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i) Focus sur...

= Amelioration de la survie globale des patients CBNPC
traités par chimiothérapie immunothérapie néo
adjuvante

= > ASC02025: résultats d'OS de CHECKMATE-816

= |'intensification en premiere ligne dans le CBNPC

EGFR muté
= >WCLC2025: résultats d'OS de FLAURA-2

= Le tarlatamab comme nouveau standard dans le

carcinome bronchique a petites cellules
= >ASCO02025: résultats de Dellphi-304
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Confirmation d’un STANDARD en néo adjuvant

dans le CBNPC

CHECKMATE-816: Design

Key Eligibility Criteria

. i ectable,
| stage IB (> 4 cm)-IIIAJNSCLC
per edition N =358

+ ECOG PS 0-1

Primary analysis population
(Concurrently randomized)

NIVO 360 mg Q3w

+

’ Radiologic| ~ Surgery .
chemo? Q3w (3 cycles) restaging (within 6 Optional
. weeks adjuvant
[ NO known sensitizing EGFR ] post- chemo

mutations or ALK alterations treatment) and/or RT

Chemo® Q3w (3 cycles)

Stratified by
Stage (IB-11 vs IlIA),
PD-L1®2 (= 1% vs < 1%°¢), and sex
\ Minimum/median follow-up: 59.9/68.4 months

\

( Primary endpoints

Key secondary endpoints

Exploratory analyses

* pCR by BIPR + 0OS « OS by pCR, ctDNA clearance
« EFS by BICR * MPR by BIPR * Lung cancer-specific survival
« TIDM
&

4

Forde P.M. et al. Abstract LBAS000 ASCO 2025

Follow-up
—

www.onco-nouvelle-aquitaine. fr



Confirmation d’'un STANDARD en néo adjuvant
f) dans le CBNPC
CHECKMATE-816: caractéristiques des patients

. Forde P.M. et al. Abstract LBAS8000 ASCO 2025
5

Nivolumab plus Chemotherapy =~ Chemotherapy Alone

Characteristic (N=179) (N=179)
Age

Median (range) — yr 64 (41-82) 65 (34-34)

Distribution — no. (%)

<65 yr 93 (52.0) 83 (46.4)
=65 yr 86 (48.0) 96 (53.6)

Sex — no. (%)

Male 128 (71.5) 127 (70.9)

Female 51 (28.5) 52 (29.1)
Geographic region — no. (%)

North America 41 (22.9) 50 (27.9)

Europe 41 (22.9) 25 (14.0)

Asia 85 (47.5) 92 (51.4)

Rest of the world* 12 (6.7) 12 (6.7)
ECOG performance-status score — no. (%)t

0 124 (69.3) 117 (65.4)

1 55 (30.7) 62 (34.6)
Disease stage — no. (%) 1

IBor I 65 (36.3) 62 (34.6)

A 113 (63.1) 115 (64.2)

A Histologic type of tumor — no. (%)
Squamous 87 (48.6) 95 (53.1)
Nonsquamous 92 (51.4) 84 (46.9)

Nivolumab plus Chemotherapy =~ Chemotherapy Alone

Characteristic (N=179) (N=179)
Smoking status — no. (%)§

Never smoked 19 (10.6) 20 (11.2)

Current or former smoker 160 (89.4) 158 (88.3)
PD-L1 expression level — no. (%)

Could not be evaluated 12 (6.7) 13 (7.3)

<1% 78 (43.6) 77 (43.0)

>1% 89 (49.7) 89 (49.7)

1-49% 51 (28.5) 47 (26.3)

>50% 38 (21.2) 42 (23.5)
Tumor mutational burden — no. (%) |

Could not be evaluated or was not reported 91 (50.8) 89 (49.7)

<12.3 mutations per megabase 49 (27.4) 53 (29.6)

=12.3 mutations per megabase 39 (21.8) 37 (20.7)
Type of platinum therapy — no. (%)

Cisplatin 124 (69.3) 134 (74.9)
[ Carboplatin 39 (21.8) 33 (18.4)]
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Confirmation d'un STANDARD en néo adjuvant

dans le CBNPC
CHECKMATE-816: données de SURVIE GLOBALE

(" NIVO + chemo Chemo
(n=179) (n =179)

100 Median OS, mo NR2 73.7°
HR (95% CI); P value 0.72 (0.523-0.998); 0.0479
80
o/c
o ~_656_ NIVO + chemo
s 60- A e
R |
4 fi 5 5%“%
| Chemo
204
0 I I I I I I I I I l I I I 1
0 6 12 18 24 30 36 42 48 54 60 66 12 78 84
Months
No. at risk
NIVO + chemo 179 168 159 151 147 140 137 129 122 117 111 67 29 9 0
Chemo 179 170 159 139 124 114 112 104 08 97 91 58 29 6 |

n Forde P.M. et al. Abstract LBAS000 ASCO 2025
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Confirmation d’'un STANDARD en néo adjuvant

dans le CBNPC
CHECKMATE-816: Analyse de sous groupes pour la survie globale

Median OS, mo

NIVO + chemo Chemo Unstratified HR (95% CI) Unstratified HR
(n=179) (n=179)

