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La estrategia perioperatoria es el futuro

La determinacidon molecular es fundamental

La NA con IO es una realidad ) :
en cualquier estadio




¢, Que novedades tenemos ?

Estrategia NAy perioperatoria:

Checkmate 816
Checkmate 77T Que es un cambio de estandar ???
Keynote 671
Rationale 315
Adyuvancia Que es lo proximo que esta por llegar???

Nadim adyuvant

Impower 010

ONCOGENE-ADDICTED TEMPRANO: ALKy EGFR (resecable y estadio lll)

? ADIO Il IRRESECABLE ---Pacific y Apollo




NA vy estrategia perioperatoria

2025 es el ano de la perioperatoria

CHECKMATE 816 @ CHECKMATE-77T KEYNOTE-671 RATIONALE 315




Checkmate 816

2025 ASCO

AMMNUAL MEETING

he NEW ENGLAND JOURNAL of MEDICINE

IC SRISINAL ABTICLE | CheckMate 816 study design?

Overall Survival with Neoadjuvant Nivolumab

Checimate B18: 5y 05 fisal anatyst

plus Chemotherapy in Lung Cancer Primary analysis population
(Concurrently randomized)
Patrick M. Forde, M.B., B.Ch., Ph.D.,* Jonathan D. Spicer, M.D., Ph.D.,? Kelle"gmﬂ”".[ntena /
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.,’ «  Newly dizgnosed, resectable, NIVO 160 mg QW
Enriqueta Felip, M.D., Ph.D._.*® Scott J. Swanson, M.D.,? Julie R. Brahmer, M.D.,*® stae IB (= 4 em-lIlA NSCLC
Keith Kerr, M.B., Ch.B.,'* Janis M. Taube, M.D.,*? i L'I B oy e =158 + o | SUrgery
Tudor-Eliade Ciuleanu, M.D., Ph.D. Fumihiro Tanaka, M.D., Ph.D.,'* {per THM T edition) N= Chemodqiw (3 cycles) Radiologi within & :jI_:EIG:'I:l!. £
Gene B. Saylors, M.D.,** Ke-Neng Chen, M.D., Ph.D.,'* Hiroyuki Ito, M.D., Ph.D., o ECOG PS 01 cycies) restaging {within & 5 Follow-up
Moishe Liberman, M.D., Ph.D.,'®* Claudic Martin, M.D._,* Ly —_— weeks —_— | dllj!i\'ﬂl]. —_—
Stephen Broderick, M.D.,'° Lily Wang, M.D.,? Junliang Cai, M.D.,*® « Mo known sensitizing EGFR post chemo
Quyen Duong, Ph.D.,?® Stephanie Meadows-Shropshire, Ph.D.,* kA inn ¥ sl e Bt far AT
Joseph Fiore, Pharm.D.,?® Sumeena Bhatia, Ph.D.,?® and mutations or ALK alterations treatment) andfor R
Nicolas Girard, M.D., Ph.D.,?' for the CheckMate 816 Investigators™
Stratified by
Stage (18- vs llla),
PO-L1%(2 1% vs < 1%¢), and sex
Actualizacion de OS a 5 anos [ Minimum/median follow-up: 59.9/68,4 months
Primary endpoints Key secondary endpoints Exploratory analyses
+ pCRby BIPR v 05 + 05 by pCR, ctDNA clearance
+ EFS by BICR + MPR by BIPR + Lung cancer-specific survival

v TTDM

Overall survival with neoadjuvant nivolumab plus chemotherapy in resectable NSCLC: CheckMate-816. ASCO Annual Meeting 2025. lung Cagce'
researc



Final analysis: OS with neoadjuvant NIVO + chemo vs chemo EFS: 5-year analysis

NIVO + chemo  Chemo NIVO + chemo Chemo
S (n=179) n=179} - (n=179) (n=179)
100 - » Median 0§, mo MR* 73.7® 100 1 Me'fﬁa.“ EFS, mo 59|.6a - 21_1u
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Exploratory analysis: EFS by pCR statu
Analisis pronostico : segun pCR

(con independencia del PDL1)

NIV + chemo (pCR)

Separacion precoz

tras la cx

S -‘..’.‘.t___,_.__‘_____h__‘_5.35951:
T meqrmasss ez ammboee Esquema de uso aprobado PDL1>1%

VO +chemo Chemo®
pCR HNopCR  pR  NopCR

2 Median EFS, mo HRY 7.8 HR* 20.8°
HR (95% CI) 0.14 (0.06-0.33) o R
[i} - T T T T T - T - t T 1
0 6 12 18 24 30 36 42 48 54 60 ] 1 78 84
Months
Mo, at risk
pCR 41 4 40 0 &0 % b1 0 n n "
P
e T o ; ¢, Que pasaria si

continudasemos con
|O adyuvante ?

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

Mindmum/median follow-up: 59.9/68.4 months,
HRs wene NC if thers was an imufficient number of svents (« 10 per arm). #In the chemo am, no patients with pCR had dissase recurrence or relapee; B4 (48.0%) of patients without pCR had disease recurrence or relagne
FAGEE C: ST16-NR; 16,938, 0; NR; 71 4.8-31.8; T390, D644, "15-40, Wmong the 3 patlents with recurmence, 1 patient & alive at 5 years on an ALK-directed therapy, the cther T patients had recurmence by BICR,

heweever, have not received further syctemic therapy and are alive at 3 ywars,



2025 ASCO

ANMNUAL MEETING

Perioperative nivolumab vs placebo in patients
with resectable NSCLC: updated survival and
biomarker analyses from CheckMate 77T

Tina Cascone,"' Mark M. Awad,? Jonathan D. Spicer,’ Jie He,* Shun Lu,* Fumihiro Tanaka,®

Robin Cornelissen,” Lubos B. Petruzelka,® Hiroyuki Ito,” Ludmila de Oliveira Muniz Koch, ™

Lin Wu,"' Sabine Bohnet," Cinthya Coronado Erdmann, " Stephanie Meadows-Shropshire, '
Jaclyn Neely,' Yu-Han Hung,' Padma Sathyanarayana,' Sumeena Bhatia,' Mariano Provencio'

The Unbverwty of Teaas MD Anderson Cancer Center, Houston, T, USA; ‘Memorial Sloan Kettering Cancer Cenber, Mew York, NY, USA; "MoGill
Unitversity Health Centre, Montreal, Quebec, Canada; “Hational Cancer Center/Mational Clinical Research Center for Cancer/Cancer Hodpital,
Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing. China; Shanghai Lung Cancer Center, Shanghai Chest Hospital,
Shanrghal Jusd Tong Unbeersity, Shanghal, China; SUnkeerity of Occupational and Environmental Health, Kitakyash, Japan; "Erasmun MO Canter
Irstitute, Rotterdam, Netherlands, "Charles Unversity, Prague, Coech Republic; "Managawa Cancer Center, Yohohama, Japan; '"Hospital tiraslita
Albert Einstedn, Sa0 Paulo, Bragil; ""Hunan Cancer Hospital, Changtha, China; "Unbrersity Medical Center Schieswig-Holstein, Lubeck, Genmany;

Brintol Myers Squibl, Boudry, Switzerland; “Bristol Myers Sguibb, Princeton, K, USA; "Heapitsl Unfvsrsitario Puerts de Hisrmo, Madrid, Spain

CheckMate 77T: sunvival and biomarker update

EFS per BICR

update

NIVO PBO
{n =229 =230
Median EFS, mo 46.6 16.9
100 (95% C1) (35.8-NR) (13.6-28.2)
HR (95% CI) 0.61 (0.46-0.80)
e J
80— R
N . 67% g1%a
g é :
& - ' '
w40 44%: T —
2] 43 ' -y . -
20
0 T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60
Months from randomization
No. at risk
NVD I3 172 140 133 123 103 &9 30 7 3 0

Separacion de las curvas desde los 6 ms , y mantenida en el tiempo

CheckMate 77T study design

Key eligibility criteria
able, stage (1A (= 4 cm)-liIB

NIVO 360 mg Q3W [P Surgery

LC (per AJCC Bth edition i
(per ition) + restaging | (within & weeks
chemo? Q3W
(4 cycles)

NIVO 480 mg Q4w

* Mo prior systemic anti-cancer
treatment
» ECOGPS 01

* No EGFR mutation known ALK
alterations®

post-neoadjuvant (1 year)
treatment)

Fedlow-up
[

Radiologic Surgery

Stratified by restagie | (within & weeks
histalogy (NSQ vs 5Q) ch II'I'III' post-necadjuvant
disease stage (Il vs Ill), 4 treatment)
and tumor PD-L1 (2 1% vs < 1% vs (4 cycles)
not evaluablefindeterminate)
[ Follow-up, median (range): 25.4 (15.7-44.2) months ]
Primary endpoint Secondary endpoints Exploratory analyses
« EFS by BICR « pCRe by BIPR + EFS by pCR/IMPR
* MPRe by BIFR + EFS by adjuvant treatment
= 05
+ Safety

Chechiate T7T: survival and bi

OS and lung cancer-specific survival No OS madura
os Lung cancer-specific survival®
NIVO PBO NIVO P
(n=229) in=232) in=229) (n=
Median OS5, mo HR MR Median lung cancer-specific HR |
{(95% CI) INR-HR) INR-MR) survival, mo (95% CI) (HR-MNR) irE

HR (97.63% CIp* 0.85 (0.58-1.25)

HR (95% C1)

0.60 {0.40-0.85

100 — 100
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Spicer J, Provencio M, Nadal E, et al. Updated event-free survival and overall survival outcomes from the CheckMate 77T trial of perioperative

nivolumab plus chemotherapy in resectable NSCLC. ASCO Annual Meeting 2025.



