Medcal Oncoogy Unk, Unersiy Hosptl of Pama, Pama il Epidemiloy Uk, IRCCS Ospel Polcnico San Warino, Geno, iy Patcogy Un, Unversly Hospalof Pame, Pam, b (SC rncologa nedica
Fondazione IRCCS San Gerardo dei Tintor, Monza, Italy; Uniersita degl Studi Miano-Bicocca, Hilan, laly; “Department of Surgery, Oncology and Gestroenterology, Universty of Padova Medical Schoal; Medical Oncology 2, Veneto
Instteof Oncooy 0VIRGCS, P, aly. etcl Oncoogy U, CaregUnwersy Hosptal, Potenc ety epatiment o cial Oncogy CROIRCGS NaonlCance Intte Aviano,vno. . ecal Oncongy,IRGCS
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Study Design

* Resectable locally advanced
stage Il NSCLC

+ Candidate for surgical resection
after multidisciplinary discussion

+ ALK-positive (IHC/FISH/NGS)
*  No Previous treatment
+ ECOGPS 0-1

Neoadjuvant phase Adjuvant phase

Alectinib 600mg

Surgery
(non-PD)

Alectinib 600mg

bid for 2 cycles bid for 24 cycles

Primary Endpoint: MPR (<10% viable tumor) by BICR
Secondary Endpoints: pCR by BICR, ORR, EFS, DFS, OS, AEs
Ancillary biological study?: correlation of tissue and cell-free biomarkers with MPR and DFS

According to the Simon’s two-stage mini-max design, the null hypothesis that the MPR is <20% will be tested and will be rejected if 11 or more MPR
are observed in 33 patients at the final analysis. This design yields a one-sided type | error rate of 0.05 and power of 0.80 when the true MPR is 40%

Abbreviations: AEs, Adverse Events; BICR, Blinded Independent Central Review; DFS, Disease-Free Survival; EFS, Event-Free Survival; MPR, Major Pathologic Response; ORR, Objective Response
Rate; OS, Overall Survival; pCR, Pathologic Complete Response; PD, Progressive Disease

atissue collection at diagnosis and surgery; plasma collection at baseline, after 4 and 8 weeks of neoadjuvant therapy, within 2 weeks of surgery, and at the time of recurrence
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Results — Primary Endpoint: MPR by BICR

60 1 B MPR
42% o pCR
0 -
Pathologic Response m 30 4 (90%Cl, 28-58)
MPR (£10% viable tumor), n (%) 14 (42) 40 -
X
Non-MPR (>10% viable tumor), n (%) 13 (40) ° 30 -
©
Not assessed, n (%) 6 (18)2 i 5
a5 patients did not undergo surgery, 1 patient underwent ConCI US|0nS
explorative thoracotomy 10 4
pCR, n=4
12% (95%CI, 3-28 b . : b , 7 e
5 : ; * ALNEO phase Il trial met its primary endpoint with neoadjuvant alectinib in
MPR potentially resectable stage Il ALK-positive NSCLC patients
Abbreviations: Cl, Confidence Interval; MPR, Major Pathologic Response; pCR, Pathologic Complete Response x MPR 42% (go%Cl 28_58)- pCR 12(%] (95%C| 3_28)
a5 et

The treatment was well-tolerated and the safety profile was consistent with
previous alectinib studies

* With the limitation of a small phase Il non-randomized trial, ALNEO study suggests
alectinib as an active and feasible peri-operative option in resectable stage Il
ALK-positive NSCLC patients

* Molecular sub-study on tissue and liquid biopsies is ongoing
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IMpower010: Genomic Profiling and Clinical Outcomes With Adjuvant Atezolizumab in
Early-Stage Non-Small Cell Lung Cancer (eNSCLC).

Heather A. Wakelee,' Enriqueta Felip.? Caicun Zhou,* Ei
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Genomic alterations associated with PD-L1 TC SP263 status by histology

A Non-squamous (n=413) B Squamous (n=210)
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CONCLUSIONS

This analysis represents the largest dataset evaluating the genomic profile of patients with
eNSCLC who were treated with cancer immunotherapy

The prevalences of STK11 and KEAP1 genomic alterations were lower than in mNSCLC and
were enriched for PD-L1—negative TCs in non-squamous NSCLC

Unlike in mNSCLC, patients with tumors that harbored KEAP1 genomic alterations did not have
poor prognosis in IMpower010

- These data are hypothesis-generating and require validation in independent eNSCLC datasets
with larger numbers