Overall (N = 358) NR 73.7
Male (n = 255) NR 61.8
Female (n = 103) NR NR
White (n = 169) NR 73.7
Black or African American (n =7) NR 20.9
Asian (n = 179) NR 76.8
North America (n = 91) NR 73.7
Europe (n = 66) NR 38.3
Asia (n = 177) NR 76.8
ECOG PS 0 (n = 241) NR 76.8
ECOG PS 1 (n=117) 71.6 45.3
Stage IB-Il (n = 126) NR 76.8
Stage IlIA (n = 229) NR 73.7
Squamous (n = 182) NR 73.7
Nonsquamous (n = 176) NR MR 1 0.72
PD-L1 < 1% (n = 155) NR 61.8 —— 0.89
PD-L1 2 1% (n = 178) NR Tk _— 0.51
PD-L1 1%-49% (n = 98) NR 73.7 - ; 0.66
PD-L1 =z 50% (n = 80) NR 76.8 @ 1 0.33
Cisplatin (n = 258) NR 76.8 _.—:— 0.81
Carboplatin (n = 72) NR 37.2 * : 0.39
0.125 0.25 0.5 1 2 4
Minimum/median follow-up: 59.9/68.4 months. Favors NIVO + chemo — —p Favors chemo

HRs were NC if there was an insufficient number of events (< 10 per arm).

. Forde P.M. et al. Abstract LBAS8000 ASCO 2025
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Confirmation d’'un STANDARD en néo adjuvant

dans le CBNPC
CHECKMATE-816: Survie globale selon le stade

Stage IB-Il Stage IlIA
NIVO + chemo Chemo NIVO + chemo Chemo
(n = 65) (n=61) (n=113) (n=116)
100 - Median OS, mo NRa 76.8° 100 - Median OS, mo NRe 73.7
|HR (95% CI) 0.77 (0.44-1.35) | [HR (95% CI) 0.70 (0.47-1.05) |
80 1 80 -
NIVO +
65%°  chemo
601 . | 60 - .
R 60%9 | e s
8 539%b e
o :
40 - — 40 - Chemo
Chemo '
20 A 20 A
O 1 I 1 I 1 I 1 I I I 1 I I I 0 T T T T T T T T T ; T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Months Months
No. at risk
NIVO + chemo 65 60 57 54 51 50 48 44 42 41 39 21 1 - 0 113 107 101 96 95 89 88 84 79 75 71 46 18 5 0
Chemo 61 60 54 50 45 41 41 37 36 36 34 ’ 12 3 ) 116 108 103 88 78 72 70 1 57 38 17 3 1

n Forde P.M. et al. Abstract LBAS000 ASCO 2025
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Confirmation d’'un STANDARD en néo adjuvant

dans le CBNPC
CHECKMATE-816: Survie globale selon le statut PD-L1

PD-L1 < 1% PD-L1 2 1%
NIVO + chemo Chemo NIVO + chemo Chemo
(n =78) (n=77) (n = 89) (n = 89)
100 - Median OS, mo NRa 61.8 100 <t Median OS, mo NRe 73.7f
| HR (95% Cl) 0.89 (0.57-1.41) | [HR (95% CI) 0.51 (0.31-0.84) |
80 - 80 - - 78%*
NIVO + ey
60 53%c  chemo 60 - NIVO +
< i e - chemo
< ! - _ ' 58%"
8 53%¢ ct
: nemo
40 1 40 1 Chemo
20 1 20 -
0 1 I I I 1 I 1 I 1 ; I I I I 0 T T T T T T T T T | T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Months Months
No. at risk
NIVO +chemo 78 72 66 63 61 56 54 49 46 42 38 23 12 4 0 89 84 8 79 77 76 75 72 69 69 67 40 16 5 0
Chemo 77 74 68 54 46 43 41 40 39 23 13 3 0 89 80 70 62 58 58 54 50 50 ! 31 15 2

n Forde P.M. et al. Abstract LBAS000 ASCO 2025
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Confirmation d’'un STANDARD en néo adjuvant

dans le CBNPC

CHECKMATE-816: survie globale selon la réponse pathologique

100% Chemo (pCR)
100 Tmg= , e — —
b "l_:'-:_‘ 95%e L]at ——
80 - A e - NIVO + chemo (pCR)
““'\. ---—_-‘_\”)_ ;
60 - T e e T 1 56% NIVO + chemo (no pCR)
SE T ‘M—--— - -
v 40 554%'g e
(@) NIVO + chemo Chemo Chemo (no pCR)
pCR No pCR pCR No pCR
20 1 Median 0S, mo _ NR® NRP NR¢ 73.79
HR (95% Cl) 0.11 (0.04-0.36) -
0 1 1 1 I 1 1 I I 1 i I 1 |l 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
No. at risk Months
pCR 43 42 42 42 42 42 42 41 40 40 39 25 13 4 0
No ;&R 136 126 117 109 105 98 95 88 82 7? 72 42 1.6 5 6
No pCR 175 166 155 135 120 110 ) 100 94 93 87 55 26 '

