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Toripalimab plus chemotherapy as perioperative treatment for resectable stage Il or lll non-small cell
lung cancer (NSCLC): Final analysis of the phase 3 Neotorch study

S.Luetal LBA64

Neotorch Study Design
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Toripalimab plus chemotherapy as perioperative treatment for resectable stage Il or lll non-small cell
lung cancer (NSCLC): Final analysis of the phase 3 Neotorch study

S.Luetal LBA64

EFS: HR 0.52 (95% CI: 0.39-0.68),
P<0.0001; median EFS NR vs 20.2
EFS in Stage I and III Patients months
OS: HR 0.66 (95% Cl: 0.49-0.89),
e P=0.0072; median OS NR vs NR

Median follow-up: 48.2 months ] | Median follow-up: 48.2 months
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No anade beneficio el anadir el ciclo de QT adyuvante - 55% completaron el tratamiento




Association of biomarkers with efficacy in the phase 3 KEYNOTE-671 study of perioperative
pembrolizumab (Pembro) plus neoadjuvant chemotherapy (Chemo) in early-stage non—small-cell lung
cancer (NSCLC)

M.C. Garassino et al. 25190
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Analisis exploratorio de biomarcadores: 50% de pacientes evaluables para biomarcadores para
analizar el impacto del perfil de expresion génica inflamatoria de células T, TMB y KRAS en la eficacia.



Association of biomarkers with efficacy in the phase 3 KEYNOTE-671 study of perioperative
pembrolizumab (Pembro) plus neoadjuvant chemotherapy (Chemo) in early-stage non—-small-cell lung

cancer (NSCLC)

M.C. Garassino et al. 25190

EFS by Tcell, ;GEP Status (n = 387)

Tcell, GEP Low (<1%t Tertile)

Teell, GEP High (215t Tertile)

Pts w/ Median HR Pts w/ Median HR
Event  (95% CI), mo (95% CI) Event  (95% Cl), mo (95% Cl)
Pembro a Pembro o
(no74 568% 29.3(14.3-69.5) - (n-124) 444%  NR(39.4-NR) P
100+ Placebo (0.46-1.11) 100+ Placebo (0.38-0.75)
s 70.9%  18.2 (10.8-22.2) o 65.7%  20.6 (14.5-34.1) . ;o
n=55 n =134
. . ko Beneficio clinico
. e independiente del
£ - 70+
3 3 subgrupo del
E E 60+ H
3 3 g biomarcador
& g
- L 404
= -
2 2 304
w w
20+
104 104
0 Ll Ll L L] Ll Ll L] n L) L] L L] Ll Ll T
a 12 24 36 48 60 72 B4 0 12 24 36 48 G0 72 B4
No. at risk Time, mo No. at risk Time, mo
Pembro 74 47 w 32 25 13 3 /] Pembro 124 93 76 T0 41 23 1 0
Placebo 55 32 19 14 " 5 2 '] Placebo 134 B4 58 51 2 7 2 /]

EREMD

Median (range) time from randomization to data cutoff (July 3, 2025) was 63.6 (42.6-85.8) mo for the RNAseq population and 62.4 (42.6-85.8) mo for the WES population.




Association of biomarkers with efficacy in the phase 3 KEYNOTE-671 study of perioperative

pembrolizumab (Pembro) plus neoadjuvant chemotherapy (Chemo) in early-stage non—-small-cell lung
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EFS by TMB Status (n = 459)

TMB Low (<175 mut/exome) TMB High (2175 mut/exome)
Pts wi Median HR Pts wi Median HR
Event  (95%Cl),mo  (95% Cl) Event  (95%Cl), mo  (95% Cl)
r::‘?ggl 53.0%  39.4 (18.4-NR) - rn‘-‘:"g!".? 38.1% 69.5(637-NR) I,
= E:"fﬁ‘;gl 734%  17.9 (13.8-21.1) (0:47-086) “’“: 5{"’;’;‘5’? 63.5% 251 (145-382) (02073

Beneficio clinico
independiente del

=8 R
3 : subgrupo del
c .
3 3 biomarcador
@
£ £
*5 S
& 3
104 10
u L Ll T L] Ll L L] u L T T T T L] T
0 12 24 a6 48 60 72 84 [i] 12 24 k! 48 &0 72 84
Mo. at risk Time, mo No. at risk Time, mo
Pembro 132 86 T0 G4 45 21 1 1] Pembro 97 T4 &0 54 i8 19 3 0
Placebo 134 B2 50 41 23 [ 2 1} Placebo 96 61 46 a 19 8 2 o

congress
dedian (range) time from randomization to data cutoff (July 3, 2025) was 63.6 (42.6-85.8) mo for the RNAseq population and 62.4 (42.6-85.8) mo for the WES population. mm




Association of biomarkers with efficacy in the phase 3 KEYNOTE-671 study of perioperative

pembrolizumab (Pembro) plus neoadjuvant chemotherapy (Chemo) in early-stage non—-small-cell lung
cancer (NSCLC)
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EFS by KRAS Mutation Status? (n = 255)

HR®?
(95% CI)

0.73
(0.42-1.28)

KRAS Mutation
Pts w/ Median
Event (95% Cl), mo
Pembro g L
(n = 40) 55.0%  32.9(21.1-NR)
bt Placebo  g570, 163 (7.3-43.5)
(n = 46)
90
80
=
— T04
g
E 60-
=]
% 50+
E 1 1 1l
I.|. 40 T 1 LR
E 11 ]
S 304 — |
w
20
10+
1] T T T T T T T
0 12 24 36 48 60 T2 B4
Mo. at risk Time, mo
Pambro 40 29 22 18 8 [ 1] 1]
Placebo 46 27 21 19 T 2 1] [/}

4 total of 10 participants did not have a normal control; thus, their mutation status could not be specified.

