Estadios Iniciales

NovedadeS vy enfermedad

& Glaves localmente

en CANCER avanzada
de PULMON

2024 Eider Azkona Uribelarrea

H? Universitario Cruces (Vizcaya)

U Bristol Myers Squibb’ Johnson&dJohnson




INDICE

* Tratamiento neoadyuvante.
* Tratamiento perioperatorio.
* Tratamiento adyuvante.

* Estadios irresecable.

* Conclusiones.

lung cancer
rasearch




TRATAMIENTO NEOADYUVANTE

1. CheckMate 816.
2. Relatlimab.
3. POTENTIAL.

4. NEOSTAR 'y CA209-159.

lung cancer
rasearch




Neoadjuvant nivolumab (NIVO) + chemotherapy (chemo) vs chemo in patients (pts) with
resectable NSCLC: 4-year update from CheckMate 816. ASCO 2024. J.Spicer

100 -4 SLE: 43,8 vs.18,4 m
80- HR 0,66 [0,49-0,90] * EIB-IllA resecable; EGFR y ALK —
n=358
~ 60+ e, iy - 53% 0 .
: S Pt NWOschemol o Nivolumab + QT vs. QT < 1Q
. 4% aewe] e
20- é | Chemo
0 . | | . . i ; ; . . . )
0 6 12 18 24 30 36 42 48 54 60 66 72 I
Months from randomization
B0+
P : NIVO + chemo
% 60 {14'5.;-; ;EH-——;...,___H‘H
3 m Lhemo
SV:NR vs. NR
20+
HR 0,71 [O 47 1 07]
NEOADYUVANCIA Uﬂ b IE 13 24 3(: 36 42 43 54 {:'D ﬁlﬁ ?E ?E




OA01.05 - LBA1532: Neoadjuvant Nivolumab with or without Relatlimab in Resectable
NSCLC: additional analysis and extended follow-up. WCLC 2024. Cuppens K, et al.
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OA01.05 - LBA1532: Neoadjuvant Nivolumab with or without Relatlimab in Resectable
NSCLC: additional analysis and extended follow-up. WCLC 2024. Cuppens K, et al.
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OA01.05 - LBA1532: Neoadjuvant Nivolumab with or without Relatlimab in Resectable
NSCLC: additional analysis and extended follow-up. WCLC 2024. Cuppens K, et al.
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OA01.05 - LBA1532: Neoadjuvant Nivolumab with or without Relatlimab in Resectable

NSCLC: additional analysis and extended follow-up. WCLC 2024. Cuppens K, et al.
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1207M0O -Neoadjuvant nivolumab monotherapy for high-risk clinical stage | non-small cell
lung cancer: a phase 2 POTENTIAL study. ESMO 2024. Tsutaniy.
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1207M0O -Neoadjuvant nivolumab monotherapy for high-risk clinical stage | non-small cell
lung cancer: a phase 2 POTENTIAL study. ESMO 2024. Tsutaniy.
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1209M0 -Neoadjuvant nivolumab and nivolumab plus ipilimumab in resectable non-small
cell lung cancer: Combined analysis of 5-year outcomes from NEOSTAR and CA209-159.
ESMO 2024. Reuss JE, et al.
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1209M0 -Neoadjuvant nivolumab and nivolumab plus ipilimumab in resectable non-small
cell lung cancer: Combined analysis of 5-year outcomes from NEOSTAR and CA209-159.
ESMO 2024. Reuss JE, et al.
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1209M0 -Neoadjuvant nivolumab and nivolumab plus ipilimumab in resectable non-small

cell lung cancer: Combined analysis of 5-year outcomes from NEOSTAR and CA209-159.
ESMO 2024. Reuss JE, et al.
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TRATAMIENTO PERIOPERATORIO

NADIM.

AEGEAN.

NEOCOAST-2.

lvonescimab.

KEYNOTE-671.

CheckMate 77T.

CheckMate 77T vs CheckMate 816.
ALNEO-GOIRC-01-2020

Survival outcomes and pathological response after chemoimmunotherapy in
resectable NSCLC: an individual patient data meta-analysis.
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5-Year Clinical Outcomes of Perioperative Nivolumab and Chemotherapy in Stage 11l NSCLC

(NADIM trial). WCLC 2024, M. Provencio.
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5-Year Clinical Outcomes of Perioperative Nivolumab and Chemotherapy in Stage 11l NSCLC
(NADIM trial). WCLC 2024, M. Provencio.

e CNMP EIllIA resecable (AJCC 72 Ed), EGFR y ALK -
e CBDCA-Taxol + Nivolumab x 3¢ = 1Q = Nivolumab x1 afo

Progression-free Survival (ITT)

NADIM Patient baseline

100
© Bﬂ“\_l_l_\_\\lﬁ—
2
E 60
w
I=
g 41 SLP: 65%
Q
& 2090 SLP:75,8%
0 | | 1 1 1
0 12 24 36 48 60
PFS (months)
N? at risk
46 43 37 34 30 30

Overall Survival (ITT)

100+
™ Bﬂ—_‘_‘_l_lq]_'_\ﬁ‘_lﬁ
=
E 60—
w
)
§ 04 SV:69,3%
o
o 20- SLP: 82,2%
0 1 1 1 1 1
0 12 24 36 48 60
OS (months)
N® at risk

46 45 42 37 32 3

characteristics N=46(ITT)
Age (median, range) 63(41-77)
Co-maorbidities, N (%) 43 (93.5)
N2 33 (89.2)
Multiple station 25 (75.8)
genizado o :}.
e

PERIOPERATORIO




5-Year Clinical Outcomes of Perioperative Nivolumab and Chemotherapy in Stage 11l NSCLC

(NADIM trial). WCLC 2024, M. Provencio.
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5-Year Clinical Outcomes of Perioperative Nivolumab and Chemotherapy in Stage 11l NSCLC

(NADIM trial). WCLC 2024, M. Provencio.
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Perioperative Durvalumab for Resectable NSCLC. Updated Outcomes from the Phase 3
AEGEAN Trial. WCLC 2024. JV. Heymach.

Study population
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(stage IIA-IIIB[N2]; AJCC 8t ed) Q3W for 4 cycles QAW for 12 cycles
* Treatment-naive

¢« ECOGP50o0r1

Durvalumab 1500 mg IV

Randomization stratified by:

pCR/MPR
assessment

»Disease stage (Il vs lll)
»PD-L1 expression (21% vs <1%)

¢ Lobectomy, sleeve resection, or

bilobectomy as planned surgery* Placebo IV +

Placebo IV
: ) ; T :
* Confirmed PD-L1 status platinum-based CT QAW for 12 cycles

* No documented EGFR/ALK N=3“_2 Q3W for 4 cycles
aberrations* randomized

DURVALUMAB PLACEBO
Completan 4c neoad 86,9% 88,5%
1Q 77,6% 76,7%
RO 94,7% 91,3% T
GecCP
PERIOPERATORIO Completan adyuv 68,6% 63,7% o




Perioperative Durvalumab for Resectable NSCLC. Updated Outcomes from the Phase 3
AEGEAN Trial. WCLC 2024. JV. Heymach.
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Perioperative Durvalumab for Resectable NSCLC. Updated Outcomes from the Phase 3
AEGEAN Trial. WCLC 2024. JV. Heymach.
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Perioperative Durvalumab for Resectable NSCLC. Updated Outcomes from the Phase 3
AEGEAN Trial. WCLC 2024. JV. Heymach.
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LBA49 -Associations of ctDNA Clearance during Neoadjuvant Treatment with Pathological
Response and Event-free Survival (EFS) in Patients with Resectable NSCLC: Expanded
Analyses from AEGEAN. ESMO 2024. Reck M, et al.

e ctDNA+ basal (89,6%): 100% pCR y 93% con MPR aclaran ctDNA para el ciclo 4.

=283, El No aclarar ctDNA puede identificar aquellos con menor probabilidad de pCR.