. Forde P.M. et al. Abstract LBAS8000 ASCO 2025
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Confirmation d’'un STANDARD en néo adjuvant
dans le CBNPC

CHECKMATE-816: Pas de nouveau signal concernant la tolérance

NIVO + chemo
(n=176)

Patients, n (%) Any grade Grade 3-4 Any grade Grade 3-4
All AEs® 165 (94) 76 (43) 173 (98) 79 (45)
TRAEsP 147 (84) 63 (36) 159 (90) 67 (38)
All AEs leading to discontinuation® 18 (10) 10 (6) 20 (11) 7 (4)
TRAEs leading to discontinuation® 18 (10) 10 (6) 17 (10) 6 (3)
All SAEsP 30 (17) 19 (11) 24 (14) 17 (10)
Treatment-related SAEs® 21 (12) 15 (8) 18 (10) 14 (8)
Surgery-related AEs*© 67 (45) 17 (11) 66 (49) 20 (15)
Treatment-related deathsd 3 (2)¢

. Forde P.M. et al. Abstract LBAS8000 ASCO 2025
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Importance de la

CHECKMATE-816 biologie moléculaire et
du staging N
IMPLICATION

= Se poser la question d’un traitement néo adjuvant si:
= Tumeur > 4 cm

= N+ extirpable
= = tumeur a haut risque de récidive

= Neécessité d'obtenir:

= Statut PD-L1 aora
= Statut EGFR et ALK

Chez les patients PD-L121% sans mutation de I'EGFR ni de réarrangement d’ALK de stade Il a llIB (tumeurs

résécables jugées a haut risque de récidive), un traitement néoadjuvant par 3 cycles d’'immunochimiothérapie-
est accessible en accés précoce :

-quelle que soit I'histologie par carboplatine AUC 5 ou 6 + paclitaxel (150 ou 200 mg/m?) + nivolumab 360mg

-pour les carcinomes épidermoides par cisplatine (75 mg/m? + gemcitabine (1000 ou 1250 mg/m?) +
nivolumab 360mg.

-pour les carcinomes non-épidermoides : sel de platine + pemetrexed (500 mg/m?) + nivolumab 360mg

www.onco-nouvelle-aquitaine. fr



EGFR (mutations communes) Mutes ... rrs, montns sswcn

f) L'intensification en 1ere ligne chez les patients

FLAURA-2: Design M Osi+CTx 25.5(24.7, NC)
W Osimono 16.7 (14.1,21.3)
HR:0,62 (IC95%: 0,49-0,69 p<0,001)

Osimertinib 80 mg (QD) +

Patients with untreated locally pemetrexed 500 mg/m? +

advanced / metastatic EGFRm NSCLC N=557 carboplatin AUCS _ Maintenance "
or cisplatin 75 mg/m? osimertinib 80 mg {?D}
Key inclusion criteria: (Q3W for 4 cycles for pemetrexed 500 mg/m* (Q3W)
Aged 218 years Stratiied b platinum-based treatments) Follow-up:
- > ified by:
) Race + RECIST v1.1 assessment at 6 and
0 R E::%%ng (asan Crinese 1 12 weeks, then Q12W until RECIST
non-squamous | mﬂ;;,-,] nesel — Treatment beyond PD allowed per investigator discretion —  v1.1-defined radiological PD
» Ex19del / L858R (local / central test) EGFRm test « Survival follow-up for Q12W until
cal / central
+ WHOPSO/1 ::HG PZE“ : data cut-off for the planned final
0r1) 0S analysis
» Stable CNS metastases were allowed
» Brain scans at baseline Osimertinib 80 mg (QD)
(MRI / CT; mandatory)
+ Primary endpoint: Investigator-assessed PFS (RECIST v1.1)! 0OS was a key secondary endpoint*
+ Secondary endpoints included: OS5, TFST, DoR, DCR, PFS2, TS5T, HRCGoL Final OS anawsis performed at 57% maturity

. Planchard D. et al. WCLC 2025
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EGFR (mutations communes) mutés

L'intensification en liere ligne chez les patients
i) FLAURA-2: Caractéristiques des patients

