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Immunotherapy for SCLC



High mutational burden seen in SCLC

100 -
5 SCLC 7.37 mut/Mb (n = 29)
£ . J:MEL 6.26 mutMb (n = 1)
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S 1% euitliees, =J—BC 158 mutMb (n=1)
2 % OC  1.52 mut/Mb (n = 316)
-% 1 {MM 1.13 mut/Mb (n = 38)
g OCC  0.98 mut/Mb (n = 8)
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RC  0.52 mut/Mb (n=7)
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Peifer et al. Nat Genet 2012.
Alexandrov et al, Nature 2013.



SCLC is an Immune Cold tumor
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First-line PD(L)1 inhibitors for ES-SCLC

« The IMpower133 study was a phase 3 study comparing
atezolizumab and chemotherapy to chemotherapy alone
in treatment naive patients with SCLC.

« 0OS (12.3 vs 10.3 months; HR 0.70) was significantly
improved with atezolizumab (p=0.007).

A Overall Survival

100+ Rate of Overall Survival at 12 Mo
90- Atezolizumab 51.7% (95% Cl, 44.4-59.0)
- Placebo 38.29% (95% Cl, 31.2-45.3)
3 Stratified hazard ratio for death, 0.70 (95% Cl, 0.54-0.91)
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Horn et al., NEJM 2018.

The CASPIAN study was a similarly designed phase 3
study comparing durvalumab and chemotherapy to
chemotherapy alone.

OS was also significantly improved (13.0 vs 10.3
months; HR 0.73; p=0.005).

A
100

86 Hazard ratio 0-73 (95% Cl 0-59-0-91); p=0-0047
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Paz-Ares et al., Lancet Oncol 2019.

Slide courtesy: Sally Lau, MD



Standard of care: first-line SCLC

Extensive-stage Limited-stage

Carboplatin/etoposide Platinum/etoposide Platinum/etoposide
+ + +
Atezolizumab Durvalumab Radiation Therapy
(+Atezolizumab (+Durvalumab
maintenance) maintenance) PD(L)1 maintenance trials ongoing:
= ADRIATIC
IMpower 133 CASPIAN " NRG LUOO5

= KEYLYNK-013
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ADRIATIC: Durvalumab as consolidation treatment for LS-SCLC

gt iellE o StES Durvalumab Dual primary endpoints:
(stage l/ll inoperable) 1500 mg Q4W _— ! el
WHO PS 0 or 1 N=264 b e
Had not progressed =0
fO”OWlng cCRT* N=730 - PFS (by BlCR, per RECIST v1 1)
PCI* permitted before m Placebo Key secondary endpoints:
randomization R¥ Q4w :
Nl * Durvalumab + tremelimumab vs
N=266 placebo
- 0Ss
cCRT components Stratified by:
* Four cycles of platinumand Disease stage — PFS (by BICR, per RECIST v1.1)
etoposide (three permitted’) (1111 vs 1)

Other secondary endpoints:
» OS/PFS landmarks

+ RT must commence no later - g ; : + Safety
than end of cycle 2 of CT Treatment until investigator-determined progression or

intolerable toxicity, or for a maximum of 24 months

. RT 60-66 Gy QD over 6 weeks | PC! (yes vs no)
or 45 Gy BID over 3 weeks

Spigel et al, ASCO 2024.



ADRIATIC

Probability of PFS

1.0~

0.8 -

Durvalumab Placebo
(n=264) (n=266)

Events, n (%)

139 (52.7) 169 (63.5)

mPFS, months (95% Cl) 16.6 (10.2-28.2) 9.2 (7.4-12.9)

L Durvalumab Placebo
o (n=264) (n=266)
Events, n (%) 115 (43.6) 146 (54.9)
0.8 - mOS, months (95% Cl)  55.9 (37.3-NE) 33.4 (25.5-39.9)
- 68.0% HR (95% Cl) 0.73 (0.57-0.93)
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ADRIATIC

Pneumonitis or radiation Durvalumab Placebo

pneumonitis (grouped terms*), n (%) (n=262) (n=265)

Any grade 100 (38.2) 80 (30.2)
Maximum grade 3/4 8 (3.1) 7 (2.6)
Leading to death 1(0.4) 0
Leading to treatment discontinuation 23 (8.8) 8 (3.0)

= Durvalumab consolidation = significant improvement in OS and PFS
= Well tolerated and no new safety signals
= New SOC!

