L

NHS Oncology
Conference

Exploring innovation
and best practice

@VENZIS

Welcome to the 9" NHS Oncology
Conference!

07t October 2025
Leonardo Hotel, Milton Keynes,
Midsummer Boulevard Milton
Keynes, MK9 2HP




TRAINING

f-\ Please scan the QR Code on the screen
€

UVENZIS below to register your interest for our .

accredited training courses.

Register your Interest




l.‘ ESU K Powered by - @VENZIS

Join the Healthcare
Engagement Society (HES)

e Whatitis - A secure, year-round platform bringing NHS
professionals together across six specialist communities.

e Why it matters - Stay connected beyond today’s event,
share challenges, and learn from peers facing the same
priorities.

e Your benefits - Exclusive access to interviews, insights,
best practice, and real-time discussion threads with
colleagues nationwide.

e How to join - Simply scan the QR code, choose your
community, and start connecting today.
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Embedding Liquid Biopsy in Clinical Practice: lessons learnt
from the NHSE Lung Cancer Pilot

Alastair Greystoke
Professor of Precision Oncology
Honorary Consultant in Medical Oncology

Bmail; alastar.greystoke@newcastle.ac.uk

@AlastaiGreyst2
The Newcastle upon Tyne Hospitals [\/z53 INHS| ['\}ﬁ‘gféﬁgltg < ggr?éreer for

NHS Foundation Trust North East and Yorkshire
Genomic Medicine Service


mailto:alastair.greystoke@newcastle.ac.uk
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What is cfDNA/ ctDNA

D6 Ar c aand@dysioke Biomarkers in Medicine 2015 ;9(10):1011-23.



Potential roles for ctDNA

Early stages Advanced disease
100 : : ‘ 4
Screening ©  Neoadjuvant :  Molecular Molecular Adaptive Biomarkersto :  Monitoring Acquired
- monitoring  : residual disease relapse adjuvant guide therapy : ofresponse :  resistance
: monitoring strategies . Emergence
' - of driver and

' resistance clones

Mutant allele fraction

Diaghosis Definiti\}e local Follow-up Folldw-up Clihical Systémic Progréssion
treatment relapse therapy

Adapted from Pascual et al. 2022.

ctDNA, circulating tumour DNA.
Pascual J et alAnn Oncol2022;33:750r768.
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Lung cancer; an unmet medical need

Prostate
ca 10,800

PATHWAYS MOLECULES
MA MATTE

TURMIMG THE SCENCE OF
PLEVERTATION OF THE NOLECIL AR DMGHOST IS I8
NATIONAL DPTIMAL |UNG ING CANCER WD A PRACTICAL
CANCER PATHMAY SERVICE FOR ALL PATIENT

CRC
16,000

Molecules Matter

Cancer Research UK, http://www.cancerresearchuk.org/health
professional/cancer-statistics/statistics -by-cancer-type, accessed
12/11/15

MILLIMETRES

MATTE

IWPLEMENTING THE MATIOHAL

Millimetres Matter




Patients with advanced cancer who may benefit from liquid biops

Patients in whom traditional biopsy is inaccessible or impractical

AAnatomically inaccessible/unacceptable risk!?2
ASettings where tissue biopsy results may be delayed?

Patients in whom traditional biopsy is insufficient

ATissue exhausted by other pathology analyses?

ASample inadequate for successful molecular testing (few tumour cells or inflamed, fibrotic and
necrotic tissue)34

Patients who have disease progression or relapse on targeted therapies

ADetection of suspected resistance mutations?2
AConsider new therapy options including clinical trials?

1. Rolfo C et al.J Thorac OncoR018;13:1248r1268; 2. Francis G and Stein 3nt J Mol ScR015:16:14122r14142; 3. Stevenson M et alCancer Invest
2014:32:2911298; 4. AtKateb H et al.Mol Oncol 2015;9:1737r1743.



“Sequential
approach”

oo

Tissue sample available
for tumor genotyping

Tumor tissue adequate for
genotyping

Tumor tissue genotyping

cfDNA analysis in case of
incomplete tumor

genotyping

Advanced NSCLC with unknown
genotype

Tissue sample unavailable
for tumor genotyping

"Plasma first

approach”
Tumor tissue scant/of
uncertain adequacy for ‘
genotyping Re-biopsy for tumor tissue
genotyping in case of
"Complemen!ary absence of targetable
approach’ drivers in plasma
Concurrent tumor tissue \, | o
and cfDNA genotyping o1 —

Adapted from Rolfo et al. 2021.