Characteristic, %* 0(?1:;;’;0
Sex: male / female 38 /62 39 /61
Age: median (range), years 61 (26-83) 62 (30-85)
Race: Asian Chinese / Asian non-Chinese / non-Asian / missingT 257139735/ <1 25/38/36/1
WHO PS: 0/ 1% 37162 371/63
Smoking status: never / current / former 67/1/31 65/1/33
Histology: adenocarcinoma / adenosquamous / other 99 /171 99/0/1
EGFR mutation type: Ex19del / L858RS 61/38 60/ 38
Locally advanced / metastatic 5/95 3/97
CNS metastases present at baseline 42 40
Baseline tumour size: median (range), mm 57 (10-284) 57 (11-221)

. Planchard D. et al. WCLC 2025
14
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EGFR (mutations communes) mutés

L'intensification en 1ere ligne chez les patients
f) FLAURA-2: données de survie globale

La médiane de survie globale avec le combo est de 47,5 mois (vs 37,6 mois) No.Events/ | Median OS,
no. patients (%) | months (95% CI) .

1.0 B osi+cTx 1447279 (52)  47.5(41.0,NC)
2 years o :
Osi mono 1717278 (62 376 (332 432
80% (62) ( ) .
- HR (95% CI 0.77 (0.61, 0.96); p=0.02
0.8 3 years (95% CI) ( )i p
63% Overall maturity 57%
§ 06— | , 4 years
5]
> : l 49%
% |
o - 1 |
E 04 | |
| | I
| | 1
0.2 1 1 !
Median follow-up for 05*, months (range): | | |
Osimertinib + platinum-pemetrexed, 42.6 (0.1-60.4) | | |
Osimertinib monotherapy, 35.7 (0.1-60.1) 1 | |
| | |
0.0 1 1 1 | 1 1 | 1 | 1 1 1 1 1 1 | | 1 I | 1

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

No. at risk
W 2 267 258 253 245 240 236 226 218 202 196 183 170 158 143 123 105 7 36 16 1 0
B 2re 267 260 257 252 245 229 214 195 180 165 152 127 131 118 102 93 61 38 16 1 0

15
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EGFR (mutations communes) mutés
FLAURA-2: analyse de sous groupes pour la survie globale

f) L'intensification en 1ere ligne chez les patients

. Osi+ CTx Osi mono .
Subgroup (Events / patients)  (Events / patients) HR (95% Cl)
All batients Stratified log-rank 144 /279 171/278 — . 0.77 (0.61, 0.96)

patien Unadijusted Cox PH 144 / 279 1711278 —— 0.76 (0.61, 0.95)
Sex Male 65/ 106 727109 —. 0.84 (0.60, 1.17)
Female 791173 99 / 169 —. 0.71(0.53, 0.96)
Asian Chinese 34/ 71 39/ 69 | = | 0.76 (0.48, 1.20)
Racet Asian non-Chinese 65 /107 66 /107 —a— 1.00(0.71,1.40)
Non-Asian 45 /101 66 /102 : = | 056 (0.39, 0.82)
. Central 65 /121 7371119 —.— 0.81(0.58, 1.14)
EGFR mutation test method
mitation test MO | ocal 797158 08 / 150 — 073 (0.54, 0.98)
Aae at screenin <65 years 80 /174 95 / 166 ——— 0.71(0.53, 0.95)
9 g =65 years 64 /105 76 1112 ——— 0.87 (0.63, 1.22)
Smokin hist Yes 52/ 91 60 /07 | = | 0.83 (0.57, 1.20)
moking history No 92 /188 1111 181 — 073 (0,55, 0.96)
_ Ex19del 787172 95 / 169 —a—} 076 (056, 1.02)
1
EGFR mutation type L858R 66/ 106 741107 PR — 076 (0.55, 1.07)
0 47 /101 55 /102 : = | 082 (055, 1.20)
WHO PS
1 97 /178 116 /176 —— 0.73 (0.56, 0.96)
. Yes 71/ 116 797110 —. 0.72 (052, 0.99)
CNS mets at basel
mets at baseline No 73/ 163 02 / 168 —a—H 0.77 (0.57, 1.05)
I I I |
02 05 1 2 3
Favours osi + CTx « » Favours osi mono

. Planchard D. et al. WCLC 2025
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L'intensification en 1ere ligne chez les patients

EGFR (mutations communes) mutés
FLAURA-2: Durée d’exposition aux traitements

Osi + CTx (n=276)

Platinum* 2.8 months (range 0.7-4.1)

Q
E Pemetrexed' 8.3 months (range 0.7-58.9)
X
g Osi 30.5 months (range 0.1-59.0)
S
K
= Osi mono (n=275)
Osi 21.2 months (range 0.1-59.2)
0 5 10 15 20 25 30 35

Time (months)

. Planchard D. et al. WCLC 2025
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EGFR (mutations communes) mutés

L'intensification en 1ere ligne chez les patients
i) FLAURA-2: traitements subséquents

La chimiothérapie est le traitement subséquent Le bénéfice en SG est observé malgré le fait
le + fréquemment donné (74%) post combo. que le traitement subséquent le + fréquemment
44% sont des rechallenges en platine donné est la chimio a base de platine
Osi + CTx 1:; Osi mono .