0. _EFS_| 0. 0S|
[varm (ctDNA CL) P
Vi D am {ciDNA CL)
w 0.75- 0.754 el
& arm (ctDNA CL) & . PBO amn (ctDNA CL)
5 y i '“ﬁﬂﬁ%'*
Z 050 o T, D2 (No ctDNA CL) Z pspl PBO = (Mo ctDNA CL}
3 L T | 2 L4+
s - PR, E D arm (Mo ciDNA CL)
8 PBO am (Mo ciDNA CL) g
L 0254
.m+—r—T——Tr—rTrTrrrr T T T T T T T T T pwt+——rrr+TTrr—TT—7 T T T T T T T T
0 3 6 9121510 A 24 27 30 33 36 35 42 45 48 51 54 57 60 O 3 6 9 1215182124 27 30 33 36 39 42 45 48 51 54 57 &0
Time from randomisation (months) Time from randomisation {months)
No. at risk No. at risk
Dam (ciONAGL) 4140373532 31 31302921211494139 7 1 0 0 0 0 Dam ictONAGL) 41 41 38 37 37 37 363636 32 6 2210181714 8 6 3 3 D
PBOam (cDMACL) 27 2625232219 1917171211 7 6 5 4 1 0 0 0 0 0 PBOam(ctDNACL) 27 26 26 26 26 26 26 24 2321 21 1613 9 7 6 4 2 1 0 O
Dam(NociDNACL) 80 V361 5147 4240 P 36 333221913108 1 1 1 1 0 DamiNoctDNACGL) 80 79 73 72 69 R3GB G5 54 52 47T 3292014129 5 2 1 0
PECam (Mo elDNACL) 2 A5 674530 34 M 32 3 252521201311 B 3 2 2 2 0 PBOam(MoctDNACL) 92 92 B2 77 TI B GT 63 60 58 50 46 36 2021 18 14 11 4 2 D
Organizado poe
| pam | peoam M |  Dam |  PBOam | o
EFS HR for ciDNA CL va No ctDMA CL 0.30 (95% CE 012-0.71) 053 (85% CI: 0.27-102) 05 HR for ctDNA CL va No etDNA CL 032 (95% CI: 014-072) 061 (95% CI: 0.28-131) Gecp
EF& HR for the D ve PBO arm {ctDNA CL) 0.31 (95% CL 0.11-0.85) - 0% HR for the D vs PEO am (ctDNA CL) 0.55(85% Cl: 0,201 62 - e
EFS HR forthe D vs PBO arm (No ctDNA CL) 082 (85% CE 0.40-0 87 = 0% HR for the D vs PEQ am (No ctDNA CL) 107 (95% Cl: 0.68-1 69) = IR




NeoCOAST-2: Efficacy and Safety of Neoadjuvant Durvalumab (D) + Novel Anticancer
Agents + CT and Adjuvant D XNovel Agents in Resectable NSCLC. WLCLC 2024. T. Cascone.

Neoadjuvant for Adjuvant for
4 cycles Q3W up to 1 year

Arm 1: Oleclumab + durvalumab
+ platinum-doublet CT

Oleclumab + durvalumab

Key eligibility LS -
criteria Arm 2: Monalizumab + durvalumab
+ platinum-doublet CT" - Monalizumab + durvalumab
« Stage IIA-1IIB (N=72) E Safety and
resectable NSCLC R — 80 efficacy
(AJCC 8™ edition) ) N B follow-up
Stratification by

« EGFR/ALK wild-type
* ECOGPSOorl

PD-L1TPS

1% vs >1%
(<1% vs 21%) Arm 4: Dato-DXd + durvalumab

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

Obj 1°: pCR y seguridad Bai
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NeoCOAST-2: Efficacy and Safety of Neoadjuvant Durvalumab (D) + Novel Anticancer

Agents + CT and Adjuvant D XNovel Agents in Resectable NSCLC. WLCLC 2024. T. Cascone.

100 =

pCR and mPR rate (%)
e (=) ] 23]

[
o

pCR

mITT" 100 -
N=60

80 -

45.0% 60

mPR

40 -

20 +

mITT 100 -
N=60
80 -
53.3%
60 -

pCR mPR

40 -

20 +

Arm 1 Arm 2 Arm4
Oleclumab + durvalumab + CT Monalizumab + durvalumab + CT Dato-DXd + durvalumab + CT

mITT"
N=44

65.9%

PCR mPR

PERIOPERATORIO
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NeoCOAST-2: Efficacy and Safety of Neoadjuvant Durvalumab (D) + Novel Anticancer
Agents + CT and Adjuvant D XNovel Agents in Resectable NSCLC. WLCLC 2024. T. Cascone.

Arm1l Arm 2 Arm 4
Oleclumab + durvalumab + CT Monalizumab + durvalumab + CT Dato-DXd + durvalumab + CT
Overall pCR = 20.0% Overall pCR = 26.7% Overall pCR = 34.1%
50 -
41.29%
(7/17)
40 35.0%
32.0% i {?"1’20]
—_ (8/25) 30.0%
6/20
S 30 . (6/20) 25.0% PD-L1 TPS <1%
S (3/12)
e 17.6% B PD-L1TPS 1-49%
& 20 - (3/17) 15.0%
~ (3/20) Bl PD-L1TPS = 50%
10 +
0
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NeoCOAST-2: Efficacy and Safety of Neoadjuvant Durvalumab (D) + Novel Anticancer
Agents + CT and Adjuvant D £Novel Agents in Resectable NSCLC. WLCLC 2024. T. Cascone.

SEGURIDAD
| | Oleclumab + Durvalumab + CT | | | Monalizumab+ Durvalumab + CT |
EA>G3 23 (31,1%) 2 (4,3%) EA>G3 21 (29,6%) 5(12,5%)
Stop x EAs 6 (8,1%) 3(6,5%) Stop x EAs 9(12,7%) 3(7,5%)
1Q 92,2% (RO 94,5%) 1Q 92,1% (RO 96,2%)
| | Dato-DXd + Durvalumab + CT |
EA>G3 10 (18,5%) 0
Stop x EAs 4 (7,4%) 0 TS
GecCP
o 0 lung cancer
PERIOPERATORIO Q 95,8% (RO 89,7%)




A Phase Il Study of Perioperative lvonescimab Alone or Combined with Chemotherapy in
Resectable Non-Small Cell Lung Cancer. WCLC 2024. C.Wang

Neoadjuvant treatment Surgery Adjuvant treatment
. 6 O (Within 4-6 weeks (Start within 3-8 weeks
n= post-neoadjuvant treatment) after surgery)

N n=11

Key Eligibility Criteria Cohort 1

N

» Resectable NSCLC (stage II- |
[TIIB[N2]. AJCC 8t

RO: 10
Ivonescimab 20mg/kg Sur Ivonescimab 20mg/kg
vy A c urgery ) <
Q3W. 3-4 cycles - Q3W. 16 cycles

H

» No prior anticancer therapy

* EGFR/ALK wild type Cohort 2 ( Ivonescimab 20mg/kg Ivonescimab 20mg/kg
« ECOG PS 0-1 > or 30mg/kg + CT* Surgery or 30mg/kg
\ / n=49 L Q3W. 3-4 cycles Q3W. 16 cycles
RO: 39
*Chemotherapy: Cisplatin/Carboplatin + Paclitaxel
* Obj 1°: mPR y seguridad. Gecﬁ
. Obj 2°: pCR, SLE, SV, TRy RO.

