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SCLC: expected outcomes

Survival LD-SCLC: ED-SCLC Survival rates

rates @ Past vs. Past vs.

S0
present present 80

12 months  57.98 vs. 78% 29.37vs.52.8% |

60

50
40
24 months 21.09vs. 56% 6.93vs. 22.9% 30 I I I I
20
 in B
]

LD-SCLC ES-SCLC LD-SCLC ES-SCLC

o

Past Present

m12-month m24-month

Amarasena, et al. Cochrane Database of Systematic Reviews 2015; Pas-Arez et al. ESMO 2022
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SEOM-GECP Clinical guidelines for diagnosis, treatment and follow-up
of small-cell lung cancer (SCLC) (2022)

Rosario Garcia-Campelo'(® . Ivana Sullivan®''(©® . Edurne Arriola® - Amelia Insa* - Oscar Juan Vidal® -
Patricia Cruz-Castellanos® - Teresa Moran’'' - Noemi Reguart® - Jon Zugazagoitia® - Manuel Démine'®

cT1-2N0a
(stage I-IIA)

= Surgical resection

Limited 1
stage

cT3-4NO or
cT1-4N1-3
(stage IIB-11IC)

]_

. No candidate for surgery or
patient refusal

mlp-| ECOG PS 0-1

) ) Adjuvant cisplatin/etoposide
pT1-2N0-1, RO = (4 cycles)
pN2 +/- R1-2 = Concurrent CRT
. Adjuvant cisplatin/etoposide
P SBRT (4 cycles)
> Concurrent CRT

ECOGPS 22

Concurrent CRT

=P |  duetoSCLC
N——

ECOG PS 22

— due to

Sequential CRT

and age =70

PCl in patients without
===Jp- | progression, ECOG PS 0-1 S

comorbidities

Individualised treatment
including BSC

Clin Trans Oncol (2023) 25:2679-2691
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NATIONAL CANCER INSTITUTE
Division of Cancer Prevention

Small Cell Lung Cancer (SCLC) Consortium

Avoidance of the use of tobacco is the only known way to prevent the
disease - no screening method has proved effective.
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LS-SCLC: éwhere we where?
1992 1999

104

T

2 08
- E P=0.04 by logrank et eCompared twice daily (BID) TRT of 45 Gy in 30 fractions vs.
9 . . .
Pt g 061 once daily (QD) 45 Gy in 25 fractions
c 2 *BID TRT:
[ = 044 .
3 o N Toicecaly radterapy - prolonged median OS: 23 vs. 19 months
3 kT I T T - increased 5-year survival: 26% vs. 16%

¢ P A—— - caused more G3-4 esophagitis: 32% vs. 16%

0'0 I | | I | | I | | I
01000 % 4 50 8 M o8 % 10
Months
TreaentGove 0-20Ma 20-40Mo  40-60Mo  60-B0Mo  80-100 Mo
No. at Risk no. of deatha/no, at risk
w2 B X R ¥ Ouedsly N6 &% 50 4 05
therapy Teddy W02 A R EE
Chemo-RT beats chemo Chemo-RT BID beats daily
5-year survival rate 10% vs. 6%
Pignon et al. NEJM Turrisi et al. NEJM
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LS-SCLC: éwhere we where? & ¢where we are?

1992

Survival Rate (%)

0 1 I ] 1 7 §
0 1 2 3 4 5
Years
No. at Risk
Chemotherapy 892 475 138 78 63 47
Combined 1111 575 236 143 110 81

therapy

Chemo-RT beats chemo

5-year survival rate 10% vs. 6%

Pignon et al. NEJM

1999

P=0.04 by log-rank test
0,61

044

.......

04 DR
Onee-daily radiotherapy

Probability of Surwviwval

0'0 I | | I | | I | | I
0 10 20 3 40 5 & 70 B0 490 100
Months

Taearnent Grove 0-20Mo 20-40Mo 40-60Mo  B0-B0 Mo B0-100 Mo
no. of death/na. at risk

