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SCLC GecCP
The most aggressive subtype of lung cancer

Lung cancer most related to tobacco

' ' 30% patients limited di
98% in men, 76% in women % patients limited disease

10

12% of lung cancer in oo 2w oo |
The Canary Islands ! wA 0B aUA alB aIRA SUB )

Excellent response to Chemo —radiotherapy but... @ ﬂ ~70%01 )

™ Risk of local relapse
M Risk of distant spread

mPFS 10.2-15.4m >

Mortality
150 000/per year US mOS 25-32m >
40.000/per year Europe
3.500/per year Spain Few long term survivors

Lopez-Chavez et al. Curr Probl Cancer. 2012 / Turrisi et al. NEJM 1999 / Dayen, C. Et al. J Clin Oncol 2013 / Faivre-Finn C, et al. Lancet Oncol. 2017 / Grenberg BH, et al. Acta Oncol. 2016 / Peters S, et al. Ann Oncol. 2022
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. Chemotherapy . IO sequencial to Ch-RT

. Radiotherapy
. IO concurrent to Ch-RT

Cisplatin
etoposide

Lopez-Chavez et al. Curr Probl Cancer. 2012 / Turrisi et al. NEJM 1999 / Dayen, C. Et al. J Clin Oncol 2013 / Faivre-Finn C, et al. Lancet Oncol. 2017 / Grgnberg BH, et al. Acta Oncol. 2016 / Peters S, et al. Ann Oncol. 2022
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. Chemotherapy . IO sequencial to Ch-RT

. Radiotherapy
. IO concurrent to Ch-RT

Cisplatin Carboplatin
etoposide etoposide

: CONVERT
Thoracic

Radiotherapy

66Gy OID not > 45Gy BID

Lopez-Chavez et al. Curr Probl Cancer. 2012 / Turrisi et al. NEJM 1999 / Dayen, C. Et al. J Clin Oncol 2013/ Faivre-Finn C, et al. Lancet Oncol. 2017 / Gregnberg BH, et al. Acta Oncol. 2016 / Peters S, et al. Ann Oncol. 2022 /
Gobbini E, et al. ELCC 2024




SCLC Limited disease

Key eligibility
criteria

Small cefl lung
carcinoma

Stage 418
Treatment naive (1
chemao cycle bafore
envolmant alowad)
Age 218

ECOG PS D1
Adequats haematoio-
@ical, renal, hepatic snd
lung functian
Pulmaonary Tunction
FEVT of 1.0L or >40%,
predicied value and
Dl »40% predicied
value

Tnal enrolment

1:1

“Stratification factors

« Twice-daly vs onca-dally

redicthesapy

* PET CT scan at basaline YN

No PD —

Immunotherapy consolidation
Induction: N umab {1r

Ipifiumab {3 ma/kg iy

Maintenance: Nivolumab (240 mg |
Q2W for max 12 months

Observation
N further traatment

RECIST 1.1 Asseaament:
Svery U wesas Tor tha first 58 maonths
12 weeks up 10 yuar 2 nrd 8 manthe up to your 4

Primary endpoints: Secondary endpoints:
= Progression-free survival (PFS) «  Oveonll survival (OS)

according to RECIST 1,1 «  Time-to-treatment fadure (TTF)
+  Adverse events (CTCAE V4.0)

Mogawred from randomization

etop

Progs evsbes free survivad (W)

— N
S— e rvation

-y

™
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Eventa/N  Median PFS (D5%C1)

Nivo+ipi 4078 10.7 (7.0 - NE)
Observation 4275 14.5 (8.2 - NE)

W MY ssonwtie

IR

HR (95%C1):

b - -

do = - - - - - -

-
s

My
an (L))

OS

Safety summary (N=153 patients; safety cohort)

Nivo+ipi (N=78) Obsarvation (N=75)

Nivoripé Observation fogee:
N patients (%) N patients (%) Anorexiaj =~ ]
Dlarrhen| -
n 5 ——
Voniting | PETToeeEET w |
77 (99%) 85 87%) Nausaaf
Cough TS
. : Fesrisiihe | E——
Anamia) g~ =~
Taseiated  Any cause Any cause -
oy f ~——1
I51%|  4862%) mosw | Prurus| T TE
Conatipation| D
|ATe) | 43155%) Hypothyraidism| ]
0% 20% 0% o 190% 2% 0%
344%) 4{5%) 1{1%) Pationts (%)
Geade 1-2 Grade -3
APCT 412 STIMGAL | 2020 ESWC Wirtanl Congrne Gradw v=3 | Grade == )

;g' o0
§
E w0

Exptorotory
Prevemse W
(2% Cl)