PERIOPERATORIO




A Phase Il Study of Perioperative lvonescimab Alone or Combined with Chemotherapy in

Resectable Non-Small Cell Lung Cancer. WCLC 2024. C.Wang

Cohorte 1 Cohorte 2
MPR 60% 71,8%
pCR 30% 43,6%
SLP NR NR
SLP 12m 81,8% 80,3%
TR 81,8% 81,6%
DCR 90,9% 95,9%
NO IQ x EAs 0 0
PERIOPERATORIO
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Association of Pathologic Regression With Event-Free Survival in the KEYNOTE-671 Study
of Perioperative Pembrolizumab for Early-Stage NSCLC. WCLC24. DR. Jones

Surgery per Local

Meocadjuvant Phase Standards® Adjuvant Phase
Performed <20 wk after Started 4-12 wk after surgery
1st neoadjuvant dose
Pembrolizumab 200 mg IV Q3W (4-8 wk after last dose if
Key Eligibility Criteria + <4 neoadjuvant cycles)

.18y Cisplatin and GemcitabineP Pembrolizumab 200 mg IV Q3W

or
= Pathologically confirmed, resectable Cisplatin and Pemetrexed®

e

t I, A, or lIB (N2) NSCLC —
z:rgﬁdéc v8 orfis 89 for up to 4 cycles n= 320 (80, 60/0)

for up to 13 cycles (19 mo)

* No prior therapy
- Able to undergo surgery Placebo IV Q3W

+
* Provision of tumor sample for Cisplatin and Gemcitabine®
PD-L1 evaluation®

or

! sy
« ECOGPSODor1 Cisplatin and Pemetrexed®

for up to 4 cycles n= 300 (75%)

Placebo IV Q3W

for up to 13 cycles (09 mo)

PERIOPERATORIO
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Association of Pathologic Regression With Event-Free Survival in the KEYNOTE-671 Study
of Perioperative Pembrolizumab for Early-Stage NSCLC. WCLC24. DR. Jones

EFS
0-<5%: HR 0,58 [0,27-1,23] >5-<30%: HR 0,73 [0,38-1,38] >30-<60%: HR Q,65 [0,45-0,94]

100+ 100- 100+

90- | 90- " 901
. 801 : 80 < 80-
ES 24-mo rate (95% CI) R : = 70
< 704 90.8% (83.1%-96.1%) = 704 g
= 83.3% (66.6%~92.1%) g T " % 60d
2 60 - S 604 . L >
u:'j 36-mo rate (95% CI) 03., 24-mo rate (95% CI) : (2] 50
o 501 83.0% (72.4%-89.8%) o 50- 74.7% (61.5%—83.9%) 9 g
o 75.9% (57.2%~87.3%) o 62.5% (45.3%~75.7%) B ————— o 40- .
Y 40 - &L 404 36-mo rate (95% CI) £ 24-mo rate (95% Cl)
< c 61.8% (47.2%~73.4%) S 304 62.1% (51.6%~70.9%)
I.I>J 301 u>J 30+ 59.0% (41.5%-72.9%) u>j 46.2% (36.5%~55.3%) :

20 20- 201 36-mo rate (95% CI)

54.7% (43.6%—64.4%)
10+ 10 107 38.0% (28.2%—47.7%)
0 T T T T T T T T T T 0 T T T T T T T T T . 0 T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
>60%: HR 0,90 [0,60-1,36
o " J J b}
1004
%RVT: Pembro vs. placebo: 29.5 vs. 52%
0 [ ] [ ] [ ] 0

804
ﬂ.{
= 704
=
e 601
@
o 501
o . .
L 404 : HERTR! ] | )
E B Organizado poe:
¢ 3041 : : 1
W 20 24-mo rate (95% CI) :

b 40.2% (27.0%~53.0% ) S T—
34_3&1/: 225_50/:_44_30/3 36-mo rate (95“{'0 C” G e C p
10- 37.7% (24.6%-50.7%)
29.1% (20.0%-38.9%) hg canecer
0 T T T T

0 é 1I2 1‘8 2I4 30 36 42 48 5‘4 6'0 PERIOPERATORIO




LBA50 - Perioperative nivolumab (NIVO) vs placebo (PBO) in patients (pts) with resectable
NSCLC: clinical update from the phase 3 CheckMate 77T study. ESMO 2024. M. Provencio.

(Spicer JD)

Key eligibility criteria

* Resectable, stage llA (> 4 cm)-IIB (M2) NSCLC
{per AICC Bth edition)

* Ho pricr systemic anti-cancer treatment

N =461

NIVO 360 mg Q3W

chemo® Q3W
(up to 4 cycles)

Surgery

NIVO 480 mg Q4W

(up to 13 cycles)

Neoadjuvant Heoadjuvant Adjuvant Disgase
» ECOG PS D1 C1D1 treatment cumpletlun CI[H capl 701 C13p1  recurrence
* Ho EGFR mutations/known ALK translocations ® - - - - —
ctDHA assessment scheduler
Stratified by
histology (NSQ vs 5Q), disease stage (Il vs lll), PBO QiW
and tumor PD-L1 (= 1% vs « 1% v + FBO Q4W
not evaluablefindeterminate) chemo® Q3W I I {up to 13 E}‘EIEE;I
(up to 4 cycles)
. 0 ] nge por:
Obj 1°: EFS -

PERIOPERATORIO




LBA50 - Perioperative nivolumab (NIVO) vs placebo (PBO) in patients (pts) with resectable
NSCLC: clinical update from the phase 3 CheckMate 77T study. ESMO 2024. M. Provencio.

(Spicer JD)

EFS: 40,1 vs. 17m, HR 0,59 [0,45-0,79]
100 —
73%
80— (67%-79%) 65%
)-‘_—MEE%-?HH
. 6{]_ =
= 59%
W 40— e 44%
(38%-51%)
20 PBO
D | T | | T 1
0 6 12 18 24 30 36 42 48
_ Months from randomization
Me. at risk
HIVO 219 172 140 132 1144 63 26 ] i Crontzdepo
PBO 232 164 117 92 78 3 5 0 -

lung cancer
rasearch
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LBA50 - Perioperative nivolumab (NIVO) vs placebo (PBO) in patients (pts) with resectable
NSCLC: clinical update from the phase 3 CheckMate 77T study. ESMO 2024. M. Provencio.

(Spicer JD)
100 —prr=; :
'.;E:l!t-l-- ) _Blw
— "||I --I-
80 T '--------___,_____m PBO (pCR)
€ 60~ e T e NIVO (no pCR)
;’ o ———— S i il “;:3:::-_%_(_[’@-____ p
L .'!-._- - -
A0 HR (95% Cl) il tlnaieis v
NIVO vs PBO PBO (no pCR)
20— pCRE  0.59 (0.12-2.91)
. No pCRE 0.75 (0.51-1.09)
0 6 12 18 24 30 36 42 45
Months from surgery
Ho. at risk

pCR 58 o a2 a1 40 19 9 0 0

|_:CF1 11 11 11 10 7 3 1 1 }
Mo pCR 98 74 %] 61 40 26 10 4 0
No pCR 143 109 84 71 50 27 9 2 0

PERIOPERATORIO
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LBA5O0 - Perioperative nivolumab (NIVO) vs placebo (PBO) in patients (pts) with resectable
NSCLC: clinical update from the phase 3 CheckMate 77T study. ESMO 2024. M. Provencio.
(Spicer JD)

ctDNA clearance® pCR by ctDNA clearance status ctDNA recurrence®
(necadjuvant C1D1 to neoadjuvant completion) (adjuvant C1D1 to last available assessment)
0 807 With ctDNA clearance® | Without ctDNA clearance 507
- 66% 9
& g
g 60 - 60 - L 60+
: 3 50% :
v - (1]
2 9 g
s 40 0% 3 407 ¢ 401
e « 3
; 3 ¢
4 < 20%
g 20 20- 2 201
¢ 8
7] 8%
0% 2%
0 _ 0 _ ;T s ]
NIVO PBO NIVO PBO NIVO PBO 0 NIVO PBO
n/N 50/76 24/64 n/N  25/50 3/24 0/26 1/40 /N 4/48 9/44
* Aclaran ctDNA: 0,38 [0,16-0,88] Gecp

* No aclaran ctDNA: 0,74 [0,39-1,42] PERIOPERATORIO




Perioperative vs neoadjuvant nivolumab for resectable NSCLC: patient-level data analysis
of CheckMate 77T vs CheckMate 816. WCLC 2024. PM. Forde

