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)

PERIOPERATIVE NIVOLUMAB VS PLACEBO IN PATIENTS
WITH
RESECTABLE NSCLC: CLINICAL UPDATE FROM THE
PHASE 3 CHECKMATE 77T STUDY

Provencio Pulla M. et al. Abst. #LBA50



) Design de I'étude

NIVO 360 mg Q3W

P - + NIVO 480 mg Q4W
ey eligibility criteria chema® Q3W Surgery (up to 13 cycles)
* Resectable, stage ll& (= 4 em)-IIIE (M2) MSCLC 'I:up to 4 cycles}
(per AJCC Bth edition)
* Mo prior systemic anti-cancer treatment N = 461 Neoadjuvant Neoadjuvant Adjuvant Disease
* ECOG P50-1 c1D1 treatment completion ci1D1 C4D1 C7D1 C13D1 recurrence
* Mo EGFR mutations/known ALK translocations .. . . . . . H
ctDMA assessment schedule®
Stratified by
histology (NSQ vs SQ), disease stage (Il vs Ill), PBO Q3W RO A

and tumor PD-L1(z 1% vs < 1% vs +
chemo® Q3W . Surgery » (up to 13 cycles)

not evaluable/indeterminate)

(up to 4 cycles)
Primary endpoint Secondary endpoints Exploratory analyses
« EFSY by BICR = pCR® by BIPR + 05 * Qutcomes by pCR status
*  MPR by BIPR +  Safety + ctDNA clearancef and recurrence®

Durée médiane de suivi : 33.3 mois



) Résultats de I'’EFS

NIVO PBO
(n =229) (n =232)
Median EFS, mo 40.1 17.0
(95% CI) (33.7-NR) (13.6-28.1)
73% HR (95% Cl) 0.59 (0.45-0.79)
(67%-79%) 65%
MSS%-N%]
< 59% | e T
h 40_ (52%-65%) 44% T
(38%-51%) =
207 PBO
0 T T T T T 1
0 6 12 18 24 30 36 42 43
) Months from randomization
Mo. at risk 100—'
MIVO 229 172 140 132 114 63 26 5 ,.E | NIVO (pCR)
PEO 232 164 117 92 78 39 72 5 el N '—l'_“‘—hnm-m-u-e—u-r
807 e e PBO (pCR
‘-\-‘ ------r,-----bGQ_ (p )
< 60 e, Ten e,
2 ey NIV (0 PCR)
I'I- . o = ﬂ-'-.l sl
ui 40 HR (95% Cl) Bt il deid
NIVO vs PBO PBO (no pCR)
20 pCRP 0.59 (0.12-2.91)
0 No pCRb 0.75 (0.51-1.09)
T T T T T T T 1
0 6 12 18 24 30 36 42 45
Months from surgery
No. at risk
pCR 58 54 52 51 40 19 5 0 0
pCR 11 11 11 10 7 3 1 1 0
No pCR 98 74 65 61 40 26 10 - 0
Mo pCR 148 109 84 71 50 27 9 2 0



) Place de la clairance de I'ADNtc

ctDNA clearancec pCR by ctDNA clearance status

(neoadjuvant C1D1 to neoadjuvant completion)
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) Conclusions

Bénéfice du schema thérapeutique

« Diminution du risque d’évenements d’autant plus que réponse pathologique complete
« Clairance de ’ADNtc associée a une meilleure EFS et a la pCR

« Traitement diminuant le risque de rechute biologique (ADNtc)

Mais quelques interrogations persistent

« Durée optimale et place du traitement adjuvant ?
« Schéma optimal et place du traitement néodjuvant ?
* Place de ’ADNtc au milieu des autres marqueurs, et timing de son monitoring

« L’ADNtc est-il un bon surrogate marqueur de la pCR et UEFS ?