Smntedp O

N at Ridk (Crmssred]
Nivue st
Oimervetsm

40,7% Observation HR
—_—

1.02 (0,66 - 1.58)

p=093
Towtwmg S non SO rvreeTy
el
* Crmannud v Time 1o Nivo+ipl discartinuation
" Modian. 1.7 months (D5%CI. 1.2.2.5)

24.0% on trealment Dy 6m
16.0% on troatmant by 12m

etop

Events/N Median OS (95%CI)
Nivo+ipi 25178 NR (22.4 - NE)
Observation 25175 31.6 (26.1 - NE)

N NoY Reahed, NE. Aof estriwni

53.9% Nivo+ipi

 (95%C1):
1.06 (0.61 - 1.86)
p=0283

Tuwhng v norrape onally

+ Censam!

T

36 4z o8

M) LILY 1)
Ti41) A {4a8) 3(47)

etop

Peters S. ESMO 2020 / Peters S. Ann Oncol 2022
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. Chemotherapy . IO sequencial to Ch-RT

. Radiotherapy
. IO concurrent to Ch-RT

Cisplatin Carboplatin
etoposide etoposide

: CONVERT
Thoracic

AdvanTIG-204

Radiotherapy
66Gy OID not > 45Gy BID

Lopez-Chavez et al. Curr Probl Cancer. 2012 / Turrisi et al. NEJM 1999 / Dayen, C. Et al. J Clin Oncol 2013/ Faivre-Finn C, et al. Lancet Oncol. 2017 / Gregnberg BH, et al. Acta Oncol. 2016 / Peters S, et al. Ann Oncol. 2022 /
Gobbini E, et al. ELCC 2024 / Gong Y, et al Cancer Research. 2024
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Outcomes PFS ORR
/" Koy Elgbiity Arm A Oci+Tisle+cCRT- OT 12.6m 85.4%
s —* Oclperlimab + tislelizumab + cCRT for 4 cycles followed by
* Histologically confirmed oclperlimab + tislelizumab .
LS-SCLC Q Tisle cCRT 13.2m 88.1%
No prior systemic Tislelizumab + cCRT for 4 cycles followed by tislelizumab al
g slelizumab + ¢ or 4 cycles followe slelizumab alone
treatment 1:1:1 : . CC RT 9 . 5 m 76 . 7%
«ECOGPS0-2 [, AmC
\ N=120 . / cCRT for 4 cycles
& | Primary Endpoint:
Stratification Investigational Drugs: PFS by investigator
+ Stage (Il vs II1) + Ociperlimab 900 mg D1, Q3W for Arm A Secondary Endpoints:
per AJCC 8th edition + Tislelizumab 200 mg D1, Q3W forArms Aand B CR rate, ORR, OS, DOR, DMFS, Safety

Tislelizumab + cCRT yielded a trend of improvement in PFS and ORR vs cCRT

Ociperlimab did not show detectable improvement

Gong Y, et al Cancer Research. 2024
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. Chemotherapy . IO sequencial to Ch-RT

. Radiotherapy
. IO concurrent to Ch-RT

Cisplatin Carboplatin
etoposide etoposide

ADRIATIC

AdvanTIG-204

: CONVERT
Thoracic

Radiotherapy
66Gy OID not > 45Gy BID

X EMA negative

Lopez-Chavez et al. Curr Probl Cancer. 2012 / Turrisi et al. NEJM 1999 / Dayen, C. Et al. J Clin Oncol 2013/ Faivre-Finn C, et al. Lancet Oncol. 2017 / Gregnberg BH, et al. Acta Oncol. 2016 / Peters S, et al. Ann Oncol. 2022 /
Gobbini E, et al. ELCC 2024
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(stage /Il inoperable) 1500 mg Q4W
WHO PS 0 or 1 N=264 M i adnd oo
Had not progressed =
following cCRT* N=730 -~ PFS (by BICR, per RECIST v1.1)
PCI* permitted before m Placebo Key secondary endpoints:
L \Rtj i * Durvalumab + tremelimumab vs
placebo
cCRT components - 0s
Stratified by:
* Four cycles of platinum and Disease stage — PFS (by BICR, per RECIST v1.1)
etoposide (three permitted?) (171 ws 1)
Other secondary endpoints:
+ RT 60-66 Gy QD over 6 weeks | PC! (yes vs no) ey andpol
or 45 Gy BID over 3 weeks N=2 » OS/PFS landmarks
+ RT must Iate .
ma:’ ::d :’:;';";eo,"& : Treatment until investigator-determined progression or ey
intolerable toxicity, or for a maximum of 24 months

cCRT and PCl completed within 1-42 days prior to randomization

The first 600 pts randomized 1:1:1 ratio; subsequent 1:1to D/ P Durvalumab Placebo
(n=264) (n=266)