CheckMate 571! survival and blomarker update

EFS by ctDNA clearance? and pCR status

Association between NIVO PBO
ctDMNA clearance and pCR

SHOMA L + pCR ve cEDRACL 4 me plR vE stbHA CL + pl= vg DA CL + s plE wp
cthbih €L & noplh Mo ctibld ©L & o pliE Mo cthhls CL & oo plE ceOHA CL & nopR o ool + no p o o
HRA (MAE% Q) B0, 10-0,85) 0,3k (0.08-0,45) 0,7 08, 18-1,5%) HA P& Cl) i HC 87T 00, -0 5
n 2Med, 1% 3540, 8%
.m. . 100 100 g - - -
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26776, 348 21714, BE% a0 ctDHA CL = pCR a0 1
B, R ot oy A
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Median follow-up (rarge): 41.0 monthes (30.53-59. 8},

*Change from detectable ctDMA ak necadjvert treatment initiatien (T101) % na detectable c1DHA at nedadjuant treatment complation jend of recedivant treabmant ar priar to defindive surgerys patienis with
o detectable ctlM at neoa djuvant CI0DY wene excluded from this aralysis. OF randomized patients, B2 {586%) patients o the KIYO amm and 74 {12%} pattents in the PEO arm had ctida-evaluable samples at bath
Siod djreant breatment initiakicn and oom pleteem; TE (330) and &4 (235 patiants, reapachively, hid delectable elDHA &t feobdjuvank EFEstmant iliation.

Landmiark EFS friom defintive tangery continued to favor WD v PBO in patients with pCR (HE. 0.90: ¥3% £ 0. 1941 5) o withowt pCR (HR, ©.72; 93% C1, 0.50-1.0%)

Las dos ramas se benefician del uso perioperatorio




2025

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

Pembrolizumab 200 mg IV Q3W
+

Key Eligibility Criteria

« Pathologically confirmed,
resectable stage Il, IIIA, or lIIB
(N2) 1SCLC per AJCC v8

« No prior therapy

Cisplatin and Gemcitabine®
or Surgery®

Cisplatin and Pemetrexed®

Pembrolizumab 200 mg IV Q3W

for up to 13 cycles

for up to 4 cycles

* Able to undergo surgery Placebo IV Q3W

+ Provision of tumor sample for
PD-L1 evaluation®

+ ECOGPSO0or1

Placebo IV Q3W

+
Cisplatin and Gemcitabine®
or Surgery®

Cisplatin and Pemetrexed® for up to 13 cycles

for up to 4 cycles

Dual primary end points: EFS per investigator review and OS
Key secondary end points: mPR and pCR per blinded, independent
pathology review, and safety

s Assessed at a ceniral laboratory using PD-L1IHC 22C3 phammDx. ® Cisplatin 75 mgim? IV Q3W + gemcitabine 1000 mgin? V' on days 1and 8 Q3W was permitied for squamous histology only. =Cisplatin 75 mg/m? IV Q3W + pemelrexed 500 mgim?
Q3W was permitted for histology only. “R: was fo be to participants with microscopic positive margins, gross residual disease, or extracapsular nodal extension following surgery and 10 partiaipants who did not
undergo planned surgery for any reason other than local progression or metastaic disease. ClinicalTrials gov identifier. NCT03425643

Stratification Factors
+ Disease stage (Il vs IIl)
« PD-L1 TPS® (<50% vs 250%)
+ Histology (squamous vs nonsquamous)
» Geographic region (east Asia vs not east Asia)

Event-Free Survival®
Median Follow-Up: 41.1 (range, 0.4-75.3) months

Pts wi

Median
100+ Event  (85% Ci), mo HR (36% C1)
73.8% Pembro arm 48.8% 671 (30.0-89.1) &
90 61.0% Placebe ame 5T3% 104 (14.8-221) 0.67 (0.47-0.69)
& 804
® 70
g 60+
- 504
2
& 40
§ 304
[}
204
104
- T L T LI L T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 1] 66 T2 T8
No. at risk Time, mo
Pembro arm 387 340 284 266 229 209 178 138 95 63 27 15 0 o

Placebo arm 400 309 235 195 157 141 112 ™ AT » 13 10 1 ]
'Event fres sumeival dedined as e rom randomiz s8on b frsl occunence of kool progreson prechding planned wargery ETeLeciibie W progreTen of 1ecaTence per HECIST versen 11 by investigatos

FIAETITIE o death Fam koY Chve
Data cusoll date: Augent 19, 2024

Figure. Event-free survival data reported in the 4-year update of the KEYNOTE-671 study (LBA3, ESMO
Immuno-Oncology Congress 2024)

Demographics and Baseline Clinical Characterisms

PembroArm Placebo Arm

Age, median (range), y
Male
Race

Asian

Black or African American

White

Missing

Other
Geographic region

East Asia

Not east Asla
ECOGPS 1
Currentiformer smoker
Nonsquamous histology

Wakelee H, Provencio M, Felip E, et al. Overall survival with perioperative pembrolizumab plus chemotherapy in resectable non-small-

(n=397)

(n =400}

Consolidacion de la estrategia perioperatoria con datos a 5 afios de OS

63.0(26-63) 64.0(35-81) Clinical disease stage

29(10.3)

124(312)
6(15)
250 (3.
1333
4(10)

123(31.0)
2141(680)
144 (36.3)
34386.4)
226 (56.9)

204 (11.0)

125(313)
10(2
29 (508)
16(40)
10(25)

121303
219 (695
154 (35)
355 88
27 565

cell lung cancer (KEYNOTE-671). ASCO Annual Meeting 2025.

(n=391)

{1820 7)

Pembro Arm Placebo Arm

(n=400)

0143

219(10.3)

219 (69.8)

Clinical node stage
N0

A4

148 (373)

142 (35.9)

N2

¥ :'Jﬂ T}

166 (418)

TR
e

183 (46.3)

NX

103)

(

PD-L1TPS
200%
1%-4%%
<t

132(332)
127 (320)
138 (348)

134 (33.9)
15(28.)
191(378)

Known EGFR mutation®
Known ALK translocation”

14(39)
12(30)

10(48)
9(29)



Datos a 5 anos

5-Year Update of Overall Survival

1004~

904

80+

60

504

404

Overall Survival, %

304

204

104

707 (53.7-NR)

Overall Population

Median
(95% CI), mo
NR (NR-NR)

704 84.0 90.5)

(95% €I,
£4.0-90.5)

(60.7-70,0)  (625-71.6

5 Years

'f"'*h-m-w.

64.6%

(59.5-69.2)

53.6%

(48.3-58.6)

74
(0.59-0.92)

WRTEE

il
: " l'H‘h BB

at risk
‘lembro 387 371
lacebo 400 379

54 60 66 |72

179 128 90 61

135 96 58 33

ime from randomization to data cutoff was 60.4 (range, 42.6-85.8) months.

off date: July 3, 2025.

Key Subgroups

Subgroup Events/participants Hazard Ratio
Pembro Placebo . (95% CI)
Overall 142/397 182/400 +i 0.74 (0.59-0.92)
Disease stage i
n 32118 471121 —=—+ 0.67 (0.43-1.05)
n 110/278 135/279 - 0.75 (0.58-0.96)
i
Nodal status -
NO 46/148  61/142 —a—) 0.68 (0.46-0.99)
N1 24/82 32173 ‘c-—f 0.64 (0.38—1.08)
N2 71/166  89/185 . 0.82 (0.60-1.12)
!
Histology .
Nonsquamous 72/226 86/227 . 0.79 (0.58-1.08)
Squamous 70171 96/173 = E 0.68 (0.50-0.92)
PD-L1 TPS i
250% 341132 48/134 —&— 0.85 (0.42-1.00)
1%-49% 451127 56/115 —a— 0.67 (0.45-0.99)
<1% 63/138  78/151 —a  087(062-121)

e
03 05 1 2 3
-« »

Pembro Placebo
Better  Better

&IEMD

5-Year Update of Event-Free Survival?