Spigel et al, ASCO 2024.



Maintenance therapy for ES-SCLC



Recent maintenance trials in first-line ES-SCLC

m Maintenance agent Efficacy

CheckMate 451 PD-1/CTLA4 No OS benefit
SKYSCRAPER-02 1] PDL-1/anti-TIGIT No OS and PFS benefit
SWOG 51929 1 PD1/PARPi (only in SLFN11+) PFS benefit, but no OS benefit

Owonikoko et al, JCO 2021
Rudin et al, JCO 2022
Karim et al, ASCO annual meeting 2023



Activity of PARP-inhibitors in SCLC

SLFN11 is the dominant mechanism of
= PARP1 mRNA expression and protein levels response to PARPI In SCLC
significantly elevated in SCLC cell lines A 52 3g8.9:593%
= PARPI=> significant activity in SCLC lines enantiomer w
talazoparib
= SCLC sensitive to PARPi even though BRCA- SLANHT RN —
neg/HRD-neg s [B = I
actin |— ——————— -————rl
A B ® NSCLC ‘gé: 1
2500 Bl Sy [ [ [ 11 TTTTTTTTTTTTT N o Ol ale T iiiaag
B 1500 Eiiigésﬁi)m 8 w0 -8.0 -7.0 -6.0 -5.0
E 1000 I:IA549[I\(.ISCLC]) § 9
= 4 .
S 1S ||H SLFN11 expressed in about 50% of
" o Lol | SCLC as measured by IHC

Zoppoli et al, Proc Natl Acad Sci USA, 2012
Zhang et al, Br J Cancer, 2022

Byers et al, Cancer Discovery 2012

Lok et al, Clinical Cancer res 2017



Progression Free Survival

SW0G1929: Phase 2 EP+Atezo followed by Atezo vs 100% e
Atezo+Talazoparib in SLFN11-Positive ES-SCLC 1Y s x e i
Pls: Kar im, ReCkcamp 80% = Atezolizumab + Talazoparib 54 39 42  (28-47)
{ Translational Pls: Gay, Byers y P:O'OSG(J:B%ZE«ZEl:{o/,\sNzlfof:;AmED)
60%
Arm A 0%
Atezolizumab |
Frontline SLFNI11 S
EP+atezo — ositive I
(4 cycles) p(IHC) Arm b
Atezolizumab 0% T T T T T |

= 3 y 0 4 8 12 16 20 24
SLENI11 [HC \ + isk Months after Randomization

screening Talazoparib

; S : Overall Survival
(archival tissue) Median  80.0%

100% = N Events in Months Conf. Int.
Atezolizumab 52 23 85 (7.4-127)
S Atezolizumab + Talazoparib 54 22 94 (81-142)
1 H 1 . P =0.30(1-SIDED LOG RANK STRATIFIED)
Primary Objective: PFS 80% HR 1.17 80%CI(0.80-1.71)
Secondary: OS, ORR, AE
60% =
40% =
T N | Ll
20% = I u
0% T T T T T 1
0 4 8 12 16 20 24

