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TRATAMIENTO ADYUVANTE:ADAURA
2023 ASCO

Owverall survival analysis from the ADAURA trial of ANNUAL MEETING
adjuvant osimertinib in patients with resected
EGFR-mutated (EGFRmMm) stage 1IB—II1LA
Nnon-small cell lung cancer (NSCLC)
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TRATAMIENTO ADYUVANTE: ADAURA

ADAURA updated CNS DFS analysis®® (stage lI=llIA)
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https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10082285/
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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 lI—IllA disease
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Beneficio en todos los estadios
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Disease-free survival: stage II-IlIA*
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Disease-free survival: ITT (stage IB-llIA)* A e gt cuttt s, 05
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TRATAMIENTO ADYUVANTE: ALINA 023

SAFETY SUMMARY
Alectinib Chemotherapy
(n=128) (n=120)
Median treatment duration 23.9 months 2.1 months
Patients with any AEs, % 98 93
Grade 3/4 AEs 30 31
Grade 5 AEs 0 0
Serious AEs 13 8
Treatment-related serious AEs 2 7
AEs leading to dose reduction 26 10
AEs leading to dose interruption 27 18
AEs leading to treatment withdrawal 5 13 e %
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At data cut off, 20.3% of patients in the alectinib arm were ongoing treatment
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TRATAMIENTO ADYUVANTE: ALINA - )

e ALINA es el primer y unico estudio positivo fase Ill de un inhibidor de ALK en pacientes resecados,
estadios IB-IIIA.

e El tratamiento con Alectinib adyuvante demostré mejoria en DFS estadisticamente significativo y
clinicamente relevante sobre la quimioterapia (HR 0.24; 95% Cl 0.13, 0.43; p<0.0001)

* El beneficio fue consistente en todos los subgrupos
* Se observo beneficio en SLP a nivel cerebral (HR 0.22; 95% Cl 0.08, 0.58)

* Fue un tratamiento bien tolerado, con toxicidad similar a |a ya reportada

NUEVA ESTRATEGIA ADYUVANTE PARA PACIENTES
RESECADOS ESTADIOS IB-llIA ALK +
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Tratamiento adyuvante: TMB en IMPower 010
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Tratamiento adyuvante: TMB en IMPower 010

1004 =

* This exploratory analysis of DFS by TMB status in patients with stage H-II1A NSCLC from
IMpower010 showed improved mDFS for the TMB-H vs TMB-L subgroups in both the atezolizumab

and BSC arms

* DFS improvement with atezolizumab vs BSC was similar for both the TMB-H and TMB-L stage |I-1lI1A
populations, suggesting that TMB may not be predictive of a DFS treatment effect

* Although subgroup analyses were limited by small sample sizes, DFS improvement with adjuvant

- TMB-H and PC atezolizumab was greater for PD-L1-positive than for PD-L1-negative subgroups, regardless of Fa—
T
1 e . & [95% C1: 0.54, 1.55)
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Tratamiento adyuvante: TMB en IMPower 010

1004 =

* This exploratory analysis of DFS by TMB status in patients with stage H-II1A NSCLC from
IMpower010 showed improved mDFS for the TMB-H vs TMB-L subgroups in both the atezolizumab

and BSC arms

* DFS improvement with atezolizumab vs BSC was similar for both the TMB-H and TMB-L stage |I-1lI1A
populations, suggesting that TMB may not be predictive of a DFS treatment effect

* Although subgroup analyses were limited by small sample sizes, DFS improvement with adjuvant
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TRATAMIENTO NEOADYUVANTE: CHECKMATE 816

Neoadjuvant nivolumab plus chemotherapy in the phase 3 CheckMate 816
study: 3-year results by tumor PD-L1 expression

Key Eligibility Criteria NIVO 360 mg Q3W

*  MNewly diagnosed, resectable, *
stage IB (= 4 cm)-lllA NSCLC (per chemo® Q3w (3 cycles)
THM 7t edition) -

Radiologic surgery
restaging within & -
—— ( wooks > Optional o

= ECOG performance status 0-1
+ Mo known sensitizing EGFR

mutations or ALK alterations Chemo*® Q3w (3 cycles) post- chzdr]nﬁnli'r'
treatment)
Stratified by
Stage (IB-Il vs llA),
PD-L1e {::g‘l'%{?s = 1%=), :.}am:l sex +

L 37% stage IB/I; 63% stage IIIA
T 50% PD-L1> 1%

Primary endpoints Key secondary endpoints Key exploratory endpoints included

-  pCRby BIPR - MPRby BIPR - ORR by BICR

= EFS by BICR - 05 » Feasibility of surgery; peri- and

Time to death or distant metastases post-operative surgery-related AEs
o

Provencio M, et al. LBAS7. ESMO 2023 GecCcpP




ESTADIOS INICIALES Y ENFERMEDAD LOCALMENTE AVANZADA
TRATAMIENTO NEOADYUVANTE: CHECKMATE 816

Neoadjuvant nivolumab plus chemotherapy in the phase 3 CheckMate 816
study: 3-year results by tumor PD-L] expression
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« 3-year: NIVO + chemo continues to demonstrate long-term EFS benefit and favorable OS

trend vs chemo
« pCR:24%; MPR: 37%

Forde PM, et al. LBAS7. ELCC 2023 GecCP
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Efficacy outcomes by pCR status in concurrently randomized patients
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TRATAMIENTO NEOADYUVANTE: CHECKMATE 816

* En este analisis exploratorio del CheckMate 816, el tratamiento neoadjuvante con NIVO + QT
demostro beneficio clinico frente a QT independientemente de la expression de PD-L1.

* Una mayor magnitud de beneficio en pCR, 3-year EFS y 3-year OS en NIVO+ QT frente a QT se vio
en los pacientes con expression de PD-L1 = 1% comparado con aquellos con expresién de PD-
L1<1%

* Los pacientes con pCR tuvieron mejor EFS y OS que aquellos sin pCR en los dos grupos de
tratamiento.