NHSE GMSA transformation ctDNA pilot e —

Aims to provide evidence:

@ For the expansion of ctDNA testing in the NHS to support tumour genotyping from blood

To allow rapid personalized drug treatment selection and speed up time to treatment for
= pPatients with advanced lung cancer

ﬁ To support the COVID19 recovery programme Patients with CT imaging
consistent with suspected

advanced (stage 3/4) NSCLC,
prior to biopsy

=] Through health economics

Phase 1 Phase 2 Phase 3 Live service
- 700 samples - 1800 samples - 10,000 samples Testin
- Recruited equally across - Recruited by population - Open to alll comrr?isioned

- Testing performed by
NT GLH (Guardant
tech transfer)

- Testing performed by
2 GLHs

all GMSAs
- Testing performed by
Roche and Guardant

August 2023 April 2024 April 2025
- March 2024 - March 2025 onwards

April 2022 - July 2023

|

Health economics report
on data collected




The pilot study in numbers

Phase 1

IPhase 2

-----

NHS|

North East and Yorkshire

Genomic Medicine Service
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Change to Funding Criteria

2. | confirm that the patient has histological or cytological evidence of NSCLC that carries a sensitising EGFR
mutation based on a validated test OR there is documented agreement by the lung MDT that the radiological
appearances are in keeping with locally advanced or metastatic NSCLC AND there is an informative circulating
free DNA test result confirming the presence of a sensitising EGFR mutation.

Yes
Please mark below on which basis the diagnosis of EGFR mutation positive NSCLC has been made in this patient: No
Histological or cytological evidence. *
Documented agreement by the lung MDT that the radiological appearances are in keeping with locally Required

advanced or metastatic NSCLC and there is an informative circulating free DNA test result confirming the
presence of a sensitising EGFR mutation

* Required




NHSE GMSA transformation ctDNA pilot

Integrating ctDNA NGS with the NHS through technology transfer

I Phase 3

North Thames GLH Implemented in August 2023

TheROVAEMARSDEN (6) GUARDANT

< A high throughput liquid biopsy testing facility established at the
Royal Marsden now offering ctDNA NGS testing across
England in the second larger phase of the pilot covering 1800
samples.

< Bringing together Guardant Health’s innovation with the
expertise, know how and service delivery of the NHS Genomic
Medicine Service.

< Quality: state-of-the-art technology platform and infrastructure
supporting the delivery of a uniform, high standard of care
across all hospital settings in England.

+ Marsden360 launched in August 2023, with multiple NHS hospitals
already sending aNSCLC patient samples.

Marsden360

Developed in partnership with Guardant Health

North West GLH Implemented in August 2024

FOUNDATION ‘
MEDICINE®

In partnership with Roche and their subsidiary Foundation
Medicine Inc, the North West Genomic Laboratory Hub is
providing the FoundationOne®LiquidCDx liquid biopsy test
which provides comprehensive solid tumour profiling in
advanced cancers, allowing clinicians to personalise
treatments more accurately.

In August 2024 the North West Genomic Laboratory Hub in
partnership with Roche and their subsidiary Foundation
Medicine Inc, launched a service utilizing this technology
for patients with suspected lung cancer to identify
treatment option earlyin the patient pathway.



Impact on turn around times

Integration
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NHS
Impact on turn around times England

Median CT to result

100 =
Global reduction in time to results -
AT 2 #I1JY Weld YURWs ¢ Rl t wWRUJWGE | qRHe T ¢ |
Reduces inequity in TAT between trusts 2 807
(=] 40 =
m-
NorthnEaSsgt (TB) 25
North East (LB) 14 0 e
o Tumour cfDNA
34 Quartile CT to result
National (TB) 27 100 =
n=690
ationa 80—
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Turnaround time (days) E-
@ CT scan to TB date taken DOTB date taken to molecular report date Q 40 =
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North East and Yorkshire Tumour cfDNA

