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SKYSCRAPER-02: anti-TIGIT en 1el dans Ie CPC etendu
phase 3

1L ES-SCLC Induction (4 x 21 day cycles) Maintenance
*ECOG PS 0-1 Tiragolumab 600 mg IV Q3W + Mearrficeats Treat until
«Measurable disease Atezolizumab 1200 mg IV Q3W + Ategollzum e progression,
. . Carboplatin + Etoposide (CE)* loss of clinical
*No prior systemic bonefit or
treatment for ES disease unaccep’table
* Patients with treated or Placebo IV Q3W + Placebo + toxicity
untreated asymptomatic Atezolizumab 1200 mg IV Q3W + P
brain metastases eligible Carboplatin + Etoposide (CE)* No crossover
N=490
Objectifs Populations comparables
principaux: dans les 2 bras
= 0S = Métastases cérébrales (19,3%
vs 18,6%)
= PFS

Rudin C. et al, ASCO 2022, Abstract #LBA8507
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SKYSCRAPER-02: anti-TIGIT en l1lel dans le CPC étendu

phase 3

Résultats

PFS in the Full Analysis Set

Tiragolumab + Placebo +
atezolizumab+ CE atezolizumab+ CE
(n=243) (n=247)
Ly Patients with event, (%) 213 (87.7%) 215 (87%)
Median (months, 95% Cl) 5.1(4.4,54) 5.4 (45,5.7)
" Stratified HR* (95% Cl) 1.08 (0.89, 1.31)
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Interim OS in the Full Analysis Set

Tiragolumab + Placebo +
atezolizumab+ CE  atezolizumab + CE
(n=243) (n=247)

132 (54.3%) 132 (53.4%)
13.1 (10.9, 14.4) 12.9 (12.1, 14.5)
1.02 (0.80, 1.30)

Patients with event, (%)
Median (months, 95% ClI)
Stratified HR* (95% ClI)

= Placebo + atezolizumab

+ CE (n=247)
= Tiragolumab + atezolizumab
+ CE (n=243)
4+ Censored

r r 1+t r 1.+ 1 &rrrrrrr T
1 2 3 4 5§ 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24

Time (months)

Rudin C. et al, ASCO 2022, Abstract #LBA8507
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SKYSCRAPER-02: anti-TIGIT en 1el dans Ie CPC etendu
phase 3

2022 ASCO »NCO 7BR|D

Résultats

"S'Subgroup OS: patients with brain metastases

Placebo +
atezolizumab + CE
(n=247)
100 Pati Tiragolumab + Placebo + 132 (53.4%)
Mec atezollztr::;\b +CE atezollzu_r:gb +CE 12.9 (12.1, 14.5)
Stra 100 _c) it 0. 1.30)
ety Median (months, 95% Cl) 11.70 (8.21, NE) 10.64 (9.03, NE)

= H—\—L_‘l‘:‘w_.—\., HR (95% CI) 0.92 (0.53, 1.59)
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20 + CE (n=247) [ Placebo + atezolizumab
—— Tiragolumab + ate o + CE (n=46)
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+  Censored + CE (n=47)
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SKYSCRAPER-02: anti-TIGIT en 1lel dans Ie CPC etendu
phase 3 All cause AEs

TOIéI‘a nce (>15% in at least one arm)

Tiragolumab + Placebo +

MedDRA preferred term atezolizumab + CE atezolizumab + CE

Anemia I
Neutropenia
Alopecia

Constipation

Profil de tolérance similaire e
dans Ies 2 bras Neutrophil count decreased

Fatigue
Diarrhea
Decreased appetite

Rash

Pruritus

40% 30% 20% 10% 0 10% 20% 30% 40% 50%

Rudin C. et al, ASCO 2022, Abstract #LBA8507 Grade 01 2 ""'3H4 W5
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SKYSCRAPER-02: anti-TIGIT en 1eL dans le CPC étendu
phase 3

= Conclusion:

= Addition du tiragolumab (anti-TIGIT) a chimiothérapie + atezolizumab
n‘apporte aucun bénéfice sur la PFS et I'OS

= Bras controle similaire a IMPOWER-133
= Tiragolumab: pas d'augmentation des AE

= Anti-TIGIT et CBPC: clap de fin?

