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Objective Conclusions | -
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To compare the efficacy of 1L treatments in an This NMA, incorporating the latest evidence, suggests 2 neo.su@pfizer.com
unselected mCRPC population, irrespective of gene that talazoparib + enzalutamide offers the greatest

status, using the latest available evidence in a network survival benefit among 1L treatments for mCRPC in the

meta-analysis (NMA). unselected population.

Background Results

* Several therapies are available for first-line (1L) treatment of patients RADIOGRAPHIC PROGRESSION-FREE SURVIVAL OVERALL SURVIVAL
with metastatic castration-resistant prostate cancer (mCRPC).

This disease is an area of active investigation, with new treatments
and trials emerging to help fulfill an unmet need and with more mature
survival data becoming available for earlier trials.

* |In the base case, the rPFS network included 16 RCTs and 17 treatments ¢ In the base case, the OS network included 20 RCTs and 18
(Figure 1A), while the sensitivity analysis included 15 RCTs and 16 treatments (Figure 2A), while the sensitivity analysis included 22
treatments. RCTs and 20 treatments.

* In the base case, talazoparib + enzalutamide is the top-ranked treatment ¢ In the base case, talazoparib + enzalutamide is the top-ranked

* Given a lack of head-to-head studies comparing 1L mCRPC treatments,
for rPFS (SUCRA = 89.6%). treatment for OS (SUCRA = 84.4%).

a network meta-analysis (NMA) informed by a systematic literature
review (SLR) was conducted to understand the relative efficacy of * Talazoparib + enzalutamide is numerically superior to all 16 other * Talazoparib + enzalutamide is numerically superior to all 17 other
available treatments in an unselected mCRPC population, irrespective treatments in the network (Figure 1B and Figure 3A). treatments in the network (Figure 2B and Figure 3B).

of gene status. * Talazoparib + enzalutamide is statistically superior to five treatments in  « Talazoparib + enzalutamide is statistically superior to MIT14+HC and

Materials and Methods the network (Figure 1B and Figure 3A). BSC in the network (Figure 2B and Figure 3B).

* In the sensitivity analysis, the results remained consistent with the base ¢ In the sensitivity analysis, the results remained largely consistent

SYSTEMATIC LITERATURE REVIEW
case (SUCRA =92.0% for talazoparib + enzalutamide). with the base case (SUCRA = 78.7% for talazoparib + enzalutamide).

* An SLR was conducted to identify evidence from inception through
August 2024.

— Methods aligned to latest guidance from Cochrane Handbook and PRISMA
statement.>?3 A

— Protocol was registered with PROSPERO (CRD42021283512).
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 Sources included MEDLINE®, Embase, Cochrane via Ovid®, and key grey
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literature sources.
TALAPRO-2
Phase 2 or 3 randomized controlled trials (RCTs) of available therapies

for 1L mCRPC were included.

* League tables contain HRs for relative efficacy for

all possible pairs of treatments in the network.
osrozors | owsesin e HR < 1implies that column is better than row.
TERRAIN exzaeare « Teal squares indicate statistical significance.
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* Bayesian random-effects NMAs were conducted for radiographic
progression-free survival (rPFS) and overall survival (OS), using vague |
priors for treatment effects.
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independent central review (BICR) was not available, or was not the most recent data
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specify the approach, BICR was assumed.

— Placebo and steroid-based treatments were considered “best supportive care”. A B
Prednisone and prednisolone were considered similar, as were regimens that were . .
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