1Q
4 )
CheckMate 816 | \ivolumab + QT (3¢) QT adyuvante opcional +/-RT
& )
4 )
CheckMate 77T | Nivolumab + QT (4c) Nivolumab adyuvante (13c)
& )

lung cancer
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Perioperative vs neoadjuvant nivolumab for resectable NSCLC: patient-level data analysis
of CheckMate 77T vs CheckMate 816. WCLC 2024. PM. Forde

1Q

e )
CheckMate 816 | \ivolumab + QT (3c¢)

\ )

4 )
CheckMate 77T | Nivolumab + QT (4c)

\ )

¢ Quien se
beneficia? Gecp

Drganizado pon



CheckMate 77T vs CheckMate 816.
PD-L1 < 1% PD-L1 > 1%
WCLC 2024. PM. Forde
g 3
(7] [74]
i t
‘ . 40
Periop Neoadj Periop Neoadj
204 NIVQe.d NIVO + chemo 20 NIVOQe.d NIVO + chemo
(n =53) (n=63) (n = 80) (n =74)
100+ 0 HR (95% Cl) 0.51 (0.28-0.93) 0 HR (95% Cl) 0.86 (0.44-1.70)
T 1 1 1 1 1 1 1 T T T T T 1
) 0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
80- Periop NIVO?
(CheckMate 77T) At risk Months from surgery Months from surgery
- 60— I ;pl“VO 53 48 43 40 27 15 7 1 0 80 74 68 66 48 26 6 2 0
a2 pdj N+C 63 49 39 29 15 6 2 0 0 74 66 61 53 24 7 1 0 0
v
[T .
W 40~ Neoadj NIVO + chemo
(CheckMate 816) pCR® No pCR
0 HR0,61[0,39-0,97] o
0 T T T T T T T 1 30 !
0 6 12 18 24 30 36 42 48 7
Months from surgery . .
Ho. at risk 32 604 2
Periop NIVO  139.4 128.0 118.1 112.9 79.7 42.5 13.0 3.1 0 el -
Neoadj N+C  147.5 121.0 106.2 84.2 30.1 12.1 2.2 0 0 t{_‘ H_‘-‘
“ 40 L
Periop Neoadj Periop Neoadj
204 NIVQOd NIVO + chemo 204 NIVOd NIVO + chemo
(n = 50) (n = 43) (n=73) (n =96)
0 HR (95% Cl) 0.58 (0.14-2.40) 0 HR (95% Cl) 0.65 (0.40-1.06)
T T T T T T I T T T T T T T 1
0 6 12 18 24 30 36 39 0 6 12 18 24 30 36 42 48
Ho. at risk Months from surgery Months from surgery
Pel'il]pl“VQ 50 50 48 47 36 18 4 0 73 62 25 53 35 22 8 4 0
Meoadj N+C 43 40 39 35 19 6 2 0 96 75 60 47 19 7 1 0 0




Neoadjuvant Alectinib in Potentially ResectableStage Il ALK-positive NSCLC: Interim
Analysis of ALNEO-GOIRC-01-2020 Phase Il Trial. WCLC 2024. A. Leonetti A.

+ Resectable locally advanced
stage III NSCLC Neoadjuvant phase Adjuvant phase

Candidate for surgical resection after
mult|d|sc|p|inaw discussion A|ectil1ih GDDmg bid 8w Alectinlb GOOmg hid

* ALK positive (IHC/FISH/NGS)
No Previous treatment
« ECOGPSO0-1

for 2 cycles for 24 cycles

Primary Endpoint: MPR by BICR
Secondary Endpoints: pCR by BICR, OR, EFS, DFS, OS, AEs

n=18
1Q 84%
MPR 39%
pCR 17% Gec';



MAO01.12 -Survival outcomes and pathological response after chemoimmunotherapy in
resectable NSCLC: an individual patient data meta-analysis. WCLC 2024.Marinelli D, et al.

No MPR == MFR == MNopCR == pCR
100% =4 . 100%
E " ‘\‘\n—\—ﬂ_'_" T:—.E 8006
= c
= | =
B 0% D B0Y%-
@ i
o
T 40%- Z 40%-
5 g
W 2004- W 90064
HR 0.19 (95% CI 0.14-0.28) HR 0.12 (95% CI 0.07-0.20)
'}%ﬂ 12 24 26 48 mﬁn 12 24 26 48
Months Months
Number at risk Number at risk
Ezg 247 80 30 0 = Ezu A52 198 A8 0
- P99 246 97 16 0 - P44 209 113 11 0
0 12 24 36 48 0 12 24 36 48
MUnthS Mﬂn[hs Crganizado por: é
GecCP
SLP 12m: 87% SLP 12m: 94%




ADYUVANCIA

1. Durvalumab adyuvante.
2. IMPOWER 010.

3. ALINA.

4. ICOTINIB.

5. ADAURA.
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LBA48 -CCTG BR.31: A double-blind placebo-controlled randomized phase 3 trial of
adjuvant durvalumab in completely resected non-small cell lung cancer. ESMO 2024. Goss
G, et al.

Durvalumab
Study population: 20 mglkg Q4W x 12 months
N=1415 (all comers)

« Stage IB (24 cm)-lIIA Surgery — randomization =3 weeks N=1219 EGFR—/ALK~ Stratification
th .
NSCLC (AJCC 7R ed.) Platinum doublet : Stage I8 (-4 lzg} vellvsA o
* Complete resection (Chemo ineligible, chemo intolerant, patients » PD-L1 status (0 vs 1-24% vs Vs
. ECOG PS 0-1 who refuse chemo may also be included) * Adjuvant platinum-based chemotherapy (=300 mg/m?

cisplatin/fequiv vs <300 mg/m?2 vs no chemotherapy)

« EGFRmM/ALK+ pts » Accruing center _
eligible » Nodal dissection according to ESTS? (yes vs no)

Placebo

° Obj 1°: SLE en PD-L1225% — 20 mg/kg Q4W x 12 months

DFS in PD-L1 225%, EGFR-/ALK-
5% a (two sided)

Power = 84%; Target HR = 0.645
prﬁve: l \

DFSi -L121%, EGF LK-
Power = . =(0.700
If positive /\

DFS in EGFR-/ALK- OS in PD-L1 225%, EGFR-/ALK-
4% a (two sided) > 1% or 5% a (two sided)
Power = 79%; Target HR = 0.770 Power = 6%, Target HR = 0.700

If positive zado p ‘&

OS in PD-L1 21%, EGFR-/ALK-
ADYUVANCIA TPostve § GeFZP
ung cancer

research

OS in EGFR-/ALK-




LBA48 -CCTG BR.31: A double-blind placebo-controlled randomized phase 3 trial of
adjuvant durvalumab in completely resected non-small cell lung cancer. ESMO 2024. Goss
G, et al.

I 0 — — D arm PBO arm
DFS in PD-L1225% EGFR-/ALK h _
n=316 n=161
1o . Median follow-up: 60.0 months
EL\ Median DFS (95% Cl), months  69.9 (57.6, NR)  60.2 (47.7, NR)
-, 75.1% HR (95% CI) 0.935 (0.7086, 1.247)
06 (69.9, 79.6)
= - {557; 2% . P-value (2-sided) 0.642
- — I_'L—L 0, .
o (625, 77 1) | I (98.2.69.0)
o 05 ' 68.5%
o ; |{504'75“3} ! 4—:""1&_‘_‘_‘
Sy : T 44
T I ' I 546:?.46‘}36 e ot
= | | | (54.1,69.6) |%
S o4 . | (== =
3 | 1 |
n I I I
w | 1 |
B e I I
| 1 |
| | |
| | |
00+ 1 1 1
| N T 1 I I
0 18 24 36 40 & a0 100
Time From Randomization (months)
|TI'HITEI"I ——— Durvaureh — ——— Haoehu|
Cure = urreo S16 2BV ORTS 2R ME OMD 2IE OZ10 ME Z08 ZOE 198 180 123 7% 1§ 148 13 118 117 B BB B S 38 XM 18 B 7 2 z 2 1 0 o
Hacsoo 161 126 129 119 116 709 108 103 102 83 B 05 & 86 B 9 &F BV B B3 42 0® % ¢ 4 10 1 4 K 1 i 1 ] é
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IMpower010 5-y subgroup analysis and relapse patterns: Phase 3 study of atezolizumab vs
BSC in stage IlI-1IlIA NSCLC. WCLC 2024. E.