Once daily We/206  48/% 19747 4 0/
Twicedaly 100211 41108 Ti62 LY 1

Chemo-RT BID beats daily

5-year survival 26% vs. 16%

Turrisi et al. NEJM

2017

100 — Once-daily
N - =~ Twice-daily
80+
g
= 60+
2
c
2
i .
g 40
S

20

HR 118 (95% C1 0-95-1-45); p=0-14
0 T T T T T T 1

Numberatrisk  ° 12 24 36 48 60 72 84
(number censored)
Once-daily 270 202 (5) 134 (6) 88(23) 46 (53) 21(75) 7(88) 3(91)
Twice-daily 273 224(3)  151(4)  92(31)  54(60)  25(85)  6(104)  2(107)
Median OS 5-year OS
BID 45 Gy 30 months 34%
Qp 66 Gy 25 months 31%

Modern chemo-RT (BID v. QD)
5-year survival 34% vs. 31%

Faivre-Finn et al. Lancet
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LS-SCLC: éwhere we where? & é¢where we are?
Hypofractionated accelerated high-dose TRT

— - 100 =0.137
100 p=0.031 —~ Twice-daily P —— Twice-daily
80 - —— Once-daily 807 —— Once-daily
g 60 - g 60+
g 40 8 40-
-‘—.-1-"\_._‘_._
20 20-
D T T T T 1 0 T T T T 1
0 12 24 36 48 60 0 12 24 36 48 60
Time (months) Time (months)
Number at risk Number at risk
% 9 18 8 4 3 94 79 47 21 9 4
88 58 28 15 10 4 88 73 43 24 13 7
Median PFS 2-year PFS Median OS 2-year OS
QD 65 Gy/26 fractions 17.2 months 42.3% QD 65Gy/26 fractions 39.3 months 74.2%
BID 45 Gy 13.4 months 28.4% BID 45 Gy 33.6 months 69.9%

Qiu et al. Moderately Hypofractionated Once daily Compared with BID TRT Concurrently with E/P in LS-SCLC: a Multi-center, Phase II, RCT.
Int J Radiat Oncol Biol Phys (2021)
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LS-SCLC: éwhere we where? & é¢where we are?
Hyperfractionated accelerated high-dose TRT

1.0 1.0
0.8 08 74.2%
0.6 0.6
39.3% 40.4%
04 0.4 o e—
§46.9% % 48.1%
T H A
0.2 20.6% 0.2 i 28.4%;
0.0 H H Months 0.0 Months
0 12 24 36 48 60 0 12 24 36 48 60
89(0) 54(0) 40(0) 35(0) 28(4) 17(13) 89(0) 81(0) 66(0) 49(0) 41(0) 36(0)
81(0) 38(0) 28(0) 24(0) 22(1) 15(6) 81(0) 65(0) 39(0) 30(0) 24(0) 23(0)
Numbers at risk (censored)
Median PFS 1-year PFS Median OS 5-year OS
BID 60 Gy 18.6 months 60.7% BID 60 Gy 43.6 months 40.4%
BID 45 Gy 10.9 months 46.9% BID 45 Gy 22.6 months 28.4%

Gregnberg et al. Final survival data from a randomized phase Il trial comparing high-dose with standard-dose BID TRT in LS SCLC.
J Clin Oncol 23 (suppl16; abstr 8512)
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LS-SCLC: éwhere we where? & ¢where we are?
BID 45 Gy vs. High dose QD 66-70 Gy

’ CONVERT CALGB 30610 / RTOG 05382

=)

100 . Once-daily
AT === Twice-daily
\‘Q\\ 08
80 \\\\ 3
N 8
N\ o
X 2os
£ N s
= 60 N 2
R s
< ~ 204
2 5 H Treatment Arm
T \ Ve
- 40_ b - s
3 { Py P ‘_\_—
E = SRR 302 A: 45 Gy BID
- B: 70 Gy QD
20 0.0
0 12 24 36 48 60 72 B84 96 108
HR 1-18 (95% C1 0.95-1-45), p=0-14 months after randomization
Y T T T T T T d
i 0 12 24 36 48 60 72 84
Number at risk number at risk
(number censored)
Once-daily 270 202(5)  134(6) 88(23)  46(53)  21(75) 7(88) 3(91) - 313 239 150 99 66 44 30 23 16 9
Twice-daily 273 224(3) 151(4) 92(31) 54 (60) 25(85) 6 (104) 2(107)
325 238 158 11 82 58 45 24 13 6
Median OS 5-year OS Median OS 5-year OS
BID 45 Gy 30 months 34% BID 45 Gy 28.5 months 29%
QD 66 Gy 25 months 31%