* El tratamiento neoadyuvante con QT-Nivolumab demostd un perfil de toxicidad manejable sin
impactar en la posibilidad de cirugia frente a QT sola independientemente de la expresion de
PD-L1.

ganizado por:
lung cancer
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TRATAMIENTO NEOADYUVANTE: CHECKMATE 816 NIVO+ IPI

Neoadjuvant nivolumab plus chemotherapy in the phase 3 CheckMate 816
study: 3-year results by tumor PD-L1 expression

Key Eligibility Criteria

+  Mewly diagnosed, resectable,
stage IB (= 4 cm)-1llA NSCLC (per
THM 7t edition)

* ECOG performance status 0-1

+ Mo known sensitizing EGFR
mutations or ALK alterations

Stratified by

Stage (IB-1l vs 1A},
PD-L1t (= 1% vs < 1%<), and sex

— 50% PD-L1=1%

aT% stage |BAI; 63% stage LA

NIVO 360 meg Q3W

+

H=235%8
chemo® Q3w (3 cycles)

Chemo® Q3w (3 cycles)

. HIVD 3 me/kg QZW (3 cycles)
+ |l 1 mg/ke (cycle 1 only)

Radiologic surgery
restaging (within 6

o Optional |
wesks adjuvant
post- chemo + RT*

treatment)

Primary endpoints
»  pCRby BIPR
= EFS by BICR

Key secondary endpoints
MPR by BIPR
o5
Time to death or distant metastazes

Key exploratory endpoints included
= ORR by BICR

* Feasibility of surgery; peri- and
post-operative surgery-related AEs

Provencio M, et al. LBAS7. ESMO 2023

Organizado por

lung cancer
rasearch




ESTADIOS INICIALES Y ENFERMEDAD LOCALMENTE AVANZADA
TRATAMIENTO NEOADYUVANTE: CHECKMATE 816 NIVO+ IPI

Neoadjuvant nivelumab plus ipilimumab vs chemotherapy in the phase 3
CheckMate 816 trial
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TRATAMIENTO NEOADYUVANTE: CHECKMATE 816 NIVO + IPI

Neoadjuvant nivolumab plus ipilimumab vs chemotherapy in the phase 3
CheckMate 816 trial
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TRATAMIENTO NEOADYUVANTE: CHECKMATE 816 NIVO + IPI

Neoadjuvant nivelumab plus ipilimumab vs chemotherapy in the phase 3
CheckMate 816 trial
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ESTADIOS INICIALES Y ENFERMEDAD LOCALMENTE AVANZADA
TRATAMIENTO NEOADYUVANTE: CHECKMATE 816 NIVO + IPI

* En este estudio exploratorio del Checkmate 816, |la neoadyuvancia con Nivo+ Ipi mostro
potencial beneficio clinico frente a QT en pacientes con NSCLC resecable

* Lastasas de MPRy pCR fueron mas altas con Nivo+ Ipi
e EFSyOStras 1 ano favorecieron al grupo de Nivo+ Ipi frente a QT

* Nivo-lpi tuvo un perfil de toxicidad favorable y una tasa de cirugia similar ala de la QT

* Nivo+ QT sigue siendo el tratamiento standard en CPNCP potencialmente resecable.

lung cancer
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ESTADIOS INICIALES Y ENFERMEDAD LOCALMENTE AVANZADA

TRATAMIENTO PERIOPERATORIO- NADIM

Overall Survival and Biomarker Analysis of
Neoadjuvant Nivolumab Plus Chemotherapy in
Operable Stage IlIIA Non-Small-Cell Lung Cancer
(NADIM phase Il trial)
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Perioperative Nivolumab and Chemotherapy
in Stage III Non-Small-Cell Lung Cancer

M, Provencio, E. Madal, | L. Genzdber-Larriba, A. Martinez-Martl, B Bernabé,
J: Besch-Barrera, J. Casal-Rubio, V. Calve, A. Insa, 5. Ponce, M. Reguart,

J. de Castro, |. Mosquera, M. Cobo, A Aguilar, G, Ldpez Vivanca, C. Camps,
R Ldpez-Castro, T, Meain, | Barnets, D, Roddgues-Abreu, B, Serna-Blasco,
R Bendtez, C. Aguadao de la Rosa, R. Palmero, F. Hernando-Trancha,

J. Martin-Lépez, A Cruz-Bermiddez, B. Massuti, and A. Romeno
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ESTADIOS INICIALES Y ENFERMEDAD LOCALMENTE AVANZADA
TRATAMIENTO PERIOPERATORIO- KEYNOTE 671

Overall Survival in the KEYNOTE-671 Study of
Perioperative Pembrolizumab for Early-Stage
NSCLC

Jonathan D Spicer,! Shugeng Gao,? Moishe Liberman,® Terufumi Kato,* Masahiro Tsuboi® Se-Hoon Lee®
Ke-Neng Chen,” Christophe Dooms,® Margarita Majem,® Ekkehard Eigendorff,'® Gaston L Martinengo,

QOlivier Bylicki,’> Marina C Garassino,™ Delvys Rodriguez-Abreu,™ Jamie Chaft,'® Silvia Novello,'® Jing Yang,"
Steven M Keller,'” Ayman Samkari,'” Heather Wakelee,™ on behalf the KEYNOTE-671 Investigators

'McGill University Health Centre, Montréal, QC, Canada; 2National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of

Medical Sciences and Peking Union Medical College, Beijing, China; *Centre Hospitalier de Universite to Montréal (CHUM), Montréal, QC, Canada; “Kanagawa Cancer

Center, Yokohama, Japan; National Cancer Center Hospital East, Kashiwa, Japan; ®Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul,

Republic of Korea, "Beijing Cancer Hospital, Peking University, Beijing, China; 8University Hospitals Leuven, Leuven, Belgium; ®Hospital de la Santa Creu i Sant Pau,

Barcelona, Spain; '%Zentralklinik Bad Berka, Bad Berka, Germany; "'Sanatorio Parque, Rosario, Sante Fe, Argentina; "2HIA Sainte-Anne, Toulon, France; '3Fondazione

IRCCS lstituto Nazionale dei Tumori, Milan, ftaly (currently at University of Chicago Medicine and Biological Sciences, Chicago, IL, USA); 'Hospital Universitario

Insular de Gran Canaria, Universidad de Las Palmas de Gran Canaria, Las Palmas de Gran Canaria, Spain; '“Memorial Sloan Kettering Cancer Center, Weill Cornell

Medical College, New York, NY, USA; '®Department of Oncology, University of Turin, AO.U. San Luigi Gonzaga di Orbassano, Turin, ftaly;, ""Merck & Co. Inc., Rahway,

NJ, USA; "8Stanford University School of Medicine/Stanford Cancer Institute, Stanford, CA, USA Onganizads pos

o
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ESTADIOS INICIALES Y ENFERMEDAD LOCALMENTE AVANZADA

TRATAMIENTO PERIOPERATORIO- KEYNOTE 671 Spicer KNGT1 1A2 ESMO 2023

KEYNOTE-671 Study Design
Randomized, Double-Blind, Phase 3 Trial

Pembrolizumab 200 mg IV Q3W

+
e e ]
Kev Eligibility Criteria Cisplatin anctl) (rsemmtabme Pembrolizumab 200 mg IV Q3W
for up to 13 cycles