PHR's in this subgroup were of insufficient power to detect interaction.

Median (range) time from randomization to data cutoff (July 3, 2025) was 63.6 (42.6-85.8) mo for the RMAseq population and 62.4 (42.6-85.8) mo for the WES population.

1004

Event-Free Survival, %

No. at risk

Pembro 83
Placebo 86

90+

B0+

70+

60+

50+

404

304

204

10+

1]

KRAS Wild-Type
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Median HRP
(95% CI), mo (85% CI)
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0.75
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Final analysis of adjuvant pembrolizumab (pembro) in resected early-stage non—small-cell lung cancer
(NSCLC): Phase 3 PEARLS/KEYNOTE-091 study

M. O’Brien et al. 25110

PEARLS/KEYNOTE-091 Study Design (NCT02504372)
Randomized, triple-blind, Phase 3 Trial

Eligibility for Randomization Pembrolizumab 200 mg IV
Eligibility for Registration FO-L1 tealing * No evidence of disease vt
(centrally using for €18 administrations
- Confirmed stage IB (T 24 cm), Il or lIIA PD-L1 IHC 22C3 « ECOGPSOorf (~1y)
NSCLC per AJCC v7 pharmDx) * Adjuvant chemotherapy®
» Complete surgical resection with « Considered for stage IB (T 24 cm) o
negative margins (R0) disease Placebo IV 85-88% fumador/ex
* Provision of tumor tissue for PD-L1 .
S Strongly rec_ommended for stage Q3w 29_27% | | |A
wsiiork Il and lllA disease for £18 administrations 0
- Limited to <4 cycles ~1 y) 67-61% no escamoso
85% recibian QT
Randomization Stratification Factors Dual primary endpoints Secondary endpoints Exploratory endpoints
+ Disease stage (IB vs Il vs l1IA) * DFS in the ITT population * DFSinthe PD-L1 TPS 21% + Health-related quality of
« PD-L1 TPS (<1% vs 1%—49% vs + DFS in the PD-L1 TPS 250% POFANERON life
250%) population = OS inlITT, PD-L1 TPS 250%, and
« Receipt of adjuvant chemotherapy PD-L1TPS 21% populations
(yes or no) + Lung cancer-specific survival
= Geographic region (Asia vs Eastern (LCSS) in the ITT population
Europe vs Western Europe vs rest .
of world) Safety
“Participants began adjuvant chemotherapy <12 weeks of surgery and were randomized and received study treatment 23-<12 weeks from last chemotherapy dose; mmnqres

participants who did not receive adjuvant chemotherapy were randomized and received study freatment 12 wk of surgery.



Final analysis of adjuvant pembrolizumab (pembro) in resected early-stage non—small-cell lung cancer
(NSCLC): Phase 3 PEARLS/KEYNOTE-091 study

M. O’Brien et al. 25110

Final Analysis: Disease-Free Survival2 After 7 Years of
Follow-Up

= b e =
ITT Population® Received Adjuvant Chemo
Pts w/ Median HR® Pts wi/ Median HRY
Event (95% Cl), mo (95% CI) Event (95% CI), mo (95% CI)
1004, Pembro 56.8% 58.7 (47.0-70.4) 0.85 1“‘3'\ Pembro 56.5% 58.7 (47.0-70.5) 0.80
90- \ Placebo  61.2% 43.3(35.0-55.6) (0.73-0.98) s0{ Y Placebo  62.3% 39.1(31.3-51.7) (0.68-0.94)
W W,
s\ _osod Ly
- 70 : H-“+ 5 B W
3 \_‘v\ " 'g 70- N
€ 60- ) T 80- L
@ T ., BYears @ Topa Y, . 6Years
@ 504 Ty Ty @ 50 dno TR iy :
.E i F‘l-\TF \*\ I-E ¥ W \
g 40- H‘m i g A Hﬂ'lﬂ_m'i
§ 304 L *ﬁ'-—Hl-l 2 304 o SPPE
L 44.0% Hi, 2 43.6% e
204 (95% €1, 39.7-48.2) 204 (95% €I, 38.9-48.1)
39.2% 38.1%
10+ (95% CI, 35.0~43.2) 10+ {95% CI, 33.7-42.5)
D L) L) 1 L] T : T L] T L] 0 T LI L LI L : 1 T L L]
0 12 24 36 48 60 T2 84 96 108 120 0 12 24 36 48 60 72 B4 96 108 120
No. at risk Time, mo No. at risk Time, mo
Pembro 590 440 368 323 283 239 150 82 21 3 0 Pembro 506 W8 M6 2T 241 204 127 51 19 3 0
Placebo 587 414 339 202 262 225 135 57 19 2 0 Placebo 504 353 285 244 219 187 113 46 14 2 0
*Par RECIST v1.1 by investigator assessmeant.
bDFS HR in the PD-L1 TPS 250% population was 0.87 (95% CI, 0.65-1.17).
<Among DFS events, new malignancy events occurred in 55 participants (9.3%) in the pembrolizumab arm and 65 (11.1%) in the placebo arm. CONOres
9Based on the multivariate Cox regression model. m -
Median time from randomization to data cutoff (January 21, 2026) was 87.7 (range, 68.6-120.1) mo.