Age, years Median (range) 62.0 (28-84) 62.0 (28-79)
Sex, % Male / Female 67.4/326 70.7/29.3
Race, % White / Asian / Other 49.2/496/1.1 515/455/3.0
WHO performance status, % 0/ 50.0/50.0 474/5286
Smoking status, % Current / Former / Never 239/674/8.7 20.7/695/98
AJCC disease stage at diagnosis, % s m 3.0/95/87.5 41/86/87.2
Prior chemotherapy regimen, % Cisplatin-etoposide | Carbopistin-etopaside 65.5/34.5 66.9/33.1 )
Prior radiation schedule, % Once daily / Twice daily 738/26.1 70.3/29.7
Best response to prior cCRT, % CR/PR/SD 1M.717231158 12817527120
Prior PCL, % Yes / No 538/462 538/462

Spigel D.R et al, ASCO 2024
U
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Dual Primary Endopoint

0S PFS

* Median duration of follow up in censored patients: 37.2 months (range 0.1-60.9) + Median duration of follow up in censored patients: 27.6 months (range 0.0-55.8)
10 4 Durvalumab Placebo 10 4 Durvalumab Placebo
(n=264) (n=266) (n264) (n=286)
Events, n (%) 115 (43 8) 146 (54.9) Events, n (%) 139 (527) 189 (63 5)
08 4 mOS, months (65% CI) 859 (37.3-NE) 33.4(255-39.9) 0.8 - MPFS, manihs (95% C1) 16,8(102-282) 9.2(74-129)
n 68.0% HR (95% C1) 0.73 (0.57-093) 0 HR (35% CI) 0.76 (0.61-0.95)
o] ! 56 5% p-value 0.0104 ‘& pvalie 0.0181
% 061 . i
g : >
g 04 4 5 | 47.6% . g 04 :
a ' : S | ¢
| ' Q H - v 2 L 2 3
| | :36.1% ' 34.2% + + - -
024 ! { 024 ! :
0 T T U T i I ' t i ! ' t ' | ' ! 1 ! ! ! ' 0 T T T L i T ; T T T T T T T T T T T 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 0 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
No. at risk Time from randomization (months) acatiion Time from randomization (months)
Durvalumab 264 261 248 236 223 207 189 183 172 162 41 110 60 68 51 3% 27 18 1 65 1 O Durvalumab 26¢ 212 161 135 113 105 101 B8 B84 78 5 & 33 24 19 0 10 4 4 0 0 0O
Placebo 266 260 247 231 204 195 175 184 151 143 123 O7 80 €2 4 N B W ¥ 5§ 1 O Placebo 266 208 146 122 100 88 79 78 71 69 47 47 M 23 2 15 W4 5 & 0 0 0

55.9vs 33.4m 16.6 vs 9.2m

Spigel D.R et al, ASCO 2024
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Subgrup Analysis
OS Events/Patients niN
Durval b Placeb HR {95% CI)
All patients 115264 146/266 [N 0.73 {0.57-0.83)
Age <65 years 69/160 831162 ——— 0.76 (0.55-1.04
265 ypars 46104 63104 f——— 0.70 {0.48-1.02
Sex Mala TH178 108188 ——i 0.70 }'0.62—&93;
Female 36/86 3878 r—i 0.83 {0.52-1.31
Race White 60V130 77137 =1 0.75(0.53-1.05
Asian 533 64121 —— 0.72{0.50-1 .(M;
WHO performance status 0 48/133 T4/131 p— i 055 %OM 79,
1 670131 72135 i 0,94 {0.67-1.31
AJCC disease stage st diagnosis |1 11133 12/34 L 4 0.92 (0.40-2.11
i 1047231 1341232 e 071
Time from end of cCRT" to <14 days 14/32 24132 P 047 (0.24-091
randomizatiol 214 days to <28 deys 3779 51/80 e 0.59(0.38-0.90
228 641153 71154 F—t— 0.80 {0.64-127
t 1 0. 2 X
84173 1001178 —e—+ 0.82{0.61-1.10 P FS
Prior radiation schedule Once 92/195 1071187 —eo—i 0.72{0.55-0.95
Twice 23560 3979 1 0.68 }0.‘0—1.“ EventaPationts VN
Best response to prior cCRT Complete response 1231 15134 P 0.80 (0.41-1.92 Durvalumab Plocebo HR (90% CI)
Parial response 88191 1161200 —e—| 0.76 (0.57-1.00 All patients 130264 160206 | 076 (0.61-0.08)
Stable disease 15042 15132 —aal) 0.54 {0.25-1.13 Age <064 yoary 83/160 08162 | 0.77 (0.58-1.03)
Prior PCI Yes 531142 67/143 — 0.75 {0.52-1.07 265 years S0/104 71104 et 077 (054-110)
No 62122 79123 e 0.71{0.51-0.99 Sox Ml 000170 1201188 ._o:o_-jo 0.80 (0.61-1.04
0.25 05 1 2 Female 4306 4078 4 0.71 (0.47-1.08
Hoad ot = APy Race White 65130 Por3? by 068 (0 460 83)
I 0-beat oy skatfied, wity ) Mtk ge are inchided i e plot. Favors durvalumab  Favars piscabo At 72131 rena L 0.01(0.66-1.20)
Size of ciocls s proportional o mumber of wvents acroes ol ams. WHO performance status 0 B0/133 02131 —e— 0.“,040-090)
| TN 07136 [ ] DO (D071 24)
AJCC disoane stage at dlagnosia VIl 14/33 1934 b g
u_u 125/231 1501202
Time from ond of cCRY* to <14 days 10032 27152 p— 0 24-0 83)
randomization 214 days to <28 diys 479 50/00 [ — 00 (0.96-124)
228 da 'IN:J Wﬁl fotd 19 (0 58-1.07)
. LLUA o o e— 61
o Claplabn-stoposide 95173 112178 [
Prior radiation schedule Onco duil 108/105 122107 ._ﬁ 0.77 (0 0D-1 00)
Twice aally 1nee A0 -4 0.72 (0 45-1.13)
Bent renponse to prior cCRY Complels respanse 1801 1034 b 1.00 (0 50-199)
Pactal response 106191 1307200 [ il 0.81(063-1.04)
Stabio dnonse 1842 FalAH p———— 080 (0 26-0 04)
Prior PCI Yoo 65/142 04/143 —— 0.73 (0 53-1 01
No Tanz 0a123 i 0.00 (0.56-1.09
03 09 i 2
e of yw ey ~as latent
TP AL e ety 0 AR nudagrey analees ot ! g g e huied 1 e gl Favors aurvalumat |V avons placobo