1. Faivre-Finn et al. Concurrent once-daily versus twice-daily CRT in patients with LS SCLC (CONVERT): an open-label, phase 3, randomised, superiority trial. Lancet Oncol 2017; 2. Bogart et
al. Phase Ill comparison of high dose once daily TRT with standard twice daily TRT in LS SCLC: CALGB 30610/RTOG 0538. J Clin Oncol 2023
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LS-SCLC: éwhere we where? & ¢where we are?
PET-CT implementation

| Trial | Schedule |LS definition | Start of TRT | PET CT staging| Target volume | IMRT/VMAT m Median OS | G34 esophagitis

45 Gy/30 fr. 23.0 32%
1999 Intergroup 0096 VALSG C1 - ENI -
45 Gy/25 fr. 34 19.0 16%
45 Gy/30 fr. c1 2722 9%
2002 Takada et al 2 VALSG+ - ENI - 43
45 Gy/30 fr. c4 19.7 4%
45 Gy/30 fr. 43 25.0 33%
2015 Grenberg et al.? IASLC+ c2 - ENI -
42 Gy/15 fr. 45 19.0 31%
45 Gy/30 fr. 43 30.0 19%
2017 CONVERT * y VALSG- c2 57% SAhar ST e 17% .
66 Gy/33 fr. lesions 48 25.0 19%
45 Gy/30 fr. _ 43 226 18%
2021 Grgnberg et al.® IASCL+ C2 100% PET CT pos. lesions 33%
60 Gy/40 fr. 53 436 21%
45 Gy/30 fr. 43 336 17%
2021 Qiu et al 6 5 VALSG c1-3 e 100% ’
65 Gy/26 fr. lesions 56 39.2 15%
45 Gy/30 fr. 43 28 5 17%
2023 CALGB 360107 5 VALSG C1-2 90% CT/PET CT pos. 60% 2
70 Gy/35 fr. lesions + ipsilat hilum 50 301 19%

"Turrisi et al. Twice-daily compared with once-daily TRT in LS SCLC freated concurrently with cisplatin and efoposide. NEJM 340, 265-271 (1999)

2Takada et al. Phase Il study of concurrent vs. sequential TRT in combinafion with cisplatin and efoposide for LS SCLC: Results of the Japan Clinical Oncology Group Study 9104. J Clin Oncol20, 3054-3060 (2002)
*Grenberg et al. Randomized phase Il trial comparing twice daily hyperfractionated with once daily hypofractionated TRT in LS SCLC. Acta Oncol 55, 591-597 (2016)

#Faivre-Finn et al. Concurrent once-daily versus twice-daily CRT in patients with LS SCLGC (CONVERT): an open-label, phase 3, randomised, superiority trial. L ancet Oncol 18,1116-1125 (2017)

*Grenberg ef al. Randomized phase Il trial comparing twice daily hyperfractionated with once daily hypofractionated TRT in LS SCLC. Acta Oncol 55, 591-597 (2016)

€Qiu et al. Moderately Hypofractionated Once-daily Compared with BID TRT Concurrently with Etoposide and Cisplatin in LS SCLC: a Multi-center, Phase II, RCT. Int J Radiat Oncol Biol Phys (2021)

"Bogart et al. Phase lll comparison of high dose once daily TRT with standard twice daily TRT in LS SCLC: CALGB 30610 (Alliance) / RTOG 0538. J Clin Oncol 2023 May 1;41(13):2394-2402
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LS-SCLC: éwhere we where? & ¢where we are?
Profylactic cranial irradiation (PCl)

