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Introduction

Results

— Correlation was established using Spearman rank or Pearson correlation tests, and

* Multiple myeloma (MM) is the second most common hematologic malignancy worldwide
with an estimated 176,000 new cases and 117,000 deaths in 2020’

* Improvements in overall survival (OS) have been observed with novel, potent therapeutic
advances in MM

— Longer OS outcomes are extending the time to realization of mature OS data and
subsequent health technology assessment (HTA) evaluations

* There is a need to explore the feasibility of adopting surrogate endpoints for interim HTA

evaluations while extended OS outcomes remain ongoing

Objective

Study characteristics

* Atotal of 2526 records were identified; 2514 were screened, of which 174 (6.9%) were

assessed for full-text eligibility (Figure 1)

* Five studies (2.9%) analyzed the correlation and predictive relationship between surrogate

endpoints and OS, referred to here as surrogate endpoint studies (Table 2)

* Forty-six studies evaluated OS in the context of certain endpoints (eg, treatment
responses, MRD), referred to here as stratification studies

* Twenty-four appraisals from HTA bodies were identified discussing surrogate endpoints for —

OS in MM

predictive value was assessed using meta-regression models
* Key findings from each of the surrogate endpoint studies are summarized below:

— Felix et al. 20132 established a positive monotonic relationship between median time-
dependent endpoints (TDEs) and median OS, using Spearman rank correlation and a
multivariate censored normal regression

— Hari et al. 2018* reported a strong correlation of OS with duration of second-line
(2L) therapy (DSLT), with a reduced risk of death for each additional month of 2L
treatment

Cartier et al. 2015, used the Pearson coefficient to establish a positive linear
relationship between hazard ratios (HRs) for PFS and OS (and between the log-

* Analyses in other types of cancers show a positive association between PFS and OS,
such as metastatic melanoma, metastatic colorectal cancer, and advanced breast

cancer3*

Figure 2. Association between OS and clinical response

Conclusions
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Evidence from the publications identified in this SLR demonstrates the prognostic
value of certain endpoints such as CR, VGPR, and MRD on OS; however, only a few
publications established PFS, EFS, and TTP as validated surrogate endpoints for OS

in MM

Additional studies are required to validate surrogate endpoints for OS in MM, which
will help strengthen the current body of evidence surrounding surrogate endpoints
for OS, potentially supporting HTA
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