Karim et al, ASCO 2023 sk Months after Randomization



PARPi + Temozolomide in 2"d line and beyond

SLFN11 IHC predicts
improved survival

Veliparib and TMZ

100 + Median PFS  95% CI
5 Pos: 5.7 mo 3.7 to NA
Trial Agents m 80 7 Neg:3.6 mo 2.0106.0
=) Log-rank P=.009
9 9 . . S~ 60 A
Pietanza et al, J Clin Oncol. 2018 TMZ + veliparib 39% & A
& 40 =— Pos (n =14}
Farago et al, Cancer Discov. 2019 Low-dose TMZ + olaparib 41.7% . —— Neg(n=12
Goldman et al, ASCO 2022 Low-dose TMZ + talazoparib 39.3% l l
0 5 10 15 20 25
No. at risk: Time {months}
Pos 12 8 3 1 1 1]
Neg 14 2 o o o ]
Veliparib and TMZ
100 A Median OS5 95% CI
Pos: 12.2 mo 9.7 to NA
80 - Neg: 7.5 mo  5.6to NA
@ 50 J Log-rank P = .014
0%}
o 40
20
0 EI; 1IIZI 1|5 ZIIJ 2|5
No. at risk: Time (months)
Pos 12 10 8 2 1 0

Neg 14 10 3 o o 0



Second-line and beyond for recurrent/refractory SCLC



Updated survival analysis from CASPIAN

Events/ Median OS 12-month OS 18-month OS 24-month OS 36-month OS
patients, (95% Cl), rate (95% Cl), rate (95% CI),  rate (95% Cl), | rate (95% CI),
n (%) months % % % %
1.0 Durvalumab + EP 221/268 (82.5) 12.9(11.3-14.7) 52.8 (46.6-58.5) 32.0(26.5-37.7) 22.9(18.1-28.2) | 17.6 (13.3-22.4)
EP 2481269 (92.2) 105(9.3-112) 39.3(334-451) 24.8(19.7-30,1) 13.9(101-184)| 58(34-9.1)
| e |
0.8 = HR 0.71 (95% CI 0.60-0.86); nominal P = 0.0003
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Paz-Ares et al, ESMO Open 2022



Approved for 2L+ SCLC

Drug Median PFS Approval
Topotecan 13.3 weeks 1998
Lurbinectedin 3.5 months 2020
Tarlatamab-dlle 4.9 months 2024

von Pawel et al, JCO 1999.
Trigo et al, Lancet Oncol 2020.



Lurbinectedin

- L 3 L 3
SWI/SNF Lurbinectedin

SWI/SNF

i

]  5'-CGG-3°
L l =] B-TGG-3'
=y O'-AGG-3°
5 sy B'-GGC-3°
"] namh [IJ| ol Harlow et al, 2016
] s L = e, M Ha.rl.ﬂ'w et -Ell., m‘g

Promoter Santamaria et al, y

= Selective inhibitor of oncogenic
transcription

» In phase 2 basket trial, ORR 35.2%,
DCR 68.6% (SCLC)

Harlow et al, Cancer Res, 2016
Harlow et al, Clinical Cancer Res 2019



ATLANTIS trial

Doxorubicin 40 mg/m? D1 q3wk!

Lurbinectedin 2 mg/m?, D1 q3wk!

600 patients
1.1 Randomization

Stratified:

+ ECOG(0vs=1)

< CTFI (> = 180, 180-90, < 90)

<+ CNS involvement (Y / N)

< Prior PDL1/PD1 (Y /N)

<+ Investigator’'s preference for control arm

l

e

18 months after last
patient
randomization

| Topotecan 1.5 mg/m? D1-5 q3wk '

OR (investigator’'s choice)
C 1000 mg/m?, A 45 mg/m?, V 2 mg fixed dose

Screening ‘ combination, D1, g3wk Follow up period

Did not meet primary endpoint of OS

LAGOON trial ongoing: phase lll trial of lurbinectedin +/- irinotecan vs investigator's choice

Laz-pres et al, WCLC 2021



DLL3 (Delta Like Protein-3)

» [Inhibitory ligand of Notch signaling pathway Transmembrane

» Expressed as cell surface marker

DLL3-targeting TIPSV @'® tl;‘otenlial uas lg s
| erapeutic ’
= Minimal expression in normal cells 8""°°°V*’“’9(§°8’\‘,’2?.:.) DLL3 _;pe L '

