& University
o Of

£
¥  Sheffield.

This is a repository copy of 3513: ATM inhibition with AZD1390 and conventional
radiotherapy in non-small cell lung cancer: interim report from the CONCORDE phase Ib
trial (NCT04550104).

White Rose Research Online URL for this paper:
https://eprints.whiterose.ac.uk/229099/

Version: Accepted Version

Proceedings Paper:

Walls, G., Horne, A., Harrow, S. et al. (17 more authors) (2025) 3513: ATM inhibition with
AZD1390 and conventional radiotherapy in non-small cell lung cancer: interim report from
the CONCORDE phase Ib trial (NCT04550104). In: Radiotherapy and Oncology. ESTRO
2025, 02-06 May 2025, Vienna, Austria. , s1395-s1397.

https://doi.org/10.1016/S0167-8140(25)01767-0

© 2025 The Authors. Except as otherwise noted, this author-accepted version of a poster
published in Radiotherapy and Oncology is made available via the University of Sheffield
Research Publications and Copyright Policy under the terms of the Creative Commons
Attribution 4.0 International License (CC-BY 4.0), which permits unrestricted use,
distribution and reproduction in any medium, provided the original work is properly cited.
To view a copy of this licence, visit http://creativecommons.org/licenses/by/4.0/

Reuse

This article is distributed under the terms of the Creative Commons Attribution (CC BY) licence. This licence
allows you to distribute, remix, tweak, and build upon the work, even commercially, as long as you credit the
authors for the original work. More information and the full terms of the licence here:
https://creativecommons.org/licenses/

Takedown
If you consider content in White Rose Research Online to be in breach of UK law, please notify us by
emailing eprints@whiterose.ac.uk including the URL of the record and the reason for the withdrawal request.

eprints@whiterose.ac.uk
https://eprints.whiterose.ac.uk/




404/404 words

20/25 co-authors

2 figures/tables (both uploaded as JPEGS)
Track: Clinical; Topic: Lung

Authors

Gerard M Walls'?
Ashley Horne'?
Stephen Harrow*
Matthew Hatton®

Paul Shaw®
Konstantinos Rizos’
Dominic Rothwell®
Oluwaseun Ojo®
Chara Stavraka®
Colin Glover®

Adam Hassani'®
Fiona Walker"
Jessica Kendall"
Matthew Norris™
Rachel Phillip™

Jamie Oughton™
Anthony Chalmers'?'3
Sarah Brown'
Corinne Faivre-Finn"3
Alastair Greystoke'*™#

agbroN=~

No

11.

12.
13.

14.

Department of Thoracic Oncology, Christie NHS Foundation Trust, Manchester, UK
Patrick G Johnston Centre for Cancer Research, Queen’s University Belfast, Belfast, UK
Division of Cancer Sciences, University of Manchester, Manchester, UK

Department of Thoracic Oncology, Edinburgh Cancer Centre, Edinburgh, UK
Department of Clinical Oncology, Sheffield Teaching Hospital NHS Foundation Trust,
Sheffield, UK

Velindre University NHS Trust, Cardiff, UK

National Radiotherapy Trials Quality Assurance Group, Mount Vernon Cancer Centre,
Northwood, UK

Cancer Research UK National Biomarker Centre, University of Manchester, Manchester,
UK

Early Oncology Department, Oncology R&D, AstraZeneca, Cambridge, UK

. Department of Thoracic Oncology, Newcastle upon Tyne Hospitals NHS Foundation

Trust, Newcastle upon Tyne, UK

Clinical Trials Research Unit, Leeds Institute of Clinical Trials Research, University of
Leeds, Leeds UK

School of Cancer Sciences, University of Glasgow, Glasgow, UK

Beatson West of Scotland Cancer Centre, NHS Greater Glasgow and Clyde, Glasgow,
UK

Northern Institute for Cancer Research, Newcastle University, Newcastle upon Tyne, UK



Title (150/150 characters)
ATM inhibition with AZD1390 and conventional radiotherapy in non-small cell lung cancer:
interim report from the CONCORDE phase |b trial (NCT04550104)

Purpose/Objective

The 'ataxia telangiectasia mutant' (ATM) kinase plays a central role in multiple DNA damage
response (DDR) pathways, and DDR inhibitors (DDRIs) enhance the lethality of radiation for
cancer cells in preclinical experiments. Early-phase clinical data in glioblastoma suggest the
combination of ATM inhibitor AZD1390 with definitive radiotherapy (RT) is tolerable’. There is
an unmet need for combining RT with novel drugs in NSCLC due to high locoregional relapse
rates with standard treatment.

Material/Methods

CONCORDE is a multicentre, randomised, open-label, phase Ib platform trial?> utilising an
adaptive Bayesian model-based approach® to determine the recommended phase Il dose of
4 DDRIs, including AZD1390 (Figure 1). Patients with unresectable stage [IB/Ill NSCLC
planned for curative-intent RT (60Gy/30 fractions), KPS>70 but not suitable for concurrent
chemotherapy were enrolled. Arm B patients were randomised 3:1 to receive either AZD1390
concurrently with RT, or RT—alone. The statistical design includes informal comparison with
cross-platform RT—alone patients. The primary endpoint is the occurrence of dose limiting
toxicities (DLTs). CONCORDE is funded by CRUK and AstraZeneca.

Results

Fourteen participants received AZD1390 plus RT, with equal numbers of squamous and
adenocarcinomas. Eight were male (57%), median age 76 years (range 49-86) and FEV1pred
77% (range 48-112). DLTs, CTCAE G3+ and serious adverse events were observed in 4
(29%, all dose level 3), 10 (71%) and 9 (64%) participants respectively. Oesophagitis occurred
in 9 participants (64%): grade 2 in 78%, grade 3 in 22%. Oesophagitis duration was prolonged
(median 67 days, range 8-181), and 7 participants required morphine (50%). Median onset
time was 2.4 weeks but late oesophageal events occurred in 3 participants (21%), including 1
without early toxicity. In the RT—alone arm (n=16), oesophagitis onset was identical (2.3
weeks), but duration was shorter (27 days) and fewer participants required morphine (5, 28%).
Baseline characteristics and median oesophagus dose metrics were similar (experimental vs
RT-alone: V60 0.50% vs 0.02%, V30 30% vs 25%). Experimental arm median PFS was 9.5
months (95%Cl 5.4—13.3) (RT—alone 8.8 months (95%Cl 4.4—13.3)).

Conclusion

AZD1390 was escalated to dose level 3 (40mg once-daily on RT days). Based on the observed
oesophageal toxicity, the independent Safety Review Committee decided to close Arm B early.
Analysis of patient-reported outcomes, efficacy outcomes and oesophagus-derived cfDNA are
ongoing. Other Arms have been successfully escalated to dose levels 2 (C+E) or 3 (A) with
integration of consolidation durvalumab in 2 arms (C+E) and recruitment continues.
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Figure 1. CONCORDE Trial Schema
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Figure 2. Swimmer’s plot of oesophageal toxicity Ot for RT-sloe purticipant:
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