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INTRODUCTION Gecp

-------

« NSCLC accounts for 80-85% of all lung cancer cases'
« Approximately 20—35% of NSCLC cases will be diagnosed as stage III?
* Locally advanced NSCLC is a highly heterogeneous disease

« Multidisciplinary discussion is mandatory to define tumor operability as well as best treatment approaches:

characteristics of the disease, local expertise, patient’s comorbidities and preferences

« Several trials have compared the treatment with cCRT versus exclusive RT34 indicating that the cCRT contributes a
clear improvement in survival

« 2018: PACIFIC trial® established definitive cCRT followed by a 1-year durvalumab consolidation

 However, patient remain at a high risk of disease progression, with 1-year PFS rate of only =~ 50%

« Given the significant benefit of neoadjuvant chemo-immunotherapy in resectable NSCLC, induction with
immunotherapy with or without chemotherapy may provide more survival benefit for initially unresectable stage Il
NSCLC

1.Siegel RL, et al. Cancer statistics, 2024. CA Cancer J Clin 2024;74:12-49; 2.Aupérin A, et al. J Clin Oncol. 2010,;28(13):2181-90
3.Schaake-Koning C. et al, N Engl J Med 1992;326:524-30; 4.Jeremic B. et al, J Clin Oncol 1995;15:452-8; 5.Antonia S.J. et al, N Engl J Med. 2017;377:1919-29



INTRODUCTION

RAISING THE BAR IN UNRESECTABLE STAGE [l NSCLC

PACIFIC®: ¢cCRT = Durvalumab
RTOG 0617% concurrent CRT

Proportion Alive

CALGB 8433%3: sequential CRT
RTOG 7301%: RT alone

Time from Treatment

5-year 0S: 43%

S5-year 0S: 32%

5-year 05: 17%

5-year 0S: 5-10%

--------

2022

2021

1990
1980

1.Perez CA, et al. Cancer 1982;50(6):1091-9; 2.Dilman RO, et al. N Engl J Med 1990, 3.Dilman RO, et al. JNC| 1996;88(17):1210-5;
4.Bradley JD, et al. J Clin Oncol. 2020,;38(7):706-14, 5.Spigel DR, et al. J Clin Oncol 2022;40(12):1301-11




INTRODUCTION: PACIFIC TRIAL
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BEYOND PACIFIC

|O-CT Induction prior to cCRT
I0+/-CT 2> cCRT > 10

|10 Consolidation Intensification

|10 concurrent with cCRT
I0 + cCRT~> 10

cCRT>10+10

{ ™)
. coAsT (Phase Il) [ - PACIFIC-2 (Phase lII) - AFT-16 (Phase II)
« CheckMate-73L (Phase Ill)
- LUN16-081 (Phase Il) - EA5181 (Phase IlI) - APOLO (Phase ||)
+ PACIFIC 9 (Phase Ill) » NICHOLAS (Phase 1l
- DETERRED (Phase ll) - GASTO-1091 (Phase Il)
« SKYSCRAPER-03 (Phase IlI) - CRUISER (Phase II)
« CheckMate-73L (Phase IlI) * KEYLIN-012 (Phase I1l) * AFT-57 (Phase )
- MPLALG (Phase ) )| - NCT05386888 (Phase II) ( )
- BRIDGE (Phase Il)
. J

Adapted from Delcuratolo MD, et al. Cancer Treat Rev 2025;135:102918
U



INTENSIFICATION BEFORE CHEMORADIOTHERAPY

o”*
e

Treatment mPFS mOS AEs G>3 Pneumonitis G>3 Discontinuation
(months) (months)
AFT-16 Atezo = cCRT | 62 30 69% NR 87% 48% 6.4% 19.4%
APOLO Atezo+ CT > | 38 20.8 68.4% NR 86.8% | 73.7% NA 18%
cCRT
PACIFIC- | Durva + CT > | 49 NR 68.1% NR 81.2% | 82% 14% NA (14% death)
BRAZIL cCRT + Durva
GASTO- [ Nivo+CT > 86 NR 72.6% NR NA 21% (non- 3.5% NA
1091 cCRT haematological)

I0-CT induction prior to cCRT: phase Il studies, with promising but preliminary activity and tolerable profile

Ross HL, et al. JAMA Oncol 2024; Provencio M, et al. WCLC 2024; Qiu, et al. ASCO 2024, William N William Jr, et al. WCLC 2024




JAMA Oncology | Original Investigation P
AFT-16  Atezolizumab Before and After Chemoradiation GecCP
for Unresectable Stage Ill Non-Small Cell Lung Cancer s

A Phase Il Nonrandomized Controlled Trial

Helen J. Ross, MD; David Kozono, MD, PhD; Xiaofel F. Wang, PhD; James John Urbanic, MD;

Patient Population

* N=63 . .

« Inclusion Criteria: » The primary end point was DCR at 12 weeks:
— Pathologically proven diagnosis of Stage Il1Aor I11B NSCLC
— Tissue available for PD-L1 testing.

Diagnosis ¥ [Pe—— 5| Induction Therapy: « The DCR after 12 weeks of neoadjuvant
Assessments atezolizumab1200 mg IV q 21
e atezolizumab was 74.2% (80% Cl, 65.7%-81.4%;
B4 Patherts wisensd dioth =
22 Exchaed Swcape of scaven Lalare carboplathU(e:':gt 95% CI, 61 .50/0-84.5%)
Py paclitaxel 50 mg/m2 IV
] — et « Partial response: 17 participants (27.4%)
I Conol Son chemetheruy « Stable disease: 29 participants (46.8%)
R icaianarsias Carboplatin AUC =6 +
F ,';_";_':;"_:"_3;"""'" paclitaxel 200 mg/m2 1V q 21
2 Wildew o i i gy days x 2 cycles beginning 3-5
1 Procesded s vy weeks after Cofﬂmeﬁoﬂ of ) )
R radition: « The DCR after 6 weeks was similar at 77.4%(80%
Emen e » Cl, 69.2%-84.3%; 95% Cl, 65.0%-87.1%)
T 1 Eperbencd dsaais rogressin days to complete one year of
AR therapy (from start of
2 Had sthwr complicanrg dhaone mn).
R Study Completion/Early s ¥
L M et sty Termination ?| Follow-Up
) et e o Ross HJ, et al. JAMA Oncol 2024:10(9):1212-9