PCl vs. observation in ES-SCLC PCI vs. MRI surveillance in ES-SCLC

100 100 B A
a0 0] S HR 0.68, 95% Cl 0.52-0.88 E— o = —
’ 90 50 T Observation
—~ 80 _ o] \ a0 \\\ HR 127 (95% C10.96-168);
- * 70 N p 80 \ log-rank p=0-094
u - g F 70 _
8 e 0 E L — g ™ SN
8 2 i —~ 3 = ;
g 50 Control a £ <o —~ L £ o N,
3 o = 40 R — s - \ :
£ 3 P<0.001 § 0 PO £ r 4 8 e
[ T 6 & *7 ( :fj s 07 ‘\'H.. -
L T — e 20 Contral w4 |/ 20 L
10 T Irradiation 10 10- jr# 10 . .
(e SR — . o Y Y 0 I A e N
0 3 6 9 515 18 21 24 0 3 6 9 12 15 18 21 24 Nomber atrisk 3 9 12 15 1B 2 24 27 30 33 36 39 42 45 48 51 e 3 6 9 12 15 18 21 24 27 30 33 3% B 42 45 48
Months Months (censored) (censored)
| Prophylacticcranial 113 96 72 49 37 25 19 12 8 7 4 4 3 3 3 2 2 Prophylacticeranial 113 103 87 69 54 38 28 22 16 122 8 5§ 5 4 3 3 2
No. at Risk No. at Risk imadiation (0) (0) (0) (1 (1) () @) B) G) B B) B) &) @ @ 6 G iradiion (0) (0) (0 () (W M M @ @ @ G GO @ 6 G (6
Control 143 a4 48 29 1 2 1 1 Control 143 115 S8 36 15 3 2 1 Observation 111 76 47 35 26 21 16 13 8 7 7 4 4 0 0 0 0 © Observation 111 107 90 76 58 43 38 29 20 15 12 11 & 6 6 3 2
Irradiation 143 119 66 38 24 15 10 5 Irradiation 143 19 67 44 26 17 11 [ © @M@ @ @ @66 @@w@wie® . on0n6 @ © (o) (0 (1 @ B 3 G G 6 @ G & M @ (9 (1)
Slotman et al. NEJM 2007 Takahashi et al. Lancet 2017

Management of limited-stage IIB-IIIC (T34, NO M0; T1-4, N1-3, Patients should be treated with concurrent ChT and TRT (I, A)
MO) The recommended ChT is the combination of 4 cycles of cisplatin—

etoposide (I, A). Carboplatin could replace cisplatin when contraindi-
cation (II, A)

ChT dose reductions should be avoided, especially during the first two
cycles of treatment (I, B)

The use of G/GM-CSF is safe, when clinically indicated (II, B)

Garcia-Campelo, Sullivan, et al, CTO 2023 45 Gy with twice-daily fraction (I, A) or 60-70 Gy (Il, A); with once-

daily fraction are accepted treatments. Either of them should be
administered concomitantly to systemic therapy (II, A)

RT should be started as early as with the 1st or 2nd course of ChT (II,
A)

PCI (25 Gy in ten daily fractions) should be administered after CRT in
patients without progression (I, A)

Hippocampal avoidance PCI is an alternative option to PCI (II, B)
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LS-SCLC: éwhere we will be?

Profylactic cranial irradiation (PCl)

PRIMALUNG - Study design

/S?raﬁfy:

- Stage (limited vs. extensive)

= Immunotherapy part of first-line regimen (yes vs. no)
\- Performance Status (Oor 1 vs. 2)

ESEORTC

No response

J

7~

PCI:25 Gy / 10 fx

Hippocampal sparing PCI allowed
L.

LS and ES SCLC

Any response

~

No BM on MRI

Standard of care

) no PCI

Max 16 weeks
N=600

Baseline MRI Follow-up by MRI

/MR\ Brain, body CT,
and cognitive function
@3,6,9 12,18, 24 months
Clinical Evaluation g3 months

/For patients who develop BM on either study arm, treatment
with RT is recommended
The techniques used (eg WBRT or SRS) willbe determined by
L the treating team

Hippocampal sparing Primary endpoints
permitted as per institutional + 0S
SOC * QoL

MAVERICK (SWOG 1827)

MRI Brain Surveillance Alone Versus MRI Surveillance and Prophylactic Cranial Irradiation (PCl):
A Randomized Phase lll Trial in Small-Cell Lung Cancer

Prophylactic cranial

— rai rveil
irradiation (PCI) MRI brain surveillance

Small-cell lung cancer
(Limited OR Extensive) | .~
Stratify: 1. Limited vs extensive stage
2. Immunotherapy (y/n) 3. Performance Status (0-1 vs 2)

™

| No PCI

- No prior brain metastases
- No brain metastases on
MRI after 1%tline therapy

=—> MRI brain surveillance

- MRI brain surveillance scheduled at 3, 6, 9, 12, 18, 24 months
Hippocampal-avoidance PCl and WBRT are allowed
Radiation therapy is recommended at the time of brain metastases (WBRT and SRS allowed)
Patients managed with any/all NCCN-acknowledged first-line treatment strategies are eligible

Primary Endpoint
Overall survival (non-inferiority)

Pls Chad Rusthoven and Paul Brown
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SCLC: drivers versus ....?