Final analysis of adjuvant pembrolizumab (pembro) in resected early-stage non—small-cell lung cancer
(NSCLC): Phase 3 PEARLS/KEYNOTE-091 study

M. O’Brien et al. 25110

Final Analysis:

Overall Survival

ITT Population
1uu-\ EY?ars —
i W 68.5% .
" i , (95% Cl, 64 :ﬁfz 1) e
g0 B 66.4% 804
5“-“‘%114-{9, (95% Cl, 62.4-70.1)
2 T04 "111;_ : = 704
g 4 Hw‘ | % 604
a 504 i‘lﬂtﬂllil - E-‘, 504
T a0 : B 40-
£ : S
O ap- Pts w/ Median HR? O 30+
Event  (95% Cl), mo (95% CI)
201 pembro  37.1%  NR (100.5-NR) 0.98 s
o (0.81-1.18) 104
Placebo  37.3% NR (110.4-NR)  pb =0.41826
D T L T L T ; T L] L 1 D
0 12 24 36 48 60 72 84 96 108 120 0
No. at sk Time, mo Ne. at risk
Pembro 580 551 513 4TS 441 406 381 208 S0 25 o Pembro 508
Placebo 587 556 510 459 428 399 354 202 81 27 o Placebo 504

Received Adjuvant Chemo

6 Years

68.9%

(96% CI, 64.6-72.8)

b 65.4%
‘\R,__-m | 195% CI, 61.0-69.4)

et

e
: “hmmm i

i

Pts w/ Median HR®
Event  (95%Cl),mo (5% ClI)
36.4% NR (100.5-NR) 0.91
38.1% NR(103.6-NR) (0-74-1.12)

T T T T T

L 1 L]
36 48 60 T2 B4 96 108 120

Time, mo
407 a7e 350 308 176 80 21 0
lsa 362 T 297 173 [ 23 0

12.8% of participants (pembro arm) vs 29.3% (chemo arm) with PD received subsequent |0 therapy

“Based on the multivariate Cox regression model.

b0One-sided F value based on the Wald Test in the multivariate Cox regression model.
Median time from randomization to data cutoff (January 21, 2026) was &7.7 (range, 68.6-120.1) mo.

30% toxicidad G3-5
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Surgical conversion and survival outcomes after induction chemoimmunotherapy in potentially
resectable or unresectable stage Ill NSCLC: Preliminary results from the prospective phase Il study
(CTONG 1804 part 3)

Y. Pan et al. LBA65

Study Design

Induction Treatment Local Treatment Consolidation Treatment
K Treatment-naive stage\ : i = @maw Eridociia: \
I NSCLC : — Resectable — Surgery - S o o
« MDT-assessed ?D:lf_'PD-Ll . - oo tEDA urgical resection ra
potentially inhibitor + o inhibitor * 18-mo EFS in surgical
resectable/unresectable [~ g;i’}"% 2s _Ga ~ Q3W for 16 patients
r ;
* EGFR/ALK wild-type cycles | - cycles Secondary Endpoints:
- ECOG PS0-1 L. Unresectable — De:g‘g"e | « Pathological response,
N=215 ) 0S, EFS, TDDM
KAge >18 years / Or until PD or \ /
N=60 unacceptable toxicity

Statistical Analysis
* 18-mo EFS assumption: 50% (Ho) vs 68% (Hy)*; one-sided «=0.025, power=90%; 75 surgical patients / 29 events required.
= Assuming a 35% resection rate, the target enrollment was 215 patients.

TEFS assumptions informed by PACIFIC and CheckMate 816.

NSCLC, Non-small Cell Lung Cancer; EGFR, Epidermal Growth Factor Receptor; ALK, Anaplastic Lymphoma Kinase; ECOG, Eastern Cooperative Oncology Group Performance 5tatus; Chemo, Chemotherapy;
3w, once every 3 weeks; MDT, Multidisciplinary Team; cCRT, Concurrent Chemoradiotherapy; EFS, Event-Free Survival; 05, Overall Survival; TDDM, Time to Death or Distant Metastasis.

congress
Conlent of thes presentabon 1s copynght and responsibility of the author. Permmission 18 requined for re-use. mm




Surgical conversion and survival outcomes after induction chemoimmunotherapy in potentially

resectable or unresectable stage Ill NSCLC: Preliminary results from the prospective phase Il study

(CTONG 1804 part 3)
Y. Pan et al. LBA65

Study Design

Induction Treatment Local Treatment Consolidation Treatment

K Treatment-naive stage \

/P;manf Endpoints: Primary tumor, n(%)

I NSCLC : —~ Resectable — Surgery — : _
< MDT-sssessed PD-1/PD-L1 . - T « Surgical resection rate
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Statistical Analysis
* 18-mo EFS assumption: 50% (Ho) vs 68% (Hy)*; one-sided «=0.025, power=90%; 75 surgical patients / 29 events required.

= Assuming a 35% resection rate, the target enrollment was 215 patients.
MDT assessment, n(%)

TEFS assumptions informed by PACIFIC and CheckMate 816.