)

OSIMERTINIB AFTER DEFINITIVE CHEMORADIOTHERAPY IN
UNRESECTABLE STAGE III EGFR NSCLC: ANALYSES OF CNS
AND DISTANT PROGRESSION FROM THE PHASE III LAURA

STUDY

Lu S. et al. Abst. #1241M0O



I'étude

Patients with locally advanced, unresectable Osimertinib 80 mg, once daily
stage llI* EGFRm NSCLC with no progression ’

during / following definitive CRTT treatment Randomisation 2:1
Key inclusion criteria: (N=216) Treatment duration until
L worsort — Stratifcation by > erRECISTu1 )ttt e
+  Confirmed locally advanced, unresectable Stage ﬁ&RJS‘;iasgiﬂB e discontinuation criteria
stage III* NSCLC China vs non-China L
«  Ex19del / L858Rt Open-label osimertinib after

«  Maximum interval between last dose of CRT and . progression offered to both
Placebo, once dail

 Primary endpoint: PFS assessed by BICR per RECIST v1.1 (sensitivity analysis: PFS by investigator assessment)
« TTDM (by BICR) and CNS PFS* (by neuroradiologist BICR) were secondary endpoints
» Sequential multiple testing procedure: If PFS significant, recycle alpha for OS (interim and final analyses); if OS significant, recycle alpha for CNS PFS test

Suivi IRM obligatoire et tres strict, avec relecture centralisée

Duree médiane de suivi : 24.8 mois (osi) vs 7.2 mois (placebo)



) Résultats primaires publiés en parallele

Probability of PFS

Median PFS, months (95% ClI)

Osimertinib  39.1 (31.5, NC)
107 Placebo 56(3.7,74)
0.9-
08 - HR (95% CI): 0.16 (0.10, 0.24),
07 - p<0.001
0.6+ I
05 :
0.4 :
0.3+ :22% :
02+ Ms%
0.1- | : | | [ 1
I I

00 1 1 1 | 1 1 1 i | | | 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 6

Time from randomisation (months)

No. at risk
W 143 127 114 109 99 96 83 76 69 61 49 37 28 16 9 6 4 2 2 2 1 0

W73 59 31 25

% 10 9 66 6 4 4 3 3 3 2 1 1 0 0 0 0 O

Lu S. et al. N Engl J Med 2024;391:585-597



) Profils de progression

Osimertinib
(n=143)
Events, n (%) 57 (40) 63 (86)
Distant metastases* 23 (16) 27 (37)
Local progression* 30 (21) 35 (48)
Death in absence of distant 4(3) (1)
metastases or local progression
Censored, n (%) 86 (60) 10 (14)
Osimertinib Placebo Osimertinib Placebo
(n=143) (n=73) (n=143) (n=73)
Total TTDM events, n (%) 33(23) 31(42) Total CNS PFS events, n (%) 29 (20) 30 (41)
Censored patients, n (%) 110 (77) 42 (58) CNS RECIST progressiont 18 (13) 26 (36)
.72“ Median TTDM, months (95% CI) NR (39.3, NC) 13.0 (9.0, NC) Death in absence of CNS progression 11(8) 4(5)
E Censored patients, n (%) 114 (80) 43 (59)
° ' HR: 0.21 (0.11, 0.38), - -
g ; : p<0.001 (nominal) " Median CNS PFS, months (95% CI)  NR (NC, NC) 14.9 (7.4, NC)
13 1 1 [
@ 1 1 ) , o il 1l 1l L ! !
k] : H T — Malurity 30% , @ 1 — HR: 0.17 (0.09, 0.32),
§ i i T ™ T T T | osimertinib 23%, placebo 42% E P<0-001 (nominal)
E 1 i ey 1
] 1 1 = 1
E : 1 =] :
s 5 5 : : : g g : : :
=) 1 1 o 1
= H i H
= 024 ! H H
S 01 ! ' :
LS : : :
0.0 L] T L] ; L] L] L] : L] T L] L] T L] L] L] L] L] L] L] 1 0 0 T T T ; L) T T : T L) L] T T T T L] L] L] L] T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 0 3 6 9 12 16 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
i Time from randomisation (months) ) Time from randomisation (months)
No. at risk No. at risk