NSCLC (non-squamous)

A No mutations 1.2%
UMD 12.0%

EGFR sensitizing 19.4%

Other drivers 2.9%

, PTEN loss 0.7%
_CDKNZ2A loss 1.9%
5 _BRAF non-V600E 1

EGFR 28% .NF1loss 1.9%

EGFRT790M 5.5%

EGFR exon20 2.1%
EGFRWT amp 1.0% #==

0,
ALK fusion 3.8% “\ KRAS 25.3%

ROS1 fusion 2.6%

RET fusion 1.7%

BRAF V600E 2.1% "

MET splice 3.0%~ ™S
MET amp 1.4%

ERBB2 amp 1.4%

BRCA1/2loss 1.3%

TSC1/2 loss 0.7%

1 5 FGFR1/2 0.7%
—~NRAS 1.2%
PIK3CA 2.0%
MAP2K10.7%
ERBB2 mut 2.3%

Jordan et al. Cancer Discover 2017
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SCLC: drivers versus ....?

NSCLC (non-squamous)

A No mutations 1.2%
UMD 12.0%
EGFR sensitizing 19.4%
Other drivers 2.9%
_PTEN loss 0.7%
CDKNZ2A loss 1.9%
BRAF non-V600E 1
EGFR 28% -NF1loss 1.9%
EGFRT790M 5.5%
EGFR exon20 2.1% s
EGFRWT amp 1.0% #E==m ,
] 9%
ALK fusion 3.8% “\ g i3S 253X
ROS1 fusion 2.6%

RET fusion 1.7%

BRAF V600E 2.1% "

MET splice 3.0% b
MET amp 1.4%

i FGFR1/20.7%
ERBB2 amp 1.4% - NRAS1.2%
BRCA1/2 loss 1.3% PIK3CA 2.0%

MAP2K10.7%
TSC1/2 loss 0.7% ERBB2 mut 2.3%

Jordan et al. Cancer Discover 2017

SCLC
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SCLC: drivers versus ....?

NSCLC (non-squamous)

A No mutations 1.2%
UMD 12.0%
EGFR sensitizing 19.4%
Other drivers 2.9%
_PTEN loss 0.7%
CDKNZ2A loss 1.9%
BRAF non-V600E 1
EGFR 28% -NF1loss 1.9%
EGFRT790M 5.5%
EGFR exon20 2.1%
EGFRWT amp 1.0%#&= .
. %
ALK fusion 3.8% ~\ 8 RiAs sk
ROS1 fusion 2.6%

RET fusion 1.7%
BRAF V600E 2.1%
MET splice 3.0% " %
MET amp 1.4% i
ERBB2 amp 1.4% ~—~—NRAS 1.2%
BRCA1/2 loss 1.3% PIK3CA 2.0%

MAP2K10.7%
TSC1/2 loss 0.7% ERBB2 mut 2.3%

FGFR1/2 0.7%

Jordan et al. Cancer Discover 2017

SCLC
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...LUMOr suppressor genes

ED O Synonymous B NONSynonymous Mutation
55 frequency (5)
35 10
=5 .S 10 2080 100
'n sl T T T T I, 0T T 0T 1T ] [ ]
22 LEAEN DI O R R re ) TN e g e ]
§v  waarne m [ | 1 _ 111 ] 1 111 N
53 coL2a1* 11 | I ] [ | 111 mirarn 1
38 RaGs7 | 1 11 1 1 |
: FPRI* ] 1 1 11 1 1
erzoot NN
CREBBP 1+ 11 11
c3 aset 1 D1 L1l 11 n
ALMSTt 111 W I [ | 1in a

83
8
£ 1
23 poewrt | (B T 1 |
. , “a Premsl 1 ! . 1 . ! = IH 1 |
Peifer, Fernandez-Cuesta George et al. Nature . 7 '. '..“' i A
et al. Nat Genet. larger whole- i "?r%*llll . T
. : =% NoTCH3S 11 i
Rudin et al. Nat Genet. genome sequencing "mn 4! D %
universal inactivation analyses o : | — Sl
of TP53 and RB1 i o
IMissense | Inframe ins/del || Reamangements mCGE-GC mCG-AT mGC-AT D"Q i
I spiice site [ Nonsense Frameshift BATC:G DOAT-TA BAT>GC q/P value
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SCLC - Timeline of key molecular findings

