Are Standard Indirect Treatment
Comparison Methods Suitable to
Compare First-Line Vs Maintenance
Therapies? An Assessment of

Background

« Enfortumab vedotin + pembrolizumab (EV+P) has been evaluated in a first-line (1L) .
locally advanced/metastatic urothelial carcinoma (la/mUC) population in the phase Il
randomized controlled trial (RCT) EV-302.

« EV-302 met its dual primary endpoints of overall survival (OS) and progression-free
survival (PFS) with EV+P demonstrating a significant benefit compared with
gemcitabine + platinum-based chemotherapy (PBC).1-23 These positive results led to

A feasibility assessment was conducted using IPD from EV-302 and

aggregate-level data from JB-100 to explore between-study differences in

study/patient/treatment characteristics and outcomes.

* The feasibility assessment process commonly used for network meta-
analysis'? was adapted for population-adjusted indirect comparison (PAIC)
given the lack of common comparator between the two studies (Figure 2).

Figure 1. Trial designs and treatment pathways. (A) EV-302 and JAVELIN Bladder 100 trial designs. (B)
Overview of treatment pathways including 1L, maintenance, and subsequent treatment.
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treatment option in patients with no progression on 1L PBC regardless of cisplatin Are there between-study differences in terms of:

eligibility, while in the current NCCN guideline it is an “other recommended” option.>°
 From a health technology assessment (HTA) perspective, 1L PBC followed by
avelumab maintenance for non-progressors may be considered a relevant comparator
for 1L EV+P. Beyond data from EV-302, where a subset (30.4%) of patients received
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a) The distribution of study and patient characteristics that are expected to modify absolute or

relative treatment effects?2
o  Should patients from the index ftrial (EV-302) be excluded to align with inclusion criteria from the external study (JB-100)?
o  Should patient characteristic definitions from the index trial be adapted to align with the external study?
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trial evidence pomparlng 1!_ EV+P vs. PBC fO|_|OW€d_ by avelumab maintenance. An ITC b) Treatment and outcome definitions that are expected to modify relative treatment effects?
could be considered to estimate the comparative efficacy between these treatments. B. 1L PBC treatment Jreament Maintenance treatment 2L+ treatment o Should index trial definitions be adapted to align with the external study?

 However, the different trial designs of EV-302 and JB-100 present challenges for the
application of standard ITC methods typically accepted in HTAs, and the treatment ¢) How the observed absolute effects are reported?
decisions made in clinical practice need to be considered in the context of patient o Should index trial outcome reporting be adapted to align with the external study?
selection (Figure 1).
« A similar challenge with differences in “time zero” has been previously reported for
resectable non-small cell lung cancer.!

1L EV+P treatment 2L+ treatment

Note: a) Effect modifiers were identified based on targeted literature review and clinical input.

Results
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Between-study differences

Study design characteristics

« Patients in EV-302 were randomized before initiation of 1L therapy, while
patients in JB-100 were randomized to maintenance therapy upon
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analysis).

who switched platinum regimens while receiving 1L chemotherapy.
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