NSCLC, Non-small Cell Lung Cancer; EGFR, Epidermal Growth Factor Receptor; ALK, Anaplastic Lymphoma Kinase; ECOG, Eastern Cooperative Oncology Group Performance 5tatus; Chemo, Chemotherapy;
3w, once every 3 weeks; MDT, Multidisciplinary Team; cCRT, Concurrent Chemoradiotherapy; EFS, Event-Free Survival; 05, Overall Survival; TDDM, Time to Death or Distant Metastasis.
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Primary and Secondary endpoints

* Nearly half of patients underwent surgery, with 98.1% achieving RO resection and 84.8% undergoing minimally
invasive surgery; only 2 patients (1.9%) required pneumonectomy.
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Y. Pan et al. LBA65
Survival Outcomes

* 18-mo EFS remains immature; 12-mo EFS was 84.6%, 66.7% and 68.6% in the surgery, CRT and overall cohorts, respectively.
+ Consistent EFS trends were observed in overall and EORTC-defined UR llIB-IIIC local-therapy cohorts.

L; Among patients who withdrew consent, median EFS was 15.2 mo; 11 remained alive and progression-free.
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< el e S o
Conort Nievents  12-month EFS(8% CI) “I N "‘ﬁ_.\\ i ) WA
100 : Surgery 10524 B4.6%(78.0%-81.6%) i '"l_‘:-'f:_. == ——— B
Radiotherapy 60737 66.7%(55.6%.79.7%) s TN e 1
80 : ; \_‘_\
. 3=
0 : W ] I—L )
g™ .
E B0 T‘r o E H_:.‘- L ™
e [r—
2 m 5
- w
£
Overall EFS and OS
i 3 i i e g
20
10 e —— e ——
e
%a 12 24 36 48
Monihs
Patients at risk
Sungery 108 as 58 24 4] “'_-.-M- R o M"::m- 22
Radiotherapy 50 38 " a 1 ™ @
congress
Caontent of this presentation s copynght and responsibility of the author. Permission is required for re-use Data cutoff date: 22 July, 2026 @m



Neoadjuvant toripalimab plus chemotherapy with or without tifcemalimab (anti-BTLA antibody) in
potentially resectable stage lll non-small cell lung cancer (LungMate-014): A randomized, phase Il trial

H. Zhang et al. 2674R0O

LungMate-014 Study Schema

. N ) : ) Antigen presenting cell
= BTLAIs an inhibitory immune checkpoint receptor expressed predominantly — ml
on lymphocytes that regulates T-cell activation and function. BTLA TR |
. g 5 . : i bz -0-
= Tifcemalimab is a recombinant humanized anti-BTLA monoclonal antibody. -~ G =88 —'l o o
Toripalimab (240mg) plus
( ) chemotherapy with

Key inclusion criteria: " tifcemalimab (200mg)
* Aged Z18 years Safety run-in phase: (Q3W for 4 cycles)

« Histologically or cytologically Toripalimab (240mg) plus N=59
confirmed potentially

Receive surgery or Adjuvant

— chemotherapy with radiotherapy treatment

(eecinle vaos ~ UCE tifcemalimab (200mg) decided by MDT by MDT
8" edition) NSCLC N=6 Toripalimab (240mg) plus

- ECOG performance status kol chemotherapy 3 weeks after the 4-6 weeks after
of 0 or1 (Q3W for 4 cycles) last treatment the last treatment

’ N=59
* Potentially resectable NSCLC was deemed Stratified by:
resectable initially evaluated by multidisciplinary team Squamous vs. others; PD-L1 21% vs. <1% or unknown; N stage

Primary endpoint: pathological complete response (pCR) rate
Second endpoints: major pathological response (MPR) rate, objective response rate, safety, RO resection rate, event-free survival, and overall survival
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Neoadjuvant toripalimab plus chemotherapy with or without tifcemalimab (anti-BTLA antibody) in
potentially resectable stage lll non-small cell lung cancer (LungMate-014): A randomized, phase Il trial

H. Zhang et al. 2674R0O

LungMate-014 Study Schema

» BTLAis an inhibitory immune checkpoint receptor expressed predominantly
on lymphocytes that regulates T-cell activation and function.

= Tifcemalimab is a recombinant humanized anti-BTLA monoclonal antibody.

=

Key inclusion criteria:

+ Aged 218 years

« Histologically or cytologically
confirmed potentially
resectable stage Il (AJCC
8" edition) NSCLC *

« ECOG performance status
of 0or1

L9

4

* Potentially resectable NSCLC was deemed
resectable initially evaluated by multidisciplinary team

Primary endpoint: pathological complete response (pCR) rate

~

L

Safety run-in phase:

Toripalimab (240mg) plus
chemotherapy with
tifcemalimab (200mg)

Stratified by:
Squamous vs. others; PD-L1 21% vs. <1% or unknown; N stage

Toripalimab (240mg) plus
chemotherapy with
tifcemalimab (200mg)
(Q3W for 4 cycles)

N =59

Toripalimab (240mg) plus
chemotherapy
(Q3W for 4 cycles)
N=59

Antigen presenting cell .