» Pathologically confirmed, resectable Cisplatin and Pemetrexed®

stage Il, A, orlIB (N2) NSCLC
per AJCC v8 for up to 4 cycles

* No prior therapy

* Able to undergo surgery

Placebo IV Q3W
* Provision of tumor sample for s

PD-L1 evaluation® Cisplatin and Gemcitabine® Placebo IV Q3W
+ ECOG PSOor1 or

Cisplatin and Pemetrexede for up to 13 cycles

for up to 4 cycles

Stratification Factors Dual primary end points: EFS per investigator review and 0S
* Disease stage (Il vs lll)
* PD-L1TPS® (<50% vs 250%) Key secondary end points: mPR and pCR per blinded, independent
» Histology (squamous vs nonsquamous) pathology review and safety

+ Geographic region (east Asiavs not east Asia)

Organizado poe

o

2 Assessed at a central laboratory using PD-L1 IHC 22C3 pharmDx. tCisplatin 75 mg/m? IV Q3W + gemcitabine 1000 mg/m?2 IV on days 1 and 8 Q3W was permitted for squamous histology only.

cCisplatin 75 mg/m? IV Q3W + pemetrexed 500 mg/m? IV Q3W was permitted for nonsquamous histology only. ¢ Radiotherapy was to be administered to participants with microscopic positive margins, grass G e C p
residual disease, or extracapsular nodal extension following surgery and to participants who did not undergo planned surgery for any reason other than local progression or metastatic disease. i
ClinicalTrials.gov identifier: NCT03425643. resaarch
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TRATAMIENTO PERIOPERATORIO- KEYNOTE 671 e L e

Male 279 (70.3%) 284 (71.0%)
. . Race
KEYNOTE-671 Results: Interim Analysis 1 Ao BarocAlhsha Sitir] (110,95 0
" Asian 124 (31.2%) 125 (31.3%)
Median Follow-Up?: 25.2 months (range, 7.5-50.6) S A AR SILSK) )
Multiple 3 (0.8%) 10 (2.5%)
White 250 (63.0%) 239 (59.8%)
i . i i Missing data 13 (3.3%) 16 (4.0%)
» Neoadjuvant pembrolizumab + chemotherapy followed by surgery and adjuvant pembrolizumab Geographic region
significantly improved EFS, mPR, and pCR compared with neoadjuvant chemotherapy and surgery alone Bastisia 12315 H0%) 12143055
Not east Asia 274 (69.0%) 279 (69.8%)
» AE profile was as expected based on the known profiles of the individual treatment components ECOGES
o 253 (63.7%) 246 (61.5%)
1 144 (36.3%) 154 (38.5%)
Histology
Nonsquamous 226 (59.6%) 227 (56.8%)
100+ EFS mPR pCR Squamous 171 (43.1%) 173 (43.3%)
901 HR 0.58 (95% Cl, 0.46.0.72) %0 50
801 P < 0.00001 45 4192 (13.9-24.7) 45 A14.2 (101418.7)
70 0 s P < 0.00001 W0 P < 0.00001
= B0 38 (25.7.35.0) _3
@ 50 g " . Pembro Arm Placebo Arm
w404 ;” u:.s'-‘::.u (N = 397) (N = 400)
304 i‘ 20 Smoking status
50 . Current 96 (24.2%) 103 (25.8%)
o 0 2364 Former 247 (62.2%) 250 (62.5%)
0 S : Never 54 (13.6%) 47 (11.8%)
0 6 12 18 4 3 3% 4 48 5 it ey P Placebosm Clinical stage®
_ Months ] 118 (29.7%) 121 (30.3%)
Noatmsk e - . . o » . N A 217 (54.7%) 224 (56.0%)
400 294 183 124 74 kL] 24 ] 1 0 mne 62 (15.6%) 55(13.8%)
N status®
cNO 148 (37.3%) 142 (35.5%)
cN1 81 (20.4%) 71(17.8%)
cN2 168 (42.3%) 187 (46.8%)
PD-L1 TPS
=50% 132 (33.2%) 134 (33.5%) nizede- pop
1-49% 127 (32.0%) 115 (28.8%) ;'
<1 138 (34.8%) 151 (37.8%)
Known EGFR mutation® 14 (3.5%) 19 (4.8%) i e C p
Known ALK translocation® 12 (3.0%) 9 (2.3%)

lung cancer
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Spicer KN671 1A2 ESMO 2023

Overall Survival, |A2
Median Follow-Up: 36.6 months (range, 18.8-62.0)

Pts w/ Median
12-mo rate 24-mo rate 36-mo rate 48-mo rate Event (95% Cl), mo
100- 87.6% Pembro arm 27.7% NR (NR-NR)
90+ 87.7% 79.0%
0 T4.7% ; Placebo arm 36.0% 524 (45.7-NR)
80— 71.3%
. 64.0%
70- !
-ag 60'
8‘ 50
40+ HR 0.72 (95% CI, 0.56-0.93)
30- one-sided P = 0.005172
20
10
0trrrr rrrrrTpTTrT [rrrrrfrrroT [rrrrrprrroT L IR L [rrrrT 1
0 6 12 18 24 30 36 42 48 54 60 66
No. at risk Months Orgrnizoics pon
307 371 347 327 277 205 148 108 69 32 4 0 ‘3
400 379 347 319 256 176 125 T 39 20 4 0

OS defined as time from randomization to death from any cause. 3 Significance boundary at I1A2, one-sided P =0.00543.
Data cutoff date for |A2: July 10, 2023.
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Spicer KN671 1A2 ESMO 2023

Event-Free Survival, |1A2
Median Follow-Up: 36.6 months (range, 18.8-62.0)

Pts w/ Median
100~ Event (95% CI), mo
12-mo rate 24-mo rate 36-mo rate 48-mo rate

904 Pembro arm 43.8% 472 (32.9-NR)

80 73.8% Placebo arm 62.0% 18.3(14.8-22.1)

70+ —L 61.5%
< 60~ 60.8% %L_M 54.3% N
o Ll iy Ly 148.4%
L 907 41.4% u HR 0.59 (95% Cl, 0.48-0.72)
w

40- “'“—“J—qu 354%

J

30- 26.2%

20~

10

0+rrrm e UMM S—— M WM S e e ,
0 6 12 18 24 30 36 42 48 94 60 66
No. at risk Months Organtzads. por
397 339 282 250 196 142 102 62 37 10 0 0 ;,
400 308 232 189 128 87 66 34 18 6 1 0

