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Table 2. Criteria used to evaluate surrogacy

Figure 2. Bayesian framework fit for the all-evidence analysis
(log HR for PFS or TTP vs log HR for OS)

Scenario analysis 3 (restricting to trials reporting PFS)
and scenario analysis 4 (restricting to phase 3 trials)
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BSES, Biomarker-Surrogacy Evaluation Schema; Crl, credible interval; IQWiG, Institute for Quality and Efficiency in
Health Care; NICE, National Institute for Health and Care Excellence.

(R% = 0.54) was classified as a good surrogate per BSES criteria all-evidence scenario, suggesting that surrogacy of PFS
or TTP for OS may be stronger in patients with more

— Based on the estimated correlations between PFS or TTP .
refractory disease

and 0S, a 5.9 (95% Cl, 4.3-7.5) decrease in log (OS HR)
in the frequentist regression could occur given a 10% —
decrease in the log (PFS or TTP) HR

— Given the evolution of the treatment landscape for °
patients who are double-class refractory (DCR) to
an immunomodulatory drug (IMiD) and a proteasome
inhibitor (PI); or triple-class exposed (TCE) to IMiDs,
Pls, and anti-CD38 mAbs, it is of interest to account for
class exposure and refractoriness in the context of the
surrogacy relationship

Several sensitivity analyses were explored, including:

The analysis using longer follow-up data resulted in a
lower slope and lower correlation term compared with
the analysis based on the same data cuts, suggesting
that longer follow-up duration may affect the surrogacy
relationship

— Scenario restricted to studies including any DCR patients
(used to approximate the TCE population due to an
insufficient number of trials conducted in a predominantly . A s . . )
TCE population) Scenario analysis 1: trials including any DCR patients

® This scenario was used to approximate the TCE population

because none of the included RCTs were conducted in a —

predominantly TCE population

— Scenario including OS HRs reported based on the longest
available follow-up per trial (possibly with a different
data cut than PFS or TTP HR)

Scenario restricted to trials reporting PFS

Restricting to phase 3 RCTs and to trials reporting PFS
yielded similar results to the all-evidence scenario

® This scenario resulted in a higher correlation term (R = 0.75) — Results of the scenario restricted to 31 phase 3 RCTs

(R =0.72) were also similar to those obtained in Etekal
et al.,” which was restricted to 16 phase 3 RCTs (R = 0.76)

-

— Scenario restricted to phase 3 trials

e Atotal of 66 phase 2 and 3 RCTs were identified, of which
43 were included in the surrogacy analysis (see Figure 1 for

— The estimated slope was also higher (Figure 3), which
resulted in a higher predicted percentage decrease in the
log (OS HRs) associated with a 10% decrease in log (PFS or
TTP HRs) than the all-evidence analysis

e To investigate trial-level surrogacy of PFS and TTP for OS in
the RRMM population

Strengths and limitations

Figure 3. Bayesian framework fit for trials including any DCR
patients (log HR for PFS or TTP vs log HR for OS) °

This identified evidence base included 43 trials, being more
robust than previous surrogacy analyses in RRMM”:81" that
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i e Based on a trial-level surrogacy analysis of reported

In the leave-one-out cross-validation, prediction intervals
HRs from 43 published RCTs in RRMM, either PFS or TTP

captured 98%-100% of the reported OS HRs in the bivariate L e s =

¢ To maximize the number of data points included, study
quality was not prespecified as a determinant of study
eligibility for the analysis; therefore, a formal risk-of-bias
assessment was not conducted
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e A feasibility assessment was performed to identify any meta-analyses, indicating a valid surrogate relationship o 0.2- ! appear to be a valid surrogate for OS among patients
imbalances across the unique identified studies with respect . . 4 o | with RRMM
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0

(95% Crl, 0.41-0.75)

— Based on the estimated correlations between PFS or TTP
and OS, a 5.8 (95% Crl, 4.1-7.5) decrease in log (OS HR),
in the bivariate meta-analysis could occur given a 10%
Statistical analysis decrease in log (PFS or TTP HR)
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and summarize ,m erms. 0, € parameters an € weighte drugs-and-biologics. Published Dec 2018. Updated May 7, 2020. Accessed
Pearson correlation coefficient (R)

October 10, 2023.
3. Kemp R, Prasad V. BMC Med 2017;15:134.

Bujkiewicz S, et al. NICE DSU Technical Support Document 20. Version 2.
https://www.sheffield.ac.uk/nice-dsu/tsds/full-list. Published Oct 22,

into a cost-effectiveness analysis for regulatory and

1.4 -1.2 -1.0 -0.8 -0.6 -0.4 -0.2 - .
decision-making purposes

log(PFS or TTP HR)

Reported N indicates the number of points included in the analysis; N = 46 treatment comparisons from a total
of 43 included studies. Circle size is proportional to the trial sample size. This scenario analysis evaluated all
trials in the evidence base (43 trials included in analysis).
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The criteria used to evaluate the surrogacy relationship for
PFS or TTP and OS are summarized in Table 2

Outputs are in green for scenarios that met various surrogacy criteria indicative of a surrogate relationship: intercept with a 95% Cl including 0, a slope with a 95% CI that does not include 0, a conditional variance value close to 0, an R value
> 0.85 (IQWiG high correlation), or an R? value > 0.40 (BSES good surrogate). Outputs are in
(OS HR) associated with decrease in log (PFS or TTP HR) are estimates calculated based on slope values and are not evaluated against surrogacy criteria. ®The correlation value falls between the IQWiG criteria for low and medium correlation.
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for scenarios indicative of a medium correlation per IQWiG criteria (0.70 < R < 0.85). Outputs in black in the columns reporting % decrease in log
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