HVEM MHC |
BTLA TCR

-

obz -0
—0- s
—{(- SHP2
T cell Fak

Receive surgery or

radiotherapy
decided by MDT

3 weeks after the
last treatment

l TCR signal

Adjuvant
treatment
by MDT

4-6 weeks after
the last treatment

Second endpoints: major pathological response (MPR) rate, objective response rate, safety, RO resection rate, event-free survival, and overall survival

Tori/chemo/tifce arm (n = 59) Tori/chemo arm (n = 59)

Age, median (IQR) 65 (60-70) 66 (61-69)
Sex, n (%)

Male 56 (94.9) 57 (96.6)

Female 3(51) 2(34)
Smoking history, n (%)

Yes 46 (78.0) 46 (78.0)

No 13(22.0) 13 (22.0)
Histology. n (%)

Squamous cell carcinoma 40 (67.8) 39 (66.1)

Adenocarcinoma 8(13.6) 8(13.6)

NSCLC-NOS* 11 (18.6) 12(20.3)
Stage, n (%) ¢

1A 39 (66.1) 40 (67.8)

s 18 (30.5) 17 (28.8)

mc 2(34) 2(34)
PD-L1 TPS, n (%)

<1% 28 (47.5) 27 (45.8)

>1% 17 (28.8) 16 (27.1)

Not available 14(23.7) 16 (27.1)

 Cormmesponding stage before treatment was determined according to the eighth edition of the American Joint
Committee on Cancer staging manual.
# NSCLC-NOS: non-small cell lung cancer not otherwise specified




Neoadjuvant toripalimab plus chemotherapy with or without tifcemalimab (anti-BTLA antibody) in
potentially resectable stage lll non-small cell lung cancer (LungMate-014): A randomized, phase Il trial

H. Zhang et al. 2574R0O

Efficacy

Pathological response in ITT population

Tor/chemoitifce arm (n = 59) Torilchemao arm (n = 58)

45 8%
80 - (27159) 40.7%
32.2% {(95% ClI, (24/58)
(19/59)  32.7-50.2) 25.4% (95% Cl, .
60 - {95% CI, (15/59) 28.1-54.3) i
20.6-45.6) {95% ClI, o
15.0-38.4) 2
40 + o
2
20+
U -
B pCR MPR

Subgroup analyses of pathological response

PD-L1 TPS Histology
35.3%
35.7% (6/17) 31.6%
801  (10/28) (g5, 259%  18.8% (6119)  325% 30.8%
(95% Cl, 142.61.7) (T127)  (318) (95% CI,  (13/40) 150%  (12/39)
60- 18.6-55.9) (95%Cl,  (95% CI, 126-566) (95% Cl, (3/20) (95% ClI,
11.146.3) 4.0456) 186491) (959 I, 17.047.6)
3.2-37.9)
404
204
0
PD-L1TPS<1% [} PD-L1TPS21% Non-squamous [ Squamous

« Surgery was performed in 67.8% (40/59) and 59.3% (35/59) of patients in the Tori/chemo/tifce arm and
Tori/chemo arm, with all achieving RO resection.

* Among patients who did not undergo surgery, local therapy was administered to 9 patients in the Tori/chemoitifce
arm (radiotherapy, n = 9) and 10 patients in the Tori/chemo arm (radiotherapy, n = 9; ablation, n = 1).

Data cut-off: July 2026
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Neoadjuvant toripalimab plus chemotherapy with or without tifcemalimab (anti-BTLA antibody) in
potentially resectable stage lll non-small cell lung cancer (LungMate-014): A randomized, phase Il trial

H. Zhang et al. 2674R0O

Survival analysis
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Survival analysis
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ctDNA clearance (CL) during neoadjuvant treatment (neoadj Tx) and its association with outcomes in
patients (pts) with resectable/borderline resectable stage 1IB-1lIB NSCLC from MDT-BRIDGE

J. Spicer et al. LBA62

MDT-BRIDGE Study Design
Global, Non-randomized, Phase 2 Study

Neoadjuvant period A Neoadjuvant period B

MDT Durvalumab +
Durvalumab + reassessment investigator’s choice
investigator’s choice Restaging/ of platinum-based CT
of platinum-based CT optional Q3W for 1-2 cycles
Q3W for 2 cycles pathologic
confirmation  [INTeeTToe ]

c1D1 Pre-CRT Pre-surgery Additional post-surgery
(Baseline) C2D1 End of C2 (after 2 cycles of D + CT) (after 34 cycles of D + CT)*  ctDNA analysis is planned

Adjuvant/
consolidation period

Baseline MDT
resectability

Durvalumab
monotherapy
Q4W for 12 cycles

assessment
(resectable or
borderline resectable)

Tissue collection Plasma collection timepoints

timepoints for neoadjuvant ctDNA analysis Primary endpoint: Resection rate, the proportion of all patients (FAS) who underwent definitive surgery

Key inclusion criteria and stu uirements + Key secondary endpoints: Resection rate by baseline MDT resectability; ORR; pCR; EFS; PFS,; safety;

+ Aged =18 years and previously untreated and ctDNA clearance from baseline (pre-treatment) to pre-surgery/pre-CRT

j ;?e'ft:b?llﬂg;: Tlfg_ﬂmg ;essgftg ?ﬁgggﬁg;{:ﬁm} »  ctDNA clearance from baseline to all neoadjuvant timepoints was assessed in evaluable patients using the
EGFRIALK wild type (per local test) tumor-informed Foresight CLARITY™ custom assay (LoD95: <1 ppm variant allele fraction [VAF])

- After whole genome sequencing (WGS) of tumor tissue and paired germline blood samples, a personalized

Atioed el el It N sviously ircistend set of up to 5000 tumor-specific targets, including phased variants, was used to analyze ciDNA