Overall Population

Median
(85% Cl), mo
571 (38 U-NR}
18.4 (14.8-22.1)

Key Subgroups

=

i (p e

)

£
T
2
z
3
2]
o
o
4
A
c
o
>
w
204
104
0
T
0 6
No. at risk
Pembro 397 340

Placebo 400 310

*Assessed per RECIST version 1.1 by investigator assessment.

54

Median time from randomization to data cutoff was 60.4 (range, 42.6-85.8) months.

Data cutoff date: July 3, 2025,

13

58 28 22'

Pembro Placebo
191/397 273/400 -

421118 72121 .
149/279 201/279 -

62/148  89/142 -
31/82 4873 —w—
97/166 136/185 .

1141226 147/227 .
7171 1261173 —a—

45132 81134 —=—
63127 831115 -
83/138 109/151 .

r
02 05 1

Hazard Ratio
{95% Cl)

0.58 (0.48-0.69)

0.52 (0.35-0.76)
0.58 (0.47-0.72)

0.55(040-0.77)
0.48 (0.30-0.75)
064 (0.49-0.83)

0.66 (0.51-0.84)
0.48 (0.37-0.65)

0.44 (0.31-0.64)
0.54 (0.39-0.75)
0.74 (0.55-0.98)

4

Pembro  Placebo
Better Better

Perioperatorio con pembro sostiene beneficio en OS y practicamente duplica la poblacion viva y libre
de evento respecto a QT sola.




Checkmate 77T Keynote 816

Poblacién incluida CPCNP resecable estadios lI-IlIB ( CPCNP resecable estadios lI-I1IB
Enfermedad N2 Si, incluida (N2 resecable) Si, incluida (N2 resecable)
Tamano muestral ~460 pacientes ~800 pacientes
Endpoint primario EFS EFSy OS
EFS (resultado principal) Mediana 46.6 vs 16.9 meses; HR~ 0.58 EFS a5 anos 49.9% vs 26.5%; HR =~ 0.58
OS -estado 2025 Senal favorable, alin inmadura OS madura positiva
OS -datos clave Curvas empiezan a separarse; mediana no alcanzada OS a5 anos 64.6% vs 53.6%; HR= 0.74
Mediana de seguimiento (OS) ~38-40 meses (*3,2 afios)
Respuesta patolégica (pCR) Incremento significativo vs QT Incremento significativo vs QT
Relacién pCR—beneficio :g;j\ti;:ri]zi:;a EFS también en pacientes sin pCR (papel de la ;S)(()JSF:en:]?drgador prondstico; beneficio poblacional
Biomarcadores exploratorios pCR + ctDNA/MRD asociados a mejor EFS ifobsgggcpgjaﬁgiztente& MRD no integrada
Calidad de vida (PROs) No empeora HRQolL, retrasa deterioro PROs consistentes con QT + 10
‘ Mensaje clave 2025 Is_ianapdg;vancia nivolumab mantiene el beneficio en pacientes Primer perioperatorio con beneficio en OS a 5 ahos

CAMBIO DE PARADIGMA




PERIOPERATIVE TISLELIZUMAB FOR
RESECTABLE NON-SMALL CELL LUNG CANCER:
FINAL ANALYSIS OF RATIONALE-315

Conclusions

* A statistically significant and clinically meaningful benefit in OS was observed with perioperative
tislelizumab plus PtDb chemotherapy vs placebo plus PtDb chemotherapy (HR=0.65 [95% CI: 0.45, 0.93];
one-sided P-value=0.009)

— This benefit was consistent across prespecified and post-hoc subgroups

» There were clinically meaningful improvements in EFS, consistent with results from the prespecified and
post-hoc subgroups in this analysis and the primary EFS analysis

 Perioperative tislelizumab plus PtDb chemotherapy was well tolerated, and the safety profile was consistent
with the known risks of the individual therapies and the profile reported previously

» These final results of RATIONALE-315 further support perioperative tislelizumab plus neoadjuvant PtDb
chemotherapy as an efficacious and well-tolerated treatment in patients with resectable NSCLC

Results: Overall Survival

-
Patients in the tislelizumab arm experienced a statistically significant and clinically meaningful improvement in OS vs those in the placebo arm, which was Resu‘ts: Event- Free Su vaal
consistent across prespecified and post-hoc subgroups
B _ ITT Analysis Set Subgroup Analysis
100 =4 g 2% Squamous Histology s Non-Squamous Histology ITT Analysis Set
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12 3 30 42 45 48 51 S4 57 Mo st risk - —
Tk T 26 19 176 1 4 Fil 21 N7 - ¥ 1 0005101520
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El IZ‘Z":;I:I’::::::SSLIH :R?int;?;igla La adyuvancia marca la diferencia en pacientes sin pCR
P P > CheckMate-77Ty KEYNOTE-671 muestran que mantener IO tras la

KEYNOTE-671 confirma beneficio en OS S : .
a5 afos cirugia prolonga EFS, incluso sin pCR

CAMBIO DE
PARADIGMA

Las distintas estrategias no son equivalentes
> Neoadyuvancia-only (816): opcién valida y financiada en Espana en PD-L1 21%

> Perioperatorio completo (77T, 671, RATIONALE-315): mayor control de enfermedad
residual y enfoque preferente en alto riesgo / N+




Novedades en adyuvancia

IMpower010

NADIM ADJUVANT




ive-Year Survival Outcomes With Atezolizumab After
y in Resected Stage IB-I11A Non-Small Cell
en-Label, Randomized,

hemothera
ung Cancer (IMpower010): An Op

hase Ill Tria

ITT
Estadio II-11I-A

Estadio II-111-A
PD-L1 = 1%

Estadio II-11I-A
PD-L1 = 50%
(EGFR/ALK wt)

I

0.85 (95% Cl, 0.71 to 1.01; P = .07) 0.97 (95%Cl, 0.78 to
1.22)

0.94 (95% Cl, 0.75 to
1.19)

0.77 (95%Cl, 0.56 to
1.06)

HR:0.83 (95% Cl, 0.69 to 1.00)

HR:0.70 (95% CI, 0.55 to 0.91

HR:0.49 (95% Cl, 0.32 t0 0.75) HR:0.44 (95% Cl,

0.26 to 0.74).

A

80 4

60 o

DFS (%)

40

20 4

PDL1>1%

[Atezolizumab] TR
(n-228)
DFS ovent, No. (%) | 113 (45.6) | 127 (55.7)
Median DFS, months| 685 | 37.3
Stratifiod HR 70
©5% ci 05510 0.91)
3-year DFS. % 627 | s2a
5-year DFS, % 532 | 427

Number at risk

0O 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Atezolizumab 248 226 207 191 176 159 144 130 125 118 93 48 32 7 4 1
Bsc 228 186 160 143 129 120 108 95 91 8 69 42 21 6 4 NE

100 4
80 4
E
w
@ Ateronzoman| B
[==] 40 - (n =507) (n = 498)
DFS event, No. (99| 256 (4711 | 260 62.27
[Miodian DFS, months| 65,6 s
ratitiod HF oo
20 1 | (95% Cn) (0.71to 1.01)
pe 07
OFS, % 614 [ 55
R ar DFS. % 520 | 465

Number at risk

w

2

[=] 40 4
20 1
o

Number at risk
Atezolizumab
BsC

0O 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Time (months)

Atezolizumab 507 439 405 369 343 316 288 265 255 239 183 93 58 11 5 1
BSC 498 418 366 327 296 272 251 231 217 203 157 95 44 12 6 NE
100
80 o

[Atezolizumab]
0 (n=103)
BFS event, No. (%] 34(321) | 55(53.4)
Median DFS, months [ a2
Unstratified HR .45
®5% ©3210075)
3-year DFS. % 757 | 54
S-year DFS. % 661 | ass

0O 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Time (months)

106 99 9 8 8 78 73 64 62 59 48 28 18 3 2 1
103 84 72 65 62 60 53 47 44 42 35 23 9 2 2 NE

\XM

=
w
e
(=] 40
(n=242) | (n-4a0)
DFS event, No. (%) | 219(49.5) | 240 (54.5)
Median DFS, months| _ 67.4. 208
20 | [Stratified HR 083
(95% CI) (0.69 10 1.00)
3-yoar DFS, % 553 | 526
o | [EyesroFs % 493 | 444

0O 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Time (months)