Osimertinb 143 132 122 117 106 103 93 83 756 64 51 3929 18 10 8 4 2 2 2 1 0 Osimertinib 143 130 121 115 105 104 94 84 74 63 49 37 28 17 9 6 4 2 2 2 1 0

Placebo 73 62 38 30 20 17 2 8 8 B 5 3 3 3 2 2 1 0 0 0 Placebo 73 63 36 26 19 16 12 8 8 6 5 3 3 3 3 2 2 1 1 0 0



f) Conclusions

Bénéfice incontestable

« Diminution des risques de métastases cérébrales (83%) apres radiochimiothérapie
« Diminution des risques de métastases a distance (79%) aprés radiochimiothérapie
« Résultats en ligne avec ADAURA sur ’efficacité dans les stades localisés/localement avancés

« Données nécessitant un suivi plus long

Mais quelques interrogations persistent

« Durée optimale du traitement ?
« Sélection des patients a haut risque de rechute ?
* Mécanismes de résistance ?

« Place de ADN tumoral circulant (stratification initiale, suivi, détection des rechutes)



)

AMIVANTAMAB PLUS CHEMOTHERAPY VS CHEMOTHERAPY
IN EGFR MUTATED, ADVANCED NON SMALL CELL LUNG
CANCER AFTER DISEASE PROGRESSION ON OSIMERTINIB

2ND INTERIM OVERALL SURVIVAL FROM MARIPOSA-2

Popat S. et al. Abst. #LBA54



) Design de I'étude

.

-

Key Eligibility
Criteria

* Locally advanced or
metastatic NSCLC

* Documented EGFR
Ex19del or L858R

* Progressed on or
after osimertinib
monotherapy
(as most recent line)

+ ECOGPSOor1

~

J

2:2:1 Randomization?®

657)

Amivantamab-Lazertinib-Chemotherapy®

(n=263)

(N=

Chemotherapy
(n=263)

Focus of this presentation

Secondary/Exploratory Efficacy
Endpoints Reported:

» Qverall survival (0OS)

* Time to symptomatic progression (TTSP)
» Time to treatment discontinuation (TTD)

» Time to subsequent therapy (TTST)

* PFS after first subsequent therapy (PFS2)

Here we report the prespecified second interim OS analysis at a median follow-up of 18.1

months for patients receiving amivantamab-chemotherapy vs chemotherapy in MARIPOSA-2
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Ami-Chemo
Chemo

) Résultats principaux

progression (%)

Patients without symptomatic

i
1
1
4 Median TTSP? : LUl Ll MLl
Median follow-up: 18.1 mo (95% CI) ! i T Ami-?:hhznr:::)
20 4 Ami-Chemo 16.0 mo (12.7-19.4) | H
i Chemo 11.8 mo (8.9—13.5) i i
0 HR, 0.73 (95% CI, 0.55-0.96); P=0.026°¢ | | i
i 0 3 6 9 12 15 18 21 24 27
i No. at risk Months
! Ami-Chemo 131 115 100 88 76 54 33 12 1 0
i : Chemo 263 212 173 132 13 81 42 18 5 0
! ! Ami-Chemo
Median OS 1 I
Median follow-up: 18.1 mo (95% C1) ! H Chemo
T Ami-Chemo 17.7 mo (16.0-22.4) i i
Chemo 15.3 mo (13.7-16.8) ! !
HR. 0.73 (95% Cl. 0.54-0.99). P=0.03% | ! ! 100 4 , Median TTD?
T T T } T + T T | Median follow-up: 18.1 mo (95% Cl)
0 3 6 9 12 15 18 21 24 27 Ami-Chemo 10.4 mo (7.9-11.6)
Months 2 80 Chemo 4.5 mo (4.2-5.0)
131 124 15 101 88 63 39 15 2 0 E HR, 0.42 (95% CI, 0.33-0.53); P<0.0001¢
263 242 213 174 147 103 19 2 6 0 39
9= 999 ;
5] :
£ E 1]
. Ve P 2 T 40 4 :
Mais donnees immatures 28 !
2@ !
; i
207 | Ami-Chemo
i 13 Chemo
0 T T T } T t T T 1
o] 3 6 9 12 15 18 21 24 27
No. at risk Months
Ami-Chemo 131 110 90 70 52 33 18 5 0 0
Chemo 263 168 82 49 27 17 6 4 3 0