Pre-operative RT not allowed

« WHO/ECOG PS 01

“Bxcluding patients who switched to CRT, 421112 (37 5%) deemed resectable at MDT reassessment completed 4 cycles. AJCC, Amencan Jont Committee on Cancer, CXDX, cyde X day X, D, durvalumab, ECOG, Eastern Cooperative Oncology Group; EFS,
event-free survival, FAS, full analysis set (i.e , all patients who received 21 dose of study intervention), LoD95, 95% limil of detection, ORR, objective response rate, pCR, pathological complete response, PES, progression-iree survival, PS, performance: status
ppm, parts per million; XW once every X weeks; RT, radsotherapy, WHO, World Health Organization 1 Amin MB, et al AJCC Cancer Staging Manual 8th ed NY, NY- Spanger. 2017

Analisis de ctDNA basados en 107
pacientes con ensayos desarrollados
mediante secuenciacion del genoma
completo (WGS) de tejido de cribado
no tratado previamente (freatment-
naive) para evitar el sesgo de
seleccion.



ctDNA clearance (CL) during neoadjuvant treatment (neoadj Tx) and its association with outcomes in
patients (pts) with resectable/borderline resectable stage 1IB-1lIB NSCLC from MDT-BRIDGE

J. Spicer et al. LBA62

Neoadjuvant period A Neoadjuvant period Bf

100
10 !
I [
[ , % || l & ctDNA detection
0.1 4 'l E @ Negative
w00 ; e ! Positive ’
g L £ ctDNA clearance from baseline*
000 10 E.
00001 ' ' s w 100 4
i g
000004 01
Mot detected - - J Mot detected
c101 can1 End of C2 Pre-surgerylpre-CRT
(Baseling)
#
CtDNA detected, Nt (%) | 105/106 (99.1) 96/104 (92.3) 56/79 (70.9) 57/91 (62.6) g
Median VAF, % (ppm)" 0.3339 (3,339) 0.0152 (152) 0.00779 (77.9) 0.00901 (90.1) 8
Mean, % 2648 0.432 0332 0.885 g
Range, % 0.00265-33.8 0.000109-15.9 0.00006-7.59 0.000046-26.4 S
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50 o
61 1321
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5 201
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B Clearance ™ Non-clearance Resectable Borderline Resectable Unresectable Surgery CRT

resectable
W Initlal MDT assessment = MDT reassessment W Local treatment




ctDNA clearance (CL) during neoadjuvant treatment (neoadj Tx) and its association with outcomes in
patients (pts) with resectable/borderline resectable stage 1IB-1lIB NSCLC from MDT-BRIDGE

J. Spicer et al. LBA62
Association of ctDNA Clearance at Pre-surgery/pre-CRT with Preliminary EFS and PFS (ctDNA BEP)*

. Among resected patients, none with pre-surgery ctDNA clearance had an EFS event, while 12-month EFS
in patients without clearance was 88.9%

. Among CRT-treated patients, only one with pre-CRT ctDNA clearance had a PFS event (after 12 months), while
12-month PFS in patients without clearance was 77.5%, although patient numbers were small

EFS (resected patients) PFS (CRT-treated patients)t

ctDNA clearance Non-ctDNA clearance ctDNA clearance Non-ctDNA clearance
No. events / no. patients (%) 0/28 (0) 5140 (12.5) No. evenls / no. patients (%) 1/4 (25.0) 5186 (31.3)
100% 100%
1.00 4 —_— —— c o PR, - » H 100 i
i : 1 L = L]
ﬁ b — e e b JI : |
:| 2 S 77.5% (95% CI, 44.8-92.3)
0.75 i 07s s g i
B8.9% (95% CI, 72.8-85.7) i
w 1 w :* ;
& i & H
I i "21 H
£ 0s0 ! £ &0 1
5 i 2 : L—
i &S [
i ; & i
025 ! 026 i
I L]
i i
| |
] L]
0.00 l o.o0 =
1 1]
0 3 ] ] 12 15 o 3 ] 9 12 15
s, ol vk Tima from first dose (months) Mo, o risk Tima from first doss (months)
Clearance 28 28 26 18 10 2 Clearance 4 4 3 3 2 0
Mo clegrance 40 40 a5 2% 1 1] MNon-clesraoe 16 14 11 T ] 1



NeoCOAST-2: Association of ctDNA clearance with clinical outcomes in a global platform phase 2
perioperative trial

T. Cascone et al. 4244R0O
NeoCOAST-2: EFS, ctDNA, and updated safety data

» ctDNA clearance after neoadjuvant chemoimmunotherapy is associated with pPCR/MPR and survival outcomes.'-3
- In AEGEAN, ctDNA clearance before surgery was associated with pCR and longer EFS.4-®

» The NeoCOAST-2 primary analysis demonstrated promising pCR/MPR rates and manageable safety.’

Neoadjuvant therapy Adjuvant therapy
(every 3 weeks, four cycles) for £1 year
7y N
Lo Pl D | R b+CT Durvalumab + Outcomes
Key eligibility criteria [ urvaluma olecluma e kimah
+ Resectable ¢ » First report of EFS!
> Safety and * ctDNA clearance
ol e Durvalumab + monalizumab + CT % ::::::;::12; efficacy « EFS by ctDNA clearance
@ follow-up and pathological response

+ Updated safety data
Arm 4 p ty

* Previously untreated

Durvalumab + Dato-DXd + Pt
(N=54)

Durvalumab

Drata cutoff for ctDMA/safety: 14 Ocl 2025
Dala cutofl for EFS. 25 March 2026

i ) H
U CIDNA assessment | E Baseline HG3D1 (pre-dose) U Pre-surgery ﬁPost-surgew F----- Analysed using the GRAIL Portrait™ Assay®
i

ctDNA clearance at C3D1 was defined as ctDNA detected at baseline and undetected at C3D1

