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melanoma, HNC), separate analyses were conducted comparing 1O

Results (cont.)

Figure 2. Bivariate meta-analysis results for the
surrogacy relationship between PFS and OS

Introduction

As overall survival (OS)is a key outcome in health technology assessments (HTAs),
high uncertainty around OS estimates caused by immature data may postpone
evaluation of new treatments until more mature data become available, resulting
in a high unmet need for patients who could potentially benefit from highly
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there were indications that the strength of surrogacy between PFS and

OS may be indication-specific.
This may have implications in regulatory and reimbursement
assessments, where statistically significant treatment effects on
response outcomes are frequently resulting in positive
recommendations.

This work is subject to limitations that should be acknowledged:

The analysis was restricted to only trials including an |O monotherapy
arm because these trials were older and thus more likely to report OS
result.

The analysis was sometimes limited by the lack of OS and PFS/ORR data
from the same trial.

The inclusion of trials evaluating IO combinations or other treatment

classes (e.g, chemotherapies or other targeted therapies) may provide

additional evidence to investigate the strength of surrogacy correlations.
There is an urgent need for further research to evaluate whether
correlations of treatment effects on surrogate endpoints and patient-
relevant, final endpoints exist across different treatment classes and
indications.
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38 trialsreported OS and either PES or ORR and were eligible for analysis (Figure
).

No significart correlations between PFS and OS, and ORRand OS were found in
any indication.

Across all four indi@tions, the estimated correlations of OS-PFSwere numerically
positive, ranging from 0.01 to 0.70 (Figure 2).

All estimated correlations of OS-ORR were numerically negative, ranging from -0.66
to -0.07 Figure 3), except for melanoma when comparing chemotherapy vs 10
monotherapies (p=0.04).

The largely positive 95% Crl for A, alongwith the small s may indicate signals for
of potential surrogacy relationships in the cases shown in Figure 4.
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Figure 4. Scatterplotof observed treatment effectson
OS and surrogate endpoints, andfitted regressionline
of estimated association
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