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Objective

« To investigate the relationship between immune-related biomarkers (CD8, MHC |, 18-gene T-cell inflamed
signature [TIS], tertiary lymphoid structures [TLS] chemokine signature, and SCLC molecular subtype) and
clinical outcomes with consolidation durvalumab vs placebo in patients with LS-SCLC with no progression
after cCRT in the phase 3 ADRIATIC study.

Conclusions

» These exploratory analyses suggest generally consistent OS and PFS benefit with consolidation durvalumab
vs placebo across biomarker subgroups.

The CD8 density, 18-gene TIS, and TLS chemokine signature findings also indicate an initially immune-
enriched tumor microenvironment prior to any treatment may be associated with improved outcomes in both
arms and, furthermore, with an increased magnitude of treatment benefit with durvalumab vs placebo.

Plain language summary

Why did we perform this research?

« ADRIATIC is a phase 3 clinical study of durvalumab in patients with limited-stage small-cell lung
cancer (LS-SCLC; a type of SCLC that has not spread from one side of the chest and can still be
cured) whose tumors had disappeared, shrunk, or remained stable after chemotherapy given at
the same time as radiotherapy (concurrent chemoradiotherapy; cCRT).

Results from ADRIATIC showed that patients treated with durvalumab after cCRT had a better
chance of living longer (overall survival) and living longer without their cancer growing again
(progression-free survival), compared with patients who received placebo.

Durvalumab is a type of immunotherapy (a treatment that targets the immune system to help the
body fight cancer) that blocks a protein called PD-L1, making it easier for the immune system to
find and kill cancer cells.

We wanted to understand if there was any relationship between different immune-related biological
markers (such as the presence and activity of immune cells surrounding the tumor) and the
effectiveness of durvalumab in patients from the ADRIATIC study.

How did we perform this research?

We measured immune-related biological markers in tumor samples that were taken before
patients received cCRT.

We assessed overall survival and progression-free survival with durvalumab compared to placebo
in groups of patients with higher or lower levels of the different biological markers.

What were the findings and implications of this research?
* In each immune-related biological marker group, patients who received durvalumab generally had
better overall survival and progression-free survival compared with patients who received placebo.
+ The effectiveness of durvalumab treatment compared with placebo appeared to be greater in
groups of patients whose biological markers showed stronger signs of immune activity before they
received cCRT compared with groups of patients in whom there were weaker signs of
immune activity.

2 Where can | access more information?
= .« Information about the medications being used in this study and the people who participated can be
found here: https://clinicaltrials.gov/study/NCT03703297

* Previous results from this study can be found here:
https://www.nejm.org/doi/full/10.1056/NEJM0a2404873
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Introduction

* Consolidation durvalumab has become the new standard of

care in patients with LS-SCLC and no progression after CRT,
based on the results of the ongoing phase 3 ADRIATIC study.

At the first planned interim analysis, consolidation durvalumab
significantly improved the dual primary endpoints of OS and
PFS vs placebo in patients with LS-SCLC and no progression
after cCCRT:!

— 0S HR 0.73 (95% Cl 0.57-0.93); p=0.0104
— PFS HR 0.76 (95% Cl 0.61-0.95); p=0.0161

— Durvalumab was well tolerated, with a manageable
safety profile."

In a previous analysis, PD-L1 expression (based on a cutoff of
1% on TC and/or IC) did not predict durvalumab treatment
effect in this study.?

Here we report post-hoc, exploratory analyses of additional
immune-related biomarkers in ADRIATIC.

Results and interpretation

Biomarker evaluable populations

Across the durvalumab and placebo arms, 48.3% (n=256),
52.3% (n=277), and 23.4% (n=124) of the ITT population
(n=530) were evaluable for CD8, MHC I, and TIS/TLS/
molecular subtype, respectively.

— OS and PFS benefit with durvalumab vs placebo were
similar in the CD8 and MHC | BEPs and the ITT population
(Supplementary Figures S1 and S2; available via the
QR code).

— OS and PFS benefit with durvalumab vs placebo appeared
greater in the RNA sequencing BEP than those in the ITT
population (Supplementary Figure S3).

OS and PFS in immune-related biomarker subgroups
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OS and PFS generally favored durvalumab vs placebo across
subgroups (Figures 2-6).

