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Background

* Radical cystectomy (RC) and
chemoradiotherapy (CRT) are
standard of care treatments for
muscle invasive bladder cancer
(MIBC).

Recurrence rates up to 50% after
definitive treatment, with
comparable survival between RC
and CRT."

Lack of plasma biomarkers
included in standard follow-up.

Circulating tumour DNA (ctDNA)
found to correlate with recurrence
and treatment response in RC
cohorts.

Aims

Assess the performance of ctDNA as
a biomarker to recognise disease
recurrence and identify possible
predictors for insufficient treatment
response in CRT.

There is potential for ctDNA status to
recognise disease recurrence prior
to standard follow-up imaging.

University

Figure key:

Methods Sample timepoints:
Trans urethral

El|g|b|l|ty Cr'ter'a: resection of
» Diagnosis of MIBC (T2-4 NO-1 MO included) ? bladder tumour

3 Combined
e ECOG Performance Status 0-2 chemoradiotherapy

* Planned for curative-intent CRT =1 Neoadjuvant
chemotherapy

ﬂ ﬁ ? ﬁ 1 Radiotherapy

Sam - Post- -
plg Pre . Post 3-4 months
collection: treatment neoadjuvant treatment

chemotherapy

Blood sample collection and plasma separation

ctDNA testing using the PCF_SELECT protocol.?

Sample collection after MIBC diagnosis in concurrent chemoradiotherapy (CCRT)
and neoadjuvant chemotherapy with radiotherapy (NCRT) patients.
Observe ctDNA dynamics over the treatment period and into follow-up.

ctDNA detection and mutations identified Records monitored for 3 years to identify patients with recurrence events.

PCF_SELECT:

PCF_SELECT is a next generation sequencing panelfor ctDNA testing in prostate
cancer.?

Common and/or targetable mutation regions selected to identify ctDNA in plasma.?
This will be adapted for use in a bladder cancer setting.
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Conclusion Clinical applications

ctDNA analyses at the chosen timepoints should allow us to: Plasma ctDNA monitoring could enable earlier

* Assess ctDNA as a marker for treatment response over neoadjuvant chemotherapy and/or CRT. treatment initiation and identification of targetable

* Establishif post-treatment samples accurately identify recurrent disease, with ctDNA detectable mutations in patients with recurrent bladder cancer.
prior to standard imaging.
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