San of coum I popartonal 10 russier of Senrin Scas borh atne

Spigel D.R et al, ASCO 2024
U
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Prespecified Subgrup Analysis

ITT population Durvalumab (n = 264) Placebo (n = 266)
Received PCI, % 54 >4 | Durvalumab arm
Carboplatin / cisplatin CT,$ % 3466 33/67 3y 0S 62.1% PCl and 50.2% non PCI
BID / QD thoracic RT, % 26/74 30/70
PCl-yes PCl-no ITT
D (n =142 P(n=143 D(n=122 P(n=123 66
Median OS (95% Cl), months NR (43.9-NE) 425 (33.4-NE) 37.3(24.3-NE) 24.1(18.8-31.1) 559 (37.3-NE)  33.4(255-39.9)
3-year 0S, % 62.1 56.5 50.2 37.3 56.5 47.6
HR (95% CI) 0.75 (0.52-1.07)* 0.71 (0.51-0.99)" 0.73(0.57-0.93)!
Multivariable HR (95% CI) 0.72 (0.50-1.03)* 0.73 (0.52-1.02)* -
1.0+ PCl-yes 10+ PCl-no
w 0.8 w 0.8
= =
o Al o -
g 0.6 g 0.6 L 50.2%
g 0.4 % 0.4 :
37.3%! s
* 02 * 02+ 5 -
0 ) 1} 1 1 1 Ll 1 1 T ) ) A ) L) L) T 1 1 1 1 1 0 |l Ll Ll 1 1 1 L) L 1) l ) .L 1 T |l Ll Ll 1 L} L} L}
0 3 6 9 1215182124 27 30 33 36 39 42 45 48 51 54 57 60 63 0 3 6 9 1215182124 27 30 33 36 39 42 45 48 51 54 57 60 63
Time from randomisation (months) Time from randomisation (months)
No. at risk: No. atrisk:
D,PClyes 142130132127 124 118110105100 93 82 B3 51 40 29 23 19 5 8 4 1 0O D, PCl-no 122122116109 99 B89 79 78 72 69 59 47 39 28 22 16 8 4 3 1+ 0 O
P,PClyes 143140133129122110100 95 Of 89 77 61 48 37 26 20 ¥4 43 6 3 t O P, PChno 123120114102 82 85 75 69 60 54 46 36 32 25 8 11 & & 3 2 0O O

Senan S, et al. ESMO 2024
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Prespecified Subgrup Analysis