Number at risk

Atezolizumab 442 385 353 320 296 272 245 222 213 201 154 80 51 10 5 1
Bsc 440 366 315 279 253 232 212 195 185 172 133 77 36 9 5 NE
100 PDL1 >50%
80 -
e ——————t
= %7
w
@
(=] 40 + BSC
02118 | (n=110)
DFS svent, No. (%) |38 @3.0) | 62 G4.4)
Wedian DFS, months| __NE a1
20 - [Unstratified HR a8
(95% ¢y (0.32100.72)
3-year DFS, % 729 | s32
o | [Syearors. 651 | aas

0O 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Time (months)
Number at risk
Atezolizumab 115 108 99 97 s2 85 79 70 66 6 51 30 20 4 2 1
Bsc 14 s3 80 70 e 63 55 50 47 a4 3 24 10 2 2 NE

PDL1 >50 sin driver %

100 100
80 | 80 |
—_ 60 + —_ 60 +
- ’*“\-\k’l‘ = %t{
wv w
S 4 Atezofzumab | BSC S 4 Atezolizumab | BSC
(=248 | (n=228) n=4a2) | (n=440)
72(29.0) | 80 @510 OS event, No. (%) | 143 (32.41 | 145 (33.0)
NE | s71 NE NE
20 | 077 0,94
(056 10 1.06) (0.75 10 1.19)
B21 | 788 E 787 [ 797
748 | 663 S-year 05, % 608 | 686
0 0
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 0O 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Number at risk
Atezolizumab 248 241 234 225 218

Time (months) Time (months)

Number at risk

208 195 187 181 173 167 126 76 32 11 3 Atezolizumab 442 428 416 396 378 359 332 313 302 291 278 203 114 51 13 3

BsC 228 214 205 198 185 172 166 152 144 134 120 103 65 20 9 4 Bsc 440 416 396 382 b2 3 320 301 285 269 254 192 109 44 13 4
100 100
L 80 1 W
= TN 5 e
= =
w w
S 40 Atezolizumab | BSC S 40 B5C
(n = 507) (n = 498) (n=114)
OS event, No. (%] 159 (31.4) | 157 (31.5) OS event, No. (%) 24(209) | 43(37.7)
i NE NE NE | e74
557 047
(07810 1.22) (0.28100.77)
Syear OS, % 795 | sid 3-year 08, % w1 | 778
o | [Ereer 08, % 709 | e9s8 o | [Byesros.% 827 [ _es3
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 78 84 90

Number at risk
Atezolizumab 507 488 472 450 430
BSC 498 473 452 437 417

E

Time (months) Time (months)

Number at risk
408 381 362 350 337 323 235 130 54 14 4 Atezolizumab 115 113 112 110 107 104 98 95 92 88 8 67 45 21 7 1
391 371 348 320 313 293 229 131 58 16 6 BSC 114 108 105 99 92 85 8 76 73 68 65 51 34 15 4 2

o OS actualizada publicada
g ® en 2025 » aun inmadura;
g w B beneficio establecido en

0 6 12 18 24

Number at risk
Atezolizumab 106 104 103 101 99
BSC 103 98 95 90 84

30 36 42 48 54 60 66 72 78 84 90

Time (months)




2025

Ensayo negativo...

BR.31: Trial Design  ~ 0 3

Study population

Tumour Normal
Stage IB (24 cm)-lIIA Surgery — randomisation 23 weeks

+ EGFRmM/ALK+ pts

{ Durvalumab
20 mg/kg Q4W x 12 months
N=1415 (all comers)

N=1210 EGFR-IALK- Stratification

= Accruing centre

NSCLC (AJCC 7" ed) Stage IB (24 cm) vs Il vs IIA

e \ . » PD-L1 status (0 vs 1-24% vs 25-49% vs 250%)*
« Complete resection @ Platinum doublet * Adjuvant platinum-based CT (2300 mg/m?
« ECOGPS 0-1 (Optional) cisplatin/equiv vs <300 mg/m? vs no CT)

« MNodal dissection according to ESTS* (yes vs no)

eligible ' Whole exome sequencing MRD (ctDNA) analysis
(WES) of resection samples of plasma collected at Placebo
to identify variants for “Baseline” (randomisation)’ —
ctDNA analysis & WES of germline blood | 20 mg/kg Q4W x 12 months
e ol oy Today, we present the overall
DFS?® (investigator assessed) in patients with PD-L1 TC 225% and EGFR-/ALK- Y P
Key secondary endpoints survival (OS) results, in the

DFS in patients with:

- PD-L1 TC 21% and EGFR-/ALK-

- PD-L1 all comers and EGFR-/ALK-
» 0OS in the three subpopulations mentioned above, in the same hierarchical order
» AEs and QoL

same hierarchical order, as
well as the preliminary results
of minimal residual disease
(MRD) analyses.




BR.31: Final OS by Subpopulation

« Adjuvant durvalumab did not improve OS in the primary population of PD-L1 TC 225% EGFR-/ALK- patients, or in key
secondary subpopulations of PD-L1 TC 21% EGFR-/ALK- or PD-L1 all comers EGFR-/ALK- patients.

+ Updated DFS results did not change substantively since previous presentation of data.

PD-L1 All Comers and EGFR-/ALK-

PD-L1 2 25% and EGFR-/ALK-

PD-L1 2 1% and EGFR-/ALK-

D arm PBO arm D arm PBO arm D arm PBO arm
n=316 n=161 n=469 n=240 n=815 n=404
MNo. of events (%) B8 (27 8) 45 (28.0) MNo. of events (%) 149 (31 8) 72 (30.0) No. of events (%) 266 (32.6) 135(33.4)
Median 08 (95% Cl), months NR (106 8-NR) NR (NR-NR) Median O3 (96% Cl), months NR (106 8-NR)  NR (NR-NR) Median O35 (95% Ci), months NR (106.8-NR) NR (NR-NR)
Stratified HR (95% CI) 0.98 (0.69-1.42) Stratified HR (95% Cl) 1.10 (0.83-1.47) Stratified HR (95% CI) 1.00 (0.81-1.23)
P-value (2-sided) 0.93 P-value (2-sided) 0.52 P-value (2-sided) 0.96
1.004 g~ 1.00 1.00
R e \"h\\
s 8 i = ~e
e \‘.‘H‘ g "
& : £ " £
f T 4 &
0.50 0.50 4 0.50 4
%] wl L]
o o o
025 025 0.25
0.00 4 0.00 0.00 4
L T T T LE T T T T | T T T T L T T T T T T T T T 1 T T T T T T L] Ll
0 12 24 35 48 60 72 B84 96 108 120 0 12 24 356 48 60 72 B84 96 108 120 0 12 24 36 48 60 72 B84 96 108 120
Time From Randomization (months) Time From Randomization (months) Time From Randomization (months)
No. at risk: No. at risk: No. at risk:
Darm 316 301 286 266 256 237 172 100 40 6 0 Darm 469 439 408 378 356 326 236 133 58 10 0O Darm B15 748 G690 643 604 556 380 220 103 14 ©

PBO arm 181 147

140 1290 128 121 84 44 20 4 O

L

PBOarm 240 219 205 188 181 173 123 66 30

5 0

Glenwood D. Goss
NR = not reached

PBOam 404 371 337 313 206 278 201 11 49 8 O

F congress




Panorama de adyuvancia actual

Ensayo IMpower010 BR.31
Farmaco Atezolizumab (anti-PD-L1) Durvalumab (anti-PD-L1)
Estadios incluidos [I-111A (IB 24 cm incluido inicialmente) IB (24 cm)-llIA

uimioterapia adyuvante Obligatoria en lI-IIIA Opcional .
Q plaad & P . La gtes necesaria ?
Andlisis jerarquico (=1%, mayor efecto

Seleccién PD-L1 >5006) PD-L1 positivo (endpoint primario)

DFS (resultado) Positiva\nHR =% 0.66 (PD-L1 21%) Negativa\nHR = 1.0

¢, Que pasaria si se iniciase la 1O

Inmadura \nSin beneficio

OS (estado 2025) . s Negativa / sin sefial
estadisticamente significativo de forma precoz con la qt o]
Contexto biolégico Tumor “primado” tras QT obligatoria Contexto heterogéneo
e Riesgo basal de recaida Alto (predominio lI-I11A) Mas bajo y heterogéneo