Classification Rudin et al. Nat Rev Cancer

EEE molecular subtypes

Carney et al. (1985) Classic

Poirier et al. (2013) ASCL1-high

i et L. z015) [ SCER so-p
Georgeetat. z01 [ G

Double negative

Borromeo et al. (2016)
Mollaoglu et al. (2017) Group B

McCollet ol 2017)

Huang et al. (2018)

Wooten et al. (2018) NEv2 Non-NE

Proposed nomenclature SCLC-A SCLC-Y SCLC-P
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Randomized trials Concurrent Chemoradiotherapy - Consolidation 10

Courtesy Dr Démine - modified

Treatment regimen Phase Patients (n) Objectives/Recruitment
Primary: PFS
ARM1: Nivolumab-ipilimumab Secondary: OS, TTF, AEs
STIMULI ARM2: Observation . 222
Negative
Primary: 2-year OS
ARM1: Atezolizumab Secondary: PFS, Best RR, TRAEs
ACHILES ARM2: Observation Il 212
Recruiting
Primary: PFS and OS
ARM1: Durvalumab Secondary: ORR, PFS and OS (Arm 1l), OS/PFS
ADRIATIC ARM2: Durvalumab + Tremelimumab Il 728 in relation to tumor PD-L1 expression
ARMS3: Placebo
Recruitment completed
Primary: PFS
ARM1: Atezolizumab + tiragolumab up to 17 cycles Secondary: OS, ORR, DOR, AEs
ML41257 ARM2: Atezolizumab + placebo up to 17 cycles . 150
Recruiting
Primary: PFS
ARML1.: Toripalimab (Anti PD-1) for up to 6 months Secondary: OS, ORR, DOR, AEs
MIEIERREG ARM2: Observation L ety
Not yet recruiting
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LS-SCLC: how can we improve outcomes?
IMMUNOTHERAPY
Consolidation vs observation:

Chemo-Radiotherapy:

induction maintenance

cis-/carboplatin + etoposide

STI M U LI Screening: 4 cycles Tumour
evaluation: : A S -
§ § § § /< B 00 0 N maxtyear
Phase Il ETO P/I FCT 4-12 LD SCLC : PCl| pp ro ' combination nivolumab
RT yes l /| nivolumab/ipilimumab
off “| observation
from start of chemotherapy after randomisation
3 6 9 2 0 3 6 9 12 14 16 18 2 zen
A N T T L
FDG-PET-CT | cT o
orCT
I
Brain MRI RT (Thoracic Radiotherapy): CT scans for tumour assessment
orCT accelerated schedule preferred - up to 18 months: every 9 weeks
start: day 1 of chemo cycle 1 or - up to 2 years: every 12 weeks
day 1 of chemo cycle 2 -years 3 & 4: every 6 months
- at 5 years

At progression:
1 1 1

Biomaterial for translational research:

s | s [
[ [ [
Whole blood Whole blood Whole blood

Voluntary re-biopsy:
— FFPE block

Biopsy:
FFPE block
or slides
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A 100 5
Events  Median PFS (95% CI)
Nivo + Ipi 40 (51.3%) 10.7 m (7.0-NE)
Observation 42 (56.0%) 14.5 m (8.2-NE)
80
g
H
£ %7
H]
2
PFS :
5 ! H
3 07 X 140.3%
) ! 1
£ ! |
a I .
204 ! 1
! 1
| 1
I 1
! |
0 1 1
T ! ! + Censored
T T t T . T T
0 6 12 18 24 30 36 42 48
Menths
No. at risk (censored)
Nivo + Ipi 78(0) 52(3) 30(10) 24(16) 16(22) 12(26) 8(30) 4(34) 1(37)
Observation 75(0) 56(0) 36(4) 24(11) 14(19) 10(23) 5(28) 4(29) 2(31)
A 100+ Deaths  Median OS (95% Cl)
Nivo+Ipi 34 (436%) NRm (24.1-NE)
86.7% Observation 37 (49.3%) 32.1 m (26.1-NE)
80
]
I
I
€ o |
£ i |
4 I [
3
@ I I
T 40 I I !
@ I I !
& I ! 1
1 I I
I I 1
20 I I I
- = i 1 - I
1 [ 1 4 I
P I = - I
1 | I
04 I I I + Censored
T T T
2