) Conclusions

Bénéfice du schéma thérapeutique

- Bénéfice observé sur des criteres cliniques relevants = bénéfice de 2 mois sur I’OS mais analyse intermédiaire
« Données d’0S immatures nécessitant un suivi plus long
« Acces précoce en 2¢me ligne disponible

« Profil de toxicité a surveiller (18% d’arréts de traitement)

Mais quelques interrogations persistent

Place de la séquence par rapport aux autres schémas disponibles (ADC, chimiothérapie, nouveaux TKI) ?
* Place de l’association amivantamab/chimiothérapie +/- lazertinib ?

« Place de la sélection par évaluation du statut MET ? - amivantamab dans les études précédentes efficace qq
soit le niveau d’expression

* Place de ’ADNtc ?

«  Mécanismes de résistance - LBA55 Mariposa mais 1¢re ligne



)

NIVOLUMAB PLUS RELATLIMAB WITH CHEMOTHERAPY VS
NIVOLUMAB PLUS CHEMOTHERAPY AS FIRST LINE
TREATMENT FOR STAGE IV OR RECURRENT NSCLC:
RESULTS FROM THE RANDOMIZED PHASE 2 RELATIVITY
104 sTuDY

ESSAI D'INTENSIFICATION THERAPEUTIQUE

Girard N. et al. Abst. #LBA53



) Design de I'étude

Key eligibility criteria
» 1L stage IV/recurrent NSCLC

* No prior systemic therapy for metastatic
disease

* No EGFR, ALK, ROS-1 mutations?
« ECOG PS 0-1

NIVO 360 mg + RELA 360 mg Q3W
+ PDCT* (4 cycles)

N =309 Prophylactic myeloid growth factor was mandatory for
R patients aged = 60 years® according to guidelines’2

Stratified by tumor|PD-L1? (= 1% vs < 1%),]
histology (NSQ vs SQ), and ECOG PS (0 vs 1)

Primary endpoint
* ORR (BICR)

1:1
NIVO 360 mg Q3W
+ PDCT* (4 cycles)

Secondary endpoints

- PFS (BICR) - ORR and PFS by PD-L1
. Safety + DOR (BICR)



) Toxicites

Ongoing treatment,” n (%)

NIVO + RELA 360 mg + PDCT

n=158
38 (24)

Any grade Grade 3/4

NIVO + PDCT
n = 1492

Any grade

Grade 3/4

All-cause AEs, n (%) 158 (100) 112 (71) 148 (99) 104 (70)

TRAEs, n (%) 147 (93) 86 (54) 138 (93) 82 (55)
Serious TRAEs 37 (23) 33 (21) 36 (24) 32 (22)
TRAEs leading to discontinuation 21 (13) 12 (8) 21 (14) 13 (9)

TRAEs leading to death

6 (4)

5 (3)

Grade =3 treatment-related neutropenic AEsd occurred in 6% (NIVO + RELA 360 mg + PDCT) vs 14% (NIVO + PDCT)

Most common TRAEs (= 20%) with NIVO + RELA 360 mg + PDCT: anemia, nausea, neutropenia, thrombocytopenia, fatigue