~Siratifed by PO-L1 siatus (< 1% versus =1%). "Within 40 days of the last dose of necadpvant ferapy. TAfter ine opporiunsty to complete 224 mondhs of foliow-up in all patients. induding ihe opporiunity to complete adjuvant iherapy.

biDiMA was analysad using the umour-agnostic methylabon-based GRAIL Portrait Assay (GRAIL. nc, Sumnyvale, CA) with a proprietary NSCLE classifer for ciDiNA deteciion

AJCC, American Joinl Commifies on Cancer, ALK, anaplasic ymphoma knase, C301, Cyoie 3 Day 1, CT, pasnum-goubie! chemaotieragy . clDNA, circulaiing lumour DNA; Daio-DXd, daopatamal denpdecan, ECOG PS5, Easiem Cooperative Oncoiogy
Group parformance status; EFS, event-free survival EGFR, epidemial growih tactor receplor; MPR, major pathological response; pCR. pathological complete response; POWL1, programmed cell death kgand-1; Pt single-agent platinum chemotherapy

1. Chaudhuri AA, et al Cancer Discov 20177 1394403, 2 Moding EJ, ef al Mat Cancer 2020.1 176-83. 3 Cascone T. el a. Nalure 2026, doi. 10.10038541586.026- 109256, 4. Reck M, &1 al Ann Oncol 2024 35:Abstract LEA4S. § Gale D. et al Cancer
Res 2024 84(7_suppl) Absiract CT238 & Heymach J, el al. Ann Oneol 202536 Absiract LEBATO, T Casoone T et al el Med 202531 2TEE-56. 8 e E e 8l Ann Dncal 2027,321167-T7

MCUIHJFESS




NeoCOAST-2: Association of ctDNA clearance with clinical outcomes in a global platform phase 2

perioperative trial
T. Cascone et al. 4244R0O

NeoCOAST-2: 24-month EFS rates

Arm 1: Durvalumab + oleclumab + CT

Arm 2: Durvalumab + monalizumab + CT

Arm 4: Durvalumab + Dato-DXd + Pt

EFS events, n/N (%) 20/74 (27.0)

Median follow-up in censored

patients (range), months RGN

g

2

3

24-month EFS rate:
70.5% (95% CI: 57.9-80.0)

£

Probability of event-free survival (%)
=

0" -T T T T T T T T 1 T T T T 1
0 3 6 9 121518 21 24 27 30 33 36 39 42 45
Time from randomisation (months)

Number of patients at risk
74 70 62 59 55 51 49 39 37 26 25 8 6 O O O

EFS events, n/N (%) 17170 (24.3)

Median follow-up in censored
patients (range), months 25.8(1.042.2)

100

o :
24-month EFS rate:
73.7% (95% CI: 63.4-84.4)

40

20

Probability of event-free survival (%)

ot
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time from randomisation (months)
Number of patients at risk
70 B6 61 55 54 52 49 40 38 24 21 9 6 2 2 O

Data maturity ranged from 20.4% to 27.0%.

Data cutoll 25 March 2026 Analysis conducted according 10 Investigalon assessmenl i e miTT population, which comgeised af randomisad patients with confirmed NSCLC WMSlolagy who recened al keast one 0ose of any sludy ireatrmen

i, configence inferval, miTT, modiled inteniion-in-reat

EFS events, n/N (%) 11/54 (20.4)

Median follow-up in censored

patients (range), manths 23.8 (2.8-29.0)
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24-month EFS rates were numerically higher in patients
with versus without ctDNA clearance at neoadjuvant C3D1

Arm 1: Durvalumab + oleclumab + CT
HR 0.17 (95% CI: 0.05-0.61)

Arm 2: Durvalumab + monalizumab + CT
HR 0.22 (95% CI: 0.06-0.80)

Arm 4: Durvalumab + Dato-DXd + Pt
HR 0.25 (95% CI: 0.06—1.00)

24-month EFS rate:
87.2% (95% CI: 65.0-95.7)
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NeoCOAST-2: Association of ctDNA clearance with clinical outcomes in a global platform phase 2
perioperative trial
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Both ctDNA clearance at neoadjuvant C3D1 and pCR/MPR
were associated with prolonged EFS in a pooled analysis*

EFS according to ctDNA clearance at C3D1 and pCR status EFS according to ctDNA clearance at C3D1 and MPR status
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The HR for experiencing an EFS event in the pooled analysis* was:
0.10 (95% CI: 0.02-0.42) for patients with ctDNA clearance at C3D1 and pCR versus patients with neither.
0.10 (95% CI: 0.04-0.28) for patients with ctDNA clearance at C3D1 and MPR versus patients with neither.
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Conclusiones

 Consolidacion del estandar perioperatorio e independencia de biomarcadores clasicos.
» ¢ Perioperatorio vs neoadyuvancia?
* Nuevos estudios de adyuvancia tras neoadyuvancia y cirugia en marcha (anti TROP2,
vacunas mRNA)
* Elvalor critico del Comité Multidisciplinar (MDT) en la enfermedad "Borderline”

* La proxima frontera terapéutica: Nuevas combinaciones.

 ElctDNA como brujula dinamica para la toma de decisiones.