AFT-16: Atezolizumab before and after chemoradiation for Gec
unresectable stage lll Non-Small Cell Lung Cancer

g cancer
sQareh

E Progression-free survival

100+

o
. B0-
2
e
& 60-
g
by
_E 40-
@A
-
g 204
& Median survival, 30.0 mo; 95% CI, 15.8-NE
ﬂ ] ] ] ] ] 1
0 6 12 18 24 30 36
Time from registration, mo
MNo. at risk 62 49 319 32 24 10 3

Overall survival

100

80+

60~

40-

Overall survival, %

20+

0

] ] ] ] ] 1
0 [ 12 18 24 30 36
Time from registration, mo

No. at risk 62 59 53 50 11 23 13

mPFS: 30 months (95% CI 15.8 months-NR)
1-year PFS: 69%

mOS: NR
1-year OS: 87%

Ross HJ, et al. JAMA Oncol 2024;10(9):1212-9




AFT-16: Atezolizumab before and after chemoradiation for GeC";
unresectable stage lll Non-Small Cell Lung Cancer
@

No. (%) No. (%/

Adverse event Grade 3 Grade 4 Grade 5 Adverse event }49 3 Grade 4 Grade 5
Aspartate aminotransferase increased 0 1(1.6) 0 Lymphocyte count decreased 9(14.5) 8(12.9) 0
Colitis 3(4.8) 0 0 Neutrophil count decreased 7(11.3) 1(1.6) 0
Dyspnea 5(8.1) 203.2) 0 Pericardial effusion 0 1(1.6) 0
Esophagitis 3(4.8) 0 0 Platelet count decreased 2(3.2) 2(3.2) 0
Fever 4(6.5) 0 0 Pneumonitis 3(4.8) 0 1(1.6)
— Respiratory failure 0 1(1.6) 0
Guillain-Barré syndrome 0 1(1.6) 0
: Sepsis 0 3(4.8) 1(1.6)
Hyperglycemia 3(4.8) 0 0
Thromboembolic event 4(6.5) 0 0
Hypertension 5(8.1) 0 0
Treatment-related secondary malignant neoplasm 0 1(1.6) 0
H tremi 4(6.5 0 0
yponatremia (6.5) Upper respiratory infection 1(1.6) 1(1.6) 0
i BEL L —— g Ventricular tachycardia 0 1(1.6) 0
AT Sk . . Vomiting 3(4.8) 0 0
e e 2 g White blood cell count decreased 7(11.3) 2(3.2) 0
Lung infection 9(14.5) 0 0

« 17 patients (27.4%) experienced grade 3 or higher immune-related adverse events, including 1 with grade 5
pneumonitis and 1 with grade 4 Guillain-Barré syndrome
« 30 patients (48.4%) experienced grade 3 or higher treatment-related adverse events

Ross HJ, et al. JAMA Oncol 2024,;10(9):1212-9
U



APOLO: Atezolizumab + induction chemotherapy (Ch) + chemo-radiotherapy GeCP
(Ch-RT) and atezolizumab maintenance in non-resectable stage IINSCLC

Stage IIA-TIB-
e :
Non-resectable Induction treatment Coneu t Ch-RT
NSCLC ! Atezolizumab 1200 mg
(8 edition) = . ( ALICE 7=

et “at principal investigator s B
7 discretion. Recommended | %9
dase; 66Gy in 33 once-daily
fractions of 2Gy in 45 days

[ Follow up
- MANDATORY, CT-PET AT \ (2years)
BASELINE

« PATENTS WITH EGIRL ALK
ANO  ROS1  MUTATED
WERE EXCLUDED

Baseline After After At 12 months

induction Ch-RT or PD Enrolled (ITT)

:

Started induction tx

n=38 (100%) Mmulc;yodo nn: T;c.::mm
- - \ v, ;n=
« Primary endpoint: PFS rate at 12 months 5 e s g astis
. e  Starkod concurrent - Drop out (PHs Geciiont 11
N . . _ 1 Ww 680Gy « - Ch-RT :
Secondary endpoints: PFS-PACIFIC related at 12 s 4 __menEaw No O cmpletad - 3%
{ — : ?:;nsrn; ession; n=
months, PFS rate at 24 months, OS rate at 12 and 24 (R =TT R —
n=29 (76.3%) ) DlsDc:ﬂﬁm:d ?\llintenanee; n=13 (44.8%)
months, ORR, sites of first failure, safety and RS A Ty T g : B%’meém,y
vy | i % ] « Drop out (Pl's decision); n=2
tolerability, others: ctDNA B

Provencio M, et al. WCLC 2024; J Thorac Oncol 2024;19:S37



Stage 1 Noo- . A z = s -
resectable Induction treatment § Concurrent Ch-RT Maintenance * [ Follow up
APOLO Lo 4 B [ o Gecp
l g coancer
Qe

Inciusion After
Ch-RT
PFS Median follow-up: 29.6 months

QS in ITT population
PFS by PDL-1:status

PFS in ITT population OS in ITT population

1.007 W_H—l_‘ 1.00
0.75 68.4% 0.75
i 60.5%

86.8%

S50 E M 0.50 é i E
0.25 - i i 0.26 E E E
000+ i i 0.00 E ; E
0 3 6 12 18 24 0 :'1 é 1'2 1'8 2'4
Time from inclusion (months) Time from inclusion (months)
Number at risk Number at risk
|38 34 31 2 23 19 138 36 36 33 27 23
mPFS: 20.8 months (95% CI, 12.6-NR) mOS: NR
1-year PFS: 68.4% (95% CI, 51.1-80.6%) 1-year OS: 86.8% (95% ClI, 71.2-94.3%)
18-months PFS: 60.5% (95% ClI, 43.3-74%) 2-year OS: 60.5% (95% ClI, 43.3-74%)