Notch receptor ligand

» Related to transcription factor ASCL1 »SCLC '
»*LCNEC
Development
A

» Key regulator of neuroendocrine suspended
differentiation

DLL3 ADC Rovalpituzumab Tesirine (Rova-T) program
discontinued in 2019: promising results in phase 1 but no clinical
benefit and increased toxicity in phase Il trials (TAHOE, MERU)

Leonetti et al, Cell Oncol 2019
Matsuo et al, Cancer Science 2021



DLL3 BITE: Tarlatamab

Tarlatamab-dlle (AMG 757): half-life extended Bispecific T-cell engager (BITE) targeting DLL3 and CD3

Tarlatamab engages endogenous
T cells and SCLC cells

2y

T-cell
4 Ta'irla;amab N activation T-cell
HLE BiTE® molecule - proliferation

oo,
2¢~ Tumor cell
-

apoptosis

A{ti-CDS
‘ ~ Anti-DLL3
Fc domain
Qo extend half-life) >

Serial lysis of
SCLC cells
)

Einsele et al, Cancer 2020
Stieglmaier et al, Expert Opin Biol Ther, 2015



B

DelLLphi-301

= Phase Il trial in pre-treated
SCLC (10 mg or 100 mg iv
every 2 weeks)

= N=220

= Primary end point: ORR

* ORR: 40% in 10 mg group

A Onset and Duration of Response
A First response (partial response or better)
Tarlatamab, 10 mg (N=40)

= Disease progression -+ Ongoing treatment m Death
Tarlatamab, 100 mg (N=28)

} 3 ? Y = o ?
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Duration of Treatment (wk)

80

Ahn et al, NEJM 2023




N

DelLLphi-301

B Progression-free Survival

Median Progression-free
Survival (95% Cl)

mo
2 100~ Tarlatamab, 10 mg 4.9 (2.9-6.7)
2 go- Tarlatamab, 100 mg 3.9 (2.6-4.4)
;c'é Tarlatamab, 10 mg
% 60
8 404 ; 28
T Tarlatamab, 100 mg : o, 4Ly
g 204 134 1l j T 1 1
5 : 127
2 0 I i ll I 1
0 3 6 9 12 15
Months
No. at Risk
Tarlatamab, 10 mg 100 53 35 18 2 0
Tarlatamab, 100 mg 88 41 26 15 3 0
C Overall Survival
Median Overall Survival
(95% CI)
mo
Tarlatamab, 10 mg 14.3 (10.8-NE)
100- RepasTGRY; Toimg Tarlatamab, 100 mg NE (12.4-NE)
2
<
S 80- — T . 68
& Tarlatamab, 100 mg L i
4 60+ 171 i
@ : i
& ! :
e a
@ i '
a. 0 I i : I I 1
0 3 6 9 12 15 18
Months
No. at Risk
Tarlatamab, 10 mg 100 84 67 44 17 3 0
Tarlatamab, 100 mg 88 62 53 39 16 2 0

= mPFS: 4.9 months

= mMDOR: 9.7 months

FDA approved in May 2024 at
10 mg dose

Ahn et al, NEJM 2023



Any grade

B Grade3or4

Tarlatamab Dose:
Timing of Adverse
Event:

100+

504
454
404
35
30
25+
20+
154
10

5

0

Percentage of Patients

A Tarlatamab, 10 mg (N=133)

Day 1: 1 mg

Day 1-7

40

1 1

Day 8: 10 mg Day 15: 10 mg
Day 8-14 Day 15-27

128

0!

Cycle 1

2

0 0 i

, 6
0

Cycle 2
Day 1: 10 mg

Day 1-14

| 3 i
20:20 oi 2

Day 15: 10 mg

Day 15-27

o 1 o!