HeWER



	Número de diapositiva 1
	Tratamiento perioperatorio y cáncer de pulmón localmente avanzado 
	Tratamiento perioperatorio y cáncer de pulmón localmente avanzado 
	Toripalimab plus chemotherapy as perioperative treatment for resectable stage II or III non-small cell lung cancer (NSCLC): Final analysis of the phase 3 Neotorch study �
	Toripalimab plus chemotherapy as perioperative treatment for resectable stage II or III non-small cell lung cancer (NSCLC): Final analysis of the phase 3 Neotorch study �
	Toripalimab plus chemotherapy as perioperative treatment for resectable stage II or III non-small cell lung cancer (NSCLC): Final analysis of the phase 3 Neotorch study �
	Association of biomarkers with efficacy in the phase 3 KEYNOTE-671 study of perioperative pembrolizumab (Pembro) plus neoadjuvant chemotherapy (Chemo) in early-stage non–small-cell lung cancer (NSCLC)
	Association of biomarkers with efficacy in the phase 3 KEYNOTE-671 study of perioperative pembrolizumab (Pembro) plus neoadjuvant chemotherapy (Chemo) in early-stage non–small-cell lung cancer (NSCLC)
	Association of biomarkers with efficacy in the phase 3 KEYNOTE-671 study of perioperative pembrolizumab (Pembro) plus neoadjuvant chemotherapy (Chemo) in early-stage non–small-cell lung cancer (NSCLC)
	Association of biomarkers with efficacy in the phase 3 KEYNOTE-671 study of perioperative pembrolizumab (Pembro) plus neoadjuvant chemotherapy (Chemo) in early-stage non–small-cell lung cancer (NSCLC)
	Association of biomarkers with efficacy in the phase 3 KEYNOTE-671 study of perioperative pembrolizumab (Pembro) plus neoadjuvant chemotherapy (Chemo) in early-stage non–small-cell lung cancer (NSCLC)
	Final analysis of adjuvant pembrolizumab (pembro) in resected early-stage non–small-cell lung cancer (NSCLC): Phase 3 PEARLS/KEYNOTE-091 study
	Final analysis of adjuvant pembrolizumab (pembro) in resected early-stage non–small-cell lung cancer (NSCLC): Phase 3 PEARLS/KEYNOTE-091 study
	Final analysis of adjuvant pembrolizumab (pembro) in resected early-stage non–small-cell lung cancer (NSCLC): Phase 3 PEARLS/KEYNOTE-091 study
	Tratamiento perioperatorio y cáncer de pulmón localmente avanzado 
	Surgical conversion and survival outcomes after induction chemoimmunotherapy in potentially resectable or unresectable stage III NSCLC: Preliminary results from the prospective phase II study (CTONG 1804 part 3) 
	Surgical conversion and survival outcomes after induction chemoimmunotherapy in potentially resectable or unresectable stage III NSCLC: Preliminary results from the prospective phase II study (CTONG 1804 part 3) 
	Surgical conversion and survival outcomes after induction chemoimmunotherapy in potentially resectable or unresectable stage III NSCLC: Preliminary results from the prospective phase II study (CTONG 1804 part 3) 
	Surgical conversion and survival outcomes after induction chemoimmunotherapy in potentially resectable or unresectable stage III NSCLC: Preliminary results from the prospective phase II study (CTONG 1804 part 3) 
	Neoadjuvant toripalimab plus chemotherapy with or without tifcemalimab (anti-BTLA antibody) in potentially resectable stage III non-small cell lung cancer (LungMate-014): A randomized, phase II trial
	Neoadjuvant toripalimab plus chemotherapy with or without tifcemalimab (anti-BTLA antibody) in potentially resectable stage III non-small cell lung cancer (LungMate-014): A randomized, phase II trial
	Neoadjuvant toripalimab plus chemotherapy with or without tifcemalimab (anti-BTLA antibody) in potentially resectable stage III non-small cell lung cancer (LungMate-014): A randomized, phase II trial
	Neoadjuvant toripalimab plus chemotherapy with or without tifcemalimab (anti-BTLA antibody) in potentially resectable stage III non-small cell lung cancer (LungMate-014): A randomized, phase II trial
	Neoadjuvant toripalimab plus chemotherapy with or without tifcemalimab (anti-BTLA antibody) in potentially resectable stage III non-small cell lung cancer (LungMate-014): A randomized, phase II trial
	ctDNA clearance (CL) during neoadjuvant treatment (neoadj Tx) and its association with outcomes in patients (pts) with resectable/borderline resectable stage IIB–IIIB NSCLC from MDT-BRIDGE
	ctDNA clearance (CL) during neoadjuvant treatment (neoadj Tx) and its association with outcomes in patients (pts) with resectable/borderline resectable stage IIB–IIIB NSCLC from MDT-BRIDGE
	ctDNA clearance (CL) during neoadjuvant treatment (neoadj Tx) and its association with outcomes in patients (pts) with resectable/borderline resectable stage IIB–IIIB NSCLC from MDT-BRIDGE
	NeoCOAST-2: Association of ctDNA clearance with clinical outcomes in a global platform phase 2 perioperative trial
	NeoCOAST-2: Association of ctDNA clearance with clinical outcomes in a global platform phase 2 perioperative trial
	NeoCOAST-2: Association of ctDNA clearance with clinical outcomes in a global platform phase 2 perioperative trial
	NeoCOAST-2: Association of ctDNA clearance with clinical outcomes in a global platform phase 2 perioperative trial
	Conclusiones
	Número de diapositiva 33