EFS defined as time from randomization to first occurrence of local progression precluding planned surgery, unresectable tumor, progression or recurrence per RECIST v1.1 by investigator assessment, or death G e E p
from any cause. Data cutoff date for |A2: July 10, 2023. research
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« Un aumento estadisticamente significativo y clinicamente relevante fue visto en tratamiento con
Pembrolizumab + QT seguido de cirugia y Pembrolizumab adyuvante frente a QT y cirugia sola

e Con una mediana de seguimiento de 3 afos, la HR fue de 0,72 (95% IC 0,56-0,93)
 La mediana de OS fue no alcanzada en el brazo de Pembrolizumab versus 52,4 meses
 OS fue consistente en todos los subgrupos

 El beneficio de EFS se mantuvo en el tiempo
 AtIA2, median EFS fue 2,5 afios mas largo en la rama de Pembrolizumab

* No hubo nuevas senales de seguridad ni nuevas muertes relacionadas con el tratamiento

* La mayoria de eventos adverso fueron grados 1,2 y la mayoria secundarios a hipotiroidismo

e PEMBROLIZUMAB perioperatorio es un nuevo standard of care para pacientes con estadios I, llIA, [1IB (N2)
NSCLC

QT+ Pembro aprobado por la FDA en
Octubre 2023 para pacientes resecables >4
cm o ganglios + seguido de Pembro
adyuvante

lung cancer
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TRATAMIENTO PERIOPERATORIO- CHECK MATE 77T

EERESMD ™
2023

CheckMate 77 T: Phase 3 study comparing neoadjuvant
nivolumab plus chemotherapy with neoadjuvant placebo
plus chemotherapy followed by surgery and adjuvant

nivolumab or placebo for previously untreated,
resectable stage IIHIIB NSCLC

Tina Cascone,’ Mark M Awad,? Jonathan Spicer,? Jie He,” Shun Lu,® Boris Sepesi, " Fum ihiro Tanaka,®
Janis M. Taube,” Robin Cornelissen,® Libor Havel,? Jaroslaw Kuzdzal," Lubos B. Petruzelka,' Lin Wu,1%
Jean-Louis Pujol, '* Hiroyuld lto, " Cinthva Coromado Erdmann,’® Padma Sathyanarayvana,!’

Stephanie Meadows-Shropshire, ¥ Mariano Provencio Pulla®

1Thes Linivers ity of Texss WD Anderson Cancer Center, Howstan, T, US4, Dana-Farber Cancer stitute, Bostan, WA, USA; WoGill Ui wersity Health Centre, Montreal,
e, Camads ; “Mational Camoer Cent e Mkkational Clindcal Peseanch Cexber Tor Cancer Ml cer Hospital, Thinesse Acadesny ol Medical Scences and Pefing Linian
Medical Callege, Beijing, China; “Sha nehei Lung Cancer Genter, Shanghai Chest Haspital, Shanghai Fisa Tong Uniswersity, Shenghai , China; “University ol Ooouge ticonsl
and Errviranmen tal Health, Kitakyushu, Japan; The Boombeng-Kimmed et itute for Cancer Immunatheragy, Jahme Hopldns Un fversity Schaal of Medicine, Baltimare,
WD, US4 SErasmers MO Cancesr Institube, Botoendaemi, Metherlands ; ¥Thamanes Hospital, Prague, Caech Respublic; 10 Jafn Pasal 1l Hospi tal, Kraloos:, Pol and; 110harles
Univesrsity, Pramgue, Crech Republic; " Hunen Cancer Haspital, Changsha, Thina; " Wontgpe] ies Pegianal University Hosgital, Mantpelier, France; “Eanagees Canoer
Cemrberr, Yaoluohama, Japan; "Hristal Myers Squibb, Princetan, B, USA; “Hospital Universitario Pusrts de Hieora, Madrid, Spain
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CheckMate 77T: perioperative NIVO in resectable NSCLC

CheckMate 77T study design

Key eligibility criteria
* Resectable, stage IIA (> 4 cm)-11IB NIVO 360 mg Q3W e Surgery
(N2) NSCLC (per AJCC 8th edition) + restaging (within 6 weeks NIVO 480 mg Q4W
* No prior systemic anti-cancer chemo® Q3W post-neoadjuvant (1 year)
treatment (4 cycles) treatment)
* ECOG PS 0-1
» No EGFR mutation/known ALK Follow- Up.
alterations®
PBO Q3W Radiologic Surgery
Stratified by + restaging (within 6 weeks
histology (NSQ vs SQ) d post-neoadjuvant
di chemo? Q3W
isease stage (Il vs ), 4 I treatment)
and tumor PD-L1° % 5 % HFBvs BT
not evaluable/indeterminate)
Follow-up, median (range): 25.4 (15.7-44.2) months
4 Primary endpoint Secondary endpoints Exploratory analyses )
+ EFSby BICR + pCR® by BIPR + EFS by pCR/MPR

« MPR® by BIPR + EFS by adjuvant treatment
e
- Safety

- S

Database lock date: September 6, 2023.

2aNCT04025879. "EGFR testing was mandatory in all patients with NSQ histology. ALK testing was done in patients with a history of ALK alterations. EGFR/ ALK testing done using US FDA/local health authority-approved é
assays. “Determined by the PD-L1 IHC 28-8 pharmDx assay (Dako). INSQ: cisplatin + pemetrexed, carboplatin + pemetrexed, or carboplatin + paclitaxel; 5Q: cisplatin + docetaxel or carboplatin + paclitaxel. *Assessed per

immune-related pathologic response criteria.! BICR, blinded independent central review; BIPR, blinded independent pathological review. 1. Cottrell TR, et al. Ann Oncol 2018:29:1853-1860. G e c p
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NIVO + chemo/NIVO Chemo/PBO NIVO + chemo/NIVO Chemo/PBO
(n = 229) (n = 232) (n = 229) (n =232
Median age, years (range) 66 (37-83) 66 (35-86) Sonokling StHlis, s 08)
Male, » (%) 167 (73) 360 (69) Current/former 212 (93) 205 (88)
Geographic region, n (%) Never 70 37 (12)
North America 23 (10) 21 (9)
Europe 123 (54) 127 (55)
Asia 65 (28) 50 (22) Tumor PD-L1 expression,’ n (%)
Rest of the world® 18 (8) 34 (15) Not evaluable 8 (4) 11 (5)
<1% 93 (41) 93 (40)
EC‘;“ e 147 (64) 141 (61) 2 1% 128 (56) 128 (55)
1 82 (36) 91 (39) 1-49% 83 (36) 76 (33)
2 50% 45 (20) 52 (22)
Disease stage,“ n (%)
lIA-Bd 81 (35) 81 (35)
—A-Be 146 (64) 149 (64) Platinum therapy type, n (%)
Histology, n (%) Cisplatin 55 (24) 42 (18)
Squamous 116 51) 118 (51) Carboplatin 167 (73) 180 (78)
Non-squam