ITT population Durvalumab (n = 264) Placebo (n = 266)
‘Received PCI, % 54 >4 ] Durvalumab arm
Carboplatin / cisplatin CT. % 3466 B/67 3y OS 65.3% Carbo and 52.1% Cis
BID / QD thoracic RT, % 26/74 30/70
Carboplatin CT Cisplatin CT ImT
D (n=91) P (n=88) D (n=173) P (n=178) D (n = 264) P (n = 266)
Median OS (95% CI), months NR (42.5-NE) 33.4 (21.7-NE) 419(277-NE)  34.3(25.4-40.7) 559(37.3-NE) 334 (255-39.9)
3-year OS, % 65.3 46.7 52.1 481 56.5 476
HR (95% Cl) 0.56 (0.35-0.89)" 0.82 (0.61-1.10)" 0.73(0.57-0.93)!
Multivariable HR (95% CI) 0.55 (0.35-0.87) 0.81(0.60-1.08)¢ -
10+ Carboplatin CT 104 Cisplatin CT
w 0.8 - w 0.8 1
% 3
z 0.6 - z 0.6
F - .
o (0.4 ' @ 0.4 '
- : 8 :
* 02+ ; % 02+ :
0 L] L) L L L L] L] L] L] L] T ; T L L L L T 0 Ll Ll Ll T 1 1 1 1 1 1 Ll ' Ll 1 L L] L L) L] L] L}
0 3 6 912151821242730333639424548 51 54576063 0 36 912151821 24273033363942454851 54 57 60 63
Time from randomisation (months) Time from randomisation (months)
No. at risk: No. at risk:
D, carboplatin 81 O0 84 81 77 71 68 66 65 63 55 40 32 23 177 11 &8 4 2 1 1 O D, cisplatin 173171164 155146 136121197107 99 86 70 S8 45 34 28 19 15 9 4 0 ¢
P,carboplatin 68 65 B4 77 69 63 57 52 47 45 41 28 22 6 11 8 6 3 1 1 0 O P,cisplatin 178174 163154 145132 118112104 98 82 60 56 46 33 23 177 16 7 4 1 @

Senan S, et al. ESMO 2024
U
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Prespecified Subgrup Analysis

ITT population Durvalumab (n = 264) Placebo (n = 266)
Received PCI, % 54 54 Durvalumab arm
Carboplatin / cisplatin CT,5 % 34 /66 /67 3y OS 65.8% BID and 53.1% QD
BID / QD thoracic RT, % 26/74 30/70
BID RT QD RT T
D (n = 69) P (n=79) D (n = 195) P (n=187) D (n = 264) P (n = 266)
Median OS (95% CI), months NR (NE-NE) 44.8 (29.4-NE) 41.9 (32.0-NE) 26.1(21.7-36.8) 559 (37.3-NE)  33.4(25.5-39.9)
3.year 0S, % 65.8 57.4 53.1 433 56,5 476
HR (95% CI) 0.68 (0.40-1.14)" 0.72 (0.55-0.96)" 0.73 (0.57-0.93)!
Multivariable HR (95% CI) 0.71(0.42-1.18)¢ 0.73 (0.55-0.96)* -
10- BID RT 10- QDRT
0.8 0.8+
8 8
S 06 ; 06 53.1%
g 0.4 g 0.4 3.3%)
02+ 02+
0 Ll 1 ) | 1 I 1 I 1 1 I 1 l 1 | 1 1 ! 1 L 1 0 L 1 ) 1 1 I 1 L 1 1 lJ ; L} 1 L 1 1 ) 1 L 1
0 3 6 9121518212427 303336 3942454851 54 57606 0 3 6 91215182124 27 30 33 36 39 42 45 48 51 54 57 60 63
Time from randomisation (months) Time from randomisation (months)
No. at risk: No. at risk:
D, BID 60 68 63 61 59 56 B4 53 51 48 42 35 27 18 3 W0 5 6§ 3 2 0 0O D,QD 195193185975 164 1511361304921 194 95 75 63 60 38 20 22 4 8 3 1 O
P, 81D 79 79 76 73 69 6 57 66 54 63 45 37 N2 27 2 4 6 8 4 3 1V O P, QD BTN AT 5814513418108 97 80 78 €0 48 356 22 17 w11 4 2 0 O

Senan S, et al. ESMO 2024




SCLC Limited disease

Most frequent AEs

Maximum grade: ™ 1/2

M 23 Durvalumab 1/2 W 23 Placebo

Radiation pneumonitis

Decreased appetite

e — o
2 12.8

[ Hypothyroidism ]

Cough |
Pruritus |
Nausea |

Dizziness |

Fatigue

12.1

10.9
7.5
12.8

| Diarrhea

8.3

Preferred term

Pneumonia

75

Pneumonitis

6.0 ]

Rash

6.0

Constipation

Hyperthyroidism

Headache |
Arthralgia

13.2

GecCP

g cancer
sQareh

40

*Occurnng In 10% of patients In either treatment arm.