Cycle 3

Day 1: 10 mg

Day 1-14

1

0 0 0

CRS ICANS CRS

ICANS

CRS

ICANS CRS

Event

ICANS CRS

ICANS

CRS

ICANS

Tarlatamab Dose:
Timing of Adverse
Event:

100+

50
45
40
35
30
25
20
15
104

5_

0

Percentage of Patients

B Tarlatamab, 100 mg (N=87)

Day 1: 1 mg

Day 1-7

26

6
0

Day 8: 100 mg Day 15: 100 mg
Day 8-14 Day 15-27

. 48

Cycle 1

LT

i
v 7

1 = &N
o B -, 0

Cycle 2
Day 1: 100 mg

Day 1-14

i
:
VS |
3o: . 2 gl

Day 15: 100 mg

Day 15-27

'
'
0 0 0.

Cycle 3

Day 1: 100 mg

Day 1-14

1

0 0 0

CRS ICANS CRS

ICANS

CRS

ICANS CRS

Event

ICANS CRS

ICANS

CRS

ICANS

Cytokine-release syndrome

» 51% (10 mg) and 61% (100 mg)

= Most at one of the first two doses (given on days 1 and 8 of
cycle 1)

= Grade 31in 1% (10 mg) and 6% (100 mg)

= Common symptoms: fever, hypoxia and hypotension

Immune effector cell-associated neurotoxicity

syndrome (ICANS)

» 8% (10 mg) and 28% (100 mg)

= Most during cycle 1, with a median time to onset of 5 days

» Common symptoms: confusion, impaired attention, tremor, and
motor findings, weakness

Treatment-discontinuation rate due to adverse events: 3%

Ahn et al, NEJM 2023
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DeLLphi-301: Intracranial activity

Tarlatamab 10 mg (n = 3) or 100 mg (n = 14) Q2W with baseline CNS lesion 2 10 mm

CNS T Shrinkage 2 30% _Time from
ikl =4 T o e toba)
CR 22
 mRANO BMS analyses (N = 17) m o
« CNS tumor shrinkage = 30% in 10 of 17 i e
patients (59%) . o
* Intracranial disease control in 94% (16 of 17) o N
patients (95% CI, 71.3-99.9) SD 9
* Median duration of intracranial disease control

was NE (range, 2.6—13.9+ months) & i
+ CNS disease progression per modified RANO- L iy
BM occurred in 3 of 17 patients (18%) = .

sD 1
40 -32 -24 -16 -8 0 B 16 24 32 40 48 58 684 T2

Time since last radiotherapy (weeks) Duration of tarlatamab treatment (weeks)
0O WBRT SBRT/SRS & Inlracranial A Timeof nadr =% Ongoing freatment
complebé response

Dingemans et al, ASCO 2024



Emerging therapies for SCLC



Emerging biomarker driven therapies for second-line SCLC

| Targeted | MAb__| _ADC__| BITE_ | TTE | CART

B7-H3 -DXd,
HS-20093

Tarlatamab, HPN328 AMG 119,
BI764532 LB102

SEZ6 ABBV-011,
ABBV-706

DLL3

Fucosyl-GM1 BMS-986012

SLFN11 PARPI,
ATRI




B /-H3: member of the B7 superfamily, highly expressed in various solid tumors, but limited expression in
normal tissues.

DS-7300 is a B7-H3 (CD276)-directed ADC composed of 3 components DS-7300 or Ifinatamab deruxtecan (I-DXd)

Humanized anti-B7-H3 Deruxtecan®’

» phase l/ll dose-finding study of DS-7300 (4.8 to 16.0 mg/kQ)

& " }:MJ”C’;L’*VJ_ = - = 147 patients with advanced solid tumors unselected for B7-H3
‘® 89:5:’5», expression

Cleavable tetrapeptide-based linker F

Topoisomerase | inhibitor payload
(DXd)

= |n 19 patients with SCLC, 58% ORR, with a median duration of
response of 5.5 months.