Novedades en CPNCP: Estadios Iniciales

ASCO  Journal of Clinical Oncology®

Five- Year Survival Outcomes With Atezolizum ab
After Chemotherapyin Resected Stage IB- IIIA
Non- Small Cell Lung Cancer (IMpower010): An
Open- Label, Randomized, Phase III Trial

Enriqueta Felip , Nasser Altorki2, Caicun Zhou 23, Eric Valliéres?, Tibor Csoszi2, lhor O Vynnychenko &, Oleksandr
GoloborodkoZ, Achim Rittmeyer &, Martin Reck 2, Alex Martinez-Marti?, Hirotsugu Kenmotsu 12, Yuh-Min
Chenll Antonio Chella12, Shunichi Sugawaral3, Chenqgi Fu24, Marcus Ballinger 24, Yu Deng 4, Minu K
Srivastava 4, Elizabeth Bennett 14, Barbara J Gitlitz14, Heather A Wakelee 12; IMpower010 Study Investigators

ITT 0.85(95% CI, 0.71to 1.01; P=.07) 0.97 (95% Cl, 0.78 to

1.22)

Estadio II-111-A HR: 0.83 (95% Cl, 0.69 to 1.00) 0.94 (95% Cl, 0.75 to
1.19)

Estadio II-111-A HR: 0.70 (95% Cl, 0.55 to 0.91 0.77 (95% ClI, 0.56 to

PD-L12> 1% 1.06)

Estadio II-111-A HR: 0.49 (95% Cl, 0.32 to 0.75) HR: 0.44 (95% Cl,

PD-L1 > 50% 0.26 to 0.74).

(EGFR/ALK wt)

In conclusion, after a 3-year follow-up, atezolizumab did not show a
statistically significant improvement in DFS in the ITT population. No
improvement in OS was observed in the ITT population at this interim
analvsis; follow-up is continuing for another OS analvsis. Results from the
DFS final analysis and second O5 interim analysis further support the use
of adjuvant atezolizumab in PD-1.1-selected patient populations.

100

80
E (=31
_—
[#5]
o 40 - [ Atezodlizumab: | BSC
(r = 106} in = 1031
0S avent, Mo, (%) 22 (20.8) 41 (29.8)
Median OS5, months ME 87.1
20 4 [Unstratified HR 044
[95% Cl} 10.26 to 0.74)
J.year OS5, % 89.1 775
S-year 0S5, % | 82.1 63.7

o 5] 12 18 24 30
Number at risk

Aterolizumab 106 104 103 101 99 a6
BSC 103 98 a5 20 84 77

36 42 48 54 60 6B66 72 78 B4 90
Time (months)

50 BY 84 a1 78 60 40 18 6 il
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NeoCOAST-2 study design

Key eligibility criteria

Resectable Stage IIA—
IIIB NSCLC (IASLC
2020)

EGFR/ALK wild-type
ECOG PS 0O or1

Previously untreated

Stratification by
PD-L1 TPS
(<1% vs =z1%)

Primary endpoints Key secondary endpoints

= pCR ratef .
« Safety and .
tolerability .

mPR rate¥ and EFS
Feasibility of surgery
ctDNA clearance

Neoadjuvant for
4 cycles Q3W

Arm 1: Durvalumab + oleclumab
+ platinum-doublet CTT
(N=76)

Arm 2: Durvalumab + monalizumab
+ platinum-doublet CTt
(N=72)

Arm 4: Durvalumab + Dato-DXd

+ single-agent platinum CT (PIt)*
(N=54)

Abstract: 8043. Poster Bd: #167

Within 10 weeks from surgery,
adjuvant for up to 1 year”

Oleclumab +

durvalumab

Monalizumab +
durvalumab

Durvalumab

Surgery’

lung cancer
research
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NeoCOAST Mecanismo de accion Operados Seguridad
(nuevo agente) >3

ARM 1 aNg;Li;:?lumab+Oleclumab+ QT (2 Inhibidor de CD73 20.3% 41.9% 36.5%

n: 74 A.D+0

ARM 2 ;\12 ;)guerr\]/:;:)mab+Monalizumab+ QT Inhibidor de NKG2A 25.7% 50% 66 40.8%

n: 70 A.D +M
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Neoadjuvant durvalumab + chemotherapy + novel anticancer agents and adjuvant durvalumab % novel agents in resectable NSCLC:
Updated outcomes from NeoCOAST-2
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CtDNA C|eal'ance research

+ Rates of ctDNA clearance in the neoadjuvant period were numerically higher in Arm 4 vs Arms 1 and 2 (Figure 9).