Rudin C. et al, ASCO 2022, Abstract #LBA8507
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NADIM II: Nivolumab + chimio vs chimio seule en néo adjuvant

Experimental arm

Nivoliimab 360 mg | Adjuvant treatment
+ Paclitaxel 200 mg/m2 SURGERY Nivolumab 480 mg
/ \ + Carboplatin AUC5 IV, Q4W
IV, Q3W 6 th
NSCLC e S
Locally advanced (3 Cycles)
Potentially resectable within 3rd-4th w.
S{gt%eg.'?"”)B (+7d.) from day 21
edition
EGFR/ALK excluded RyeE e
\ / Control arm ‘
: - Observation 48
/ Follow up

. 4

Paclitaxel 200 mg/m2 RO
+ Carboplatin AUC5 | SURGERY } ’ Q12w
’ (5 years)
IV, Q3W (6 months)

(3 Cycles) }
Objectif principal: Objectifs secondaires:
= Réponse Pathologique compléte " Reéponse Pathologique Majeure (MPR)
(pCR) dans la population ITT = Incidence sur la chirurgie

= Tolérance
= Bioma rq UEeurs (CtD N) Provencio M et al, ASCO 2022, Abstract #8501
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Baseline characteristics - ITT population

Characteristic

NIVO + Chemo

(n = 57)
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Réseau Régional de Cancérologie

Baseline characteristics - ITT population

Characteristic

TNM classification (AJCC 8t
edition)

NIVO + Chemo
(n = 57)

BORDEAUX | fochor

NADIM II: Nivolumab + chimio vs chimio seule en néo adjuvant

Age — median (range), years 63 (58-70) 62 (57-66)
Female — No. (%) 21 (36.8) 13 (44.8)
History of tobacco use — No. (%)
Never smoker 5 (8.7) 0 (0.0)
Former smoker 23 (40.4) 10 (34.5)
Current smoker 29 (50.9) 19 (65.5)
ECOG PS — No. (%)
0 31 (54.4) 16 (55.2)
1 26 (45.6) 13 (44.8)
Histology — No. (%)
Adenocarcinoma 25 (43.9) 11 (37.9)
Adenosquamous 1(1.8) 0 (0.0)
Squamous 21 (36.8) 14 (48.3)
Large Cell Carcinoma 2 (3.5) 1(35)
NOS / Undifferentiated 7 (12.3) 2 (6.9
Other 1(1.8) 1(3.5)

T1IN2MO 12 (21.1) 4 (13.8)
T2N2MO 16 (28.1) 7 (24.1)
T3N1MO 2 (3.5) 1.(3:5)
T3N2MO 13(22.8) 51(19:3)
TANOMO 6 (10.5) 9 (31.0)
TANTMO 8 (14.0) 3(10.3)
Tumor size — Median (range), 43 (29-54) 52 (39-75)
mm
Nodal stage — No. (%)
NO 6 (10.5) 9 (31.0)
N1 10 (17.5) 4 (13.8)
N2 41 (71.9) 16 (55.2)
N2 multiple station 21(36.8) 10 (34.5)

Provencio M et al, ASCO 2022, Abstract #8501
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NADIM II: Nivolumab + chimio vs chimio seule en néo adjuvant
Résultats