30

20
Durvalumab

Pneumonitis or radiation Durvalumab

pneumonitis (grouped terms*), n (%) (n=262)

Any grade 100 (38.2)

Placebo
(n=265)

80 (30.2)

Maximum grade 3/4 8(3.1)

7(286)

Leading to death 1(04)

0

Leading to treatment discontinuation 23(8.8)

8(3.0)

Spigel D.R et al, ASCO 2024




SCLC Limited disease

Patterns of progession

Durvalumab Placebo
(n=264) (n=266)
First RECIST progression or death, n (%) 139 (52.7) 169 (63.5)
| RECIST progression, n (%) 126 (47.7) 158 (59.4)
Intrathoracic only 74 (28.0) 79 (29.7)
| Extrathoracic only 48(18.2) 67 (25.2)
Simultaneous intrathoracic and extrathoracic 4(1.5) 12 (4.5)
Death in absence of progression, n (%) 13(4.9) 1(4.1)

Time to intrathoracic progression* or death

Durvalumab Placebo
(n=264) (n=266)
10 No. events! (%) 91 (34.5) 102 (38.3)
Median time (95% Cl), months  37.3 (27.9-NR)  27.6 (164-NR)
& HR (85% CI) 0.82 (0.61-1.09)
5 o5
@«
k=)
g 04 2
=
o
02
oo T L] 1 U L T T L T L 1 L] L 1 T L 1 T L}
0 3 6 8 12 15 1B 21 24 27 30 33 36 39 42 45 48 51 50 5
Time from randomisation (months)
No. at risk
Durvalumab 264 212 181 135 113 105 301 98 B4 78 5t 51 33 29 19 0 10 4 & 0O
Placobo 265 208 145 122 100 &5 79 76 71 63 47 47 34 2 2 t5 W 5 5 0

Q

o
GecCP

Any new extrathoracic lesion*, n (%) 52 (19.7) 79(29.7)
No. of new organ locations, n (%)
[ 1 50 (18.9) 76 (28.6) |
2(0.8) 3(1.1)
New lesions by organ location, n (%)
Brain/CNS 18(6.8) 33(124)
PCI Yes 4(28) 9(6.3)
~ PCINo 14 (11.5) 24 (195
Liver 14 (5.3) 16 (6.0)
Adrenal gland 9(34) 8(3.0)
Distant lymph node 5(1.9) 8(3.0)
Bone 2(0.8) 6(2.3)
Other’ 6(2.3) 1(4.1)

Time to extrathoracic progression* or death

Durvalumab Placebo
(n=264) {n=266)
i No. events’ (%) 65 (24.6) %0 (33.8)
Median time {35% Cl), months  NR (NR-NR) NR {17.6-NR)
ol HR (95% CIy 0.67 (0.48-0.93)
‘é 70.9%
E * *
iy .
@
B 56.5% s
§ 04
g
02
00 | ST [ERN S RN S G Ny m ST U FYS SRR ISR [ G [N S |
0 3 6 9 12 15 18 21 24 27 0 33 36 3 & 45 4 51 M4 &7
Time from randomisation (months)
No. at risk
Durvahaemab 264 212 %61 135 113 105 100 68 B4 78 51 51 3% 3t W ® 10 4 4 0O
Placebo 266 200 45 122 100 & 78 78 7 @ &7 47 M 20 22 15 W 5 5 0

Senan S. ELCC 2025
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. Chemotherapy . IO sequencial to Ch-RT

. Radiotherapy
. IO concurrent to Ch-RT

ADRIATIC

Cisplatin Carboplatin
etoposide etoposide

NRG-LU005

AdvanTIG-204

: CONVERT
Thoracic

Radiotherapy

66Gy OID not > 45Gy BID

X EMA negative '/ Approved

Lopez-Chavez et al. Curr Probl Cancer. 2012 / Turrisi et al. NEJM 1999 / Dayen, C. Et al. J Clin Oncol 2013/ Faivre-Finn C, et al. Lancet Oncol. 2017 / Gregnberg BH, et al. Acta Oncol. 2016 / Peters S, et al. Ann Oncol. 2022 /
Gobbini E, et al. ELCC 2024




SCLC Limited disease

Phase lll (N = 544; US & Japanese sites)

Inclusion criteria From Cycle 2: . _
- LS-SCLC (Stage Tx, T1-T4, NO-3, Atezolizumab IV + prezolizumab I oo
MO; AJCC 8th edition) Platinum/etoposide®* Q3W for 3 orup to . V'f"' (._0 tal),
. PS0-2 cycles + Thoracic RT 45 Gy BID or until unacceptable
- One pre-registration cycle of RN 66 Gy daily toxicity or PD*’
[ I Follow-up

chemotherapy (platinum/etoposide*) |

L - From Cycle 2:
Stratification factors Platinum/etoposide* Q3W for 3

.. oo
- Radiation schedule (BID vs daily) cycles + Thoracic RT 45 Gy BID or
+ Cisplatin vs carboplatin 66 Gy daily

