Progression-free survival 2 (PFS2) as a surrogate for overall survival in a multicentric real-world
data cohort of Glioblastoma (GBM)
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O GBM patients included in an observational cohort from 7 Spanish
institutions with next-generation sequencing performed between
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U While OS is the defoult primary objective for any registrotional clinical trial, other objectives such O Peimary: Our aim s

as responie rate and PFS are commonly used in early clinical trials. There ©@ however no BRAF fusion, association between 05, PFS and PFS2,.
established surrogate of OS In GBM, and assessing PFS in the first line setting, especially when the FGFR 1-4 alterations 2018 and 2022 were analyled.
risk of psoudoprogression Is not homogeneous batween groups, can be difficult. MET fuslon- FGFRI-TACCL QO Exploratory; To analyze PFS2 on different
ampiification FGFR3.TACCS systemic treatment options after disease = Correlations between OS and both PFS and PFS2 were calculated using
Q EMA encourages the use of PFS2, defined as time from initiol study randomization to second ' HocAmUL 4 progreasion to first:line therapy. To assoas the Iterative multiple Imputation approach for estimating the rank

PTCHEL 4 correlation under a normal copula, with a complemantary analysis

based on the proposed ESCAT classification for pBT presented by
Mirallas O et of |ESMO 2023).

ATRXmut the impact of actionable mutations in

survival outcomes, including PFS2.

disease progression or death from any cause, to capture podsible negative effects on next-line
therapy and to cutbalance tolerability and toxicity concerns related to maintenance therapy,
although Its surrogacy for OS has not been confirmed.
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RESULTS

Moain: We included 405 patients with GBM. Most patients were treated with conventional scheme of TMZ and RT. A second-line agent was administered to 378 Exploratory: Between second-line options, mPF52 was 13 months for bevacizumab, 9.7 mo for lomustine, 12 months for irinotecan plus
patients. bevacizumab, 18 months for retreatment with temozolomide (used in patients with progression free interval > 1y).
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2 R e 15 Exploratory: In patients with actionable molecular alterations, a significant difference was found between Tier -1l and -1V in terms of mPFS2.
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() Fn QI This is the first study reporting that PFS2 has a stronger correlation with OS than PFS in patients with GBM.
— _ ) QA One potential limitotion for the use of PFS2 as surrogate of OS in first line triaks is that the benefit of second line treatments needs to be
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LAl sacond-line treatments have similar PFS2, axcapt for pationts rotreated with TMZ after a long disease-froe intarval from the first line.

L As only patients with NGS performed were anolyzed, PFS2 as surrogate for O5 could find its best application in patients who are candidate for
targeted therapy ond/or in the context of clinical trials where the experimental treatment has o higher pseudoprogression rate than standard
theropy.