" Treatment and surgery summary

461 randomized patients

NIVO + chemo/NIVO

Chemo/PBO
n =229 n =232
34 (15%) discontinued Received necadjuvant treatment 25 (11%) discontinued
necadjuvant treatment 228 (> 99%) necadjuvant treatment
Study drug toxicity 21 (9%) Study drug toxicity 11 (5X%)
Disease progression 3(1%) Completed neoadjuvant treatment Completed neoadjuvant treatment Disease progression 3(1%)
Other? 10 (4%) / 194 (85%) 205 (89%) Other 11 (5%)
46 (20%) had cancelled l 50 (22%) had cancelled
definitive surgery definitive surgery
Disease progression 13 (6%) | gis:e_as: D;oerelsrim n s“| gi;
Patient refusal 11 (5%) atient refusal
Surgeon decision 8 (4%) Received definitive surgery® Received definitive surgery Surgeon decision 6 (3%)
AE 73%) | 178 (78%) 178 (77%) AE 42%)
\ Other 7 (3%)/ Other 10 (4%)

! |

39 (17%) did not receive
adjuvant treatment

Study drug toxicity 13 (6%)
Disease progression 5 (2%)
Other* 21 (9%) ;

49 (34%) discontinued B
adjuvant treatment

Study drug toxicity 17 (12%)
Disease progression 16 (11%)
, Other? 16 (11%)

Received adjuvant treatment<
142 (62%)

Median doses (range), 13 (1-13)

85 (60%) 8 (6%)
completed ongoing

Received adjuvant treatment<

152
Median doses (range), 13 (1-13)

L

29 (13%) did not receive
adjuvant treatment

Disease progression 14 (6%)
Study drug toxicity 5 (2%)
Other® 10 (4%)

52 (34%) discontinued
adjuvant treatment

Disease progression 37 (24%)
Study drug toxicity 3 2%)
Other® 12 (B8%)
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| NIVO + chemo/NIVO

NIVO + chemo/NIVO Chemo/PBO Chemo/PBO
(n = 229) (n = 232)2 (n = 229) (n =232
Median age, years (range) 66 (37-83) 66 (35-86) Smoking status, n (%)
Nale, n (%) s L 360 (69) Current/former 212 93) 205 (88)
Geographic region, n (%) Never 17 (7)
North America 23 (10) 21 (9)
Europe 123 (54) 127 (55)
Asia 65 (28) 50 (22) Tumor PD-L1 expression,’ n (%) 100 -
Rest of the world® 18 (8) 34 (15) Not evaluable 8 (4)
ECOG PS, n (% <1% 93 (41)
(%) > 1% 128 (56)
0 147 (64) 141 (61) 1-49% 83 (36) 80 -
1 82 (36) 91 (39) > 50% 45 20)
Disease stage,“ n (%) -
lIA-Bd 81 (35) 81 (35) o 60
NA-B: 146 (64) 149 (64) Platinum therapy type, n (%) §
Histology, n (%) Cisplatin 55 (24) E
Squamous 116 (51) 118 (51) Carboplatin 167 (73) @
Non-squamc T t ““"t d T E 40 4
461 randomized patients 20 -
NIVO + chemo/NIVO Chemo/PBO
n =229 n =232
34 (15%) discontinued Received neocadjuvant treatment 14
neoadjuvant treatment 228 (> 99%) !
Study drug toxicity 21 (9%) Study
Disease progression 3 (1%) Completed neoadjuvant treatment Completed neocadjuvant treatment Disea
e S jnee 194 (85%) 205 (89%) Othe
e (zoxy R l l Lo pmmre) e o e
definitive surgery i ) definitive surgery
P b it e Z4em
aLicH fe i etk Received definitive surgery® Received definitive surgery . "
f— i i
\ Other 7 3%)/ l l Other 10 (4%)
39 (17%) did not receive 29 (13%) did not receive
adjuvant treatment Received adjuvant treatment< adjuvant treatment
Study drug toxicity 13 (6%) Recetved ﬁtz.n;:g‘tx:reatmnt‘ 152 (66%) Disease ptf:;gressum: 14 (6%)
Disease progression 5 (2%) Stud‘y drug toxicity 5 (2%)
kiR s O Median doses (range), 13 (1-13) Median doses (range), 13 (1-13) 10 (4%)
49 (34%) discontinued | I 52 1341'.! chsconnnued
adjuvant treatment « adjuvant treatment
pr s AR 85 (60%) 8 (6%) 92 (60%) 8 (5%) Sy dup oy S a%)
 Other® 16 (11%) completed ongoing completed ongoing Other= 12 (8%)

Extent of resection?

15;1?3 24:1?3
Pneumonectomy

2/178 128;173
Lobectomy

B NIVO + chemo/NIVO
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CheckMate 77T: perioperative NIVO in resectable NSCLC

Primary endpoint:
EFS per BICR with neoadjuvant NIVO + chemo/adjuvant NIVO vs chemo/PBO

NIVO + chemo/ NIVO Chemo/ PBO

(n=229) (n=232)
100 Median EFS, mo NR 18.4
(95% Q1) (28.9-NR) (13.6-28.1)
| 0 HR (97.36%Cl)® 0.58 (0.42-0.81)
80 73% 70% P value 0.00025
g 60— ~ NIVO + chemo/NIVO
»
/'8
Chemo/ PBO
20
0

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
N . Months from randomization
0. at risk