Provencio M, et al. WCLC 2024; J Thorac Oncol 2024;19:S37
U



Stage Il Non p

APOLO |-

Inclusion After
Ch-RT

{ fﬂ.;ollow u;\
‘ \_  (2years) J G e Srgv

e

PFS in ITT population
PFS "PACIFIC-related” Median follow-up: 29.6 months

12m 24m
PFS PACIFIC-related PFS PACIFIC-related sl 18m (95%CI) | (oo
1.00 1 """"Tfif s
Maintenancea tx 100% 75% 68.7%
{ Completed {46.3-89.8) (40.4-85.6)
075 . \_‘
0.76 41 ‘
1 Maintenance tx 30.7% 30.7% 30.7%
! Not Compisted (8.5-554) {9.5-55.4) (2.5-55.4)
1 050 - | p-value= 0,005
0.50 I I L
1 1 1
| 1 l =100
: ! 025 |
0.25 1 I
1 1
I 1
1 1 000 -
0.00 : ! L T T
T T T T 1 T 0 3 é 12 18 24
0 3 6 12 18 24
Time from start of maintenance (months) Time from end of QTRDT (months)
Mumber at risk Number st risk
29 24 23 20 16 13 Nolcompioted 13 8 1 3 3 3
Complated 16 18 18 15 12 <

1-year PFS: 68.9% (95% CI, 48.8-82.4%)
18-months PFS: 55.1% (95% CI, 35.6-71%)

Provencio M, et al. WCLC 2024; J Thorac Oncol 2024;19:S37
U



APOLO: Atezolizumab + induction chemotherapy (Ch) + chemo-radiotherapy
(Ch-RT) and atezolizumab maintenance in non-resectable stage IIl NSCLC

Induction tx (n= 38)

Total events = 350

Atezolizumab Related

Any Grade

Grade 1-2

Grade 3-4

Carboplatin Related

Any Grade Grade 1-2

Grade 3-4

number of patients with TRAE (%)

Any Grade

Paclitaxel Related

Grade 1-2

Grade 3-4

Any TRAE* 26 (68.4) 24 (63.2) 6 (15.8) 34 (89.5) 32 (84.2) 9(23.7) 36 (94.7) 34 (89.5) 2(23.7)
TRAEs leading to discontinuation of tx 3(7.9) 0 3(7.9) 2 (5.2) 0 2(5.2) 2(5.2) 0 2(5.2)
Serious TRAEs 1 (2.6) 0 1(2.6) 5(13.1) 0 5 (13.1) 5(13.1) 0 5(13.1)
Treatment-related deaths 0 0 0

*Treatment Related Adverse Events with an incidence of =10%

Conc Ch-RT tx (n= 38)

Total events = 95

Chemotherapy Related

Any Grade

Grade 1-2

Grade 3-4

Radiotherapy Related

Any Grade

Grade 1-2

Grade 3-4

number of patients with TRAE (%)
Any TRAE* 11 (28.9) 9 (23.7) 6 (15.8) 23 (60.5) 21 (55.2) 4(10.5)
TRAEs leading to discontinuation of tx 1(2.6) 0 1(2.6) 2 (5.2) 1(2.8) 1(2.6)
Serious TRAEs 1(2.6) 0 1(2.6) 2 (5.2) 0 2 (5.2)
Treatment-related deaths 0 0

*Treatment Related Adverse Events with an incidence of 2 10%

"

GecC

eg cancer

1esQarch

Maintenance tx (n = 38) Atezolizumab Related

Total events = 39 Any Grade Grade 1-2 Grade 3-4
number of patients with TRAE (%)

Any TRAE* 17 (44.7) 15 (39.5) 3(7.9)

TRAEs leading to discontinuation of tx 2 (5.2) 1(2.6) 1(2.6)

Serious TRAEs 1(2.6) 0 1(2.6)

Treatment-related deaths 0

*Treatment Related Adverse Events with an inddence of =109

Provencio M, et al. WCLC 2024; J Thorac Oncol 2024;19:S37
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APOLO: Atezolizumab + induction chemotherapy (Ch) + chemo-radiotherapy GecCP

(Ch-RT) and atezolizumab maintenanc

[™
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0104
0.08-
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0.02- i
000 X 4
i nisainc
Stage

None of the patients who
exhibited a reduction of at
least 93% (upper quartile) in
ctDNA levels died or
experienced disease

progression

g cancer
SQarch

e in non-resectable stage Il NSCLC

Stage MA-IE p= 0.0023
Noa: o ble Induction treatment Con t Ch-RT p= 0.0519
NSCLC 0.15+ e
" aditioa) *at prnopal ivestigator
disaetion. Rscommended | IR, )
done 660y in 33 orce-daily | ) P
fractions of 3Gy n 45 days o
0.10~
uw
o -
=
0.05+
After At 12 months
LY Ch-RT or PD -
GeCP
= 0.00-
APOLO (NCT04776447) [ ohase Il trial of Atezolizumab plus induction chemotherapy (Ch) followed by Basal IND QTRT
chemoradiotherapy an izumab maintenance therapy in non-resectable stage IlIA-111B-1IIC NSCLC
Progression Free Survival-Al Patients Overall Sunvival-All Patients
100 | - 2-
- o7t O rremmrrene
§ . B
gooo 205
3 H
; 3
Log-rank Log-rank
025 0.25;
p=0037 p=0065 '6"‘
000 000/
-8
o 3 10 15 20 25 3 1 1 L]
e [ 5 0 ® ., D F3 0 PD sD PR
Number at risk Number at risk
-4 4 4 d - a 4 4 2
-1 1 8 6 4 4 - 13 13 11 9 7 4 2

Provencio et al. Nature Comunication in press
OoHaMAF - <= QY = >0

Provencio M, et al. WCLC 2024; J Thorac Oncol 2024;19:S37
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PACIFIC-BRAZIL (LACOG 2218): intensified chemo-immuno-radiotherapy GecpP
with durvalumab for stage lll NSCLCs: a single arm phase Il study

* Phase 2, single-arm, multi-center (8 Brazilian research sites) study conducted through LACOG (NCT04230408)

