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Personalized medicine for bladder cancer
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The authors behind the BISCAY trial are to be congratulated
for performing a tremendous effort to scientifically explore
adaptive biomarker-directed treatment in patients with
advanced urothelial cancer having received one previous
platinum-containing regimen in a phase Ib setting [1]. With
the primary endpoint to establish safety of four combina-
tions with durvulumab targeting FGFR- (AZD4547), PARP-
(Olaparib), and TORC1/2 (vistusertib)-inhibition to treatment
with single regimens with durvulumab or FGFR3-inhibition
were explored. At a glance, the trial does not support any of
the combinations with targeted agents and durvulumab.
Grade 3 and 4 therapy-related adverse events increased from
10% with durvulumab only, to proportions ranging between
24%–48% for the combinations. A therapeutic response was
identified in 9%–36% of patients in the six trial arms, with
the intriguing finding that the lowest proportion response
occurred in patients receiving olaparibþdurvulumab without
any biomarker selection and the highest among those receiv-
ing the same combination but with either ATM-, BRCA1/2- or
HRR-alterations, today known to occur only in 10% of blad-
der cancer patients [2].

Views

The complex statistical considerations needed to take into
account when testing predictive markers necessitate very
large studies when applying marker-based study designs [3].
Considering that bladder cancer is one of the molecularly
most heterogeneous tumours [4], a phase Ib trial aiming for
20 patients in each study arm is associated with a significant
risk to overlook treatment effect signals. Furthermore,
instead of applying randomization after molecular tumour
characterization, upfront randomization in which all patients
receive the comparator treatment (in this case durvulumab),
and those randomized to molecular characterization and
additional predictive marker directed treatment, would
ensure immediate practice-changing study outcomes.

The alternative approach of applying next-generation
sequencing (NGS) in all patients subjected to treatment ran-
domization in ordinary phase III trials, and retrospectively
when the trial is completed assess outcomes based on
molecular characteristics is becoming more attractive with
decreasing costs for these analyses. Such a strategy would
convert negative studies, such as the adjuvant IMvigor 010
trial which is the largest randomized study investigating
adjuvant checkpoint-inhibition after radical cystectomy in
bladder cancer patients [5], to explorative eldorados defining
predictive markers and finding the approximately one out of
five bladder cancer patients responding on checkpoint inhib-
ition, even at long-term. Furthermore, to assess bladder can-
cer molecular subtypes in real time using NGS
(ISRCTN15459149) applied in phase III trials
(ISRCTN87250222) enables search for second generation bio-
markers within the context of molecular subtypes.
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