NIVO + chemo/NIVO 229 208 173 157 141 134 115 89 69 46 20 7 - 2 0
Chemo/PBO 232 204 165 138 118 106 78 59 . 29 19 10 6 1 0
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PCR*
50 - OR, 6.64 (95% Cl, 3.40-12.97)¢ g
, pCR analysis by key subgroups
Difference
= d,e rate, %
40 20.5% NIVO + chema/NIVO Chemo/PBO ‘ Unweighted difference,
n=229 B Unweighted difference, % (95% CI (O C
—_ Overall (N = 461) 5.3 47 I 20.6 (14.3-26.9)
& 304 <65 years (1= 202 55 0 T —— 25 (120310)
@ 25.3%" 2 65 years (n = 259) 6.2 5. _—— 19.9 (11.428.5)
-'é Male (n=327) %9 5.0 , 21.9(14.329.5)
Female (n = 134) 2.0 42 j—— 16.8 (5.7-28.9)
5 20 - North America (n = 44) 13.0 0 p—— 13.0 (-4.6t0 312.1)
a Europe (n = 250) 0 5.5 | —— 16.4 (8.0-25.0)
Asia n = 115) 3.9 1.0 I — 349 (21.3472)
ECOG PS 0 (n = 288) B9 50 == 209 (12.8289)
10 - ECOG PS 1 {n = 173) 4.4 4.4 | —— 20.09.8-30.6
4.7%: Stage Il (n = 162) .6 il : e 25.9(14.9-36.9)
Stage Il {n = 299)° 3.0 5.3 A 17.7(10.0-25.5)
Squamous (n = 234) B4 5.9 I 22.5(13.1-31.8)
= Non-squamous (1 = 227) 1.1 15 | —— 18.6(10.2:27.4)
NIVO + chemo/NIVO Chemo/PBO Current/former smoker (n = 417) 59 49 T —— 201 (14417.7)
n/N 58/229 11/232 |_Never smoker (n = 44) 17.6 N e 13.9 (4.6 to 37.5)
PD-L1 < 1% (n = 186) 129 43 [E— 8.6 (0.417.3)
= 156} 32 47 | e 305021.2-394)
PD-L1 1-49% (n = 159) %.5 19 : —_— 2.6 (11.7333)
PD-L1 2 50% (n = 97} 51.1 5.8 4 o 453 28.1-59.8)
Cisplatin n = 97) B 48 [ —— 143(9.1:31.8)
Carboplatin (n = 347) 246 5.0 | —— 10,6 (12.3.27.0)

1 1 i f
-0 15 0 15 30 45 80
Favors chemo/PB0 +— Favors NIV + chemo/PBO
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EFS by baseline disease stage

Stage Il Stage Il
MNIVO + chemo/ NIVO Chemo/PBO NIVO + chemo/NIVO Chemol/PBO
(n =81) (n=281) (n=148) (n = 149)
Median EF§ mo NR MR Median EF§ mo 30.2 13.4
(95%Cl) (22.6-NR) (24.2-NR) (95%0) (26.9-NR) (9.8-17.7)
HR (95%Cl) 0.81 (0.46-1.43) HR (95%Cl) 0.51 (0.36-0.72)
100+
0,
804 78%
NIVO + chemo/NIVO
73%
& 60 W — T
Iy Chemo/PBO @
b o th
20
0 T T T T T | 0 T i T T T T 1
0 & 12 18 24 30 36 42 o} 6 12 18 24 30 36 42
No. at risk Months from randomization Months from randomization
NIVO + chemo/NIVO 81 62 43 37 20 5 2 0 148 111 92 78 45 15 2 0
Chemo/PBC 81 63 51 34 20 8 2 0 149 102 &7 44 24 11 4 0
EFS by tumor PD-L1 expression
Tumor PD-L1 < 1% Tumor PD-& 1 F#a
NIVO + chemo/ NIVO Chemo/ PBO NIVO + chemo/ NIVO Chemo/ PBO
(n=93) (n=193) (n=128) (n=128)
Medlan EFS, mo 29.0 19.8 Medlan EFS, mo NR. 15.8
(95% Cl1) (21.4-NR) (12.9-NR) (95% 1) (28.9-NR) (9.2-35.1)
HR (95% Q) 0.73 (0.47-1.15) HR (95% O1) 0.52 (0.35-0.78)
1004
a0
E 54% Organizodo poe
40
Chemo/PBO é
GeCP
o ' i ‘ : . ' ) 0 . . T : . .
] ] 12 18 24 30 36 42 o -] 12 18 24 30 36 42 lung cancer
. Months from randomization Months from randomization rasarch
No. at risk
NNO + chemo/NIVO 93 71 53 45 23 & 2 0 128 82 66 43 12 1 0
g 7 3 0 128 87 57 41 24 12 3 o

Chemo/PBO 93 69 55 34 19 7 3
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Exploratory analysis: EFS by pCR and MPR status

EFS by MPR
100
80+
- 60 Yy, o %%% Chemo/PBO (pCR) —
= S ooy NIVO + chemo/NIVO =
v %% o TR ey chem (no pCRY v
h 40 W—@ﬁ_ — - — h
HR (95%Cl) & e HR (95%Cl)
NIVO + chemo/NIVO Chemo/PBO (no pCR) NIVO + chemo/NIVO g"f;:,';"'szmg:':ﬁ;"“ VPR
20+ vs chemo/PBO 20 vs chemo/PBO !
pCR 0.33 (0.08-1.37) MPRe 0.40 (0.16-0.99)
No pCRe 0.79 (0.58-1.06) No MPR® 0.85 (0.62-1.15)
0 T T T T T T 1 0 T T T T T T 1
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
No. at risk Months from randomization Months from randomization
o. at ri
pCR 58 56 53 45 28 4 0 0 MPR 81 76 70 59 37 8 1 0
pCR 11 1 1 1 5 2 | 0 MPR 28 27 23 20 10 5 | 0
No pCR 171 17 88 70 41 16 4 0 NoMPR 148 97 71 56 32 12 3 0
No pCR 221 154 107 67 39 17 5 0 MNoMPR 204 138 95 58 34 14 5 0
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Exploratory analysis: EFS by adjuvant treatment status

Adjuvant
NIVO + chemo/NIVO Chemo/ PBO
(n=142) (n=152)
Median EFS, mo NR 35.1
(95% CI) {NR-NR) (22.0-NR)
HR (95% CI) 0.45 (0.29-0.69)
100-p—stmrma g
80_ ...._;' -
%e3 NIVO + chemo/NIVO
= 604 I i
Y
40 Chemol/PBO
204
0 T T T T T T 1
0 6 12 18 24 30 36 42
N ) Months from randomization
o. at risk
NIV + chem ol NIVD 142 139 18 97 60 19 4 0

+ NIVO + chemo/NIVO improved EFS vs chemo/PBO with numerically higher benefit in patients who received adjuvant treat

EFS (%)

No adjuvant
NIVO + chemo/NIVO Chemo/ PBO
(n=87) (n=80)
Median EFS, mo 8.8 5.2
(95% CI) (5.2-19.7) (3.4-6.2)
HR (95% CI) 0.55 (0.37-0.83)

(HR [95% CI], 0.45 [0.29-0.69]) vs those who did not (HR [95% CI], 0.55 [0.37-0.83])