Antitumour activity: SCLC subset®

Starting dose
WMeamgrg WEOmghy 120mgkg 160 mghg
204 Responses by RECIST v1.1 (m»19) % 04
04 Responses, n (%) 11(58) s- — A == = O Peaiment
; Confirmed responses, n (%) 10 (53) s ; 20
g : ,
‘s P 1 I T T > *
'} -
Eg 201 3 1 L Bl NN ARG
H B B ,
0 g 60
f A0 4
. il # 100 . ; .
Doi et al, ASCO 2023 0 10 @ 0

Woeks since start of treatment



B7-H3

HS-20093

» ARTEMIS-001: phase | dose-finding study of HS-20093 (1 to
16.0 mg/kQg)

Conjugation site: Cysteine
/ " ’ = 56 patients with ES-SCLC treated with doses at 8.0 mg/kg and
DAR =4 '

10.0 mg/kg randomly in dose expansion

Linker: Cleavable
Payload: HS-9265 .
il = Responses were observed regardless of B7-H3 expression.

Ant-B7-H3 fgalmAb = Toxicity: mainly hematological

HS-20093 is a B7-H3-targeted antibody-drug

. . . 8.0 mg/kg Q3W 10.0 mg/kg Q3W
conjugate (payload: exatecan derivative) e -
. 18 (58.1%)" 12 (57.1%)*
ORR, n (%), (95% C1) (39.1, 75.5) (34.0,78.2)
25 (80.6%) 20 (95.2%)
DCR, n (%), (95% CI) (62.5,92.5) (76.2, 99.9)
Median DOR, month, (95% Cl) 3 NA
(3.3, NA) (3.1, NA)
Median PFS, month, (95% CI) 26 NA
(3.4, NA) (4.4, NA)
. . 4.8 49
Median follow-up time, month, (95% CI) (3.6, 5.6) (4.1, 5.6)

Wang et al, ASCO 2023
Wang et al, ASCO 2024



DLL3: BITE

Bl 764532, DLL3/CD3 IgG-like T-cell engager
» Phase | dose-escalation trial in SCLC, NEC or small cell carcinoma of other origin—>26% ORR in SCLC
= CRS 58% (2G3 2%)

= DAREON-8, a Phase | open-label dose escalation/expansion trial of Bl 764532 plus SoC for 1L ES-
SCLC (ongoing)

MMMMWWMHWMMMW
acetaminophen/paracetamol p.o. or IV + antihistamine |V, equivalent to diphenhydramine IV + dexamethasone p.o. or IV
or equivalent intermediate-acting corticomroidifdmethasoneisconmhdimted

Part A: dose escalation* (N=~30)

21-day cycles for up to 36 months

Step-in dosing regimen followed by target dosing
Dose level 4: Bl 764532

carboplatin + etoposide + atezolizumab

carboplatin + etoposide + atezolizumab

—

carboplatin + etoposide + durvalumab

Dose level 1: Bl 764532 v cisplatin + etoposide + durvalumab Peters et al, ASCO 2024.
carboplatin + etoposide + atezolizumab ; We rmke et al A SC O 202 3
*Guided by Bayesian logistic regression model with overdose control E '
: - : : Wermke et al, Future Oncol 2022.

Dose level 3: Bl 764532
carboplatin + etoposide + atezolizumab

Dose level 2: Bl 764532
carboplatin + etoposide + atezolizumab




DLL3: TriTE

HPN328

- DLL3-targeting T cell engager using
TriTAC platform

—>Redirects T cells to kill DLL3 expressing
cancer cells

| '] T - T-cell receptor complex
Anti-CD3 —F+ I.

Anti-albumin —+ ' MK-6070

Anti-DLL3

Best Change From Baseline, %

NCTO04471727 is a phase | study in SCLC & NEC.
26% grade 3 TrAE; CRS 63% (grade 3 23%)

SCLC (n=28): ORR 39%, DCR 71%

100 SCLC
(n=45)

80

60

40

B Early fixed- and step-dose escalation cohorts
I 1-mg priming dose cohorts

* Participants with 0% DLL3 expression
(enrolled before protocol requirement)

-80 4

-100 -

Beltran et al, ASCO 2024.



