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Tumor microenvironment of human SCLC and
potential targets for therapies
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SCLC subtypes defined by a dominant

transcriptional regulator

- Neuroendocrine Non-Neuroendocrine
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SCLC-l with differential benefit from immunotherapy

Small cell lung cancer
patient population
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Targeting the surface glycome

BMS-986012 is an anti-fucosyl-monosialoganglioside-1 monoclonal antibody

«  Fuc-GM1 is highly expressed in SCLC

‘/\ . Precinically, BMS-986012 bound to CD16:
g, - Enhances antibody-dependent cellular
- Q/\ cytotoxicity (ADCCy) p
| - Enhances complement-dependent
a " : cytotoxicity (CDC)

f - Enhances antibody-dependent cellular

’ anenc o - phagocytosis (ADCP)
ol it - Exerted far greater effect with anti-PD-1

antibody than as monotherapy

Kalinka, ESMO 2024; Ponath, Clin Cancer Res 2018 Winship Cancer Institute | Emory University 6




Phase Il Nivolumab + Chemotherapy +/-BMS-986012: Efficacy

BMS-986012 (anti-Fuc-GM1)
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High prevalence of Fuc-GM1 expression
In baseline tumor samples
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Baseline
tumor/plasma level
of Fuc-GM1 did not
correlate with OS
and PFS in a subset
of patients from
this study

O'Byrne et al. ESMO 2024

Probability
S o o =
.;L o (=] ?

o
]

A 0S (tumor IHC)

Log-rank P = 0.52
Median H = 100

0.0

At risk
> median 8
— < median 9

0.8

o
o

Probability
o
e

o
]

10 20 30

Months
6 2 1
6 3 1

D PFS (tumor IHC)

Log-rank P = 0.68
Median H = 100

0.0

At risk
> median 8
— < median 9

10 20 30
Months

0 0 0

1 1 1

B 05 (tumor LC/MS)

C 0S (plasma LC/MS)

Log-rank P = 0.33
Median 533 (pg/mL)

10 20 30

Months
15 4 2
13 4 1

F PFS (plasma LC/MS)

Log-rank P = 0.12
Median 637 (pg/mL)

1.01 Log-rank P = 0.95 1.0
0.8 Median 86 (pg/mg) 0.8
oy Fo
= 0.6 = 0.6
o Fa)
3 3
© 0.4 o 0.44
o o
0.2 0.2
0.0 ; y T 0.0
0 10 20 30 0
Months
At risk At risk
> median 16 1 4 3 > median 21
— = median 16 8 4 0 — < median 22
E PFS (tumor LC/MS)
1.01 Log-rank P = 0.79 1.09
0.8 Median 95 (pg/mg) 0.84
P =
= 0.6 E 0.6
o a)
2 a
e 0.4 e 0.4
o o
0.2 0.2+
0.0 ; v T 0.0
0 10 20 30 0
Months
At risk At risk
> median 16 3 2 2 > median 23
— < median 17 2 0 0 — < median 23

10 20 30
Months

5 1 1

4 1 1

Abbreviations: chemo, chemotherapy (carboplatin + etoposide); Fuc-GM1, fucosyl-monosialoganglioside-1; IHC, immunohistochemistry;
LC/MS, liquid chromatography-mass spectrometry; NIVO, nivolumab; OS, overall survival; PFS, progression-free survival.

Winship Cancer Institute | Emory University

9




Targeting MHC | deficiency
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Zugazagoitia et al. Clin Cancer Res 2024,30:2872-83

It has been shown that most human SCLCs
(70%—-80%) show loss of MHC class |
expression at the protein level.

This seems to be more prominent in
neuroendocrine SCLC subtypes.
Epigenetically driven downregulation or
silencing of the MHC class | antigen
processing and presentation machinery
pathway is a prominent immune-suppressive
feature
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Preclinical evidence that LSD1 inhibition increases

MHC-I expression in vivo
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LSD1 inhibition induces SCLC-l-like phenotype

in otherwise uninflamed models.
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Targeting DDR

Immun
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Pietanza et al. J Clin Oncol. 2018;36(23):2386-2394. Byers LA et al. Clin Cancer Res.
2021:27(14):3884-3895.

SLFN11 is frequently expressed,
predicted PARP inhibitor benefit
in retrospective analyses of SCLC pts
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SWOG 1929
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SWOG 1929: PFS and OS
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What is (are) the optimal biomarker (s)?
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Rudin et al. Journal of Hematology & Oncology (2023) 16:66

Structure of DLL3-targeting TCEs in
development
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Anti-tumor Activity
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Targeting B7H3

 B7H3 seems to play a predominant inhibitory role on adaptive

Immunity by suppressing T-cell activation and proliferation. In addition, it
can promote tumorigenic properties in tumor cells themselves.

No trend of correlation between B7-H3 expression and efficacy was observed in the SCLC subset

SCLC—B7-H3 Level by BOR Status for Evaluable Patients (n = 17)
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Conclusions

* There are currently no biomarkers to help tailor any systemic therapy,
iIncluding immunotherapy, in SCLC.

* The discovery of transcriptional subsets in SCLC is an important
breakthrough in better understanding tumor heterogeneity and the
potential therapeutic vulnerabillities.

* Validated assays for DLL3 expression may be helpful in selecting
patients with SCLC, LCNEC and extra-pulmonary NEC in clinical trials.

* Prospective studies are needed to translate recent discoveries into
personalized, biomarker-driven clinical trials.
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