) Principaux résultats sur la

NIVO
+ PDCT

NIVO + RELA 360 mg
+ PDCT

PFS

NIVO

NIVO + RELA 360 mg
+P

100 n =158 n=151 80 - Difference
Median PFS, mo 6.7 6.0 7.6%
(90% Cl) (5.6-8.4) (5.5-6.9)
80 HR (90% CI) 0.88 (0.71-1.11) c0 |
51.3%
g 60 = CR 4.4%  43.7%
< rZ
2 232 40
& i
40 NIVO + RELA 360 mg
+PDCT
20
20
NIVO + PDCT
G T T T T T T 1 0 -
0 3 6 9 12 15 18 21 NIVO + RELA 360 mg NIVO
Months from randomization + PDCT + PDCT
No. at risk (81/158) (66/151)
158 123 80 61 26 7 0 0 Median DOR,> mo
151 112 74 49 26 6 0 0 10.1¢ 9.14
7
Ve -
Etude negative
o (909 OR 0
0 0 0 R A 60 g O
bgroup D PD 0 PD PD
PD-L1 > 1% 9.8 6.1 ! 0.63 53.2 40.8
(n=79, 71) (5.9-13.8) (4.2-7.0) ° ' (0.45-0.88) (43.3-62.8) (31.0-51.3)
1
PD-L1 < 1% 5.6 5.8 ] 1.23 50.0 44.8
(n =70, 67) (5.3-7.0) (5.4-7.0) H ‘ (0.89-1.70) (39.6-60.4) (34.4-55.5)
]
NSQ 8.3 6.0 ! 0.86 46.7 38.5
(n =107, 104) (5.6-9.8) (4.6-7.0) ° ! (0.65-1.13) (38.5-55.1) (30.5-47.0)
1
sQ 5.6 5.8 | 0.97 60.8 55.3
(n =51, 47) (5.3-8.2) (5.4-7.1) B (0.66-1.43) (48.3-72.3) (42.3-67.8)
1
. i .
0 1 2

NIVO + RELA 360 mg + PDCT «<—— NIVO + PDCT

+ PDCT Difference
n=2y 30.7%
100 Median PFS, mo 9.8 5.6 80 -
(90% ClI) (5.6-NR) (2.2-7.0)
HR (90% Cl) 0.45 (0.25-0.81)
60.7%
75+ 60 4
NIVO + RELA 360 mg
g +PDCT ¥
w50 €< 40 -
oy it o~
25+ 20 A
NIVO + PDCT
O T T T 0 -
0 5 10 15 NIVO + RELA 360 mg NIVO
Months from randomization + PDCT +PDCT
No. at risk 28 20 11 2 (17/28) (6/20)
20 10 4 0
NIVO + RELA 360 mg NIVO
)] + PD!
100 Median PFS, mo 13.8 7. 80 - Difference
(90% CI) (4.6-NR) (4.2-13.9) 8.1%:
HR (90% CI) 0.60 (0.31-1.15)
757 60 1 54.5%
a NIVO + RELA 360 mg CR, 4.5% 46 4%
s + PDCT ® _
o 507 o Z 40
[T x C
o to——o o~
h
257 ) 20 -
NIVO + PDCT
G T T T 0 -
0 5 10 15 NIVO + RELA 360 mg NIVO
Months from randomization + PDCT + PDCT
No. at risk 22 14 14 1 (12/22) (13/28)
28 16 10 1




) Conclusions

Bénéfice du schéema thérapeutique

- Bénéfice observé en terme de PFS sur la population > 1% (principalement 1-49%)
«  Profil de toxicité acceptable
« Analyses selon le PD-L1 non prévues

- Relativity-1093 évaluant [’association en 1¢re ligne chez les PD-L1 entre 1% et 49% vs
chimiothérapie/pembrolizumab

« Nouvelle étude en cours de design pour les PD-L1 > 50%
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