100
80
60
40
. IO + chemo/NIVO
20+
Chemol/PBO
0 T T T T T T 1
0 6 12 18 24 30 36 42
Months from randomization
a7 34 73 18 s 1 0 0 . . ) .
@ w o+« = o EFSby pCR status in patients who received adjuvant treatment
100 r
= Lszq NNO +chenolNVO (3R
80 B ——?.Jm"‘h:i-',-a*_.“l
-aay “ emo/PB0 (
iw_ . Tao0= =00= = = =00= = == 80
0 il = = = i NIVO + chema/NIVO (no pCR) i
w 40 - 7":9;;.::” no oCR)
HR gsﬂcl 9 NOFOV [TV AR
od -
2 s chemo/
o peRe 0.22 (0.04-1.08) Gecp
No pCR? 0.63 (0.40-0.%9) lung ca;cer
0 T T T T T T T 1 researc
0 3 6 9 12 15 18 A M4 27 N N B N 4
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El tratamiento neoadyuvante con Nivo + QT seguido de cirugia y Nivolumab adyuvante demostré
aumento de EFS clinica y estadisticamente significativo en pacientes con NSCLC resecable (HR 0,58; p:
0.00025)

* El beneficio se vio en todos los subgrupos

Las tasas de pCR y MPR también mejoraron 25,3% versus 4,7% vy 35,4% versus 12,1%
respectivamente
En un analisis exploratorio, Nivolumab perioperatorio favorecio EFS en pacientes con pCR, con una
tendencia positiva en pacientes sin pCR
Entre los pacientes elegibles para tratamiento adyuvante, Nivolumab perioperatorio mejoro la EFS
frente a quimio/placebo independientemente del estado de pCR
* Nivo+QT continud produciendo beneficio frente a QT en los pacientes que no pudieron

recibir la adyuvancia
Nivolumab perioperatorio no presentd nuevas sefales de seguridad. La posibilidad de realizar cirugia
fue similar en ambos brazos
Checkmate 77T es el primer estudio fase 3 perioperatorio para avanzar en el tratamiento standard

del tratamiento neoadyuvante del cancer de pulmoén y apoya el uso de Nivolumab perioperatorio
como una nueva opcion de tratamiento para pacientes con CPNCP resecable.

lung cancer
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Study Design <
)
. . E
RATIONALE-315: randomized, double-blind, placebo-controlled, phase 3 study o
O
N Neoadjuvant phase Surgery Adjuvant phase =
Key eligibility criteria (3-4 cycles) (within 4-6 weeks) (2-8 weeks after surgery;
to 8 cycl Primary endpoints:
+ Resectable stage IFIIANSCLC Lol ocey) dpol
(eligible for RO resection) IS (200 mgIV IS (400 mg IV * MPRrate by BIPR & EFS
- ECOGPS 0or 1 6w by BICR _
. EGFRALKWT Key secondary endpoint:
Stratification " PR _
+ Histology (sq vs nsq) FBO (IVa3W Other secondary endpoints:
. * 08, ORR, EFSby
* D t IIvs 1A ’ ’
isease stage (1l vs HlIA) ) investigator, safety, HRQolL
*+ PD-L1 expression (21% vs <1%/not P:E"“"‘fbasa‘_":;k:ﬂ? Crgop{ i+ cacltaxcl
- - . Uamaous: csplatin/cal atn + paciitax:
evaluable/ nde':ermmate} S * Non-squamous: cisplatin/carboplatin + pemetrexed
Planned interim analysis: Statistical Considerations E’:‘:
= Final analysis of MPR and pCR per = The ITT analysis set (TIS + CT, n=226; PBO + CT, n=227) included all randomized patients ®
blinded IRC - The safety analysis set (TIS + CT, n=226, PBO + CT, n=226) included all randomized patients who received 21 dose g
= EFS at 75% of the target number of of any study drug =
events - 1-sided a at 0.005 is allocated for the MPR test; if MPR is statisfically significant, 0.005 will pass to the pCR test

70% -

60% -

50% -

40%

30% -

20%

10%

0%

70% -

60%

50%

40%

30%

20% -

10%

0%

pCR?

Difference=35.0%"; 95% Cl, 27.9-42.1; P<.0001
OR, 11.5; 95% Cl, 6.2-21.5

40.7%
TIS+CT PBO +CT
(n=226) (n=227)

MPR?2

Difference=41.1%"; 95% CI, 33.2-49.1; P<.0001
OR, 7.5;95% Cl, 4.8-11.8

56.2%
TIS+CT PBO +CT
(n=226) (n=227)

o
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Asociacion del aclaramiento de ctDNA y la respuesta patologica con el tratamiento
neoadyuvante en pacientes con CPNCP resecable del estudio AEGEAN

Durvalumab 1500 mg IV + _
9 Durvalumab 1500 mg IV

W for 12 cycles

30% stage I, TO% stage II;
113 each group (=1%, 1-48%, = 50%);

5% known EGFR mutations

platinum-based CT#

LIIVW tor 4 oyches

Study population
= Treatment-naive

Pre-Surgery

ECOG PS 0 of | = = = =

Resectable MSCLC® O Y ] & Additional
(stage NA-IBINZ]; AJCC 89 ed) — . pCRIMPR posi-sUrgery
Lobectomy, sleeve resection, or assessment ctDMA anahysis
bilebectomy as planned surgery” Flanned plasma collection imepaints is planned

Confirmed PD-L1 statust for ciDNA analysisT

Mo documented EGFRAALK
aberrations® Placebo IV +
- platinum-based CTT _Placsbo IV
Randomisation stratified by: MN=g02 QIW for 4 cvcles CHWW for 1.2 cycles
» Disease stage (I ws 110) randomized :

« PO-L1 expression (1% vs <1%)

. Plasma samples were collected at protocal-specified timepoints, including prior to each neoadjuvant treatment cycle and before surgery
*  Analysis was performed using Invitae Personalized Cancer Monitoring™ ., a tumour-informed MRD assay’