: 7%
8% ..."l 3%
30% 77% received a FST

after discontinuing
osi due to PD*

69% received a FST
after discontinuing
osi due to PD*

72%
44% ‘
n=127 n=185
Received FST Received FST
(n=88) (n=143)
Platinum-based CTx MNon-platinum-based CTx EGFR targeted therapy (other than osi), mono or combo Osi + targeted agent / investigational drug (no CTx) Othert

Subseguent treatment was per investigator choice

. Planchard D. et al. WCLC 2025
18
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)

Decreased appetite

Anaemia
Diarrhoea

Nausea

Constipation

Rash

Fatigue

Yomiting

COVID-191

Stomatitis

Paronychia

Neutropenia

Neutrophil count decreased
ALT increased

Dry skin

19

Most common AEs*

[ 20 | 28 10 | 1
3 | 43 42 | <1
1] 12 12 ]
] | 29 0|1
<1 | 32 1|
1] 29 2 ]
s G 1 | <
1| 28 7] <
1| o5 17 |
<1| 25 18 | «
1| 2 27 | <1
Osi+ CTx 3 nIEI 1 Osimono
= — - T - el
H craces 2 19 e
20 25 |
60 40 20 0 20 40 60

. Planchard D. et al. WCLC 2025

Patients with AE (%)

Pas de nouveau signal de toxicité

L'intensification en 1ere ligne chez les patients

EGFR (mutations communes) mutés
FLAURA-2: Données de tolérance

Une toxicité bien sur accrue bras combo

AE summary

AE any cause, n (%)

Osi+ CTx

(n=276)

Osi mono
(n=275)

Any grade 276 (100) 269 (98)
Grade =3 193 (70) 94 (34)
Serious 126 (46) 75 (27)
Outcome of death 22(8) 10 (4)
Considered possibly related to treatment 5(2) 2 (1)
Leading to discontinuation of osi 34 (12) 20107
Leading to discontinuation of pemetrexed 137 (50) NA
Leading to discontinuation of platinum 46 (17) MNA

www.onco-nouvelle-aquitaine. fr



L'intensification en 1ere ligne chez les patients

EGFR (mutations communes) mutés
FLAURA-2: Rappels des résultats sur les populations d’intérét

Baseline CNS metastases

3-year OS (95% Cl), % HR (95% CI) \
2 57 (48, 66) | 072
. 40 31,49 | (052, 0.99)
° 67 (50,74) | 0rr
= 58 (50, 65) | (0.57, 1.05)
Baseline liver metastases
4 3.year OS (95% Cl), % HR (95% CI)
8 54 (38,68) |
> 35 (24, 47) (0.41, 1.05)
° 65 (58,71) | 0.83
C 56 (49, 62) | (0.64.1.07)
Baseline bone metastases
4 3-year 0S (95% CI), % HR (95% cﬁ\
g 55 (46,53 | 0.76
= 42 (34, 50) | (0.56, 1.02)
o 1 627) | 0.79
=
60 (51, 68) | (0.57,1.10)
k - _j

a
0.66

] Osi + plat-pem [ Osi mono

All patients

3-year 0S8 (95% CI), %

63 (57, 69)

51 145, 57) |

All

HR (95% CI)
0.77
(0.61, 0.96)

EGFR mutation*
4 3-year OS (95% Cl), % HR (25% CI)
% 54 (44,63) 0.76
- 42 (32,51 | (0.55,1.07)
g 69 (61,75) 0.76
& 57 (49,64) (056, 1.02)
- Y,
Plasma EGFRm ctDNA
4 3.year 0S (95% Cl), % HR (95% Cl)
5 53 45, 61)
e 42 (35,50) (0.60, 1.03)
3 |
5 [ (044, 1.44)
\_ -
Tissue TP53
4 3-year 0S (95% CI), % HR (95% cm
'% 65 (49, 77) 0.71
= 58 41,1 (0.40,1.27)
- 85 (67,93) 0.70
=
76 (53, 87) | (0.32, 1.54)
- Y,

. Janne ESMO 2025; NEJM 2025
20
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L'intensification en 1ere ligne chez les patients
EGFR (mutations communes) mutés

FLAURA-2: Quelle conclusion?