Felip.

(=13

Ma, al risk
Afezolizumab
B&C

100

B0 1

DFS (%)

Stage Il

Mo. at risk
Afmzolizumak

-
B5C

(=1}
(=
i

PD-L1 TC21%

ME
[95% CI: 54.6. NE)

67.0mol
185% CI: 37.0, NE);

; HH-DTT(QE-%GI 052 113}F

0 &8 12 18 24 Ell':I 6 42 45545065?2?'8349'3
Months

[

131 124117 108102 82 B84 T3 71 67 53 27 17 3 =
113 85 B /38 FO 68 B1 &7 5B 03 43 27 11 4 2 N

‘-Ml__\ 54.0 mo
(95% CI: 30,5, NE)
-
28.8 mo~

Y 95% CI18.0, 37.3) e

| HR 088 (35% CI G 47,083

{I E 1213243&3&424&54&3!355?2?3&49:!
Months

117102 &0 B2 73 67 &0 57 54 51 40 21 15 4
2

2
116 91 75 65 59 54 47 38 35 33 26 15 10 2 NE

100 4

80 1

DFS (%)

201

(=3

Mer, at risk

Alezolizumak

2&0

100 4

80 1

)
T
e
[=]

20 1

04

No. at risk

Atezolizumab
BEC

G0 4

40+

PD-L1 TC250%

| LI—L., \LL'"'I ."gi,-“ Cl: NE)
’ _'_l_l_—
I_Ll_'lu_-...;_-_

——

67.0 mo
(95% CI: 32.0, NE)

60 1

40

|HR 057 (85% CI. 032 1.02F

0 & 121824303542-5554&156?2?'58490
Months

B2 81 55 55 53 48 44 3T 35 35 27 1T 10 ME NE NE
BF 48 43 38 3F 35 32 30 29 96 22 15 4 1 1 NE

I_|
?:i
'._I_ NE —o—n—i—-ﬂ—H—LH_l_l
"‘—l_nL{QE".Ji.CI;E-Eﬁ.NE:-
i I.“l - i
| 334 mo
"55'-":. Cl: 17.2, 45.8)
Hnu,u{as%cl 024 ara]P
a0 6 1213243D36424£546ﬂﬁﬁ?2?3$490
Months
53 47 43 42 3% 37 35 33 30 28 24 13 10 4 2
57 45 37 32 20 28 24 20 18 1B 14 % & 1 1 NE

PD-L1 TC250%
(without EGFR/ALK alterations)

80 Y )
- NE
ﬁ:\“—-—._‘__rg_ﬁ% Cl: NE)
F 60 [l S
[}
S 40 NE
{95% CI- 35,7, NE)
20
- HRI.'IEd-n:EE-%GI 1:-35 1.18)"
08 12132430334248546066?2?88490
Maonthsa
MNe, at risk
Atezolizumabh 53 5T 52 51 48 45 41 34 33 32 35 18 8 ME WNE NE
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20 4 {95% CI 17.2, NE)
04 HRCH-‘I (95'}& GI 022 CITE,'F
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IMpower010 5-y subgroup analysis and relapse patterns: Phase 3 study of atezolizumab vs
BSC in stage lI-lIlIA NSCLC. WCLC 2024. E. Felip.

DFS by regional lymph node stage and PD-L1 status 08 by disease and regional lymph node stage and PD-L1 status
Subgroup n HR (95% CI?
Subgroup n HR (95% CIf? Disease stage
. I y! — 034( 13)
Rergq;mal lymph node stage (pN) . L - m 0 —o—h 70 461 0
az(l4 1. Regional lymph node stage
| Stage II-IA PD-L1 TC21% NO 106 — 078(0.36, 169
Stage MIAPD-LITC2% v 194 — 085042039 g \ o — a1
N2 176 —4— 0.74(051,1.07) N2 176 S - - 0.80(051,128)
S . 0 o
Disease stage
. I 19 —— 062(0.31,126)
Rergql[;mal ymph nde tage N . o 089037218 I 10 —— 035 047,07
B Stage IMIIA PD-L1 TC250% ~ Federattmehnodestge
. . 0 4 - O 51 —t—— 062(01,183)
Stage IMIAPDLITC250% v 65— 04002 08) X A L0218)
N2 B —t— 0420022,077) v B %06
Eli1 o 10 o mﬂld.[] . 0 o
Disease stage
i I 106 —— 066(032, 135
Reglonal lymph nade age (N N Stage [MIAPD-L1 TC280% e (J—— 030(014,067)
Stage ”'"IA PDL1 TCE50% N il 0.84(0.35,202) (W|th0llt EGFR/ALK a“eratlons) Regional lymph node stage
. . 50 —— 0.56(0.20,174
(without EGFR/ALK alterations) " R 046(021,0% it n L 05 1%
N2 1 —— 040(021,0.78) N2 e e I N 111 REX
T T iy 1t , 100
— HR 4 . enzmatets T BSCbetr
Atezolizumab better — BSC better # Instratified HR for all subgroups.
GO GF
ADYU VANCIA Ir::gacrzgce:



IMpower010 5-y subgroup analysis and relapse patterns: Phase 3 study of atezolizumab vs
BSC in stage lI-1lIA NSCLC. WCLC 2024. E. Felip.

T ala recaida
 PD-L1TC=21% stage II-llIA

Incidence of disease relapse by PD-L1 status

e 22,5vs.12m

50.4

50 A

e PD-L1 TC=50% stage II-IlIA
e 26,1vs.11,5m

e PD-L1TC250% (without
EGFR/ALK alterations) stage II-

40

278

30 A

20 A

Patients with disease relapse (%)

10 A

0- Atezolizumab BSC Atezolizumab BSC Atezolizumab BSC I I IA
(n=248) (n=228) (n=115) (h=114) (n=106) (n=103)
Stage II-llIA PD-L1 TC250%
Stage II-IA PD-L1 TC21% Stage II-IA PD-L1 TC250% witholt EGFRIALK alterations ° O m
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ALINA: exploratory biomarker analyses in patients with resected ALK+ non-small cell lung
cancer (NSCLC) treated with adjuvant alectinib vs chemotherapy.ESMO 2024. BJ. Salomon

. » * Variantes EML4-ALK: V1 (37%) y V3
ITT 130 121 257 e Genes mas frec alterados:

BEP* 99 o 103 CDKN2A, CDKN2B, TP53 y MTAP.

e TP53m, menos frec que en EIV
(ALEX trial)

Alectinib arm (n=99) Chemotherapy arm (n=94)
z 0.75 - ) = 0.75 4
=] =
£ =
5 050 5 0504
© =
= =
= =
“ .25 4 © 025 4
— WT TP53 S _ — WT TP53 o el
— Mutated TP53 HR 2.73 (95% CI: 0.89-8.39) — Mulated TP53 HR 1.09 (95% CI: 0.56-2.14)
000 L] L] L] L] L] L] L] L L] OI:IID L] L] L] L] L] L] L] L] L] &
0 B 12 18 24 30 36 42 48 54 0 ] 12 18 24 30 3B 42 48 54
No. at risk DFS (months) No. at risk DFS (months)
WT TP53 79 77 77 75 52 42 34 {7 7 3 WT TP53 68 62 59 52 34 26 18 13 8 2 ADYU VAN CIA
Mutated TP53 20 19 19 17 14 1 5 5 3 0 Mutated TP53 26 23 18 17 15 13 g 5 3 0




ALINA: exploratory biomarker analyses in patients with resected ALK+ non-small cell lung
cancer (NSCLC) treated with adjuvant alectinib vs chemotherapy.ESM024. BJ. Salomon