INDUCTION CONCURRENT CONSOLIDATION
ELIGIBILITY CRITERIA CHEMO-IMMUNOTHERAPY CHEMO-IMMUNO-RADIOTHERAPY IMMUNOTHERAPY
T p— Carboplatin AUC 6 IV+ Carboplatin AUC 2 |V weekly for 6 weeks +
Paclitaxel 200mg/m? IV+ » Paclitaxel 50 mg/m? IV weekly for 6 weeks + Durvalumab 1500mg/m* IV
V/ Stage Il (TNM 8% ed )* Durvalumab 1500mg/m? IV Durvalumab 1500mg/m? 3w for 2 cycles + q4w for 12 cycles

Intensity-modulated radiation therapy to 60

v PS 0-1 q3w for 2 cycles Gy in 30 fractions over 6 weeks#

v FEV1 = 1.2 liters/second (or = 50%
predicted value) PRIMARY ENDPOINT: 12-month progression-free survival

v Predicted lung V20 <35%, cardiac V50

A7) ;
<25%

Owerall survival, overall response rate, duration of response, patterns of failure,

B e e efficacy (IRECIST as opposed to RECIST version 1.1), toxicity (CTCAE version 5)

V No previous local or systemic therapy EXPLORATORY ENDPOINTS: Predictive biomarkers of response/survival

N=49

TPET-CT was mandatory, invasive mediastinal staging was strongly encouraged. TImage guided radiation therapy (IGRT) was strongly encouraged.

William WN, et al. WCLC 2024, J Thorac Oncol 2024;19:S37-8




PACIFIC-BRAZIL (LACOG 2218): intensified chemo-immuno-radiotherapy

with durvalumab for stage lll NSCLCs: a single arm phase Il study

Demographic and disease characteristics All Patients (N=49)

Age, in years — median (range) 67 (48 — 83)
Sex

Female 28 (57%)

Male 21 (43%)
Race or ethnic group

White 25 (51%)

Black/Mixed 21 (43%)

Other 3 (6%)
Smoking status at diagnosis

Current/Former smoker 41 (84%)

Never 8 (16%)
Histology

Squamous 18 (37%)

Non-squamous’ 31 (63%)
Disease stage (TNM 8t ed.)*

1B 1(2%)

A 26 (53%)

B 18 (37%)

nc 4 (8%)

129 adenocarcinomas, 2 not otherwise specified. 23 patients (47%) underwent invasive mediastinal staging

49 (100%) INITIATED
INDUCTION
ENROLLED CHEMO-IMMUNOTHERAPY B

49 PATIENTS

AU patwnts Wi Galy 300NN

46 (94%) INITIATED
CONCURRENT
CHEMO-IMMUNO-RADIOTHERAPY

AV IV WP ANty ST SEOOrRTUEoe

&

[
e

40 (82%) INITIATED
CONSOLIDATION
IMMUNOTHERAPY

1140 paterts weth maty oncoreavalon

Radiotherapy was given to >58 Gy in 93.4% of patients who initiated concurrent chemo-immunc-radiotherapy

Tumor characteristics  All Patients (N=49)

Primary tumor T
T1c
T2a
T2b
T3
T4
Regional lymph nodes
NO
N1
N2
N3

2 (4%)
8 (16%)
3 (6%)
10 (20%)
26 (53%)

7 (14%)
5 (10%)
28 (57%)
9 (18%)

William WN, et al. WCLC 2024, J Thorac Oncol 2024;19:S37-8




PACIFIC-BRAZIL (LACOG 2218): intensified chemo-immuno-radiotherapy

&

[
e

with durvalumab for stage lll NSCLCs: a single arm phase Il study

Progression-free survival
from treatment initiation

PFS Probability

Events/Total: 1849

Progression-free survival at 12 months:

68.1% (95% Cl, 56.0 — 82.8)

P-value 0,0022 (one-sided binomial test compared 10 histarical control of 43°% 12-m PFS)’

I Secondary endpoint: 12-month overall survival 81.2% (85% CI, 70.8 - 83.1) I

T | L] T T ’
0 2 . ] 0 10 12 "
Months

Numbaers at Risk
A «s

4 &S bl 37 Y. 30 -
Median follow-up was 20.8 months (95% CI: 128 - 22.7); Cut-off date 18 July 2024

Y T T Y
16 L b 2 2¢

7. Beatley JO_ ot al Lanced Oncol 2015 Fab. 1621 157-90

PFS Probability
B

Progression-free survival
from consolidation immunotherapy

Evenen/Totad: 1240

Progression-free survival at 12 months:

66.4% (95% CI, 51.7 — 85.4)

o comtrol of 55.7% 12.m PFS)*

I wakoe 0.0347 (oo yided Binomis 1 compared o histork

T T T T T T T T T
il 6 8 10 172 " 16 16 x n M

8. Spigel DR, et al J Ciw Oncol 40, 1307-1311(2022)

William WN, et al. WCLC 2024, J Thorac Oncol 2024;19:S37-8




PACIFIC-BRAZIL (LACOG 2218): intensified chemo-immuno-radiotherapy Geg__"é
with durvalumab for stage Il NSCLCs: a single arm phase Il study

Adverse Event*

Induction Chemo-

immunotherapy

N=49

Concurrent Chemo-
immuno-radiotherapy

N=462

Consolidation
immunotherapy

N=40"