= Devient un nouveau standard de traitement
= |La question est de savoir chez _(%ui nous ne
|

souhaitons/pouvons pas intens

= Population agee?

ler:

= Patients fragiles?
= Patients refusant la chimio

OPTION : Dans les carcinomes non-épidermoides avec mutation classique de I'EGFR (Del19
et L858R), de PS 0-1, une association sels de platine (Cisplatine 75mg/m? ou Carbaplatine
AUC 5) — pemetrexed (500mg/m?) — osimertinib (80mg/j) suivie d’'une mai
rsé a la date de

nance par

pemetrexed-osimertinib dispose d’'une AMM mais n’est pas re
rédaction. Le bénéfice est plus important chez les patients avesdes métastases cérébrales et

les PS1.

Quid dans AURA

20267?

OPTION : L'association Lazertinib-Asfivantamab en premiére ligne, sera une option a
considérer dés qu’elle sera_diSponible en France, chez les patients avec mutation classique
de 'EGFR (Del19 R), de PS 0-1. Une thrombo-prophylaxie de 4 mois est indiquée en
associatio est conseillé d’'étre trés attentif a la tolérance, notamment cutané, de cette

association.

www.onco-nouvelle-aquitaine. fr




Un nouveau standard en deuxieme ligne dans le

carcinome bronchique a petites cellules
Dellphi-304: design

Key inclusion criteria

+ Histologically or cytologically confirmed SCLC

» Progression after 1L platinum-based chemotherapy +/- anti-PD-(L)1
» ECOGPSOor1

* Asymptomatic, treated or untreated brain metastases

Tarlatamab (n = 254)

R
1:1
(N =509)

Randomization stratified by

*  Prior anti-PD-(L) 1 exposure (yes/no)
» Chemotherapy-free interval (< 90 days vs > 90 to < 180 days
vs > 180 days)

» Presence of (previous/current) brain metastases (yes/no)
* Intended chemotherapy (topotecan/amrubicin vs lurbinectedin)

Chemotherapy* (n = 255)

Topotecan (n = 185); Lurbinectedin (n = 47);
Amrubicin (n = 23)

Primary Endpointj Overall survival
Key Secondary Endpoints: Progression-free survival, patient-reported outcomes
Other Secondary Endpoints: Objective response, disease control, duration of response, safety

*Topotecan was used in all countries except Japan, lurbinectedin in Australia, Canada, Republic of Korea, Singapore and the United States, and amrubicin in Japan.
1L, first-line; ECOG PS, Eastern Cooperative Oncology Group performance status; PD-(L)1, programmed death (ligand)-1; R, randomization; SCLC, small cell lung cancer.
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Un nouveau standard en deuxieme ligne dans le

i) carcinome bronchique a petites cellules
Dellphi-304: la molécule

Tarlatamab
= BIiTE

DLL3 Binding
Domain

Effectorless
Fc Domain
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Un nouveau standard en deuxieme ligne dans le

carcinome bronchique a petites cellules
Dellphi-304: caractéristiques des patients

Tarlatamab Chemotherapy
(n = 254) (n = 255)

Median age, years (range) 64 (20 - 86) 66 (26 — 84)
Male / Female, % 72128 66 / 34
Race

Asian / Black / White, % 38/1/60 42 /1155
Smoking history

Current or former smokers / Never smokers, % 91/9 88/12
ECOG performance status, 0/1, % 33/67 31/68
Prior anti-PD-(L)1 therapy, % 71 71
Prior radiotherapy for current malignancy™, % 63 63
Chemotherapy-free interval,%

< 90 days 43 45

= 90 to < 180 days 33 31 .
I > 180 days 24 25
Presence of brain / liver metastases, % 44/ 33 45/ 37
DLL3 expression, %, (n/NT) 95 (207/217) 93 (198/214)

*Includes patients who received radiotherapy for brain metastases; 'Number of patients with DLL3 expression (n) among patients with evaluable tumor tissue sample (N).
DLL3, delta-like ligand 3; ECOG, Eastern Cooperative Oncology Group; PD-(L)1, programmed death (ligand)-1.
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Un nouveau standard en deuxieme ligne dans le

carcinome bronchique a petites cellules
Dellphi-304: données de survie globale

La survie globale est de 13,6 mois dans le bras tarlatamab vs 8,3 mois dans le bras controle

100 s T2 |ataMaD e Chemotherapy Median 0S, months 13.6 8.3
?9R5 o(/;ra::rll)atamab/(:hemotherapy) 0.60 (0.47, 0.77)
< 80- p-value (2-sided) p<0.001
S
S 604
-
it I
T 40- I
5 | 37%,
20 = | '
I I
I I
0 | l
T T T T I T T T
0 3 6 9 12 15 18 21
Time from randomization (months)
Number of patients at risk:
Tarlatamab 254 220 192 131 60 17 0
Chemotherapy 255 210 156 97 42 9 2 0
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Un nouveau standard en deuxieme ligne dans le
carcinome bronchique a petites cellules
Dellphi-304: Analyse de sous groupes

