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Objectives:

* Define the clinical implication of ypTO

* Review the current state of clinical restaging after
neoadjuvant chemotherapy for muscle invasive
bladder cancer

« Discuss future direction to improve restaging
accuracy



ypT0: Complete clinical response after neoadjuvant
systemic therapy (ie. no tumor seen on final pathology)

cT0: Complete clinical response detected prior to
cystectomy

— ~30% with NAC
— ~12% with TUR alone
— Associated with >80% 10-year cancer-specific survival rates

Lavery et al., JUrol, 2014, 191, 898
Can we Ieav_e the Palapattu et al., J Urol, 2006. 175, 1645
bladder behind? Volkmer et al., Cancer, 2005. 104, 2384

Tollefson et al. World J Urol, 2012, 795



Clinical Restaging

If patients could be identified as cT0 -> bladder preservation protocols






Clinical Conundrum

= Accurate preoperative prediction of pTO could
spare cystectomy in ~30% of patients.

= Requires endoscopic eval immediately prior to
cystectomy

= Rigorous documentation of visual findings and
pathologic sampling

= The accuracy of negative predictive value for a
normal endoscopic examination was not
definitively established...



Not placebo















What’s the next step in the
progression of clinical restaging in
bladder cancer?



Adjuvant Testing

= Genomic alterations
predicting response and
clinical benefit after neoadj
therapy

= Urine Assays for circulating
free DNA (cfDNA)

= mpMRI bladder (VIRADS)
= QOthers

Plimack et al Eur Urol 2015



Circulating tumor DNA (ctDNA)

= Tumor specific DNA fragments in circulation
= Multiple approaches with high sensitivity
= Detection precedes radiographic progression

= Dynamic changes in ctDNA carry prognostic
significance

= Resolution after NAC indicates tumor response
= Prelim data suggests could be marker for ypTO

Birkenkamp-Demtroder K et al Eur Urol 2018
Bratman et al Nat. Cancer 2020
Christensen et al JCO 2019



INSITE Trial

INcreasing pre-Surgical Identification of muscle
Tumor Evaluations prior to planned cystectomy

Single arm, diagnostic clinical trial of clinical
reclassification of bladder cancer prior to cystectomy
using transurethral resection, serum ctDNA,
urine biopsy (cfDNA), and microbiome analysis

Goal: Increase accuracy for detecting cT0 by developing a diagnostic
panel combining TURBT with adjuvant testing



Thank you!
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