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CONCLUSIONS PLAIN LANGUAGE SUMMARY

 Non-linear regression models can be effective alternatives to conventional  Responder data from MYR301 was limited to week 48, necessitating extrapolation beyond this period to
linear and expected maximum effect model (EMAX) models for estimating assess the full benefit of each treatment arm
long-term  responder rates, particularly in clinical trials with limited » To predict responder rates at weeks 96 and 144, several methods were used, including Time-series analysis,
participants the expected maximum effect model (EMAX), and nonlinear least squares estimation (NLSE). The best
« This study supports the wider use of advanced nonlinear regression models method was chosen by comparing Akaike Information Criterion (AIC) scores and visual inspection
to es.tim_ate long-term response rates, oﬁgring robust evidence for HTA - The NLSE method gave the best results, with its predictions confirmed by follow-up data from MYR301.
SUb_m'SS'O”? to demonstrate the COS’_‘"?e”ef't C_’f treatments ehEr extend.ed These methods are especially effective for small sample sizes or low proportions, offering potentially more
periods. This approach enhances decision-making and planning for effective accurate predictions than traditional approaches

long-term patient management

Figure 2: Comparison of observed and predicted proportions of combined responders, virologic
INTRODUCTION responders, and ALT responders using different methods

« MYR 301 clinical study (NCT03852719) is a multicentre, open-label, randomized, phase
3 clinical study assessing the efficacy and safety of bulevirtide (BLV) in patients with
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« Extrapolation is important in clinical research to predict long-term outcomes from short-
term data when follow-up is limited?
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* Individual patient-level data (IPD) for BLV 2mg and 10mg treatments from the MYR301
trial was divided into training (baseline to week 40) and testing (week 40 to week 48)
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effect model [EMAX])® and non-standard (nonlinear least squares estimation [NLSE]
and NLSE with Box-Cox transformation using log-logistic and Weibull distributions)
techniques*»
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ALT: Alanine aminotransferase; BLV: Bulevirtide; EMAX: Expected Maximum Effect Model; NLSE: Nonlinear Least Square Estimation *Participants in the delayed treatment group were switched to bulevirtide 10 mg once daily for an additional 96 weeks

 The best-fit model was selected based on the Akaike Information Criterion (AlIC) @and === -mmmmmmmmmmmmmmmm oo s oo oo oo oo oo o oo oo
visual inspection®

« Extrapolations from all models were compared with actual data at weeks 96, 108, and
144, using mean square error (MSE) to assess the accuracy and visual inspection

Delayed
Treatment*

Table 1. Responder definitions
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AIC: Akaike Information Criterion; ALT: Alanine aminotransferase; BLV: Bulevirtide; NLSE: Nonlinear least squares estimation
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