— OS and PFS HRs were not calculated in the non-
neuroendocrine subgroup due to small numbers (Figure 5).

The magnitude of benefit with durvalumab vs placebo
appeared greater in the CD8 density-high (Figure 2), 18-gene
TIS-high (Figure 3), and TLS chemokine signature-high
(Figure 4) subgroups, vs corresponding low subgroups.

High MHC | TC expression appeared associated with slightly
better outcomes in both arms, vs low expression, but was not
associated with greater magnitude of treatment benefit with

durvalumab vs placebo (as an isolated biomarker) (Figure 6).
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ADRIATIC is an ongoing phase 3, randomized, double-blind,
placebo-controlled, international trial (Figure 1).

OS and PFS were assessed in exploratory subgroups defined
by immune-related biomarkers in tumor samples taken prior to
cCRT and collected at screening:

— CD8 density and MHC | expression on TC (= vs < median,
for both biomarkers) were assessed by IHC;

— 18-gene T-cell inflamed signature (top vs lower quartiles),*
tertiary lymphoid structures chemokine signature
(top vs lower quartiles),?> and SCLC molecular subtype
(neuroendocrine vs non-neuroendocrine) were assessed
by RNA sequencing.

HRs and 95% Cls in subgroups were calculated using an
unstratified Cox proportional hazards model.

Data cutoff Jan 15, 2024.
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Figure 1. ADRIATIC study design

« Stage I-lll LS-SCLC
(stage I/l inoperable)

Dual primary endpoints:

Durvalumab 1500 mg Q4W

= * Durvalumab vs placebo

N=730 —

. n=264
WHOPS Oor N\ —0S & PFS (by BICRT)

» Had not progressed \R¥ ) .
following cCRT* Key secondary endpoints:

+ PCI* permitted before Stratified by: Placebo Q4W * Durvalumab + tremelimumab
randomization = S1age vs placebo

(11 vs 1)
PCI (yes vs no)

n=266

—0OS & PFS (by BICRT)

Other secondary endpoints:

» OS & PFS landmarks

* OS & PFS (by BICRYT) in patients
with PD-L1 TC or IC 21%

» Safety

cCRT components

» Four cycles of platinum and
etoposide (three permittedt)

* RT: 60-66 Gy once daily over
6 weeks or 45 Gy twice daily
over 3 weeks, starting no later
than end of CT cycle 2

Durvalumab 1500 mg + tremelimumab 75 mg
Q4W x 4, then durvalumab 1500 mg Q4W
n=200§

Treatment until investigator-determined PD or

intolerable toxicity, or for a maximum of 24 months Exploratory endpoints

» Biomarker analyses!

*cCRT and PCI treatment (if received per local standard of care) must have been completed 1-42 days before randomization. 1If disease control achieved and
no additional benefit expected with an additional cycle of CT, in the opinion of the investigator. *The first 600 patients were randomized in a 1:1:1 ratio to the 3

treatment arms; subsequent patients were randomized 1:1 to either durvalumab or placebo. SThe durvalumab + tremelimumab arm remained blinded at the
interim analysis. "Per RECIST v1.1. "Not applicable for China.
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BEP, biomarker evaluable population; BICR, blinded independent central

review; cCRT, concurrent chemoradiotherapy; Cl, confidence interval;

CRT, chemoradiotherapy; CT, chemotherapy; Gy, Gray; HR, hazard ratio;

IC, immune cell; IHC, immunohistochemistry; ITT, intention-to-treat; LS-SCLC,

limited-stage small-cell lung cancer; MHC I, major histocompatibility complex class

I; NC, not calculated; NE, neuroendocrine; NR, not reached; OS, overall survival;

PCI, prophylactic cranial irradiation; PD, progressive disease; PD-L1, programmed
B cell death ligand-1; PFS, progression-free survival; PS, performance status;
) Q4W, every 4 weeks; R, randomization; RECIST v1.1, Response Evaluation
Criteria in Solid Tumors version 1.1; RT, radiotherapy; SCLC, small-cell lung
cancer; TC, tumor cell; TIS, T-cell inflamed signature; TLS, tertiary lymphoid
structures; WHO, World Health Organization.
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