Surgery summary pCR’ rate with neoadjuvant NIVO + CT vs CT in the ITT populationiO
Patients, No. (%) HIVG: sheino (('I‘h:r;;)
. . . . 60 il
Patients with definitive surgery 53 (93.0) 20 (69.0) 73 OR = 7.88 (95% C11.70-36.51)
Patients with cancelled definitive surgery 4(7.0) 9 (31.0) 13 50 A l
Due to adverse events 1(1.7) 0(0.0) 1
' . o 4l 1 36.8%
Due to disease progression 0 (0.0 4(13.7) 4 <
[0}
Not suitable for surgery 3(5.2) 5(17.2) 8 E’ 30 p=0.0068
4
o
OR = 5.96 (95% Cl 1.65-21.56) Q- 20
I
100 - 93.0% 10 6.9%
90 69.0% 0 -
60 - NIVO + Chemo Chemo
40 4 n/N 21/57 2/29
2 Percentage of patients with a complete response NNT: 3.34 (2.2—6.95)
0 -

NIVO + Chemo Chemo

p=0.00807 Provencio M et al, A._S‘C 2022, Abstract #85_01

---------------
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Réseau Régional de Cancérologie

NADIM II: Nivolumab + chimio vs chimio seule en néo adjuvant
Résultats

MPR® rate with neoadjuvant NIVO + CT vs CT in the ITT population °

MPR rate (%)

n/N

80

70

60

50

40

30

20

1 OR = 6.94 (95% Cl 2.14-22.52)

52.6%

p=0.0012

13.8%

NIVO + Chemo Chemo
30/57 4/29

Percentage of patients with a complete response or a major response NNT:2.57 (1.76-4.81)

ORR’ with neoadjuvant NIVO + Chemo vs Chemo in the ITT population °

ORR (%)

n/N

100 A

80 -

40 4

20 A

OR:3.29 (95% C11.28-8.47)

75.4%

48.2%
0 p=0.023
NIVO + Chemo Chemo
43/57 14/29

Percentage of patients with a complete response or a partial response

Provencio M et al, ASCO 2022, Abstract #8501
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NADIM II: Nivolumab + chimio vs chimio seule en néo adjuvant
Résultats

MPR’ rate with neoadjuvant NIVO + CT vs CT in the ITT population ° ORR’ with neoadjuvant NIVO + Chemo vs Chemo in the ITT population °
80 1 100 q OR:3.29 (95% C11.28-8.47)
70 A OR=6.94 (95% C
03 52 6% 80 - p=0.014 (Fisher’s exact test)
S |
o ) 0
E 40 + 61 .1 /0 48.2% p= 0.023
% 30 A
TN
20 1 &\:
10 A 2
0 =
NIVO + Chemo o W o —
n/N 30/57 % 7 14/29
Percentage of patients with a comple nts with a complete response or a partial response

<1% 1% - 49% 2 50%

PD-L1 Tumor Proportion Score

ncio M et al, ASCO 2022, Abstract #8501
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NADIM II: Nivolumab + chimio vs chimio seule en néo adjuvant
Tolérance

Adverse events G 3-4 summary (ITT population)

w
[ =

25%

N
o
1

Risque d’AE =grade 3 dans le bras

N
o
1

nivo+chimio:
;: 10.3% . Neutropénie feébrile (7,1%)
5 = Diarrhées (3,5%)
5 | = Cytolyse ALAT (1,8%)
0 NIVO + Chemo Chemo
n/N 14/51 3/29

No grade 5 treatment-related adverse events were observed
Provencio M et al, ASCO 2022, Abstract #8501
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NADIM II: Nivolumab + chimio vs chimio seule en néo adjuvant

Conclusion

Confirme (CM816) la supériorité de Nivo + chimio en néo adjuvant
= Améliore la réponse complete pathologique (pCR)
= Avec un profil de tolérance acceptable
= Sans impacter la chirurgie (délai, complications, faisabilité)
= Plus efficace chez PDL-1 +

Provencio M et al, ASCO 2022, Abstract #8501
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NSCLC avanceé avec PDL-1=50% en 1eL
I0 + chimio ou chimio seule?

