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SCLCisa
lung cancer NE tumor RB1 Loss
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« Poorly differentiated neuroendocrine tumor characterized
by lack of actionable driver mutations.

« Express at least 1 NE marker — Chromogranin A,
synaptophysin, CD56 & INSM1 on IHC

 Near universal loss of TP53 & RB1
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Molecular subtypes of small cell lung cancer: a synthesis of
human and mouse model data
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Molecular subtypes of small cell lung cancer: a synthesis of
human and mouse model data * 4 subtypes — SCLC-A, SCLC-
P, SCLC-N & SCLC-Y!
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4 subtypes — SCLC-A, SCLC-
P, SCLC-N & SCLC-Y!
SCLC-Y reclassified as SCLC-
| — Inflamed phenotype
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There is morel... SCLC exhibits plasticity enhanced by INOVA
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Clinical Impact: SCLC-| subtype may predict response to| INOVA
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« SCLC-I subtype responsive to ICI
« But gene expression based signatures may not be viable in clinic
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IC| treatment — Role of Tumor antigen presentation and ] INOVA
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Sensitizing SCLC to immune checkpoint inhibitors

Treatment SCLC cell-autonomous
effects
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Epigenetic reprogramming by
EZH2 or LSD-1 inhibition
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Targeting DLL3 in SCLC INOVA

Schar Cancer Institute

r B MYCHigh
N e, © Tarlatamabh, a First-in-Class
DLL3-Targeted Bispecific T-Cell Engager,
Recurrent Small-Cell Lung Cancer: An

Open-Label, Phase | Study

Luis Paz-Ares, MD. PhD*; Stephars Champiat, MD, PhD?; W. Yictoria Lai, MOD®: Hiroki lzuri. MD, PhD*: Ramaswany Govindan, MD%;
Michael Boyer, MB, BS, PhD®; Hoest-Dicter Hummel, MD'; Hossein Borghaei, DO Melissa L. Johnsan, MD*; Neeltje Steeghs, MD, PhD';
Fiona Blackhall, MD, PhD*; Alshin Dowlati, MD'; Nosi Reguart, MD, PhD?; Tatsuya Yoshida, MD, PhD': Kai He, MD, PhD'*;
Shirish M. Gadgeel, MD' Erviqueta Felip, MD, PAD"™: Yiran Zhang, PhD™% Amiita Pati, PRD'; Mukul Minocka, PhD';

Sujey Mukherjee, MD'; Amanca Goldrick, MD'®: Dirk Nagoesen, WD, PAD'®; Nooshin Hashemi Sadrasi. MD**; and

Taofeck K. Owonikoko, MD, PhD'*

'i.l“[ (£ |

Loss of
TP53/RB1

mou 80%

B immune &
EMT markers

SLUOLIJeOIun oD

zn
B o Half 1 axtanced 100 4
L1 "j"' N'pﬁ(lﬂr T(J‘ll P::':.:“‘,I:'
(NLE BITE '} an
30 4
Rllﬂlmebld
" yrie
:ul arkan Qa = Al 4
Apopaacie
Iyuis of
-'m,. xl I H”I-n [ T -------------------------------------------------------
»~ Y
AnH-oLLY g I II 1] ;! 2
antibesly II II i
=20 e §b.~ [l
----------------------------------------- L o s e LT 1R H1EET H -
Ex| <u il
punvion of .
C cnn*ru-- B paaat
2 RRL L T
&0 Fa33315
L o b ’Q.zrﬁ
chimeric 90 1 Cohert 3 342,
;\“_“9"“,‘ A W 2003 001 wgin-11 EOL3mgw -1 Somgw -1 “5
ft:‘:;’ L 1an Woa3mgwr =3 W omgin e W 3mgin=s" R T 1233
Apopdoate Wowanaa Mg e T 1AL g3 e e 7 260 S
Tranememceans samain 120 -
Ei
s Sig=aing domaine
4 Owen. J Hematol Oncol 2019
P .("
- Paz-Ares. JCO 2023




INOVA

Clinical implications for SCLC subtypes o ooy e

SCLC subtype ID by tissue or blood
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Beyond the SCLC subtypes
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Targeting MYC in SCLC Schar Camcer Institute
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SLFN11 predicted improved PFS and OS in
Veliparib (PARPi) - Temozolomide (TMZ) combination cohort
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S1929: Phase Il Study of Maintenance Atezolizumab Versus Atezolizumab
in Combination with Talazoparib in Patients with SLFN11 Positive
Extensive Stage Small Cell Lung Cancer (ES-SCLC) NCT04334941

Atezolizumab+
Step 1 Registration Step 2 Talazoparib
SLFN11 IHC on archival specimen Randomization

Hypothesis: The addition of talazoparib to maintenance Primary Endpoint: PFS
atezolizumab will improve PFS in SLFN11+ SCLC. Secondary endpoints: OS, ORR, AE.
TM Objective: To bank specimens for future
correlative studies.
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*Atezolizumab was optional if the patient is hospitalized for cycle 1
A maximum of 9 weeks after the end of cycle 4 was allowed prior to randomization
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Progression Free Survival
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Personalizing SCLC Treatment
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- Tumor evolution
impact on outcomes
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SCLC Biomarker Scorecard - Conclusion INOVA
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Biomarker Status

At present biomarker testing in SCLC

PD-L1 @ has minimal impact in clinic

trMB ® - Transcriptional subtypes

ecDNA — Need simple & robust test platforms

CD8/MHC-I * |HC or blood-based testing
MYC — Guide selection of patients for clinical
SCLC subtypes trials

SLFN11 » Continued surveillance during
DLL3 treatment

» BITEs targeting DLL3 are promising

* Other targets — SLFN11, c-Myc and
LSD1