10 adyuvante puede funcionar con buena

.. 10 adyuvante no aporta beneficio
seleccidn

Mensaje clave

Tto estandar en PDL1 >50% , en pacientes resecados




& 1ASLC 2025 World
84>  Conference on Lung Cancer

SEPTEMBER 6-9, 2025 | BARCELONA, SPAIN

wclc.iasic.org QPOOQO0Q #wWCLC25

Primer Ec que evalua la QT mas lo en

adyuvancia

Experimentalarm  Control arm

T
GeCP

lung cancer
research

Experimentalarm  Control arm

N=103 N=103
NADIM ADJUVANT trial Sox, malo, n (%) 77 (748) 79(76.7)
. _ Age, mean (SD) 852(89) 8.7 (76)
A phase lll clinical trial of adjuvant chemotherapy vs
chemo-immunotherapy for stage IB-llIA completely 65 to 74 years, n (%) 42 (40.8) 50 (48.5)
resected non-small cell lung cancer (NSCLC) patients 275 years, n (%) 16 (15.5) 12(11.7)
First Interim Analysis Min., max., 400,820 46.0,83.0
. Race, Caucasian, n (%) 102 (%9) 99 (96.1)
N Raioas Aot U, A PadlaJ Goaae-acibe . G Carosior BoscrBafors, §. Sardege\q ECOG Performance Status, n (%)
Juan-Vidal, D.Rodriguez, A. Blasco, L. Vila, P. Martin-Martorell, R. Marsé, X. Mielgo, J. de Castfo, J. Mane, J. Aires
Machado, M. Sala, M. Lazaro-Quintela, R. Palmero, V.. Calvo, on behalf of Spanish Lung Canger Group. 0 53(51.5) 58 (56.3)
= Tobacco use history, n (%)
[ ASL 2025 World Conference
ey 4 @i WOCE CurentFomer smoker 72 | o2
—\ rL N ALMTENREE 40, 300 ‘Pe
' Any comorbidity, n (%) 99 (%6.1) 95(922)
NADIM ADJUVANT STUDY DESIGN e e
Open-label, randomized, phase Il trial ———
Dyslipidemia 43(41.7) 39(37.9)
Disase-Fee Suvval OFSF i Melitus Diabetes 17(163) 27(262)
Koy Elighilty Crteria R Nivolumab 360 mg QOW e, COoPD 31(30.1) 25(24.3)
Am . Nivolumab 480 mg Q4W - ~
+ Histologicaly confimed 8 (24 cm), I Chemotherapy? Q3W 6 cycles (6 months) Sacondary Endpoints PDL1,n (%)
of lIIA NSCLC per AJCC v8 . ; d
e pet e, Overall Survival (OS) Done 80 (77.6) 89 [35 4)
it w210 \ ) BRI ( - safetyand Tolrabiy —
* No prior therapy j\ 1, [V (5 years) Positive 51 (63?) 50 (562)
+ ECOGPSOor 1 i e : Exploratory Endpoints 1% - 49% 31 {603) 28 (56[))
+ Patients with known STK1 1, KEAP1 [N Chemotherapy” Q3W Q1w Minimal Residual Disease (MRD)
of EGFZmulalms:ALK alerations : (4 cyces) (6 monts, 2 vists) \ J 250% 20(39.2) n (440)
were excluded ontrol 7 \
| Am Sensitivity Analysis for DFS
‘ T A + Lung-cancer specific survival
[ e b | (Cersow ) [Corsom (Crscn | | +DFSfromelastoydeolCh
I Tumor biock / Blood samples® |
l I 1
Basaline Post Cycle 2 After Every 3 months Post During FUP
aduvantveament  adjuvant MANIENSNCe ., Every 3 months for 2 years
reament g::wm:‘no:‘ + Every 6 months from 37 to 5% year

N=103 N=103

EGFR, n (%)

Done 77(74.8) 76(738)
ALK, n (%)

Done 55(53.4) 62 (60.2)
KEAP1 and STK11, n (%)

Done 2(19) 8(7.8)
Histology, n (%)

Adenocarcinoma 85(63.1) 67 (65)

Squamous 36 (35) M (33)
Pathological Stage, n (%)

IB 3(29) 3(29)

A 15(14.6) 6(5.8)

[[: 47(456) 53(51.5)

IIIA 38(36.9) 40(38.8)

][ 0 1(1)
Inclusion N Clinical Stage, n (%)

NO 51(49.5) 54 (524)

N1 35(34.0) 32(31.1)

N2 17(16.5) 17(16.5)

of su
Lobectomy, n (%) 82 (79.6) 82(796)
Pneumonectomy, n (%) 10(9.7) 12(11.7)

Provencio M, et al. Nadim Adyuvant firstinterim analysis. IASCL 2025




PRIMARY ENDPO!NT: DISEASE-FREE SURVIVAL (DFS)

Disease-free survival (%)

Number at risk (events)

Q1 DFS time in Experimental group

Experimental Control

_\_‘L\__H‘—\_‘—H:L
7.7%

!

Q1 OFS time in Control group  67.9%

(n=103) (n=103)

Median DFS (95% CI),
months

Not reached Not reached

17.0 months

HR, .., (95% Cl) 0.65(0.40-1.07)

Pvalue

0.085*

Median follow-up: 34.0 mo (IQR: 32.6-36.6)
Maturity data: 57%

———— Experimental group
~——— Control group

0

Experimental group 103

Control group

103

@
M

94
96

)
©)

I I I I I
12 18 24 30 36
Months from randomization

9% (5) 8 (5) 80 (2) 67 (2 21
8 (1) 76 (6) 70 (3) 63 (4) 18

PRIMARY ENDPOINT: DISEASE-FREE SURVIVAL (DFS)

11.0months

SECONDARY ENDPOINT: OVERALL SURVIVAL (0S)

8
Ll [ —m——, g 891.2%
\—“—L“_“'_\—.._\_'_I—._‘ a5 5i
5 BE 10 - =
? ; i B3.5%
=
=
s
=1
6 W
N B
=1 :
Experimental group
Conlrol group
g
=1
T T T T T T T
] ] 12 18 24 0 6
Months from randomization
Number at risk (events)

Exparmental group
Control group

103 (5 98 (3) 95 (0) 95 (4) O (0) 78 () 26
103 (0} 102 (2) 100 (5 95 (2} 93 (2) 67T (3 20

Q-
0 6
EARLY DEATHS IN EXPERIMENTAL ARM

Experimental arm

- ¥ Treatment | Age 0s
§ L s (yoars) | (months) Type of surgery | Cause of death
a
3 e — : : Acute coronary
; g | 0.6 Patient #1 No 7 15 Minor resection i
£ ° Pneumonectomy Myocardial
g Patient #2 No 74 25 Left Sefaaciion
L]
s w0 Patient #3 No 69 25 Lobectomy Cardiac amest
a 94
° Pneumonectomy |  Pneumococcal
e Dprimentsl gop Patient #4 No 63 54 Left s
s Control group =
8. Patient #5 Yes 82 04 Lobectomy | Colitis complications
o
T I L 1 I | |
0 6 12 18 24 30 K Patient #6 Yes " 7 Lobectomy Pneumonitis
Months from randomization

Meine 0F (55% C1). mo

=R

Hol et | N s

[ e -]

0 9% j0 &%=2 01)

ke

o aa-

Medhan feliow-up: 4.0 ma (IR 12838 8)
Fdatunly data 5%

Datos

inmaduros




No datos de OS aun

¢Mayor control de recaida a costa de toxicidad
precoz?

ATEZO pdl1 >50%

¢Y si larama control fuese QT---10 (IMPOWER 010) ?




Adyuvancia ???
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Y que pasa en este escenario con
los drivers ???

NA : Neo Adaura /Alneo
Adyuvancia : ALINA




Enfermedad EGFR

2025 ASCO

ANNUAL MEETING

Neoadjuvant osimertinib £ chemotherapy vs NeoADAURA: global, randomized, Phase 3 controlled study
chemotherapy alone in resectable epidermal
growth factor receptor-mutated (EGFRm)

NSCLC: NeoADAURA

sl

carboplati Uli:.’j or cisplatin 75 mg/

Patients with completely
resectable EGFRm

stage [I-IIB NSCLC*

Jamie E. Chaft!, Walter Weder, Jianxing He, Ke-Neng Chen, Maximilian J. Hochmair, Jin-Yuan Shih, N=358 ‘rf
5 wlos ; = tor choice of
Sung Yon.g Lee, Ka_ng-an Lee, Nguyen Viet Nhung, Somcl_]aroen_ Sae_teng,_ Carlos H.A. Te_meua‘ Carles Escriu, Key Inclusion criterl: o : s '
Alex Martinez-Marti, Collin M. Blakely, Yasushi Yatabe, Sanja Dacic, Xiangning Huang, Yuri Rukazenkov, e 80 mg QD (20 weeks)¥
Anupriya Dayal, Masahiro Tsuboi ged 210 years : = Postaurge_ry“
+ Histologically / cytologically Stratification by: follow-up visits
; ; . : : ] confirmed non-squamous NSCLC Stage 1711 5 ied adiuvart
'Thoracic Oncology Service, Memorial Sloan Kettering Cancer Center, New York, NY, USA: Department of Medicine, Weill Cornell R — PRO QD (28 we pansar-supplied agjuvant
Medical College, New York, NY, USA ° Ex19¢el/ L858R! : i : : 0l was available for eligible
worsu :
(Q3W for 3 cycles) 19ery

; wrswnonn Dr Jansie E. Chaft
25ASCO st ASCO

11 e et iy s AT e s A g ENOWLIDOE CONGUL AN

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

¢, Cuantos recibieron Osi adyuvante ?