No. at risk (censored)
Nivo + Ipi 78(0) 69(1) 60(2)
Observation 75(0) 73(0) 65(0)

4 30 36 42 48 54 60
Months

52(3) 42(8) 28(19) 20 (24) 14 (30) 10 (34) 5(39) 1(43)
52 (1) 43(7) 30(14) 16(25) 11(28) 8(31) 4(34) 0(38)

B
No. of patients Events (%) HR* (95% Cl)
Sex
Male 92 53 (57.6) . 1.13 (0.66-1.95)
Female 61 29 (47.5) ——— 0.77 (0.36-1.63)
Smoking history
Current 52 27 (51.9) — 0.99 (0.46-2.10)
Former 100 55 (55.0) — 0.97 (0.57-1.65)
ECOG PS
0 48 26 (54.2) —_— 2.06 (0.93-4.57) Interaction
1 101 52 (51.5) i 0.67 (0.39-1.18) P =0.022
Stage
A 53 25 (47.2) — 1.07 (0.49-2.36)
B 76 43 (56.6) —- 1.10 (0.60-1.99)
Age (in years)
<60 63 34 (54.0) [ — 0.99 (0.51-1.96)
>60 90 48 (53.3) — 1.02 (0.58-1.81)
Response to CRT
Complete response 20 10 (50.0) —_— 0.84 (0.24-3.0)
Partial response 125 68 (54.4) —— 1.05 (0.65-1.69)
Number of RT fractions per day
1 97 51 (52.6) —— 1.34 (0.78-2.33) Interaction
2 56 31 (55.4) —.—— 0.63 (0.31-1.27) F=0096
PET-CT
Done 51 31 (60.8) —— 1.20 (0.59-2.44) Interaction
Not done 102 51 (50.0) —.—— 093 (0.54-1.61) P=NS
All patients 153 82 (53.6) - 1.01 (0.65-1.55)
e m—
2 3 * HRs unstratified, unadjusted
B )
No. of patients Events (%) HR* (95% CI)
Sex
Male 92 49 (53.3) i 1.10 (0.63-1.93)
Female 61 22 (36.1) .- 0.65 (0.27-1.56)
Smoking history
Current 52 27 (51.9) —-— 1.28 (0.60-2.74)
Former 100 44 (44.0) i 0.74 (0.41-1.35)
ECOG PS
0 48 23 (47.9) — 3.12 (1.28-7.63) Interaction
1 101 45 (44.6) - 052 (0.28-0.96) F <0001
Stage
A 53 23 (43.4) —— 1.19 (0.52-2.71)
1B 76 37 (48.7) - 0.88 (0.46-1.68)
Age (in years)
<60 63 27 (42.9) ——— 0.99 (0.46-2.12)
>60 90 44 (48.9) -— 0.94 (0.51-1.70)
Response to CRT
Complete response 20 6 (30.0) —_—— 1.45 (0.29-7.22)
Partial response 125 61 (48.8) i 0.93 (0.56-1.54)
Number of RT fractions per day
1 97 44 (45.4) —— 1.50 (0.83-2.72)  Interaction
2 56 27 (48.2) - 0.42(0.19-0.92) F=0.010
PET-CT
Done 51 25 (49.0) B 0.90 (0.41-1.99) Interaction
Not done 102 46 (45.1) - 0.99 (0.55-1.76) =
All patients 153 71 (46.4) b - 0.94 (0.59-1.50)
1 2 3 4 * HRs unstratified, unadjusted

Nivo + Ipi superior

=

Observation superior

Peters et al. Ann Oncol 2021
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LS-SCLC: STIMULI TRIAL - Safety

Table 2. Safety information of the as-treated cohort

Nivo + Ipi (n = 78) Observation (n = 75)

Number of patients (%)