Seizure-related Homolog Protein 6 (SEZ6)

ABBV-706 is an ADC targeting SEZ6 with a = Fatigue (66%) and anemia (60%) most common
Topoisomerase-1 inhibitor payload AEs

= ORR61% in R/IR SCLC (n=23
SEZ6 expressed >80% SCLC 0 ( )

20

ABBV-706 Monotherapy o i
M 1.3 mgkg
: M 1.8 mgkg
Part 1: ABBV-706 Monotherapy Dose Escalation B 25 moko
(N=60 Overall) W 3 mgikg
W 3.5 mgkg

=30

4

Part 2: ABBV-706 Monotherapy Dose Optimization and
Expansion in SCLC (up to N=120)

Part 2a: Dose optimization?; l:> Part 2b: Dose expansion at
22 randomized dose levels RP2DP

* : Ongoing
Confirmed Best Response:

Best Percent Change in Target Lesions, %

=100 4 PD SD SD SD SD SD*PR*'PR" SD PR SD*PR*PR* PR PR* PR PD PR PR PR PR PR PR*

vvvvvvvvvvvvvvvvvvvvvvv

Patients

Chandana et al, ASCO 2024



Molecular subclassification of SCLC



SCLC subclassification

= SCLC genomic profiles are quite
homogeneous (universal loss of the
tumor suppressor genes TP53 and RB1)

= Epigenetic & gene expression studies
report molecular diversity among SCLC
cell lines and primary tumors.

= Differential expression of four key
transcription regulators: ASCL1,
NEUROD1, YAP1 and POUZ2F3 defines
SCLC subtypes

Different nomenclature describing SCLC
subtypes-> Key studies for SCLC subtypes based
on differential gene expression

Classification

Non-NE

Carney et al. (1985) Classic
Poirier et al. (2013) ASCL1-high
Poirier et al. (2015) SC-E2 ' SQ«P
George et (2019 o
Borromeo et al. (2016) ASCL1-high ' Double negative
Mollaoglu et al. (2017) Group B

McColl et al. (2017) INSM1 YAP1
Huang et al. (2018)
et v I e
Proposed nomenclature SCLC-Y SCLC-P

Rudin et al, Nat Rev Cancer 2019




Molecular subtypes of SCLC defined by expression of key
transcription regulators

— ) .
I‘* } ) ) )
R S—— ,,_;j\) (I | Hierarchical clustering of relative
i S ——— ‘( , e ;’,‘.,t,,; | mcc | gene expression of four key
Lmumnmmmmaﬂmmmmammmm-um Wil 10W mrﬂmm BEMswy | Q' @George! transcription regulators:

Relative expression

! etal. |
AscL1 1S flbos (2015)

y I Rudin |

A etal. !
NEUROD1 | 0 @2012) |

E| TR QO ASCL1 (SCLC-A)
POU2F3 |

: 4 ,

0 NEUROD1 (SCLC-N)

=15

b | | S Q POU2F3 (SCLC-P)

SCLC-A - @107(06.079) SCLCA [§B< scie-a St SCLC-A |$434307E - otees
SCLC-N | HO— 0.1110.06.02) scLeN |§ scLeN |8 SCLC-N Q YAP1 (SCLC-Y)
sclcp | H@— sCLC-P | g4 3¢ sace | & e sace e
SCLC-Y 1@ 0.02[0.01,0.00] sciey | 44 scicy | SCLC-Y
0.‘0 0.2 014 016 018 110 0 50 160 1;0 0 20 4“.') 6‘0 80 l(;O 0 2‘0 4I0 60 86 160
Proportion of primary SCLC MYC BCL2 DLL3

