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PFS and OS

Treatment-Related Adverse Events (TRAE)

Background

Performance Status (PS) 2-3 is a prognostic factor associated with poor survival (median OS in PS2
pts was 3-5 months with single agent chemotherapy, and 6-9 months with combination
chemotherapy; and less than 2 months in PS3 pts) and higher incidence of chemotherapy-related
adverse events (AE), while the impact of poor PS on immunotherapy safety and efficacy is less
documented. We sought to prospectively assess front-line durvalumab (anti-PD-L1) in PS2-3 pts
with advanced NSCLC and high PD-L1 expression.

Methods and Objectives

In this single-arm, multicentre (n=22), phase Il trial, PS2-3 pts, aged 18-75, with metastatic
NSCLC, PD-L1 positive (TPS 225%), without brain metastases, received 1500mg durvalumab every
4 weeks until progression, toxicity or completion of 2 years of therapy. Primary endpoint was
safety defined as the incidence of grade >3 treatment-related AE (TRAE) during the first
8 weeks (NCI CTCAE v.5.0). Using a 2-step binomial proportion test (O’Brien-Fleming’s procedure),
67 pts were to be included, to achieve 95% power, with 5% type | error rate, to observe <40%
(HO) G3-5 TRAE. Secondary objectives included intent-to-treat (ITT) blinded independent centrally

reviewed (BICR) ORR and PFS, DoR, OS and PS improvement at 8 weeks.
At the data cutoff (30NOV2023), median duration of follow-up was 15.7 months [9.72-21.81].

Patient disposition

Excluded (N=19)
- Death (n=7)
- Age > 75 (n=3)
- Altered general condition (n=3)
» - Corticosteroids within 15 days before enrollment (n=1)

creenec

(N=69)

l - Hepatitis (n=3)
) - Uncontrolled intercurrent illness (n=1)
e - Medical decision (n=1)
From October 2020 to July 2023
Causes of death* (N=11)
* Disease evolution (n=6)
1gible Epileptic seizure (n=1)
(N=50)

Heart failure (n=2)
Infectious pneumonitis (n=1)
Sepsis (n=1)

reatec
(N=50)

Toxicities that led to discontinuation of
treatment** (N=3)

* Cholestasis (n=1)

* Diarrhoea (n=1)

* Paraneoplastic syndrome anti-Hu type (n=1)

Treatment withdrawn (N=42)

- Disease evolution (n=24 ; 57.1%)
- Death™ (n=11; 26.2%) |
- Toxicity ** (n=3; 7.1%) l
- Intercurrent event *** (n=1; 2.4%)
- 2 years of treatment (n=2 ; 4.8%)

- Patient decision (n=1 ; 2.4%)

reatmen ﬂngolng
(N=8)
l Intercurrent event that led to discontinuation of

treatment®** (N=1)

* Elevations in transaminases (n=1)
(N=21; 50.1%)

Baseline characteristics

Patients characteristics

Sex Female
Male
Age
Smoking status Current
Former
Never
PS 2
3
Medical history Diabetes
Renal

Respiratory
Cardiac
Charlson score
Skeletal Muscle Index

Sarcopenia

Tumor characteristics

Histology Adenocarcinoma

Squamous cell
carcinoma

Others (NOS, Large
cell carcinoma)

TNM (Stage) IVA
IVB
PD-L1 (%)
25-49%
> 50%
EGFR mutation

PD-L1 expression

Molecular status
ALK fusion
KRAS mutation

N (%)

N (%)
Median [Min-Max]
N (%)

N (%)

N (%)

N (%)

N (%)

N (%)

N (%)

N (%)

N (%)
Median [Min-Max]
Median [Min-Max]
Yes
No
UK

N (%)
N (%)

N (%)

N (%)
N (%)
Median
N (%)
N (%)
N (%)
N (%)
N (%)
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The median number of treatment cycles was 3 [1-26]. PES
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Conclusions
12 (24)
: In PS2-3 pts with advanced NSCLC and high PD-L1 expression,
9 (18) front-line durvalumab is safe and showed interesting activity.
= The challenge remains the selection of patients who could actually
18 (36) 2| —— derive benefits from ICl beyond PDL1 expression.
32 (64) s Special thanks to
87.5 . The safety committee (L. Favier, E. Kempf, J. Messika, M. Paesmans)
6(12) Central reading of images (A. Khalil and M. El Hajjam)
44 (88) Trial Investigators and teams ...and all patients and relatives
0 ' PS at inclusion PS at 8 weeks DOI ESMO 2024
Each line shows the change of PS of a patient from baseline to : :
0 ks. A clinicall luable i v 11/50 22%) of ot DOI V. Gounant : BMS, Invited Speaker, Personal; BMS, Advisory Board, Personal;
8 weeks. .C Ir.]lca y valuable improvement in . ( °) OT pts was Janssen, Advisory Board, Personal; Roche, Invited Speaker, Personal; Sanofi, Advisory
20 (40) observed (i.e. improvement from PS2-3 at baseline to PS0-1). Board, Personal; Sanofi, Invited Speaker, Personal; Takeda, Advisory Board, Personal.

1324P - ESMO 2024

Corresponding author: valerie.gounant@aphp.fr

Study sponsored by IFCT

CT.gov identifier: NCT04108026

Collaboration / funding: AstraZeneca