Grade >3
Any 48 (98%) 46 (94%) 12 (25%) 46 (94%) 32 (65%) 33 (67%) 10 (20%)
Occurred in =20% of patients®
Neutropenia 33 (67%) 16 (33%) 3 (6%) 2 (4%) 31 (67%) 15 (33%) 5 (13%) 0
Anaemia 32 (65%) 9 (18%) 10 (20%) 1(2%) 29 (59%) 8 (17%) 11 (28%) 0
Fatigue 26 (53%) 2 (4%) 16 (33%) 1(2%) 16 (35%) 1(2%) 4 (10%) 0
Lymphopenia 21 (43%) 16 (33%) 3 (6%) 0 21 (46%) 16 (35%) 10 (25%) 2 (5%)
Nausea 20 (41%) 0 17 (35%) 0 11 (24%) 0 2 (5%) 0
Thrombocytopenia 20 (41%) 0 1 (2%) 0 20 (44%) 0 0 0
Alopecia 19 (39%) 1 (2%) 17 (35%) 1(2%) 3 (7%) 0 0 0
Leukopenia 19 (39%) 7 (14%) 1 (2%) 1(2%) 18 (39%) 6 (13%) 0 0
Odynophagia 14 (29%) 0 0 0 14 (30%) 0 1 (3%) 0
Pain 13.(27%) 1.(2%) 12.(25%) 102%) 2 (4%) 0 0 0
Pneumonitis 13 (27%) 7 (14%) 2 (4%) 1(2%) 2 (4%) 2 (4%) 9 (23%) 4 (10%)
Consupation TZ125%0) T12%) B (12%) U B(17%) T(2%) 0 )
Cough 12 (25%) 0 0 0 10 (22%) 0 2 (5%) 0
Paraesthesia 11 (22%) 0 9 (18%) 0 3 (7%) 0 2 (5%) 0
Vomiting 11 (22%) 1 (2%) 6 (12%) 0 9 (20%) 1(2%) 1 (3%) 0
Diarthoea 10 (20%) 2 (4%) 8 (16%) 1(2%) 2 (4%) 0 1 (3%) 1(3%)
Neuropathy peripheral 10 (20%) 0 T (14%) 0 3 (7T%) 0 1 (3%) 0

*Highest grade per patient. If patient experiences the same adverse event more than once during different treatment phases, such adverse event is computed

once per phase and once overall (highest grade)

a 3 patients did not start concurrent chemo-immuno-radiotherapy. ® 6 patients did not start consolidation immunotherapy. ¢ Overall
There were 7 (14%) grade 5 events (2 related, 5 unrelated to treatment) during the concurrent (3) or consolidation (3) phases: pneumonia (3),

COVID-19 (2), sepsis (1), pneumonitis (1)

William WN, et al. WCLC 2024, J Thorac Oncol 2024;19:S37-8
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GASTO-1091: a phase |l randomized trial evaluating consolidative GecCP

g cancer
[ ] [ ] ° ° Qe
nivolumab in locally advanced NSCLC post neoadjuvant nivolumab plus
[ ]
chemotherapy and concurrent chemoradiotherapy (CA209-7AL)
Randomized, phase 2 trial 264 enrolled patients
Koy eligibility criteria NIVO 380 mg Recelved neoadjuvant therapy / R
Unresectable, stage |II Split-Course Hypo-RT Q3w 264 (100%) 29 discontinued neocadjuvant therapy E
NSCLC (per AJCC 8 NIVO 360 mg Q3W (54~84Gy) AL yuar) Completed ther L‘::'t?ne(uul :g :g :::: :
edition) + P ompleted necadjuvant apy X {
= No prior anti-cancer Chemo® Q3W Concurre:u chemo® w 235 (89.0%) e PRIOTH 1209 '.:
treatment (2 cycles) (weekly) Observation :
+ ape 1810 75 years (1 year) - ) ~
: _Ecoe0 TSRS tiypehie A 22 cancelled hypo-CCRT | | 14 discontinued hypo-CCRT |
242 (91.7%) Tondicity 9(24%) | E Toxicty 5(19%) |
Stratified by Z X oking history and Patient refusal B(3.0%) 1 ; Patientrefusal 5(1.9%) |
[ Costhuoco, | || dne s Zem |
f’rln:&endpolm Secondwy e ,Elpig;:::g::m" plasma Randomized population /56 excluded from randomization “,
+ ORR +  Peripheral lymphocyte 172 (65.2%) %?‘:e progression g:gm S
* Safety subsets i
* QoL %&'ﬁm. ;0 '(??:; §
 Other 2 (0.8%) /

S NCTO4085250 |, °< docetaxel plus cisplatin

« Hypo-CCRT and hypo-CCRT-boost '?
Hypo-CCRT 40Gy/10& or 30Gy/6fr, Hypo-CCRT-boost. 24-30Gy/'6fr. Total dose. 60-64Gy

+ Concurrent chemotherapy
Docetaxel 25 mg/ m*_d1 plus cisplatin 25 mgl m?, d1_ avery week

Randomized population

172 (85.2%)

86 assigned to consolidation group 86 assigned to observation group
86 received consolidative NIVO 86 roceived observation

Ch " C C

! i : i 23 completed NIVO -

43 discontinued NIVO 33 completed observation
e ! 23 toxicity 36 discontinued observation
JARHE Braai vom N o i "
. ent I=on
| JANAH NERRE oo AL
Fractons Fractions
\ | 20 stil receiving NIVO at data cutoff | | 17 still receiving observation at data cutoff |
E E |

——— [ 86 included n the survwva! analysis I [ 86 included in the survival analysis ]
Hypo-CCRT - Hm,-CCRT-bwst’

U Lo etal it J Racia? Onzol B Priys. 2022, 11721337265 " Bo O et 0. CAn Cancer Rea. 2004 Apr 23

Liu H, etal. ASCO 2024




GASTO-1091: a phase Il randomized trial evaluating consolidative
nivolumab in locally advanced NSCLC post neoadjuvant nivolumab plus
chemotherapy and concurrent chemoradiotherapy (CA209-7AL)

PFS (NIVO Consolidation vs Observation)

a

o
Gecp

cer

------ .