Genomic Medicine Service



NHS

Reducing inequality England

7 Odds ratio=6.047 W= Biopsied
- s ratio=6.
100 o =3 Not biopsied
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80~ o
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.
| | 1
Biopsied (n=103) Not biopsied (n=16) 0~
PS<2 (n=63) PS>2 (n=56)
Performance status (PS)

North East and Yorkshire

Genomic Medicine Service



Health economics

uol[iiw 3

NHS Cost

North East and Yorkshire

Genomic Medicine Service

Benefits

Reduction in inappropriate

Impact on patient quality treatments and the
of life downstream management
of their associated toxicity

Reducedhealthcare time - .
per patient due to Avoiding repeated biopsies

_ _ and complications
shorter diagnostic pathway

Reductionin tumour
testing



. NHS
Extra benefits England

Patients have better access to emerging therapies and clinical trials

|dentification of germline findings (~2% of patients)

Increased genomic literacy in new staff groups (e.g. respiratory nurses)

Confidence in difficult calls in tumour analysis

NHS

North East and Yorkshire
Genomic Medicine Service



The Liquid Experience:
From Research to Reality

What have we learnt from the lung liquid
biopsy pilots in England and Wales?

A Health Economics
Evaluation of ctDNA
testing in NSCLC

31/03/2024

Stakeholder group chaired by Professor Alastair Greystoke, Professor of Precision Oncology, N tle

ED ;
Edge
o= Heglth

FOREWORD BY PROFESSOR SANJAY POPAT




Practical considerations for implementing liquid biopsy

The Liquid Experience
report focuses on
learnings in four key
areas:

Sample
collection
and logistics

Patient
Identification

Complementing
the tissue
pathway

Interpreting
results

M-GB00019065 | October 2024



Patient and public involvement

Early Involvement: -

A Input was sought early on from
a) Lung cancer groups: Ruth Strauss Foundation, ODLC Patient Alliance, Roy Castle
Foundation
b) NHS GMS National People and Communities Forum
A A patient with lived lung cancer experienced participated on the moderation panel for the

procurement process with input in designing the specification for the commissioning of the
health economic organisation

On-Going Involvement: -
A Review of new patient materials related t@tDNA lung

A Input and co-creation of patient education video explaining liquid biopsy launched in
October

A Patient experience blogs from patients who have experience the pilot

NHS

North East and Yorkshire
Genomic Medicine Service



NHS

North Thames
Genomic Medicine Service

Education

Liquid Biopsy Biomarker Test Report:

WHATIS A + m walkthrough video

Example using Marsden360 reports from a lung cancer cell-free circulating DNA sample.

? This is a narrated deck. To listen, hover over the speaker icon at the bottom left of each slide and press play.
® Additional information and links to resources are given in the note sections.

The contents of this video is correct at time of release, Sept 2024.

And what are the benefits to patients
and care pathways?

A co-created animation produced with patients, public and
healthcare professionals.

Series 5 Episode 3 - Liquid Biopsy Testing Genomics Pilot: A Partnership between the...
5 days ago

Welcome to Genomics Now, a podcast series where you can learn how genomics is developing in England's NHS. This podcast
series is recorded in 2024 and is part of the North Thames Genomic Medicine Service's educational toolkit....

GENOMICS NOW

bt )Y ) S €

PR gy 004 4:26

O Likes Download 45 o« Share

ctDNA project explained
G Unlisted Series 5 Episode 2 - Transforming Cancer Diagnostics with Liquid Biopsies: Insights fr...
5 days ago

Welcome to Genomics Now, a podcast series where you can learn how genomics is developing in England's NHS. This podcast
series is recorded in 2024 and is part of the North Thames Genomic Medicine Services Educational Toolkit. In each bite-sized...

GENOMICS NOW
) Likes [+) Download 33 «2 Share

Series 5 Episode 1 - Revolutionising Lung Cancer Diagnostics: The Promise of Liquid ...
5 days ago

GENOMICS NOW

Welcome to Genomics Now, a podcast series where you can learn how genomics is developing in England's NHS. This podcast
series is recorded in 2024 and is part of the North Thames Genomic Medicine Services Educational Toolkit. In each bite-sized...