BBBBBBBB

 Randomized Clinical Trials supporting FDA approved 10-based regimens
* Chemo-lO (6 trials, n=455): Platinum-Chemo + Pembrolizumab, Atezolizumab (+/- bevacizumab), or Nivolumab/Ipilimumab
« 10 (6 trials, n=1298): Nivolumab, Pembrolizumab, Atezolizumab, Cemiplimab, Nivolumab/Ipilimumab

« Biomarkers': PD-L1 > 50% TPS and EGFR/ALK WT

OS - no difference PFS - favor chemo-lO ORR - favor chemo-IO
e KRAS muté: chimio + 10 meilleure (OS 22,4 (18,2-NE) vs 16,2 (11,1-NE)

10 seule semble falre mleux pour les 275 ans .
S~y ‘. Median (mo) 9.6 vs. 7.1 (95% Cl)  (56,66) (41, 46)

&
g T o -
: - o . N
o Odds ratio 1.2
Median OS (months) " " Median PFS (months) T 950/0 CI 1 1 1 3
10-only: 20.9 months (95% CI: [18.5, 23.1]) 10-onty: 7.1 months (95% CI: [6.3, 8.3]) 5 ! =
000{ _—Chemo-10: 25.0 months (95% CI: [19.0. NE)) . . . 000 Chemo-10: 9.6 months (95% CI: (8.4, 11.1))
0 L] 12 1% 24 3 3 a » 2 L
Time (months) Tme (months)
Number at nsk (number of events) Number at sk (number of events)
3 0, 86 (156) 2 (164) 665) 0 (168 - 0 9 9 (240 2@ 6 (270 2
6 644 (410 81 (509) (551) D (558 560 680 (533) U0 (739 167 (8 8 84
Time a

Akinboro O. et al, ASCO 2022, Abstract #9000
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eNerGy: phase III: n|vo+|p| vs chimio en 1eL pour
patient PS>2 ou agés =70ans pour NSCLC avanceé

Key Eligibility Criteria
« Stage IV or recurrent
Squamatisior Noh:5gquamous NIVO 240 mg Q2w + IPI 1 mg/kg QW a

No prior systemic therapy for Until disease
advanced disease progression,
No known EGFR mutations or unacceptable
ALK or ROS1 alteration toxicity,
Age > 70ECOG PS0-10orPS 2 : " : : ) or for 2 years
C‘he_m:.o. Q3w 4 cycles) for immunotherapy
Stratified by : B Platinum doublet with optional pemetrexed
- Age = versus < 70 years maintenance (NSQ)

- PS 0/1 versus 2
- Histology : squamous/non-

squamous
Primary endpoint Secondary endpoints
« OS =N PES
+ ORR

+ Efficacy by tumor PD-L1 expression
* QOL, geriatric mini dataset

Léna H. et al, ASCO 2022, Abstract #9011
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eNerGy: phase III: n|vo+|p| vs chimio en 1eLd (pour
patient PS>2 ou agés =70ans pour NSCLC avanceé

Caracteristiques des populations

PS 0-1
Age, median (range), years 74 (52-89 74 (51-88
290 ( 9 ) y 8% ) 79.4% ) .
S—— — — Age, median 76.3 76.2
0,
E%OG PS; 26,6 25.2 Age range 70-89 70-88
1 376 37.4
2 358 37.4
Smoking status, %
Never smoker 11.9 8.4
Current / former smoker 88.1 91.6
Histology, % PS 2
Squamous 32.1 30.8
Non-squamous 67.9 69.2
Metastases, % Age, median 69 68.5
Bone 37.6 439
Liver 147 16.8
NS 8.3 7.5
Age range 52-85
Tumor PD-L1 expression,% 9 9 51-83
<1% 58.7 54 1
1-49% 38.5 37.8
2 50% 29 8.2
ND 45 8.4

Léna H. et al, ASCO 2022, Abstract #9011




2022 ASCO »NCO 7BR|D

ANNUAL MEETING NOUVELLE- HQUITQInE

BORDEAUX | oo

eNerGy: phase III: n|vo+|p| vs chimio en 1eL pour
patient PS>2 ou agés =70ans pour NSCLC avanceé