+ ctDNA clearance was numerically higher in patients with pCR vs without pCR and with mPR vs without mPR across arms
(Figure 10).

Figure 9: Proportions of patients Figure 10: Proportions of patients with ctDNA clearance for patients with pCR vs

with ctDNA clearance in the without pCR and with mPR vs without mPR

neoadjuvant period

Arm 1 Arm 2 Arm 4
100% - Durvalumab + oleclumab + CT |Durvalumab + monalizumab + CT| Durvalumab + Dato-DXd + Plt

72.5% 81.3% 75.0%
(29/40) 100% - 69.2% 70.4% 100% 1 100% q(13/16)  (21/28) 66.7%
0, 0, 0, =
%% 1 s090 536% O3 o) (9/15) 20/%0) (620
(27-/53) (30/56) 80% A 80% A 51.2% . 80% 1
60% 1 30.8% kel (3;%'/52?)
» ‘o I
60% - (8/26) 60% 1 60% 7

40% |

N\

;}

40% 40% / 40% %

20% 1 20% - 20% % 20% 1 %
0% 0% 0% T 0%
Arm1  Am2 Arm4 pCR mPR pCR mPR pCR mPR

Error bars represent 95% confidence intervals. D With pCR or mPR E’ Without pCR or mPR
ctDNA clearance was assessed at Cycle 3, Error bars represent 95% confidence intervals. ctDNA clearance was assessed pre-dose on Cycle 3, Day 1 (on treatment, after 2
Day 1 (on treatment, after 2 doses). doses). CT, platinum-doublet chemotherapy; ctDNA, circulating tumor DNA; Dato-DXd, datopotamab deruxtecan;
ctDNA, circulating tumor DNA mPR, major pathological response; pCR, pathological complete response; Plt, single-agent platinum chematherapy

« Presurgical ctDNA clearance was associated with pathological responses in all arms, with the numerically
highest rate of ctDNA clearance observed in Arm 4.

 NeoCOAST-2 is ongoing, including newly added arms assessing (1) neoadjuvant rilvegostomig + CT and
adjuvant rilvegostomig, and (2) neoadjuvant Dato-DXd + rilvegostomig + PIlt and adjuvant rilvegostomig.
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NeoCOAST Mecanismo de accién Operados | Seguridad :clar;mli:!r:itol
(nuevo agente) >3 c:)ct (d+

ARM 1 Durvalumab+Oleclumab+ Inhibidor de CD73 20.3% 41.9% 36.5% 50.9%
74 QT (2 agentes)

n: A. D+ O

ARM 2 Durvalumab+Monalizumab Inhibidor de NKG2A 25.7% 50% 66 40.8% 53.6%
70 + QT (2 agentes)

n: A. D+M
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En resumen:
- Claro beneficio de la IO en Neoadyuvancia: CM 816 (HR, 0.72)

- Perioperatorio CM 77T: Impacta en SLE (HR, 0.61).
Aclaramiento de ct DNA/Respuesta patoldgica: impacto en SLE.

- NeoADAURA: Osimertinib en neoadyuvancia: datos inmaduros en
cuento a supervivencia, pero mejoria en mPR

- ALNEO: Fase II: Perioperatorio con Alectinib, mejoria en mRP

- IMpower 010: Datos a 5 afnos, no se alcanzan el numero de eventos,
beneficio para Atezolizumab adyuvante.

- NeoCOAST-2: ADC: Datopotamab/Deruxtecan + Durvalumab +
Platino: Mejora la mPR, pCR, esquema seguro, mayor aclaramiento
de ctDNA y respuesta patoldgica.
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Mediana de EFS,
meses

HR
(1C 95%)

o
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Abstract:8009 ung cance
Todos los pts Estadio Il Estadio Il Escamoso No escamoso PD-L1< 1% PD-L121%
NIVO NIVO NIVO NIVO NIVO NIVO NIVO
_ _ _ _ (n =149) vs PBO (n =116) vs PBO (n=113) vs PBO | (n=93)vs PBO (n=128) vs PBO
(N =229) vs PBO(N = 232) (n =80) vs PBO (n = 81) (n =149) (n = 118) (n = 114) (n=93) (n = 128)
40,1 frente a
46.6 frente a 16.9 NR vs NR 42.1 frentea 13.4 NR vs 16.4 16.9 40,1 frentea 19,8 46,6 frente a 15,1
0,61 0,77 0,54 0,53 0,69 0,79 0,53
(0,46—0,80) (0,46—1,30) (0,39-0,74) (0,35-0,80) (0,48-1,00) (0,52-1,21) (0,36-0,76)
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