Any adverse event 77 (98.7) 65 (86.7)
Treatment related adverse events 75 (96.2) —
Adverse events of grade >3 48 (61.5) 19 (25.3)
Adverse events leading to treatment discontinuation 43 (55.1) —
Adverse events leading to death 4* (5.1) 1° (1.3)
AEs occurring in 215% of the patients in either arm All grades Grade 23 All grades Grade 23
Fatigue 38 (48.7) 7 (9.0) 21 (28.0) —
Anorexia 25 (32.1) 5 (6.4) 12 (16.0) —
Diarrhoea 22 (28.2) 7 (9.0) 6 (8.0) —
Vomiting 21(26.9) 1(1.3) 5 (6.7) —
Pneumonitis 22 (28.2) 7 (9.0) 4 (5.3) 1(1.3)
Nausea 19 (24.4) 2 (2.6) 6 (8.0) —
Cough 20 (25.6) = 5 (6.7) =
Hyperthyroidism 22 (28.2) 2 (2.6) 1(1.3) 1(1.3)
Anaemia 7 (9.0) 1(1.3) 13 (17.3) 1(1.3)
Dyspnoea 13 (16.7) 1(1.3) 6 (8.0) 1(1.3)
Pruritus 19 (24.4) 1(13) = =
Constipation 15 (19.2) 1(1.3) 3 (4.0) —
Hypothyroidism 13 (16.7) — — —

Peters et al. Ann Oncol 2021
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LS-SCLC: STIMULI TRIAL - Safety

Table 2. Safety information of
Observation (n = 75)

nts (%)
Any adverse event 65 (86.7)
Treatment related adverse event —
Adverse events of grade >3 19 (25.3)
Adverse events leading to treatr —
Adverse events leading to death 1° (1.3)
AEs occurring in 215% of the p jrades Grade 23
Fatigue 28.0) —
Anorexia 16.0) —
Diarrhoea 8.0) —
Vomiting 6.7) —
Pneumonitis - 5.3) 1(1.3)
Nausea 8.0) —
Cough 6.7) =
Hyperthyroidism 1.3) 1(1.3)
Anaemia 17.3) 1(1.3)
Dyspnoea 8.0) 1(1.3)
Pruritus = _
Constipation 4.0) —
Hypothyroidism — —

Peters et al. Ann Oncol 2021
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SCLC molecular classification — therapeutic opportunities

NE Character
B Neuroendocrine
| Non-Neuroendocrine
MYC Status
SCLC molecular classification: f lecul e
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( Lung NENs )
Lung neuroendocrine carcinomas
WHO type [ Lung NETSs (carcinoids) J { £ )
Morphological features [ LCNEC ][ SCLC ]
Architecture [ Well-differentiated organoid architecture ] [ Neuroendocrine architecture ] [ Small cells ]
Mitoses/2 mm? [ <10 (typical: 0-2, atypical: 2-10) ] [ >10 ][ <10 ] [ >10 ]
Necrosis [ Absent/focal necrosis ] [ Large zones of necrosis ]
Molecular subtype (Carcinoid A1) (Carcinoid A2) ( Carcinoid B )~ G3-LNEeT )( supra [ Typel ) Typen [ Scic-like SCLC-A sacn [ scicp scLcl )
carcinoid LCNEC (previously
SCLC-Y)
Genomic alterations EIF1AX, CRGs CRGs MEN1, CRGs || MEN1, TP53, || TP53,RB1, ||TP53,5TK11, TP53 and RB1
RB1, CRGs BAP1, CRGs KEAP1 . - ”
Transcriptomic profile 11
NE profile Neuroendocrine Non-NE Neuroendocrine Non-NE
Other ASCL1and || ROBO1and || UGTs,CYPs, || Unknown ICGs high ASCL1and || Notch high Absent/ ASCL1 high || NEUROD1 ||POU2F3and || MYC, IFN,
DLL3 high SLIT1 low ANGPTL3, DLL3 high unknown ||and MYClow || and mostly MYC high HLA, and T-
and ERBB4 MYC high cell receptor
high genes high
Snniirie call enrichment Dendritic Absent/ Monocytes Unknown Neutrophils Absent/unknown Absent/ T cells and
cells unknown unknown macrophage
A A A A J A A A A I\ J
Molecular subtype 4 SCLC-A D (@ SCLC-N R @ SCLC-P N( SCLC-1 B
Treatment targets ASCL1 Arginine Arginine Arginine
- BCL2 deprivation deprivation deprivation
Spotlight on Small-Cell Lung Cancer and Other B || (e | e
p g g DLL3 CHK1 CHK1 CHK1
- LSD1 IMPDH IGF-R1 IMPDH
LSD1 IMPDH |
Lung Neuroendocrine Neoplasms s J ween J{ e

Lynnette Fernandez-Cuesta, PhD?; Alexandra Sexton-Oates, PhD'; Leyla Bayat, MD?; Matthieu Foll, PhD?*; Sally C.M. Lau, MD, MPH?; and
Ticiana Leal, MD?
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