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Background

Transurethral resection of bladder tumour has been the mainstay of bladder cancer staging for > 60 years. Staging inaccuracies are
commonplace, leading to delayed treatment of muscle-invasive bladder cancer (MIBC). Multiparametric magnetic resonance imaging (MRI)
offers rapid, accurate and non-invasive staging of muscle-invasive bladder cancer. We previously reported that upfront MRI speeds time to
definitive treatment for MIBC (98d (95% CI 72-125) vs 53d (95% CI 20-89)). We report here mature 2 year outcomes.

Methods

BladderPath was an open-label, multistage randomised controlled study in 15 sites in three parts: feasibility, intermediate and final clinical
stages. The final stage was cut short by the COVID Pandemic. Newly presenting patients with bladder mass at flexible cystoscopy referred
for TURBT were randomised to Pathway 1 TURBT or Pathway 2 which added initial MRI for patients with possible MIBC (about 50% of total).
Subsequent therapy could include TURBT, which occurred in approx. 85% Pathway 2 patients (main reasons: staging uncertainty,
debulking, assess variant histology). Data collected during the trial was merged with NHS Digital records to provide death and progression
information. Cause of death was reviewed using a Likert scale for all patients.

Results

Between 31 May 2018 and 31 December 2021, 143 participants were randomised. Failure events were seen in 48% of patients: 54% in
Pathway 1 and 42% in Pathway 2. Failure free survival HR 0.81 (95% CI: 0.49, 1.34, p=0.403). 25% of patients died: 28% in Pathway 1 and
23% in Pathway 2, overall survival HR 0.67 (95% CI: 0.34, 1.33, p=0.25). Bladder cancer specific deaths: 18% in Pathway 1, 10% in Pathway
2, giving a bladder cancer specific survival (BCSS) HR 0.36 (95% CI: 0.12, 0.98, p=0.046).

Conclusions

Despite significant issues with underpowering, the direction of effect is consistently in favour of pathway 2 for all endpoints. Overall and
BCSS observed HRs are considerably better than 0.75, the original trial target. In particular, for BCSS, the hazard ratio is 0.36 with p<0.05.
These data further support a change in the standard of care for bladder cancer diagnosis: to add MRI upstream of TURBT in suspected
MIBC.
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