Overall survival whole population
/— 100 £“ Bras de traitement \
—— CHIMIO
NIVOLUMAB + IPILIMUMAB

90 + Censor

80

o 707 NIVO IPI Chemo
L n=109 n =107
- 60-

g Median OS, mo 147 9.9

. (95% Cl) (8-19.7) (7.7-12.3)
2

2 40 HR (95% ClI) (0 62-1.16)

3 =0.2978

o

. 55% 42%
L Survival Tyear 45 50,.638%  32.5%-51.2%
101 : 36.6% 21%
Survival 2 years 57 501’45 79 14.3%-30.0%
0_
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time from randomisation (Months)
Patients-at-Risk
CHIMIO 107 83 69 S6 44 40 34 30 19 15 10 7 6 4 3 0
NIVOLUMAB + IPILIMUMAB 109 80 68 64 59 52 49 39 34 24 15 13 10 3 0

Léna H. et al, ASCO 2022, Abstract #9011
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eNerGy: phase III: nivo+ipi vs chimio en lel pour
patient PS>2 ou agés =70ans pour NSCLC avanceé

-PS 2

70

50

40

Probability of Event Free

Bras de traitement
CHIMIO
NIVOLUMAB + IPILIMUMAB

+ Censor

‘I

CHIMIO 40 28 20

NIVOLUMAB + IPILIMUMAB 33 19 12

9 12 15 18 21 24 27 30 33 36 39 42 45
Time from randomisation (Months)
Patients-at-Risk

15 12 10 8 6 4 3 3
10 9 8 7 5 5 5 3 3 1 0

NIVO IPI Chemo
n=40 n=39
Median OS 2.9 6.1
(95% ClI) (1.4-4.8) (3.5-10.4)

Bras de traitement

CHIMIO

NIVOLUMAB + IPILIMUMAB
+ Censor

100
90
80
° 70
]
L
[
£ 60
]
>
w
S 50
2
2 404
-]
[
o
30
20
10
04
T
0 3
CHIMIO 67 S5
NIVOLUMAB + IPILIMUMAB 70 61

r T T T T T T T T T
5 18 21 24 27 30 33 36 39 42
Time from randomisation (Months)

T
45

Median OS, mo
(95% ClI)

Patients-at-Risk
30 2 24 15 122 7 6 5 3 2
4 4 34 29 19 12 10 9 3 0
NIVO IPI Chemo
n=70 n =67
22 .6 11.8
(18.1-36) (8.9-20.5)

Léna H. et al, ASCO 2022,

I R % )

0.63 (0.42—0.95)

Abstract #901 1
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eNerGy: phase III: n|vo+|p| vs chimio en 1eL pour
patient PS>2 ou agés =70ans pour NSCLC avanceé

Tolerance NIVO IPI Chemo
% %

TRAEs all grades 74.3 89.3

NIVO + IPl semble mieux toléré |TRAEs grade >3 31.4 49.5
TRAESs leading to discontinuation 54 3 34.0
of any component of the regimen
TRSAEs 39.0 25.2
Treatment-related deaths 3.8* 1.9**

Léna H. et al, ASCO 2022, Abstract #9011
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eNerGy: phase III: n|vo+|p| vs chimio en 1eL pour
patient PS>2 ou agés =70ans pour NSCLC avanceé

BBBBBBBB

Conclusion

= Pas d’avantage a Nivo+IPI sur la population PS2 ou agée = 70 ans

= Délétere pour patients PS2

= Patients = 70 ans / PS0-1: NIVO+IPI= amélioration OS (22,6mois
(18,1;36) vs 11,8 (8,9;20,5))

= Toxicité NIVO+IPI acceptable dans cette population

Léna H. et al, ASCO 2022, Abstract #9011
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Merci de votre attention !