Tarlatamab  Chemotherapy

Subgroup no. of patients Hazard Ratio for Death (95% CI)
Age

< 65 years 129 115 —e— 0.57 (0.40, 0.81)

= 65 years 125 140 —e— 0.67 (0.48, 0.94)
Sex

Male 182 169 —e— 0.70 (0.53, 0.93

Female 72 86 I L i 0.43 50.26, 0.72;
Race

White 152 139 —e— 0.51 (0.37, 0.70)

Asian 97 107 e 0.75 (0.50, 1.11)
Prior anti-PD-(L)1 exposure

Yes 180 180 —e— 0.61 (0.45, 0.82)

No 74 75 I . 2 | 0.65 (0.42, 1.03)

 Chemotnerapy-ree interval
<90 daysm'r 109 114 —e— 0.60 (0.43, 0.84)
B N 78 L 0.71 (0.46, 1.10)
= 90 to <180 da 85 78 —e— ; .46, 1.
= 180 days i 60 63 } . I 0.54 (0.29, 1.03)

Presence (previous or current) of brain metastases

Yes 113 115 —e— 0.45 (0.31, 0.65)

No 141 140 —e— 0.81 (0.58, 1.13)
Liver metastases

Yes 84 95 —e— 0.82 (0.57, 1.18)

No 170 160 —e— 0.54 (0.39, 0.75)
Chemotherapy

Topotecan/Amrubicin 209 208 —e— 0.57 (0.44, 0.75)

Lurbinectedin 45 47 I @ : 0.81 (0.46, 1.44)

n 1 I I
0.1 0.5 1 1.5 25

Tarlatamab Better Chemotherapy Better

Hazard ratios and 95% Cls were estimated using the Cox proportional hazards model.
PD-(L)1, programmed cell death (ligand)-1.
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Un nouveau standard en deuxieme ligne dans le

carcinome bronchique a petites cellules
Dellphi-304: données de survie sans progression

100 e Tarlatamab ==———=Chemotherapy
Median PFS, months 4.2 7 3.7
R 80 HR (Tarlatamab/Chemotherapy) 0.71
'§ (95% ClI) (0.59, 0.86)
b RMST p-value (2-sided) p =0.002*
a 607
5]
o
5 401
w
&
g 201 ! i
g 23% | Ha— "
l i l
| R |
0 [ 4%,
0 3 6 9 12 15 18
Number of patients at risk: Time from randomization (months)
Tarlatamab 254 147 78 37 18 2 0
Chemotherapy 255 137 56 15 3 0

Median follow-up time: 11.0 months for the tarlatamab and the chemotherapy group. *The restricted mean PFS time in the tarlatamab and the chemotherapy group was 5.3 months and 4.3 months at 12 months respectively, resulting in
statistically significant improvement of the tarlatamab group over the chemotherapy group.
HR: hazard ratio; PFS, progression-free survival.
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Un nouveau standard en deuxieme ligne dans le
carcinome bronchique a petites cellules
Dellphi-304: tolérance

Treatment-emergent CRS and ICANS with tarlatamab

Meilleur profil de tolérance que le bras
chimiothérapie
Tarlatamab Chemotherapy

) M s 56 mCRS mICANS
Median duration of treatment, months, (range) 4.2 (< 1-17) 2.5 (< 1-15) <
=
All grade, TEAEs, n (%) 249 (99) 243 (100) ,ﬂ“ 42
=
[
All grade, TRAEs n (%) 235 (93) 223 (91) ﬁ
=
Grade >3 TRAEs, n (%) 67 (27) 152 (62) E
=11
Serious TRAES, n (%) 70 (28) 75 (31) g 17
@
TRAEs leading to dose interruption and/or dose o
reduction, n (%) Jed) ) E
TRAEs leading to discontinuation, n (%) 73) 15 (6) 1 0 4 0404 0 04
—
& 1 9
Theatmbunt:relatad grade Siavents], n.(%) 1(04) 42 Overall” Grade 1 Grade 2 Grade 3 Serious Discontinuations Fatal
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Un nouveau standard en deuxieme ligne dans le

f) carcinome bronchique a petites cellules
Dellphi-304: implications

= Tarlatamab devient le standard en deuxieme ligne
dans le carcinome bronchique a petites cellules

= Pas d’acces a I'heure de cette présentation

= Se former aux toxicités particulieres de la molécule
= CRS
= ICANS
= (Dysgueusie)

Rudin C.M. et al. ASCO 2025
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f) PEC des toxicités du tarlatamab

Cycle 1

Cycle 2 Cycle 3+

CRS Incidence by Treatment Cycle

100

80 4

40 4

Patients, %

20 4

B Anygrade ™ Grade1 W Grade2 W Grade 3

Cycle 1 Day 1 Cycle 1Day 8 Cycle 1 Day 15 Cycle 2Day 1 Cycle 2Day 15 Cycle 3 and

Beyond

ICANS Incidence by Treatment Cycle

Patients, %

Cycle 1Day 1 Cycle 1Day 8 Cycle 1 Day 15 Cycle 2 Day 1 'Cycle 2 Day 15 Cycle 3 and