+« Male vs female
« ECOGPSO0Of1vs2

Observation™*

*Thoracic RT 45 Gy BID (1.5 Gy x 30 fractions ->3 weeks) or 66 Gy daily (2 Gy x 33 fractions ->6.5 weeks) beginning with cycle 2 of
chemotherapy; “cisplatin (preferred) or carboplatin; first cycle of chemotherapy given prior to study entry, 3 given on study (for a total
of 4 cycles); **All patients with a CR or near CR are strongly recommended to receive prophylactic cranial irradiation (PCI; 25 Gy)

0S PFS

NCT03811002

Primary endpoints
- 0S

Secondary endpoints

PFS

ORR

Distant metastasis-free survival
Toxicities (CTCAE v.5.0)

Patient reported toxicity

QoL (FACT-TOI)

Quality-adjusted survival (EQ-5D-5L)
Fatigue (PROMIS)

Biomarkers

Q

o
GecpP

P — N —— 100 - ]
100 HR (95% C1) 1,11 (0.86, 1.45) 2 HR (95% Cl) 1.00 (0.80, 1.25)
pvalue 07640 & p-valve 09542
3 75 E 75-
w
‘ 50 8 50 -
\ Rt e S R
25 25 e
+ Consored + Censored
0- [ CRT Only —— CRT + Atozo| . o 0- [——CRT Only —— CRT + Atezo]
CRT Only | 270 220 160 150 " ) 5 | CRT Only| 270 186 100 80 59 a5 18
CRT + Atezo | 274 a1 195 162 14 o N | CRT + Atezo an 197 ':o " 61 EL L
0 6 12 18 24 30 36 0 6 12 18 24 30 36
Months Since Randomization Months Since Randomization

Higgins KA.et al,ASTRO 24




SCLC Limited disease GecCP

rg cancer
s

. Chemotherapy . IO sequencial to Ch-RT

. Radiotherapy
. IO concurrent to Ch-RT

ADRIATIC

Cisplatin Carboplatin
etoposide etoposide

NRG-LU005

AdvanTIG-204 KEYLYNK-013

66Gy OID not > 45Gy BID ASTRUM

HLX10-020-SCLC302

: CONVERT
Thoracic

Radiotherapy

DelLLphi-306

Durvalung

X EMA negative '/ Approved

Lopez-Chavez et al. Curr Probl Cancer. 2012 / Turrisi et al. NEJM 1999 / Dayen, C. Et al. J Clin Oncol 2013/ Faivre-Finn C, et al. Lancet Oncol. 2017 / Gregnberg BH, et al. Acta Oncol. 2016 / Peters S, et al. Ann Oncol. 2022 /
Gobbini E, et al. ELCC 2024




SCLC Limited disease

J Study completation 10/2027

Cycle 1 Q3W Cycles 2-4 Q3W Cycle 5-13 QW
I Wil 1 | 1
e T Platnum doublet® Pembrolizumab
mmw Criteria Platinum doublet* . 400 mg Q8W
= Group A * Pembrolzumab 1A% «Q cycles
%ﬂamlﬁdd : Pembrolizumab 200 mg Q3W +
“Newly diagnosed 200 mg Q3W . Placebo BID?
MM Hadiotherapy” for 12 months
sasOorl S
*Adequate pulmonary Platinum doublate 3 %BE O"“,;Brrf/
mmw e Platinum doublet* 2 - 9 .‘g.\l,‘.
/N=672  Group B 3 Pembrolizumab L) i
111 Pembrolizumab 200 mg Q3W :

Stratification Factors Salin g : el

Radiotherapy® caorelds s

for 12 months

a0t
.sclcmtwvs lﬂ) Platinum doublet®
*Radiation schedule Platinum doublet!
(daww;:r;g e-daily) it £ Group C gcls
Region (East Asia vs |

Study completation 12/2026

LS-SCLC (stage I -II)

Serplulimab + Chemotherapy - Radiotherapy

DeLLphi-306 Study completation 3/2026

Tarlatamab®: ¢
10 mg Q2W
n=200

LS-SCLC (stage I -I)

NO PD postCh-RT

Screening (up to 28 days)

Randomization 1:1?