O Likes [+] Download 30 o, Share



Patient impact

Blood test reveals best lung cancer
treatment

By Fergus Walsh
Medical editor

dThose early weeks are a complete blur, my life changed so quickly,
| had to take on so much information. | went from going to the gym

multiple times a week to having to wrap my head around the fact that
R2O0U2NA @6SNB GFft1Ay3 | 02dzi KB I

ThectDNAtesting meant that within a week, her oncology team were
also able to confirm that Kat had two rare mutations, ALK fusion and
TP53, that were driving her cancer.

G2 KSy L FANBRIO KSFENR Y& RAIFIy2aAa
understand if | did it to myself. Having tb#>NAtest results back gave
YS | aSyasS 2F NBtAST GKFGO 0KSNEF
| 02 dzgKah G ®¢

¢tKS NBadzZ §a RARY QO 2dzad 3IALBS Yl
that her clinical team were able to immediately ensure that she had
access to treatments that specifically target the changes in the genon
that drive her cancer.

Blood test reveals best lung cancer treatment BBC News



https://www.bbc.co.uk/news/health-68624334
https://www.bbc.co.uk/news/health-68624334
https://www.bbc.co.uk/news/health-68624334

Future Use Case ctDNA to monitor response

. ctDNA
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A *Denotes p-value derived from cox regression model.

A ctDNA, circulating tumour DNA; NSCLC, norsmall cell lung cancer; PFS, progressiotiree survival.

A Song Y, et al. Transl Lung Cancer Res. 2020;9(2):269i 279.
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Future Use Case Posbperative

cfDNA to guide decisions In
stage 2 colorectal cancer

ctDNA-Guided Standard-

Management Group
N=153

Clinicopathological Criteria

(o_ ra—
Positive Negative 0@ . »
ctDNA Results ctDNA Results

Tie et al NEngld Med 2022; 386:2262272

100+

B o)) 0
o o o
I 1 1

Percentage of Patients

N
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]

Percentage of Patients

o

s
o
1

N
o
1

2-Year Recurrence-free Survival
Absolute difference, 1.1 percentage points; 95% Cl, 4.1 t0 6.2
Noninferiority margin, -8.5 percentage points

93.5 92.4

ctDNA-Guided Standard
Management Management

Adjuvant Chemotherapy Received

Relative risk, 1.82; 95% Cl, 1.25 to 2.65

28
: .
ctDNA-Guided Standard

Management Management



Future Use Case Methylated cfDNA to help in Diagnosis of

Cancer in People with symptoms

24 6.7

0% 20% 40% 60%

@ Post-test probability for CSD negative
@ Pre-test probability
@ Post-test probability for CSD positive

CSD, cancer signal detected; MCED, multi-cancer early detection test.
2023 ASCO #ASCO23 presentep By: Dr Brian D Nicholson MRCGP DPhil
Presentation is property of the author and ASCO. P

ANNUAL MEETING

eeeeeeeeeeeeeeeeeeeeeeeeeeeee tact permissions@asco.org

75:5

80%

100%

KNOWLEDGE CONQUERS CANCER



cfDNA for Trial Entry?
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Virtual National Disclosure of genetic

Tumour biopsy Molecular Tumour Board results to patient
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Summary

ActDNA a useful new tool in managing
patients with cancer

ANHSE Lung Cancer pilot set the structure
NHS!

ADellvery of testing | Gl
AEvaluatlon Of COSt effectlveness Genomic Medicine Service Alliance

AFuture use cases

@ Aboutus v Professionals v Patients v Education and training v Media, news and events v

A Other tumour types
AMonitoring of response Circulating Tumour Biomarker Genomic
AMinimal residual disease Network of Excellence

AMukti Cancer Detection Tests



V

NHS Oncology
Conference

Exploring innovation
and best practice

/(-)\N.VENZIS

=

@
=

ENZIS
Slido

Please scan the QR Code on the

screen. This will take you through

to Slido, where you can interact
with us.

SCAN ME




UD- ™ .=, | Panel Discussion

L

NHS Oncology
Conference

Exploring innovation

and best practice

/‘\ NS S — Oliver Gregory Mrs Sue Harrold
ONVENZIS N LA Programme Lead Cancer Nurse Consultant
\/ v *C NCL Cancer Alliance Sciensufharma Ltd
Dr Owen Carter Mr JohnPaul Crofton Biwer
National Clinical Advisor at Macmillan Founder

Cancer SupporGPwSDncology Edge of Possible Consultancy