" AMDECAN SOCATY OF
LRICAL OMECUOCT

ChaftJE / He J et al. NeoADAURA. ASCO Annual Meeting 2025 (oral abstract).



Surgery summary

Misma tasa de cx en ambas ramas Depth of pathological response

Underwent surgery: RO resection:

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

Osi+CTx 92%)— 91 Overall Response: [l Non-MPR IRZIEZEIMPR %7 pCR
(n=121) ‘ - 26%
2 |
S osi+CTx(n=121) | A% |
Ineacharm‘91%ofnalientswho E ..::.;r.l-_'. TR RN NN NN NN RN RN RN E N N NN R R RN NN T fffr’;‘:
Osi mono i _ [ ‘ ‘ ‘ 750
s 97%)— completed surgery received g Ll 050
(n=117) E v T L] | ::;”5
’ y " 1 A
sponsor-supplied adjuvant osit P e i ict ] : f;?;'rj
8 .00 A
PO+ CT 3 2%
my () “ § S —
< H e L ERE RS PR E BB B R EE R T MPR o ol b
R LT | 0 similar en ambas
L L | | s
0 2 40 80 8 100 ol | gfffifﬁfg . . e
Prpoton o s whouneert g ) P s il | .| ramas de Osimertinib
- S i AT A
00
i 3 £ PBO + CTx (n=120 2%
+ SAEs causally related to surgery occurred in 10%, 5% and 7% of palients H (n=120) —
o —nmnmM- -
+ No patients died within 30 days post-surgery E 20 LLLLLLLLLLLL | I | i | | ‘
:.; -0 ' I
© -0 -
O Dt -+ CTh . o et P ) o o et i o P+ CTn s st O st B o5 e armand e e e PE » C71 rm a2 resechon. n 36 et o ke pons -xopied a1, b et et B0
e T G EE e
i i . Chaft P ——— warcascancs 100
205 ASCO  [IINRY oo DrlamieE.Cat ASCO i Patients
ANMUAL MEETING = KNOWLEDGE CONGUERS CANCER
B . bt Fimopc3 ia s AAEed st 0 s i A0 A0 AR 13- 0 D PBD v . RaRPR A e it 1
2025 ASCO  [PITTar]  rosoweoer Orlamie E. Chaf e i e i e ASCO s
ANNUAL MEETING Presaeaton KNOWLEDGE CONQUERS CANCER

Interim EFS analysis (15% maturity) Conclusions
93%
1004 EFS HR vs PBO + CTx : i i i Sofi e H :
Qﬂ--—mpﬁ.i * Neoadjuvant osi, with or without CTx, demonstrated statistically significant improvement in MPR rates
%0 m._\*_\ua‘im Osi+ CTx: 0.50 vs CTx alone (26% or 25% vs 2%) in resectable EGFRm stage II-IIIB NSCLC Va lor d e

M= M (89.8% C1 0.17, 1.41), p=0.0082! . &
= T Oal wono: 0?3 + Interim EFS trends favored the osi-containing arms (osi + CTx HR 0.50; 99.8% C1 0.17, 1.41; _ com b INacion

£
'2 &0 95% CI 0.40, 1.3 =
= osi mono HR 0.73; 95% CI 0.40, 1.35)
£ o1 con QT ?
> Sl « Fewer patients with an MPR had an EFS event vs patients without an MPR (2% vs 18%)
§ 30
w Madian follow-up, months®

1 - S ¥CTL 14.; odliomm: 1) «  Over 50% of patients with baseline N2 disease were down-staged at surgery with osi-containing arms

i surgery vs 21% with CTx alone

o T T T T T T T T T T T T 1

T I . W . L - Safety findings were consistent with the known profiles of the individual agents . Cambio de
1m0 u L] L ] 54 » »n n s " " L] L] (l
- !‘. » 42 » !: .:: % L 1] L] e eSta’ ndar ?

Neoadjuvant osi, with or without CTx, should be considered when planning treatment
for patients with resectable EGFRm stage II-1lIB NSCLC

Dr Jamée E Chaft

e
22 ASO! ootk o U g

ChaftJE / He J et al. NeoADAURA. ASCO Annual Meeting 2025 (oral abstract).



Que nos aporta el Neoadaura ...

Lo que si aporta:
Confirma que, en EGFR resecable, una
estrategia con TKI neoadyuvante puede
generar respuesta patoldgica relevante y
es quirargicamente viable

Lo que no resuelve todavia:

No es un ensayo disenado para
demostrar OS
¢Necesitamos quimioterapia ahadida

al osimertinib neoadyuvante?

No cambia el estandar

¢, Como se integra con adyuvancia osimertinib (ADAURA), porgue en la vida real muchos pacientes recibiran
adyuvancia?



Enfermedad ALK

202 ASCO L [l

ANNUAL MEETING

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 BoniZ, Letizia Gnett®, Diego Luigi Cortinovis®, Giulia Pasello®, Francesca Mazzon®, Alessandra Bearz,
Francesco Gelsomino®, Francesco Passigha®, Sara Pilotio™ Giulio Metro, Angelo Delmonte'?, Fabiana Letizia Cecere', Federica
Bertolini', Luca Toschi'®, Hector Soto Parra'®, Serena Ricciardi'”, Emilio Bria™®, Michele Tognetto', Marcello Tiseo™

s B /e ASCO =

s o b et ICT] P g b s et e EHOWLIBGE CONOUTE

EC Fase Il académico ( no aleatorizado)

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 ki Alectinib 600mg
bid for 2 cycles (non-PD) bid for 24 cycles

Primary Endpoint: MPR (<10% viable tumor) by BICR
Secondary Endpoints: pCR by BICR, ORR, EFS, DFS, Es
Ancillary biological study?: correlation of tissue and cell-fee 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 | emor rate of 0.05 and power of 0.80 when the true MPR is 40%

Abbrevialions: AEs, Adverse Events; BICR, Blinded Independent Cenral Review; DFS, Disease-Free Survival; EFS, Event-Free Survival; MPR, Major Pathologic Response; ORR, Objective Response
Rate; 03, Overall Survival pCR, Pathologic Complete Response; PD, Progressive Disease
stissue collection at diagnosis and surgery; plasma collection af baseline, afier 4 and & weeks of necadjuvant therapy, within 2 weeks of surgery, and at the time of recumence

2025ASCO PP ] resvosr Marcelo Tiseo, MD, PAD

st 1 gty of on e e AT Parrrsecn gt by e o parevsies asn o ENOWLEDGE CON

Final analysis of the ALNEO trial: neoadjuvant alectinib in resectable ALK-positive NSCLC. ASCO Annual Meeting 2025.



Results — Primary Endpoint: MPR by BICR

Pathologic Response N=33

MPR (£10% viable tumor), n (%) 14 (42)
Non-MPR (>10% viable tumor), n (%) 13 (40)
Not assessed, n (%) 6 (18)2

25 patients did not undergo surgery, 1 patient underwent
explorative thoracotomy

Abbreviations: Cl, Confidence Interval; MPR, Major Pathologic R pCR, P logic Compl

2025 ASCO m enesenteo By: Marcello Tiseo, MD, PhD
ANNUAL MEETING Prosentabon i Gropety. of e ulhor and ASCIO, Permission sequed Kor s conREc DAmissons 0.