OS with NIVO Consolidation vs Observation

NIVO consolldation Observation

(N=88) (N=86)
Median PFS, mo NR 122
(98% C1) (12:NR) (10.2:20.8)
HR (85%Cl) 0.49 (0.20.0.79)
P value p=0.003

NIVO consolidation

A A Observation

o 3 B 8§ &
2 ¥ 3-2-2

Progression-free Survival (%
HE R

No. at rish
WO consol

PFS from randomization, NIVO consolidation vs Observation: HR, 0.49; 95%CI, 0.30~0.79; p=0.003

Medan follow-up 22 8 months (range, 0.7-43.5)

Overall Survival (%)

No. at risk
NIVO consold

NIVO consolldation Observation

(N=88) (N+36)
Median OS5, mo NR NR
(85% Ci)
HR (95%Cl) 0,56 (0.31.1.01)
P value p=0.050

iiiiiiiiiiiiii

3 B 9 12 15 18 21 M4 7 W 3 I ;MW 42 &5
Moetha from randomization

W 27 2 21 WM M 9 b

NIVO consolidation

» Observation

OS data were immature

Liu H, etal. ASCO 2024
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GASTO-1091: a phase Il randomized trial evaluating consolidative Gecp
nivolumab in locally advanced NSCLC post neoadjuvant nivolumab plus
chemotherapy and concurrent chemoradiotherapy (CA209-7AL)

Adverse Event Number of patients (percent) -
Led to discontinuation of neoadjuvant therapy 19(7.2%) Adverse Event Number of patients (percent)

Led to discontinuation of hypo-CORT 52.1%)
Lymphopenia 214 (81 1%) 93 {35.2%) All 238 (983%) a9 (40%)
Neutrophil count decreased 35 (13.3%) 26 (9.9%)
- = Y] o Lymphopenia 218(90.1%) 89 (36.8%)
Platelet count decreased 37 (16.0%) 13 (4.6%) @Em 42 (17.4%) 8 (3.3%)
Diarrhea 55 (20.8%) 11 (4.2%) Pneumonitis 132 (54.5%) 6 (2.5%) |
Hyponatremia 118 (43 9%) 10 {3.8%) Dyspnea 38 (15.7%) 5 (2.1%)
| Preumonitis 11.(62%) 3(L1%) | Aspartate aminotransferase increased 29 (12.0%) 5(2.1%)
Vomiting 23 (8.7%) 3(1.1%) %
— — T T% Alanine aminotransferase increased 24 (9.9%) 4(1.7%)

e an i T 5721 6%) Z108%) Leukopenia 88 (36.4%) 4(1.7%)
Dyspnea 19 (7.2%) 2(0.8%) COugh 74 (30.6%) 3(1.2%)
Fever 21 (8.0%) 2 (0.8%) Neutrophil count decreased 24 (22 3%) 3(1.2%)
:W“" deorsased ;;° ;:‘ A%) ! <z A% Hemoglobin decreased 100 (41.3%) 2 (0.8%)

orexia (28 4%) 1(0.4%)
Nausea 19 (7.2%) 1(0.4%) Anorexia 45 (18.6%) 0
Rash 17 {64%) 1(04%) RS 3 "
e T e Pneumonitis: G2+, 9.9%; G3~4, 2.5%
Neoadjuvant period . NIVO Consolidation vs Observation Split-course Hypo-CCRT period

~~
‘?hcmm
0 Coawace

:

3

AEs leading to discontinuation of NIVO consolidation: 23/86 (26.7%)
Most AEs with NIVO consolidation were of low grade
G3+ pneumonitis was comparable between two arms: 3.5% vs. 2.3%

} !m; a":ﬁ !& ! , #\! | /’ 3 /’ Liu H, et al. ASCO 2024
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BEYOND PACIFIC

|O-CT Induction prior to cCRT
I0+/-CT 2> cCRT > 10

|10 Consolidation Intensification

|10 concurrent with cCRT
I0 + cCRT~> 10

cCRT>10+10

{ ™)
. coAsT (Phase Il) [ - PACIFIC-2 (Phase lII) - AFT-16 (Phase II)
« CheckMate-73L (Phase Ill)
- LUN16-081 (Phase Il) - EA5181 (Phase IlI) - APOLO (Phase ||)
+ PACIFIC 9 (Phase Ill) » NICHOLAS (Phase 1l
- DETERRED (Phase ll) - GASTO-1091 (Phase Il)
« SKYSCRAPER-03 (Phase IlI) - CRUISER (Phase II)
« CheckMate-73L (Phase IlI) * KEYLIN-012 (Phase I1l) * AFT-57 (Phase )
- MPLALG (Phase ) )| - NCT05386888 (Phase II) ( )
- BRIDGE (Phase Il)
. J

Adapted from Delcuratolo MD, et al. Cancer Treat Rev 2025;135:102918
U
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ONGOING PHASE II/1I INUNRESECTABLE STAGE Il NSCLC: GeSE
INDUCTION CHEMO-IMMUNOTHERAPY

uuuuuu

NCT number Phase Treatment arms Primary Status
(name) endpoints
NCT05798663 | I ArmA: Atezolizumab - cCRT+Atezolizumab - Atezolizumab 178 PFS Recruiting
(AFT-57) ArmB: Atezolizumab+Tiragolumab - cCRT+Atezolizumab -

Atezolizumab+Tiragolumab
ArmC: Atezolizumab+Tiragolumab - cCRT+Atezolizumab+Tiragolumba -
Atezolizumab+Tiragolumab

NCT05128630 | I Durvalumab+CT - Durvalumab+HypoRT - Durvalumab 45 Safety Recruiting
(DEDALUS)

Delcuratolo MD, et al. Cancer Treat Rev 2025;135:102918; Filippi AR, et al. ESMO OPEN 2024,;9:102704
U



CAN WE CONVERT BORDERLINE/UNRESECTABLE IN RESECTABLE? GecCP

SQarch

Clinical Treatment N (%) mEFS
Study Regimen (Surgery) (months)
Wu et al SHR1701+CT 271107 74% 26% 44% N.R 80%
2024 -> Surgery/RT (25%)
Ricciuti et al IO+ CT 84/112 67.5% 29% 42% 52.6 81%
2025 -> Surgery (75%)
Wang et al I0+CT 79/113 N.A 32% 56% N.R 82.3%
2025 -> Surgery/RT (70%)
Yiet al 10 +/-CT 47/100 54% 38% 61.7% 30 78.5%
2025 -> Surgery (47%)
Liuetal Tislelizumab + CT 10/13 100% 60% 90% N.A N.A
WCLC 2025 -> Surgery/RT (77%)

10-CT conversion strategy under investigation in clinical trials (more than 30 studies ongoing)

Wu, et al. Cancer Cell 2024; Ricciuti B, et al. JAMA Oncol 2025;11(7):735-741; Wang, et al. Clin Lung Cancer 2025; Yi, et al. Nature Comm 2025, Liu, WCLC 2025
U