DF5 b'}l' EML4-ALK fusion variant EMLA-ALK VA EMLA-ALKV?
Alectinib arm 1.00 = 100 =
1.00 S e St
= _H_l':l:'_._. 2 075 £ 0151
g 0751 & &
B g g
= V1 |5 g
B g4 — V2 © 0259 - Alectinib P 0259 = Aleciinib
= Other EML4-ALK fusion variant = Chemotherapy = Chematherapy
0.00 T T T T T T T T T 0.00 T T T T T T T T T 0.00 T T T T T T T T T
0 F 12 18 24 30 3F 47 48 54 0 6 12 1@ 24 30 ¥ 4£ 48 M 0 6 12 18 24 30 3 42 48 M
No. at risk DFS (months) Mo. at risk DFS (months) Mo. at risk DFS (months)
V129 28 28 27 WM 15 12 7T 2 1 Mlectnb 29 28 28 27 20 15 12 T 2 1 Mecinib 8 5 5 & 4 3 2 1 0 10
vie 5 5 5 4 3 721 0 0 Chemotherapy 29 27 25 22 1% 10 . I 5 0 Chemotherapy 7 & 6 5 4 4 3 2 1 ]
Vvi2ze 29 29 29 22 20 12 8 5 1
Other EML4-AlKfusionvariant 14 14 14 13 7 5 5 3 0 0
DFS by EML4-ALK fusion variant EML4-ALK VI EMI 4-Al K other variant
1.00 Chemotherapy arm 1.00 = 1.00 ===l ==
& & I._—‘_l_l-—-—n—n &
= 0.754 = 075+ = 0754
= 2 =
= g g
r_és 0,50+ y E 050 = E 050
@ g5 ~V2 3 @
ol It - 02559 = alectinib 0259 = Aectinib
= (ther EML4-ALK fusion vanant = Chemotherapy = Chemotherapy
I}I:II} . . . y - y by b Ly I}l:ll} L] L] L] L] L] L] L] L] L] l:lﬂl:l L] L] L] L] L] L| L] L] L]
0 6 12 18 M N B 2 & A 0 6 12 18 24 30 3% 42 48 54 0 6 12 18 24 30 3% 42 48 5 [
No.at risk DFS (months) No. at risk DFS (months) No. at risk DFS (months) o
aooa 5 2 B rIoa Nectib 29 29 29 29 22 20 12 8§ 5 1 Mecinb 14 14 14 13 7 5 5 3 0 0
| v3iZd 1 18 16 11 8 6§ 3 ] Chemaotherapy 23 21 18 16 11 & B3 1 1 Chemotherapy 13 13 12 11 & & 5 2 1 0 |Cp
Other EML4-AlKfusionvariant 13 13 12 11 8 & 5 2 1 10 lung cancer




Adjuvant icotinib of 12 months or 6 months vs. Observation following adjuvant
chemotherapy for resected EGFR-mutated stage II-llIA non-small-cell lung cancer (ICTAN,
GAST01002): a randomized phase 3 trial. ASCO 2024. SY. Wang

Key inclusion criteria: 12 months of icotinib (125mg TID)
Pathological stage II-IIA NSCLC'! _ N=106

Confirmed EGFR mutation (L858R
and/or Exon 19 Del)

Received RO Resection for lung 6 months of icotinib (125mg TID)

cancer N=106
Received at least 2 cycles of
adjuvant platinum-based

chemotherapy Observation

No prior systemic therapy N=106

R —

« Obj1° SLP
e Obj 2° SV y seguridad

ganizado pos

GecCP
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Adjuvant icotinib of 12 months or 6 months vs. Observation following adjuvant
chemotherapy for resected EGFR-mutated stage II-llIA non-small-cell lung cancer (ICTAN,
GAST01002): a randomized phase 3 trial. ASCO 2024. SY. Wang

DFS by investigator for ITT population

100+

HR, 95% CI P value
12-month icotinib vs observation 0.40 (0.27-0.61) 0.000014
6-month icotinib vs observation 0.41 (0.27-0.62) 0.000025
12-month icotinib vs 6-month icotinib  0.97 (0.62-1.51) 0.89

——

._‘L'"..
50.1% runarees NI

LL
D;.:;;r?—‘“\_L

Median (95% Cl) DFS comparison summary
12-month icotinib 61.8 (43.3 to 80.3)

=== G-month icotinib 63.2 (44.8 to 81.6)

=== (Observation 23.7 (16.5t0 30.9) 6-month icotinib vs. observation Longer

CO 12 24 3'5 4'8 60 = : 12-month icotinib vs. 6-month icotinib No difference

No. at risk Time from randomization (months)

12-month icotinib vs. observation Longer

6-month icotinib 84

Adjuvant icotinib for 12 months or 6 months provide a significant DFS benefit compared with observation.
12 months of icotinib had no DFS benefit compared with 6 months.




Molecular residual disease analysis from the ADAURA trial of adjuvant osimertinib in
patients with resected EGFR-mutated stage IB-IlIA non-small cell lung cancer. ASCO 2024. T.
John

Patients with completely resected Osimertinib
stage* IB, Il, IlIA NSCLC, with or without 80 mg QD ]
Planned treatment duration: Follow-up:

adjuvant chemotherapyt %Eﬁ
H @ 3 years

Key inclusion criteria: 2T Randomization « Until recurrence: Week 12 and
=18 years (Japan / Taiwan: 220 years) - 5§ - 14 Treatment continued until: 24, then every 24 weeks to
WHO performance status 0 / 1 B nE: (N=682) . Disease recurrence 5 years, then yearly
Confirmed primary non-squamous NSCLC = - - Treatment completion - After recurrence: every 24 weeks
Ex19del / L858R* So « Discontinuation criterion met for 5 years, then yearly
Brain imaging, if not completed pre-operatively w
Complete resection with negative margins® -
Maximum interval between surgery and
randomization: )
- 10 weeks without adjuvant chemotherapy Adjuvant treatment Post-treatment follow-up
+ 26 weeks with adjuvant chemotherapy Weeks 12 & 24 Every 24 Every 52

Scan schedulel
then every 24 weeks weeks weeks

Weeks 12 & 24 then Every 52
every 24 weeks weeks

ctDNA sampling
(plasma)T

Every 12 weeks

C1D1/ 3 years 5 years
randomization (baseline)

Exploratory endpoint: Evaluate the feasibility of ctDNA-based MRD detection to predict disease recurrence

during adjuvant osimertinib treatment and post-treatment follow-up

GecC
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Molecular residual disease analysis from the ADAURA trial of adjuvant osimertinib in
patients with resected EGFR-mutated stage IB-IlIA non-small cell lung cancer. ASCO 2024. T.

John

DFS and MRD event-free rate
) % (95% CI)

[ 1.0 Planned treatment duration 24 months 36 months
g ) (36 months) . -
S 09- T R 91 (84, 95) 86 (78, 92)
o 1 (n=112)
2 0.8 H 1 I = - =
8 07- : : e l 46 (36, 55) 36 (27, 45)

I |
f 0.6 - 1 | HR (95% CI) 0.23 (0.15, 0.36)t
c 1 I
g 0.5 %) [ Median follow-up time, months (95% CI):
w Py, ' osimertinib 44.2 (42.4, 49.1), placebo 19.1 (11.1, 28.3)
=] 0.4 4 1 e |
o) ; TN TR
> 0.3 : : LR ol 4+
—i — 1 |
£ 02 | I
o 0.1 5 | I
o 1 |
= 00 I 1 I } I } 1 1 Ll I 1 1

0 6 12 18 24 30 36 42 48 54 60 66 72
L treatbmen l
Time from randomization (months) MRD / DFS event

ADYUVANCIA

=12
months
58%

NG
MRD / DFS treatment

el
_____ : evenl 17% 12-24
months
7%

(= ]

5%

Osimertinib (n=112)

>24 months

o
MRD / DFS

MRD | DFS
event
B0%

Placebo (n=108)




ESTADIOS IRRESECABLES

1. PACIFIC 2.

* Tratamiento de induccion:
2. APOLO.
3. PAZIFIC-BRAZIL.