Prueba de concepto

Rate (%)

60 -

50 -

40 -

30 -

20 -

10 -

No cambio de estandar

Mas del 90% llegan a cx

MPR solo en el 42%
42% B poR PCR 12%
(90%Cl, 28-58)
Conclusions
pPCR, n=4

N\ (95%C1 329 * ALNEO phase Il trial met its primary endpoint with neoadjuvant alectinib in

potentially resectable stage Il ALK-positive NSCLC patients
MPR 42% (90%Cl, 28-58); pCR 12% (95%Cl, 3-28)

Sco' AMERSCAN SOCIETY OF
A PLmaCAL DUCTAODY
KNOWLEDGE CONQUERS CANCER

¢ 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 |l
ALK-positive NSCLC patients

* Molecular sub-study on tissue and liquid biopsies is ongoing

208 ASC? ssssovreoir: Marcello Tisea, MO, PAD ASCQ sy
ANMNUAL MEETING Brpiartatn

% groparty of e auhor and ASCE Paemason mauned tor e cortact permmaon Ganco org. KNOWLEDGE CONQUERS CANCER



NAUTIKAT1: Clinical Outcomes
and Pathologic Regression with
Neoadjuvant Alectinib in Resectable
Stage IB-11IB ALK+ NSCLC

Seleccion molecualr en
enf precoz

MAUTIKA1 (NCTO4302025) is a phase || umbrella study investigating
targeled necadjuvant trealments in patients with early-stage NSCLC
harboring study-sligible oncogenic drivers”

We present clinical and surgical outcomes for the ALK+ cohort®
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« Alectinib is globally approved in the adjuvant setting for patients with resected ALK+ NSCLC,

based on results from the phase IIl ALINA study (NCT03456076)"

* The resulls presented here from the NAUTIKA1 study suggest there is a potential role

for neoadjuvant alectinib alongside the ALINA regimen’, as a promising perioperative approach

for patients with resectable, stage IB-IlIB ALK+ NSCLC

T Lnli

N el

ALK+ s

Pathologic response (N=248)'

MPR 17 (60.T)
pCRF T (256.0)
Radiographic responsa’ [(W=30)"

ORR 18(63.3}
PR 19 (63.3)
a0 B (3020
PO 1[(3.3)
HE 1(3.3)




R congress
Alectinib
Updated results from the phase Il ALINA l S— 600 mg BID = Recurrence
.study.of adj u.vant alectinib vs chemotherapy Key eligibility criteria: 2 years Further treatments
in patients with early-stage ALK+ Resected stage IB (24cm)-llIA ALK+ R at investigator's
non-small cell lung cancer (NSCLC) NSCLC per UICC/AJCC 7™ edition e cholce and survival
R. Dziadziuszko', B.J. Solomon?, Y. Wu?, J.S. Ahn#, M. Nishio, D.H. LeeS,
pmameesmsetet. § [ (@ RSB | Pltman-based e
AA. Higgerson'” F. Barlesit® o + No prior systemic cancer therapy chemotherapy* Recurrence
45 N=257 Q3W: 4 cycles
r & _
= Stratification factors: Primary endpoint Other endpoints

* Stage: 1B (24cm)vs Il vs A ||, DFS per investigator tested hierarchically: Stage II-IIIA — stage IB-IIIA (ITT) || . CNS-DFS, 0, safety
+ Race: Asian vs non-Asian'

Here, we present updated data from the ALINA study with a median follow-up of 4 years

All patients in the alectinib arm had completed 2 years of treatment with 21 year of follow-up

CAMBIO DE ESTANDAR Patient demographics and baseline characteristics (ITT)
Characteristic'?2 ‘?:f::gg;’ Chetr:::;t;l)'apy
Median age 54 years 57 years

<65 / 265 years, % 79/ 21 73127
Sex: female / male, % 58 /42 46/ 54
Smoking status: never / former / current, % 65/32/4 55/43/2
Race: Asian / non-Asian, % 55/45 56 / 44
ECOGPS:0/1,% 551745 51/49
Stage at diagnosis per AJCC 7t edition: IB / Il / lIA, % 11/36/53 9/35/55
Stage at diagnosis per AJCC 8 edition: IB* /1IA /1B / IIA / l1IB, % 5/8/31/51/5 4/3/35/5415
Nodal status: NO / N1/ N2, % 16/35/49 14 /34 /52
Histology: squamous / non-squamous, % 5/95 2/98

Surgical procedure:
Lobectomy / other!, % 9713 92/8




Disease-free survival CNS disease-free survival (ITT)

100+
DFES in stage II-llIA* DFS in stage IB-IIIA (ITT)*
] 90.4% Alectinib
1001 100 80
§ 76.1% Chemotherapy
804 80 ; 60
Alectinib Alectinib "Q"
£ 601 £e0 2 40-
o Q
g &
404 40 20
Chemoth :
Median DFS (95% CI), months: T Median DFS (95% CI), months: Smacmmey HR (95% Cl): 0.37 (0.19-0.74)
207 NE (59.6-NE) 20 NE (NE-NE) o T T T T T T T T T T T T
41.4 (30.6-67.2) 41.4 (30.6-NE) 0 6 12 18 24 30 36 42 48 54 60 66 72
HR (95% CI): 0.36 (0.23-0.56) o | _HR (95% Ci): 035 0.23-0.5¢) Time (months)
% & 12 18 22 30 3 4 as|ss 60 e 72 0 6 12 18 24 30 36 4f 48] 54 60 es 72 No. at risk
A Alectinib 130 124 17 98 49 13 NE
. Time ( . Time (monjhs) |
No. at risk No. at risk Chemo 127 99 80 61 33 13 NE
Alectinib 116 111 105 87 43 12 NE Alectinib 130 123 116 a7 48 13 NE
Chemo 115 88 69 54 28 1 NE Chemo 127 98 7 61 33 12 NE

Median follow-up (ITT): alectinib, 48.0 months; chemotherapy, 47.4 months

Median follow-up (ITT): alectinib, 48.0 months; chemotherapy, 47.4 months
DFS benefit was sustained with alectinib versus chemotherapy in the stage I1-IlIA A clinically meaningful CNS-DFS benefit was maintained in the IB-IIIA* (ITT) population

and stage IB-IIIA (ITT) populations

Data cut-off 8 December 2024 CNS-DF S defined as tme from 1o the first of dsease i the CNS or death from any cause. whichever occurred first "Per UICCJAJCC Tth edion

Data cut-off B December 2024 DFS defined as the time from randomisation 1o the first documented recurrence of disease or new primary NSCLC as determned by the investpator, or death from any cause, whichever occurred frst Prof. Rafal Dziadziuszko

Prof. Rafal Dziadziuszko “Per UICC/AICC Tth edition. Chemo, chemotherapy; NE. not estimable

Overall survival (ITT) Post-recurrence subsequent therapy

100 g Alectinib -Hmwﬂmm with disease recurmence. n (%) Alectinib Chemotherapy
NG e o AL {n=31) {n=60)
a B2.4% Chemetherapy - Number of patients with any subsequent therapy 24 (7T 4) 51T
Systemic therapy 24(77.4) 51 [85.0)
7 01 ALK THI 19461.3) 40 (81.7) |
E - Alectinib 8(25.8) 35(58.3)
7 Brigatinib 7(228) 8(13.3)
20 Larlatinib 7(2285) 6(10.0)
Crizotinib 1(3.2) 46,
HR (95% CIf- 040 (0.12-1.32) LEC £ (6.7}
0 T T T T T T T T T T T cm 1 {32] 2 {3.3}
0 6 12 18 24 30 B 42 48 54 60 65 T2 Chemotherapy 9(29.0) 35.0)
Time [months) . e
No. at risk Immunctherapy 1(3.2) 1011.7)
Alectint 130 128 124 123 65 M 4 - ans-cancer erapy 2(85) 2033)
Chemo 127 115 13 M B0 2 4
Radiotherapy 8(25.8) 10{16.7)
Median follow-up {ITT): alectinib, 48.0 months; chemotherapy, 47.4 months Surgery 2(6.5] 3{5.0)

After recurrence, most patients received treatment with an ALK-TKI, of which alectinib was most widely used

In the IB-IIIA* {ITT) population, there was a pasitive frend in OS with 4 years of median follow-up

Prof Ratal [padnussc Ot ul-o% & Duscarnboy 04 P WCCIAICT 70 ilior Pref. Ratal Dziadziuszhos Dt cur- BDmetmbes 254 TN, 1S IRase inhisan
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Ensartinib as adjuvant therapy in patients with stage IB-IIIB ALK- '
positive (ALK+) non-small cell lung cancer (NSCLC) after complete
tumor resection: the phase Ill randomized ELEVATE trial

Dongsheng Yus', Meijusn Huang', Pingping Scng’, Yusjun Chen, Bin Li®, Junke Fu®, Jianji Gue', Chao Cheng®, Qiaun

Jian Hu"', Ko Jiang™, Weimin Mac™, Feng Ye™. Bo Shen", Lieming Ding™

Chan®, Shidong Xu'*, Honguu Liu", Fang Ly

You L, Changli Wang

!