Sands J. et al. Cancer 2025

B Anygrade ™ Grade 1 M Grade2 W Grade 3

(e W Bn BB .. lum

Beyond

CRS

Fatigue

ICANS

Dysgeusia

Neutropenia
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e

— - —~

e — = =
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i) PEC des toxicités du tarlatamab

Recommandations d’administration et surveillance
Dosage and Scheduling of Tarlatamab

| schedule | Day ]| Do J Rocommnonded Monkoring Tariatamab Administration

Step-up Monitor patients from the start of « Day1 & 8: 8 mg of dexamethasone
dose?: infusion for 22-24 h on cycle day 1 intravenously (or equivalent) within
1mg andcycle 1day 8inan 1 h prior to tarlatamab administration
appropriate healthcare setting
Step-up ) . Recommend that patients remain « Day1,8&15: 1L of normal saline
dosing within 1 h of an appropriate intravenously over 4-5 h immediately
schedule 10 mg?@ . healthcare setting for a total of 48 after completion of
cycle 1 g Administer h from the start of the infusion, tarlatamab infusion
tarlat1arr1]1:5ras d accompanied by a care partner
intravenous | ¢ 4 »  Step-up dosing schedule \
10mg infusion inan | | * Observe patients for 6-8 h reduces the incidence and
appropriate post infusion® severity of CRS
healthcare - .
10 mg setting + Observe patients for 6-8 h *  After step-up dosing schedule,
post infusion® administer tarlatamab biweekly
. _ (every 2 weeks) until disease
Cycles 3& 4 | Day 1 & 15 10 mg * Observe F_’a“fnts for3-4 h progression or unacceptable
post infusion toxicity
Cycle 5 & . Observe patients for 2 h «  Concomitant medications can
s?nhf'iz?:::t Day 1 &15 10mg « post infusion® \ also reduce the risk of CRS
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Prise en charge du CRS
Grade Management Stateges Dosige Hodficaons

3 q + Withhold tarlatamab until event resolves, then
Symptoms require symptomatic treatment only * Symptomatic reaiment (eg, acefaminophen) for fever " resume at the next scheduled dose

Grade 1 . : .
> @
(eg. fever 2100.4°F without hypotension or hypoxia) + Recommend hospitalization for a minimum of 24 h with cardiac telemetry and
pulse oximetry
. > ° + Administer supplemental oxygen and IV fluids when indicated + Withhold tarlatamab until event resolves, then
Grade 2 Fever 2100.4°F Corsi X )
« Hypotension not requiring vasopressors AND/OR ons!derde@methasone (o_r equivalent) 8 mg IV resume at the next scheduled dose
* Hypoxia requiring low-flow nasal cannula or blow-by el bl S 2
yP » When resuming treatment at the next planned dose, monitor patients from the start
of the infusion for 22 to 24 h in an appropriate healthcare setting

( In addition to grade 2 treatment

Severe symptoms defined as temperature 2100.4°F with:
* Recommend intensive monitoring (eg, ICU care)

* Hemodynamic instability requiring a vasopressor (with or

Grade 3 without vasopressin) OR + Administer dexamethasone® (or equivalent) 8 mg IV every 8 h up to 3 doses + Withhold tarlatamab until the event resolves,
« Worsening hypoxia or respiratory distress requiring high-flow + Vasopressor support as needed then resume at the next scheduled dose
| | 8 Lmi ¢ " + Recommend tocilizumab (or equivalent) * Forrecurrent grade 3 events, permanently
nasal cannula (>6 L/min oxygen) or face mas + Prior to the next dose, administer concomitant medications discontinued tarlatamab

+ When resuming treatment at the next planned dose, monitor patients from the start
of the tarlatamab infusion for 22 to 24 h in an appropriate healthcare setting

v ICU care
* Per grade 3 treatment + Permanently discontinue tarlatamab
~+ Recommend tocilizumab (or equivalent)

Life-threatening symptoms defined as temperature 2100.4°F with:

* Hemodynamic instability requiring multiple vasopressors
(excluding vasopressin)

* Worsening hypoxia or respiratory distress despite oxygen

administration requiring positive pressure (eg, CPAP, BiPAP, ] ] ] ] .
intubation, and mechanical ventilation Pharmacist’s Role in CRS: Monitor for drug interactions. Tarlatamab causes transient release of cytokines that may suppress CYP450

Grade 4

enzymes and result in an increased exposure of concomitant CYP substrates during and up to 14 d after occurrence of CRS
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f\ Prise en charge des ICANS

Grade® Management Strategies Dosage Modifications

. -
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