—  Patient-specific tumour-informed panels were designed to include 16-530 vanants, identified by whole exome sequencing of treatment-naive
diagnostic biopsies only (rather than on-study surgical resections) to avoid selection bias
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Niveles de VAF (variant allele fraction) durante Aclaramiento de ctDNA durante el
tratamiento neoadyuvante tratamiento neoadyuvante
e PEO mm! ctDNA Clearance from Baseline
| ',“' | - bich T“ o - ' |" A0
- i { | | |
P = _ L | -
E oo _ | I : 1 & . 604
il | B | i s g
E 17 1 j_ —1— E : ; E 40+
3 - - . ; E
o i ' 3
204
S a— AN debection: @ Mg @ Fosme S ™ 2AT7 2085 T3 MO NS 370 412 3176
n:im Pmsurun'g
Treatment arm [l Darm [l PBO arm
« Reducciéon mas profunda en el brazo de * En los pacientes con ctDNA + ,
tratamiento mayores tasas de aclaramiento en o
» Sobre todo después del primer ciclo el grupo de tratamiento que en el GeCP

grupo de placebo

Reck M, et al. LBASS. ESMO 2023
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Asociacion del aclaramiento de ctDNA con la respuesta y su utilidad predictiva

pCRt MPRT
100 100 =
b ¥
£ Bo+ Treatment arm £ go- Treatment arm
g == O arm g == O arm
£ - PBRO arm £ = PBRO arm
8 60+ 2 60—
@ - Patholegical response g Fathological response
:{’ — pCR : — MFR
£ 40- o Teeeel, T NongicR 5 40 T == Non-MPR
? e °
o) 4 20+ pertt
EEID’I l:E-Im n:alm Prim'llunry' CEID'I ca:m Gdll:ﬂ F‘rislllruiry
. En pacientes que eran ctDNA + en Ciclo 1 D1 todos los que
alcanzaron pCR y > 90% de los que tuvieron MPR tuvieron
aclaramiento de ctDNA en Ciclo 4 S
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* Durante el tratamiento neoadyuvante se observo una mayor reduccion de la mediana de VAF
en el grupo de tratamiento frente al grupo placebo, con el mayor descenso observado después
del primer ciclo de tratamiento

« El tratamiento neoadyuvante con quimio-inmunoterapia resultd en un mayor aclaramiento del
ctDNA, comparado con QT sola

» Entre pacientes que eran ctDNA positivos en C1D1 , todos los que alcanzaron pCRy > 90% de
los que alcanzaron MPR tuvieron aclaramiento de ctDNA en C4 D1

U

El aclaramiento de ctDNA(ctDNA clearance) con QT- inmunoterapia tiene potencial
como un biomarcador de respuesta precoz para identificar pacientes que se
benefician del tratamiento antes de la reseccién tumoral S

lung cancer
rasearch
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Stage I, WHO/ECOG PS 0/1 Durvalumab Endoolnt N
unresectable NSCLC Cohort 1500 mg IV Q4W for up ndpoints
114 patients to 24 cyclest Primarv: Inci o . .
. ry: Incidence of Grade 3
Noevidence o Primary: Incidence o Grade 14% no reciben tratamiento
rogression followin f starting durvalumab 1
P Satnumbased o satng dunluma Concomitante
sCRT* WHO/ECOG PS 2 Durvalumab Secondary: PFS, ORR, DoR
Cohort 1500 mg IV Q4W for up (all investigator-assessed per
N=117 3 patients to 24 cyclest kRECIST v1.1), 08, and safety/
vo
PFS by investigator 1.0 (all patients)
104 (all patients) 0.9
0.9 0.8
w08 8 07
T 06 £ 05- L [ 247 08 J :M“L._.
£ o05- - | 67.2% !
- . I I
g 04 2 03- ! ! Ay
'g 0.3 1 o 0.2 4 . ! !
i . Median follow-up | 1 1
0.2 - 0.1 o (censored patients) | | !
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TRATAMIENTO QT-RT: DUART

Cohort A

Patient Population o / N\
Stage Il unresectable 60 G £|1(!% Endpoints
Y+ or :
NS(F'-_C equivalent BED Durvalumab Primary: Incidence of grade
Ineligible for CT per 1500ma Q4W 3/4 PRAESs' within 6 months
investigator assessment — upto 12 ?m:-nths* of durvalumab initiation
RT alone as primary Cohort B T Secondary: PFS, ORR, DoR
treatment per local SoC N=102 Onael
i Palliative RT (all investigator assessed;
No biomarker selection RECIST v1.1), 0S, and safety
ECOG PS 0-2 400 A Oy o i .
equivalent BED
Study
enrolment
(SD or better)
Cohort A CohortB Cohort A Cohort B
(standard RT)  (palliative RT) Total (standard RT) (palliative RT) Total
No. events / no. patients (%) 2659 (44.1) 2543 (58.1) 51102 (50.0) No. events/ no. patients (%) 16/59 (27.1) 19/43 (44.2) 35102 (34.3)
MedenPFS(@S%CI',months A0 [GE-NC)  70(53-110) 000 Median 0S (35% CI)', months ~ NC(145-NC)  148(10.1-NC) 158 (115-NC)
T2month PFSrate (5% CIIL % 402(286-563)  203(138-467)  MB(R0489) 12.month OS rate (5% CIJ', %  67.0(50.1-792)  563(37.3-T16) 622 (498-724)
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CONCLUSIONES- ADYUVANCIA

* Nuevos standards de tratamiento en escenario de adyuvancia:

— Osimertinib adyuvante demostro aumento de OS frente a placebo en pacientes resecados
estadios IlI-lIlIA independientemente de haber recibido o no QT en pacientes con mutacion
de EGFR(estadios II-1lIA) ESTUDIO ADAURA

— El tratamiento con Alectinib adyuvante demostrd mejoria en DFS estadisticamente
significativo y clinicamente relevante sobre la quimioterapia (HR 0.24; 95% Cl 0.13, 0.43;
p<0.0001) y representa un nuevo standard de tratamiento adyuvante en estadios IB- IlIA

ALK +. ESTUDIO ALINA

4

Imprescindible realizar estudio molecular en estadios iniciales y Iocalmenté';c.;-

avanzados
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CONCLUSIONES- NEOADYUVANCIA Y TRATAMIENTO PERIOPERATORIO

Los resultados a 3 afos del CHECKMATE 816 confirman el beneficio en DFS y OS de Nivolumab + QT frente a QT sola
independientemente de la expresion de PD-L1

PEMBROLIZUMAB perioperatorio es un nuevo standard of care para pacientes con estadios Il, IlIA, I1IB (N2) NSCLC vy
ya aprobado por la FDA en Octubre 2023 (resultados KEYNOTE-671)

El tratamiento neoadyuvante con Nivo+ QT seguido de cirugia y Nivolumab adyuvante demostré aumento de DFS
clinica y estadisticamente significativo en pacientes con CPNCP resecable. HR 0,58 (p=0,00025). CHECKMATE 77T

El aclaramiento de ctDNA(ctDNA clearance) con QT- inmunoterapia tiene potencial como un biomarcador de
respuesta precoz para identificar pacientes que se benefician del tratamiento antes de la reseccion tumoral.
AEGEAN

lung cancer
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