PANDA-1: Tislelizumab plus chemotherapy followed by surgery or

u

(o
aeEy

radiotherapy and adjuvant tislelizumab in unresectable stage IIl NSCLC

» Treatment Status
« As of Jul 11, 2025, 41 patients

Inclusion Criteria Induction therapy Local therapy Adjuvant therapy were enrolled.
» Histologically confirmed stage Il NSCLC
(per AJCC 8th edition), deemed initially - ~ ) « 26 patients have completed post-
unresectable based on at least one of the Tislelizumab 200 mg d1 Definitive Tislelizumab + chemo induction MDT assessment.
following criteria as assessed by M| = S .’
(1) T4 tumors invade vital organ® precluding Nab-paclitaxel 260 oo d L il
RO resection mg/m? d1 ) . Enrolled: 41
(2) multi-station/bulky N2 metastases . Or until PD or unacceptable toxicity T
Nc(>3;)1r?:r r:.:'yzstemic therapy e L O Definit Tislelizumab X C | e; inductio
) carboplatin AUC 5 d1, efinitive S— ompleted induction
+ ECOG PS 0-1 QAW for 24 cycles M RTiChemo Q3W for 17 cycles Under ehantsidns
» Without known EGFR/ALK mutation \ induction Py pos
therapy: 15 induction MDT
Primary endpoint: Analysis set: assessment: 26
» 1-year EFS rate (assessed in radical treatment analysis set) « Safety analysis set: includes all patients who received at least one (o |
Secondary endpoints: dose of any study drug. ' Discontinued N=3 !
« EFS, OS, TTDM, TTLR, ORR, DCR, clinical downstaging rate, and surgery rate (based on safety + Radical treatment analysis set: includes all patients who 1 Palient decision n=3 )
analysis set and and radical freatment analysis set) underwent surgery or radiotherapy after completing induction therapy. lecvaceacncnacsy
» RO resection rate, pCR, MPR, and pathological downstaging rate (based on surgery analysis set) + Surgery analysis set: includes all patients who underwent surgical r I
« Safety (based on safety analysis set) resection after completing induction therapy. \ 4 Y
*Lesions invading vital organs, including diaphragm, mediastinum, major blood vessels, trachea, recurrent laryngeal nerve, esophagus, or satellite nodules in the different lobe of the primary tumor. Definitive Definitive
**The resectability of the lesions will be re-evaluated by MDT after two cycles of induction therapy and each subsequent induction cycle. surgery: 20 radiotherapy. 3
# Postoperative radiotherapy is allowed for patients with ypN2+ or ypN3+ after surgery, at the discretion of investigator. ‘ v
Y
Adjuvant Adjuvant
therapy:20 therapy: 3

Liu J, et al. WCLC 2025




PANDA-1: Tislelizumab plus chemotherapy followed by surgery or
radiotherapy and adjuvant tislelizumab in unresectable stage IIl NSCLC

96.2% patients achieved tumor response post-induction, with a
markedly high surgery conversion rate

Reasons for initially
unresectability =% = u

Céinical stage [l [ }
Induction therapy cycies

FEOFZFEEF O FEER EFESOGFEER

Among 26 patients who completed
o= n inm

induction therapy and post-induction

MDT assessment:
Surgeryiradiotharapy Bl 1

e
)

+ ORR was 96.2% (25/26).

in target lesion size post-induction (%,

Best percentage change from baselin

-10% + Surgery conversion rate was 76.9%
2% (20/26).
(N=20)

RO resection rate*, n (%) 20 (100%)
Surgical approach, n(%)
-80% Minimally invasive 14 (70%)
90% MrPR W SD Thoracotomy 6 (30%)
0w Minimally invasive to 0
thoracotomy
Reasons for initially unresectability Clinical stage Induction therapy cycles
I 74 invasion of vl organs na 3 cycles Type of surgery, n(%)
¥ Multi-station/buiky N2 W ows B scydes Lobectomy 20 (100%)
N3 metastasis |

Promising clinical and pathological downstaging was observed
+ Clinical and pathological downstaging occurred in 84.6% (22/26) and 90.0% (18/20) of patients.

Panams compreted
poatindheton MOT

xsmssnent (ne2d)

Clinical downstaging

Clivical downslagiog rate, n (%) B4.0% (22/26) 1ot I PP S, J
T dowratageg T2 (19028) o \
é{t:ﬁ r:‘l% h”_"' ~—— 3 n'):’c’ o
b s o ot 2 i oo T T .- | i
T2 =0 "z TN el
N dowrataging 34.6% (326) PRy A1 " i g
Jrreery el | ER o
; ! iy
M = — ~- —
Pathological downstaging
R s l , >2’.. ' o
T cowratagrg 85.0% (1720) J \ e
:i% 'WH - we | i N o
A s e \ oy 20 E
N downstaging 60.0% (1220) b -
m}_% ne7 BB, I o)
3“ i Barere [ERIT Bmrere Poat campary
| g enternant 1 A A L W age 0oet Favazy CenoM e A s Fa IO o hegery W FRATy w3 el Fud gy

s ecer o
=3 I3 Uncwaett NSO RO) I BB UMM DAY AT WHCICH I WM M) TR S3de SRNCIOr. | Bl ecaveE PRy M and AD YIEn rode il waecIont K} MRSCEesy @ Peseenatve ISP ISy wa Pver 13 Fase ) 30

kY
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GecCP

High pCR and MPR rates were attained in surgical patients

Reasons for initially
unresactability
Clinicat stage

Induction therapy cycles [l [l
0% ¢

i FEYERERF D OEFOESFEFEEDR
EOE ETERON

Among 20 patients who underwent surgery:
* pCR and MPR rates were 55.0% and 85.0%,

|
S . respectively.
§ ;Z + pCR and MPR in patients receiving 3 cycles and
8 o those receiving 4 cycles of induction therapy were
g so% summarized in the below table.
5 o
% -80%
§ 90% Surgical Cycles of induction therapy
e paiieiiy 3 cycles 4 cycles
Non-MPR MPR pCR (n=20) (n=10)
pCR, n (%) 11 (55.0%) 5 (50.0%) 6 (60.0%)
R for Initlally Clinical stage  Induction therapy cycles
I 74 nvasion of vita organs 1A 3 cycles MPR, n (%) 17 (85.0%) 9 (90.0%) 8 (80.0%)
| Multi-station/ouliky N2 ] W 4cycles
N3 metastasis B uc
« Grade 23 TRAEs occurred in 18
(43.9%) patients, with the majority
being hematological toxicities.
* No TRAEs resulted in treatment
discontinuation or death.
.