Rudin et al, Nat Rev Cancer 2019



SCLC-l associated with greater benefit from immunotherapy

H _IMpower133 Overall Survival by Subtype _ |  IMpower133 Overall Survival (EP+atezo arm J IMpower133 Overall Survival (EP+placebo arm)
Hazard Ratio for Death (95% CI)  Median Overall Survival (mo) it i .
' EP+atezo EP+placebo
Al + o | ; B ~ s
tumors E 11.6 10.1 £ 1 £ 7
© == SCLC-A ©
SCLC-A+ e — 10.9 10.6 S |
: 3 +SCLC-N 3 \ -+ SCLC-A
scLleNt  —o—y 10.6 9.4 @ % : =+ SCLC-P @ % ) + SCLC-N
: T ; E ~+ SCLC- S : + SCLC-P
o i . o :
scLePt  —e—— 9.6 6.0 2 25 LY 2 : + SCLC-
! o . . O :
i :: . :
scLcid —e— 18.2 10.4 '8 : :
1 0 e ] 0 A
0.00.204 0608 1.01.214 1.6 1.8 20 0 3 6 9 121518 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
“favors EP+atezo  favors EP+placebo Time since treatment start (months) Time since treatment start (months)
Hazard Ratio (HR) Number at risk Number at risk
SCLC-A{77 6958 382823 1611 6 5 4 1 0 0 SCLC-A{63 5949321613 6 2 2 0 0 0 0 O
. NEUROD71-driven (N) B Inflamed (1) SCLC-N{25 23201410 8 6 5 4 4 3 3 0 0 SCLC-N136 36302012 8 4 3 2 1 0 0 0 0
SCLC-P{9 86 532 10000000 SCLC-P{12105 3 1 1 0 0 0 0 0 0 0 O
B PoOU2F3-driven (P) @ ASCL1-driven (A) SCLC-1121 2018161110 9 7 5 § 3 2 2 1 SCLC-1128272515 7 5 4 4 2 1 0 0 0 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39

Gay et al, Cancer Cell 2021



Personalizing SCLC treatment: Trials

PARPI nucleoside analogs anti-folates AURKIi BCL2i
L r L 1 r 1 r L L) r L 1

SCLCN
scLc-p Treatment Regimen 1
Profile for SCLC subtype or SCLC-A (ASCL1)
scLCH drug specific biomarker .
and assign to treatment Treatment Regimen 2

SCLC-N (NEUROD1)

Treatment Regimen 3
SCLC-P (POU2F3)

- Neuroendocrine Non-Neuroendocrine

8 SCLC-A  SCLC-N  SCLC-P SCLC-
2 (36 (2331%) (7-17%) Inflamed
a  51%) (16-18%) Treatment Regimen 5
DLL3  AURKA  PARP1 AXL O Drug-specific biomarker
v | | BEE2 DLL3 CD274
D CDs6 MYC CD38
o e GD2 CTLA4
©
=  LsD1 PD1/PDL1
BTKi

Dr Lauren Byers, TTLC 2023



Conclusions

= Checkpoint inhibitors with chemotherapy SOC for 18t line ES-SCLC, and likely for LS-SCLC as
consolidation therapy after chemoradiation

= Further biomarker-based therapies as monotherapy or in combination for 2" line and beyond being
explored

» Future research to better understand how to sequence and/or combine novel therapies in
development



Thank you!

OOOOOOOOO



	Slide 1
	Slide 2
	Slide 3
	Slide 4
	Slide 5
	Slide 6
	Slide 7: Standard of care: first-line SCLC
	Slide 8: Standard of care: first-line SCLC
	Slide 9
	Slide 10
	Slide 11
	Slide 12
	Slide 13
	Slide 14
	Slide 15
	Slide 16
	Slide 17
	Slide 18
	Slide 19
	Slide 20: Lurbinectedin
	Slide 21: ATLANTIS trial
	Slide 22
	Slide 23
	Slide 24
	Slide 25
	Slide 26
	Slide 27
	Slide 28
	Slide 29
	Slide 30
	Slide 31
	Slide 32
	Slide 33: DLL3: TriTE
	Slide 34
	Slide 35
	Slide 36: SCLC subclassification
	Slide 37: Molecular subtypes of SCLC defined by expression of key transcription regulators
	Slide 38
	Slide 39: Personalizing SCLC treatment: Trials
	Slide 40
	Slide 41