* Tratamiento dirigido:
4. POLESTAR.
5. LAURA.

lung cancer
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LBA1 —Durvalumab in Combination with Chemoradiotherapy for Patients with
Unresectable, Stage Ill NSCLC: Final Results from PACIFIC-2. ELCC 2024. JD.Bradley

IIIIIEBEEIIII‘} Treatment period

10+CRT Consolidation
Patient population
Pop Durvalumab 1500 mg IV Q4W CRI1ET-.;£R§TD .

e |ocally advanced, unresectable +SoC CRT* Durvalumab
Stage lll) NSCLC _ until progression
(Stage Randomized =219

e ECOG/MWHO performance status (2:1)

Oor1
Stratification factors CR,PR, orSD at
Placebo IV Q4W 16 weekst
o Age (<65 vs =65 years) +SoC CRT* - e TR: 60, 7 Vs. 60, 6%

until progression

e Stage (IlIA vs lIB/C) n=109

EAs>G3: 53,4 vs. 59,3%
STOP por EAs: 25,6 vs. 12%

. Obj 1% SLP

-
GecP
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LBA1 —Durvalumab in Combination with Chemoradiotherapy for Patients with
Unresectable, Stage Ill NSCLC: Final Results from PACIFIC-2. ELCC 2024. JD.Bradley

1.0 1
- SLP: 13,8 vs. 9,4 m
o HR 0,85 [0,65-1,12]
S 064
=
8 04+
° — .
x e o T —
* 024 — Durvalumab + CRT T ———— L.
— Placebo + CRT
00 1 | 1 1 1 1 | 1 | 1 ] 1 1 | 1 | 1 | | 1 |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
k- Time from randomization (months)
IRRESECABLE

Probability of OS

=4
(=3
1

o
~
1

=
o

0.0

SV 36,4 vs. 29,5 m
HR 1,03 [0,78-1,39]

-| —— Durvalumab + CRT

—— Placebo + CRT

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66
Time from randomization (months)




Atezolizumab + induction chemotherapy (Ch) + chemo-radiotherapy (Ch-RT) and
atezolizumab maintenance in non-resectable stage llIA-IlIB-1lIIC non-small cell lung cancer

(NSCLC): APOLO trial. WCLC 2024. M.Provencio

iv.,, at day 1 Q3W
(3 Cycles)

- MANDATORY: CT-PET AT
BASELINE

Stage IIA-TIB-
Non-nlalf'.ictable Induction treatment
NSCLC Atezolizumab 1200 mg
(&t edition) + Carboplatin AUCS —[\\}
+ Paclitaxel 200 mg/m2 i

..-.‘_

Concurrent Ch-RT

*at principal investigator
discretion. Recommended
dose: 66Gy in 33 once-daily
fractions of 2Gy in 45 days

‘Maintenance

9

- PATIENTS WITH EGFR, ALK
AND ROS1  MUTATED B
WERE EXCLUDED ]‘
[ Tumor block | n_38 n_32 n=29
Blood samples Blood samples Blood samples Blood samples
Baseline After After At 12 months
induction Ch-RT or PD

‘Atezolizumab 1200
iv., at day 1 Q3W e » Follow up
Iﬁﬁgﬂeﬁ (2 years)

n=22

Obj 1°: SLP 12m

Drganizado pon

o

ung cancer
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Atezolizumab + induction chemotherapy (Ch) + chemo-radiotherapy (Ch-RT) and
atezolizumab maintenance in non-resectable stage llIA-IlIB-1lIIC non-small cell lung cancer
(NSCLC): APOLO trial. WCLC 2024. M.Provencio

OS in ITT population
1.004 —
N . 2 86.8%
PFS inITT population 058 m o
0.75 ! 71%
1001 ' 60.5%
1 A
e 1 1
— e o
\ ' ! |
075 —  68.4% 025 | : i
A 60.5% | | |
| v 0.00 \ . :
0.50+ : : I_\—l TR TRTTY R I W 6 é {IS 1I2 1‘3 2I4
Time from inclusion (months)
1 I Number at risk
[ [ |38 38 38 33 27 23
| |
0254 | | PFS PACIFIC-related
| | g
I I 1.00
1 |
68.9%
0.007 : : 0.75
T T T b b T 1 55.1%
0 3 G 12 18 24 !
Time from inclusion {months) 0.50 . !
Mumber at nisk . :
38 34 31 26 23 19 0,95 - : :
i |
1 1
0.00 ! ! | ; : ! rganizado por
0 3 <] 12 18 24
Time from start of maintenance (months) é
Numb isk
smeererre [2e 24 23 20 16 13 | pecp
lung cancer
research
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Intensified chemo-immuno-radiotherapy with durvalumab for stage Ill NSCLCs: a single
arm phase Il study —PACIFIC-BRAZIL (LACOG 2218). ECLCC 2024. WN.William Jr

n=49 100% 94% 82%

INDUCTION CONCURRENT CONSOLIDATION
ELIGIBILITY CRITERIA CHEMO-IMMUNOTHERAPY CHEMO-IMMUNO-RADIOTHERAPY IMMUNOTHERAPY
i Carboplatin AUC 2 IV kly for 6 ks +
v/ Non-small cell lung cancer il e oL e R WECHYTorE Weeks
Paclitaxel 200mg/m? IV+ » Paclitaxel 50 mg/m? IV weekly for 6 weeks + Durvalumab 1500mg/m? IV
v Stage Ill (TNM 8t ed.)* Durvalumab 1500mg/m? IV Durvalumab 1500mg/m? g3w for 2 cycles + g4w for 12 cycles
Intensity-modulated radiation therapy to 60

v PS 0-1 e mnE 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
<25%

Overall survival, overall response rate, duration of response, pattems of failure,

SECONDARY ENDPOINTS: efficacy (IRECIST as opposed to RECIST version 1.1), toxicity (CTCAE version 5)

EXPLORATORY ENDPOINTS: Predictive biomarkers of response/survival

v No previous local or systemic therapy

* Obj1°: SLP 12m GeCP
IRRESECABLE —
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Intensified chemo-immuno-radiotherapy with durvalumab for stage Ill NSCLCs: a single
arm phase Il study —PACIFIC-BRAZIL (LACOG 2218). ECLCC 2024. WN.William Jr

SLP SLP desde la consolidacion

SLP 12 m: 68,1%
(95% ClI, 56,0-82,8)

SLP 12m: 66.4%
(95% Cl, 51,7-85,4)

o (=]

PFS Probability
PFS Probability

E Secondary endpoint: 12-month overa Il survival 81.2

Months

Numbers at Risk _ Numbea% at RiSKST

SV 12m: 81,2% (95% Cl, 70,8-93,1) )
IRRESECABLE GECP




Aumolertinib after Chemoradiotherapy in Unresectable Stage Il Non-Small-Cell Lung
Cancer with EGFR Mutation: Interim Analysis of the Phase Ill Study (POLESTAR). WCLC 2024.