Study design

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

Ensartinib
275 mg once daily

Randomization (1:1)
N=270

Primary endpoint: Investigator-assessed DFS” in patients with stage |l to 118 disease
Secondary endpoints: Investigator-assessed DFS in patients with stage IB-IIIB disease (ITT), ¥/5-year DFS rate, OS, safety
Statistical analysis:
« This preplanned interim analysis was performed when T0% of events (5T events) were observed in patients with stage 111D disease.
"Dhirfiraned ari o v e @ rciorraralen i) dradrse Tetormeeon o deah e ey Carsa

ASCE Arvaecar Joirt Commies om Canonr, [FS. desss- free surveal, FOODG PR Eanters Coogssratvs Cresiogy Group parformarce-staaun, (TT interson-to- Trest Popuiation, USCC Linon o
imbmatonel Carcer Condiol

br Coaguteny Yus

Key Inclusion Criteria:
= AQe 218 years
» Completely resected (RO),

stage 1B, I, IMA or W
(TINZMO) NSCLC per the — 1) .

= Adjuvant t Brapy
permified
L = v T o —
= Confirmed positive ALK

Preplannad treaiment duration 2 years

Stratification by

Baseline characteristics (ITT)

Ensartinib (n=137) Placebo (n=137)

Characteristics
Median age 55 years 54 years
<B5/265 years, % B84.7/15.3 86.9/13.1
Sex: female/male, % 66.4/33.6 61.338.7
ECOG PS: 0/1, % 54.7/45.3 62.8/37.2
Smoking status: neverfformer/current, % 83.9153/0.7 79.6M19.710.7
Stage®: IB/IINNIE, % 24 8/34.3/40.9 25.5/33.6/40.9
68.6/31.4 70.8/29.2

{ ' |Fri|:|r chemotherapy: yesino, %

*The histological stage was classified according to tha BT sdition of the Cancer Staging Manual of the AJCC/UICC

5The stage 111 included 1A and 1B

Safety summary

+ Alleast one realment-emergent adverse event (TEAE) was reported by 98.5% in the ensartinib arm and 92.0% in the placebo arm,
+  The majority were grade 1 or 2 evenis.
+ One grade 5 (fatal) TEAE (cerebral hemorrhage) was reported in the ensartinib arm but was not ensartinib-related.

Ensartinib Placebo Ermarinib (9+137 Placato (N=137)
(=137} (me=137) Rass = ]
Modian duraticn of 221 monthe 174 monthe T A o e - -
& amnsir ¥
Any TEAEE, % 135 (96.5)  126(92.0) Conipaiion =
Gande 34 48 (38.0) 23 (168.8) i —
Pruris L !
.3
Geada 5 1{0.7) 2 {1.5) [m— " . :
.
SAEE. % 25 (18.2) 14 (10.2) Uppar respirstcry vect inhectice — _— 3
Crawiiniem mitisin B
TEAE leading to dose reduction. n 41 (20.9) 2018
%) b Favar [
::,! beading 1o dosa intermuplion, 48 (38,0} 20 (1418 ARpird PIOSQhEaSE SIS
¥ Hyperymcem
TRAN lniiing Lo come ETEE ] 2(1.5)

discontinuation, n (%) WO B B 0 M W M 30 OJ0OWM O WO WM W e M M W

TEAES sccuming in o Least 20% of Patesis

[Dr. Dergshessg Yus



Ensarinh showed animproved DFS in patientswit HIB disease ~~~ Ensariib show an improvea DFS n pients with -1 disease

Investigator-assessed DFS Investigator-assessed DFS
100+
Ensarfinib Ersatinh  Placebo [P Ensartinib Ensertinb  Placebo
3 ey ) o (n=t3)  [nefdT)
: Median follow-up 24 0monfhs 240 months : Median followup 227 monkhs 221 months
E : Events (17%) U 1%) E "l Everts 12(85%)  4830%
: | : - Medien OFS ,
E ::E:::::hc,, NENENE) U8(LNE) § - : ot 64 1 NE INENE) 248(22.2.NE)
' Placeno i ! a0e00 _ |
E DFSHR(GECH 020011 039y petcont DFSHR(%C)  0.20{0.10,037, penoont
QM 4 X
{ : T
i | I ] I I i | i L it I i i
Na & fisk e o o ek i M
Eatnt 1) n L] 10l 7 o W [ | A | Enart 11 i 14 I I Im K I
T L [ (1] B i W | ] 1| h [ i i Pacete 1 15 13 Il ] 1 W i ] i | | 1

: ¢cAnadimos en este escenario la QT ?
Datos prometedores pero inmaduros : " :
Ya tenemos un estudio positivo sin QT




Como esta el panorama
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2025 World Conference  #\WCLC25

| on Lung Cancer
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Nuevas estrategias

What’s next ???
exploradas

PACIFIC®: cCRT = Durvalumab 5-year 0S: 43%

RTOG 0617% concurrent CRT 5-year 0S: 32%

Proportion Alive

S5-year 0S: 17%

CALGB 8433%3: sequential CRT
RTOG 7301%: RT alone 5-year 0S: 5-10

Time from Treatment

, Cancer 1982; 2. Dilman, NEJM 1990; 3. Dilman, JNCI 1996; 4. Bradley, JCO 2021; 5. Spigel, JCO 2022

D ccesie



ECOG-ACRINEAS5181:Phase 3 Trial
ofConcurrent and Consolidative
Durvalumab vs Consolidation
Durvalumab Alone for Unresectable

Stage IINSCLC

EC negativo,
consolida la
estrategia PACIFIC

Platinum Doublet*
Durvalumab 750mg
g2 Weeks x 3
Concurrent RT to 60Gy

Unresectable
Stage IIIA-C
NSCLC
PS 0-1
N=660

Platinum Doublet*
Concurrent RT to 60Gy

Randomization

|

_ Investigator choice
Stratified by:

1) Planned chemotherapy

2) Age Cisplatin 75 mg/im2 D1, 22; pemetrexed 500 mg/m2 D1, 22 (nonsquamous only)

ex Carboplatin AUC 2 D1, 8,1
) Stage (A vs B vs lIIC)

but nat later than 45 days post-CRT

Overall Survival

10

09 Log Rank Test p=0.83

HR = 1.03 (95% CI: 0.80 - 1.32)

08

°
S

°
E3

Survival Probability

4
Participants | Median OS
03 with Events | (95%C1)
ChemoRT-

02 (o]
) wmm
o0 T v

o 10 20

Month from randomization

Progression-Free Survival Probability
o
&

30 40 50 60

trtm_name TOTAL DEATH CNSR MEDIAN
ChemoRT 327 125 202 39.4
ChemoRT-I0 335 129 206 as

ChemoRT-
) o

0o 10 20 30 40 S0

Consolidation
Durvalumab 1500mg
q4 weeks for 1 year from
end of CRT"

Cisplatin 50 mg/m2 D1, 8, 29, 36; etoposide 50 mg/im2 D1-5, 29-33

5, 22, 29, 36; paclitaxel 45 mg/m2 D1, 8, 15, 22, 29, 36

**Starting within 14 days of CRT unless taxicity has not resolved to < grade 2,

Progression Free Survival

Log Rank Test p=0.65

HR = 1.05 (95% CI: 0.86- 1.29)

Participants | Median PFS

with Events (95%C1)
“ 15.5(13.9-22.1)
el

Month from randomization

trtm_name TOTAL EVENT CNSR MEDIAN
ChemoRT 327 191 136 168
ChemoRT-10 335 201 134 155




T
GeCP

lumg cancer
research

nature communications a

Article

hitpsy/d d .org0.1038/s41467-025-66097-w

Induction chemo-immunotherapy followed
by chemo-radiotherapy and immunotherapy
maintenance in stage Ill NSCLC (APOLO): a

phase 2 trial

Recelved: 23 May 2025

Mariano Provencio®' |, Begofia Campos(D?, Maria Guirado®, Laia Vila®,

Accepted: 28 October 2025

io Garcia Camp %, Miriam Dorta®, Sergio Vazquez Estéver’,
Asia Ferrdndez®, M. Angeles Sala’, Ana Laura Ortega ©®, Ana Blasco®,
Amelia Insa™, Maria Carmen Areses™, lvana Sullivan ©, Rafael Lopez™,

®|Check tor updates

¢, Nueva estrategia ?

ginia Calvo', Delvys Rodriguez-Abreu®’, Joaquim Bosch-Barrers™,
Ana Lopez-Martin'™, Raquel Marsé”, Laura Torrado?, Kirill Matskov®, Jilia Giner®,
Manuel Feméndez Bruno®, Emilio Sanchez Saugar®, Cristina Martinez Toledo',
Pilar Mediavilla', Atocha Romero D' & Alberto Cruz-Bermudez '
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Periadyuvancia es
el futuro

CONCLUSIONES

En la enf
localizada hay
que buscar driver

Estrategia de
intensifiacion de
PACIFIC ha
fracaso
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poder utilizar lo
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