(n=400)

Frail LD-SCLC patients

o
GecCP

Placebob®. ¢
s NOT an
standar
anymore

YV V

ECOG PS 2
ECOG PS 0-1 + older than 70
NO cCRT due to comorbidities

Al lsast une of thets
critecta

L]
S oG rs2 =
J €06 75 01 snd older
han 70
- 1006 75 0.1 snd wha
did pot racelve & oCRT
Comtrol Aeme (B




SCLC Limited disease

Meta- analysis of 28 studies (2007-2021)

e ——r—— _ _ [ 38% decreased risk of death ]

g::::’mo ; } x { | ! 33:3:: :ﬁ

Satingion. 2013 5 . : i otmzsosa:'

e 2017 ; | Y : 23038 073

Wy, 2017 : }—o—li i 067 049,032

fz:n::;".‘ou E - l{ :2:: :: ::?: 11 H

e ——3 ' | saap ra And we can minimize the

Chen. 2019 } : ' : J,': 0441021,082) . .

e T toxicity!

o 2 — . — | sip 13m NRG — CC003 Hippocampus-avoidance PCI
L i b sy T | : iy N= 393 patiens (75% LS SCLC)

L f e . : :

s R = wewsw HA PCl non inferior 12 months ICR intracranial relapse rate
o i ervm obe No differences in OS

R Wocw! o SuBgroup (0«3 15, el o0 91, +0.0%) -’- 07910.64,097) . . .

R o S 0 048,827 00001859 < o HA — PCl reduced risk failure in any NCF test

Coee Favors PCI - HR FEVOrS NO PCl weees

Fig. 2. Forest plot of the pooled analysis of 28 studies on the effect of PCI an overall survival in patients with LS-SCLC

Tomasson ML. Et al, Clin Trans Rad Oncol 2022 / Gondi V. et al. JCO 2025
U



SCLC Limited disease

Were those patients similar that the
onesin “The IO Era”?

DISCUSSION

STILL

ON

Who are the ones receiving PCI..?

Patients with PS 0-1

Very few PS >2 after

ChRT included in PCI

clinical trials but they
can be considered

Not well defined in

stage I-ll and >70y. or
frail

PCl-yes PCl-no ITT
D (n =142 P (n=143 D(n=122 P(n=123 D (n=264 P (n = 266
Median OS (95% CI), months NR (43.9-NE) 425 (33.4-NE) 37.3 (24.3-NE) 24.1 (18.8-31.1) 559(37.3-NE)  334(255-39.9)
3-year 0S, % 62.1 56.5 50.2 313 56.5 476
HR (95% CI) 0.75 (0.52-1.07)* 0.71 (0.51-0.99)* 0.73 (0.57-0.93)!
Multivariable HR (35% CI) 0.72 (0.50-1.03)* 0.73 (0.52-1.02)* -
1.0+ PCl-yes 10 PCl-no
w 0.8 1 w 0.8
o e
o o o
g 06 g 06 :
| 04 0.4 - ;
g g |
* 02 % 021 5
0 T T T T T T T T T T T ; T T T T T T T T 1 0 T T T TS, T P T SR R ; T T 8§, - 0 AU el o8
0 3 6 9 1215182124 27 30 33 36 39 42 45 48 51 54 57 60 63 0 3 6 9 1215182124 27 30 33 36 39 42 45 48 51 54 57 60 63
Time from randomisation (months) Time from randomisation (months)
No. at risk: No. at risk:
D,PClyes 142130132127 124 118110105100 93 82 B3 51 40 29 23 190 15 8 4 1 O D, PCl-no 122122116109 99 B9 79 78 72 69 59 47 39 28 22 16 8 4 3 1 0 @
P,PCihyes 143140133129122110100 95 Of 80 77 61 48 37 26 20 44 13 5 P,PChno 123120114102 92 85 75 69 B0 54 48 36 32 25 19 8 3 2
Which is the risk of CNS progression?
Durvalumab (n=264) ! Placebo (n=266)
Any new extrathoracic lesion®, n (%) 52 (19.7) 79(29.7)
No. of new organ locations, n (%)
[1 50 (18.9) 76 (28.6) 1
2 2(08) 3
New lesions by organ location, n (%) 7~ O\ -,
BrainlCNS 18(6.8) </ 33(124)
PCI Yes 2. 9(6.3)
PCI No 14 (11.5) 24 (195

OS 11.6m MRI FUP vs 13.7m PCI

Tomasson ML. Et al, Clin Trans Rad Oncol 2022 / Gondi V. et al. JCO 2025 / Takahashi T, et al. Lancet Oncol. 2017




SCLC Limited disease GGQE

SCLC is a very agressive disease. Even when localized an on response to ChRT
BID RT could be considered if feasible and taking into account the toxicities

ADRIATIC should be the stantard of care in ALL patients with NO PD to Ch-RT

14 days between end of Ch-RT and Durva could have some impact in the
outcomes ?¢

Carboplatin WINS! Patients win
PCl is not the oniy option. MRI FUP should be considered

We can cure patients!!
We should trusth in ourselves
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