X.Meng

Screening Period

Key inclusion criteria:

=18 years

ECOG score 0/ 1

Locally advanced,
unresectable stage IlII" NSCLC
EGFR Ex19del / L858R

No progression during or

Stratification by
= Ex19del vs LB5ER

= Stage llIA vs Stage HIB/NIC
= cCRT ve sCRT

- Treatment duration until
BICR-assessed progression

(per RECIST v1.1), toxicity, or
other discontinuation criteria

= Tumor assessment: every 8
weeks to week 48, then every

12 weeks until progression

following definitive CRT#
treatment

* Interval between last dose of
CRT and randomization: <6
weeks

Placebo 110mg - Crossover® is allowed for
QD; (N=53) patients in placebo arm

Primary endpoint: PFS assessed by BICR (sensitivity analysis: PFS assessed by Investigator)

+ Obj 1 SLP —
I R R E SE CA BLE Kila conw



Aumolertinib after Chemoradiotherapy in Unresectable Stage Il Non-Small-Cell Lung
Cancer with EGFR Mutation: Interim Analysis of the Phase Ill Study (POLESTAR). WCLC 2024.
X.Meng

T _LmL . P, monthe (05%.C) Aumolertinib | Placebo
P R TR
e R s N TCE 96% 74%
— DOR 16,59m 7,10m
: | SLP SNC NA NA
o tI] :Ii i l; ‘5 liIE 1I5 1I8 2I1 2I4 2I? 3IU 3I3 SIB HR 0’33 [0’12-0’22]
_:Eﬁ;z:::kinib 92 81 60 51 :'em f'“:; ra“d':l:'za"':’:;m”“th:) 5 a1 0 T a muerte o M1 NA NA
HR 0,21 [0,04-0,49]
SLP: 30,4 VS. 3,8m, HR 0,200 [0,114-0,352] EA>G3 9,6% 1,9%
—
IRRESECABLE Gecp



Osimertinib after definitive CRT in patients with unresectable stage Ill EGFRm NSCLC:
Primary results of the phase 3 LAURA study. WCLC 2024. Ramalingan SS.

Patients with locally advanced, unresectable Osimertinib 80 mg, 0 S L P - 39 1 VS 5 6 m
stage llI* EGFRm NSCLC with no progression Qb 09 ) ! ) !
during / following definitive CRT" = H R O 1 6 [O 1 O_O 24]
] ] o Randomization 2:1 g 0.8 - ) ) )

Key inclusion criteria: (N=216) - .
» >18 years old (Japan: 220 years) S | o 077 &%
* WHOPSO/1 Stratification by: E 06
* Confirmed locally advanced, unresectable ¢CRT vs sCRT @

stage Il NSCLC Stage I1IA vs stage I1IB / 1IC % 057
* Ex19del / L858R* China vs non-China 2 04
* Max 6 weeks from last dose of CRT to ;

randomization Placebo, £ 03 1
* Patients with asymptomatic radiation % 0 -

pneumonitis / pneumonitis c

post-CRT were eligible 01 -

WTr—TTTT T T T T T T T T T T T T T T T T

0 3 6 9 12 1 18 20 24 27 30 33 336 39 42 4 48 51 54 5 60 63

Osimertinib Placebo

No. at risk Time from randomization (months)
Osimertinb 143 127 114 109 99 9 83 7% 69 61 49 3y 28 %6 9 6 4 2 2 2 1 0
E I I IA/ B/ C 3 6/ 47/ 1 7 3 3 / 5 2/ 1 5 Placebo 73 58 3 26 15 10 9 6 6 4 4 3 3 3 2 1 10 0 0 0 0

. Ongan &
« Obj 1°: SLP
IRResecABLE OSSP



Osimertinib after definitive CRT in patients with unresectable stage Ill EGFRm NSCLC:
Primary results of the phase 3 LAURA study. WCLC 2024. Ramalingan SS.

Osimertinib
(n=143)

Placebo
(n=73)

TR

57%

33%

TCE

89%

79%

DOR

36,9 m

6,5m

IRRESECABLE

Probability of overall survival

No. atr

1.0

0.9 =

0.8

0.7 —

0.6 —

0.5 —

0.4 —

0.3 —

0.2 —

0.1 —

0.0 T T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63

isk Time from randomization (months)

Osimertinib 143 142 138 135 133 130 127 115 100 86 71 59 49 37 28 19 12 9 4 2 1 0
Placebo 73 73 71 70 68 65 62 58 48 41 30 23 19 15 N 9 B 3 2 1 1 0

SV: 54 mvs. NA, HR 0,81 [0,42-1,56]

nizodo por:
lung cancer
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Osimertinib after definitive CRT in unresectable stage Il EGFRm NSCLC: Safety outcomes

from the Phase 3 LAURA study. WCLC 2024. T.Kato

Radiation Osimertinib Placebo
pneumonitis, n (%) (n=143) (n=73)
Total 69 (48) 28 (38)

Grade 1 22 (15) 14 (19)

Grade 2 44 (31) 14 (19)

Grade 3 3(2) 0
CTCAE Grade 23 3(2) 0
SAE 15 (10) 2(3)
Discontinuations 7 (5) 2(3)

Radiation pneumonitis 48 | 2! | 38
Diarrhea 36 | 2] | 14
Rash Y S —r
COVID-19 201 s
Paronychia 17 :] 1
Cough e[| 10
Decreased appetite 151 15
Dry skin 13l s
Pruritus EN I
Stomatitis 12113 [ osimertinib, all grade
Decreased white blood cell count 121l Il Osimertinib, Grade >3
Pneumonia* 1] 3 4|8 [ Placebo, all grades
Anemia 10 Ej 4 . Placebo, Grade =3
Musculoskeletal chest pain 3 I;'; 12
1 (:JD 8.0 6.0 4.0 2.0 0 2.0 4.0 6.0 8.0 1 E.'IJ
Percentage of patients with AE
Osimertinib
ILD, n (%) (n=143)
Total 11 (8) 1(1)
Grade 1 4(3) 1(1)
Grade 2 4(3) 0
Grade 3 2 (1) 0
Grade 5 1(1) 0
CTCAE Grade 23 3(2) 0
SAE 3(2) 0
Discontinuations 3(2) 0

Continuaron tto: 87 vs. 93%

GecC
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Osimertinib after definitive CRT in unresectable stage Ill EGFRm NSCLC: Analyses of CNS
and distant progresion from the Phase 3 LAURA study. ESMO 2024. S.Lu

- 104 104 Osimertinib Placebo

[

= 09 094 " Distant metastases (n=23; 16%) sxeeeees Distant metastases (n=27; 37%)

a " b = = = | ocal progression (n=30; 21%) ~ = = Local progression (n=35; 40%)

E 08+ fé 05 Death by any cause (n=4; 3%) Death by any cause (n=1; 1%)

% 074 E 07

g 064 —H—+ t f f osi] § 0

E o5 & | el

S oud B B 0000 e sss s e

£ : : e

s 034 £ 049 ki

£ E] , ==l

= 02 E 034 ¥ et e e o e S

2 51l i ; o J- o I

£ : : 024 e mm———— Bl I

00 T T T T T T T t T T T T T T T T T T T T 1 i - -_,__:_.‘..:...—.f'
0 3 6 9 12 1B 18 A 24 ¥ 1 B I 39 42 45 48 51 5 5 60 63 014 . - _r::._",...-.-"'
: Time from randomisation (months) _L'L=

No. at risk 0G"_I'_I_'I'_I_l T T T T T T T T T T T T T T T 1
Osimertinib 1_:43 132 12 17 106 03 93 & 75 64 51 33 AW 1B 10 6 4 2 2 2 1 0 0 3 ) 9 2 1B 1B A2 A & B B ¥ I £ 45 4 H M N 0 8
o = : SRR e = ; Time from randomisation (months)

NR vs. 13 m, HR 0,21 [0,11-0,38] M1 a distancia 12 m: 11 vs. 37%
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Treatment decision factors:

Adjuvant

. Surgery Post-surgical upstaging Patient profie
= Low risk of Patient preference
&  recurrence Tumor biology (PD-L1/AGA)
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* NEOADYUVANCIA y ADYUVANCIA:

Preoperative chemotherapy for non-small-cell lung cancer: a systematic review and
meta-analysis of individual participant data. Lancet 2014; 383: 1561-71

- Beneficio a 5 afios del 5%.

—>Neoadyuvancia: SV a 4 anos del 71 vs. 58%.
- Adyuvancia: SLP NA a 5 afios.
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* IRRESECABLES:

Therapeutic management options for stage Il non-small cell lung cancer. world J Clin
Oncol 2017;8:1-20

— SLP tras QT-RT: +/- 8m; 15% vivos a 5 afos.

- SLP 12m: +/-70%.

— Tto dirigido: SLP +/- 40m. . °
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CAMINO DEL EXITO.
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