No surgery cancellations due to TRAEs.

Liu J, et al. WCLC 2025



MDT-BRIDGE

Global, phase 2, non-randomized study (NCT05925530)

Key inclusion criteria and study requirements

» Aged =18 years
Previously untreated and pathologically
confirmed, resectable or borderline resectable,
stage IIB-lIB NSCLC (per AJCC 8* edition?)

EGFRIALKwt (per local test)

WHO/ECOG PS 0-1

At least 1 target lesion not previously irradiated
Pre-operative RT not allowed

Baseline MDT
resectability
assessment
(resectable or
borderline
resectable)

ey eNMYRE s e )

Neoadjuvant durvalumab + chemotherapy followed by either surgery and
adjuvant durvalumab or chemoradiotherapy and consolidation durvalumab
in patients with resectable or bordertine resectable stage IIB-IIB NSCLC:
interim analysis of the phase 2 MDT-BRIDGE study

\grecio Dim: Parer." Motell Cooprati ™ Jossthue Spcer™

Neoadjuvant period A Neoadjuvant period B

MDT Resectable! MM inve§ﬁgator s
reassessment choice of

D + investigator’s

choice of

Restaging/ platinum-based CT

platinum-based Q3W for 1-2 cycles

optional
&1 pathologic
Q3W for 2 cycles

A B, Moo St Ervmet Aol Cat I Syt Aonie K Pl Liress W Mrtin. Cinbube Pbprins | Dol &, Calrmn iiradt Ko *
T A" Rons Advarns Mvaess. ” Arvaac Doyer ' Margarts Bagens ™ Aexiow Robirman,* Dertots Buchoelo: ™ Uames Giaf Lowa." Lef L1 ¥

Adjuvant/consolidation
period
D monotherapy
Q4W for 12 cycles

Primary endpoint

* Resection rate, defined as proportion of all patients who underwent definitive

surgery
Secondary endpoints

* Resection rate in patients deemed resectable/borderline resectable at baseline
Surgical outcomes in patients who underwent surgery

ORR in patients deemed resectable/unresectable at reassessment
pCR in patients deemed resectable at reassessment

o Safety

confirmation

Unresectable

* This planned interim analysis (DCO 8 May 2025) was conducted in the subset
with sufficient follow-up, defined as patients who have had the opportunity to be
followed up for 6 months or undergo definitive surgery, including patients who
discontinued the study for any reason or died (efficacy subset, N=84)

» Safety was analysed in all patients who had received 21 dose of study treatment
at the time of the DCO (safety population, N=131)

Reck M, et al. LBA65. ESMO 2025; Reck M, et al. Clin Lung Cancer 2024,;25(6):587-93.e3




MDT-BRIDGE GGSE

Change in resectability and local treatment received (efficacy subset®)

Most patients deemed borderline resectable at baseline were reassessed as resectable after 2 cycles

Baseline MDT MDT reassessment
assessment post cycle 2 Surgery/CRT
53
Resectable I 56 76 72 72 Resected
23 4
] 8  Started CRT
Borderline 28
resectable 3 1
Unresected 4  Discontinuedt
5 8
Unresectable T
3 baseline borderline resectable 3 baseline borderline resectable
1 baseline resectable 1 baseline resectable

‘ 95.2% had either surgery or CRT after neoadjuvant D + CT I

Reck M, et al. LBA65. ESMO 2025; Reck M, et al. Clin Lung Cancer 2024,;25(6):587-93.e3




MDT-BRIDGE GGSE

Resection rates and outcomes (efficacy subset®)

Overall resection rate: 85.7%
The maiority of patients had RO resection: 94.4%

100) »
M) <
N |
Resoction
rate, % A0+
N 4 0% AN
SN CIE2T. A% CI30 ey
AD patients Daseling resactabe Dasetine boedarling resectable
N Inv88) ine38)
‘ "™ 100%
LAY [ 0,993 4 o Hainn
LR | y
Resoction Q
outcomes,
% ('6 C')' AN mIis

me

L TN AN 31 Sed

107, 108

R LIRLELTL oND il =T~ NE ey shb « Y »52 oWl oy
Resecind cohon - all patenty Hesected coMor - Boselina resectative Reneciod cobort - baseline borderine resactatie
] (ne42) In*2%)

Reck M, et al. LBA65. ESMO 2025; Reck M, et al. Clin Lung Cancer 2024,;25(6):587-93.e3




ATHENEA: phase Il clinical trial of chemotherapy + atezolizumab for stage Gecp
I1IA and Il1IB non-small cell lung cancer followed by atezolizumab as
adjuvant treatment after surgery and atezolizumab as maintenance

treatment for non-resected patients after chemoradiotherapy

>

(pCR)

- —_—
(No pCR)

|

Blood sample [ Bload sample ] [ Blsod sample ] [ Blood sample ][ Blood sample ][ Blood sample ]

Locally advanced
NSCLC
(8th edition)

EGFR/ALK excluded

Tumar block

-

| l l l I [

Baseline At D1C2 and Before surgery After surgery / before Afterconcurrent  AtDI1C4, at At progression

atDic3 concurrent treatment treatment Dics, stDiC12 or
and st EQT relapse

GECP 23/02 (ML45372)




CONCLUSIONS ey

---------

PACIFIC regimen remains standard in stage lll unresectable NSCLC
* Intensifications strategies in different moments are being evaluated with interesting results

» It seems reasonable to explore new research avenues to assess whether a chemo-
immunotherapy induction approach may be superior to Ch-RT + consolidation

immunotherapy
« Promising preliminary evidence for IO-CT induction prior to cCRT

 We may be able to convert unresectable in resectable using perioperative strategies



THANK YOU

-
GeCP



