HTA 257

MOVe-OUT: A Trial of Two Halves

The Impact of Heterogeneity on Cost-Effectiveness Outcomes for COVID-19
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BACKGROUND RESULTS

In the phase 3 MOVe-OUT trial, non-hospitalised, unvaccinated adults with COVID-19 (at risk for severe Probabilistic and deterministic results are shown in Figure 3 for all MOVe-OUT cohorts. At first glance, the
illness) were randomised to molnupiravir or placebo. Merck disseminated outputs from the interim analysis final analysis set appears to be the most appropriate source of efficacy data:

via press release on 1 October 2021, which demonstrated a reduction in hospitalisations with molnupiravir * Peer-reviewed

[1]. On this basis, molnupiravir was conditionally authorised and subsequently reimbursed in a number of e Uses all available data

jurisdictions. The peer-reviewed final analysis of MOVe-OUT, published on 16 December 2021, demonstrated Using efficacy data from the MOVe-OUT final analysis, molnupiravir was estimated to be more costly and
a considerable reduction in efficacy relative to the interim analysis [2]. The aim of this work was to explore more effective than SoC.

the implications of this between-analysis heterogeneity for decision making, via the use of an acute phase

decision tree model to estimate the effect of molnupiravir treatment on healthcare outcomes. However, the final analysis set masks considerable differences between the two ‘halves’ of MOVe-OUT.
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Model Structure Figure 3: Model results by analysis set and outcome
Model results differed dramatically between the two underlying cohorts included in the final analysis
. (Figure 3):
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* Using the interim analysis, the clinical benefits of molnupiravir were greater and healthcare costs were
reduced compared with SoC. In fact, molnupiravir appeared to be cost-saving in this scenario.

SARS-CoV-2 MNP Alive * Using the ‘post-interim’ analysis, there was no benefit associated with molnupiravir, and a possible
Infected e increase in hospitalisations. Incremental costs were also higher.
DL Key learning: Conclusions on the clinical and economic value of MOVe-OUT differ
considerably between analyses of MOVe-OUT. Clinical benefit observed in the final
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analysis is derived entirely from the interim analysis cohort.
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Figure 1: Decision tree model structure
Difference in outcomes between the two ‘halves’ of MOVe-OUT is a major source of uncertainty.

Model Inputs * Considerably lower baseline risk in the post-interim analysis cohort
* No observed reduction in risk with molnupiravir in this analysis
Clinical Effectiveness Inputs Why? Some differences in risk factors for severe COVID-19 between cohorts (Table 3), but no clear pattern.
Probabilities of hospitalisation and death derived from MOVe-OUT data [2]. Three separate analysis sets Post-interim
were considered ik rctor_merim s aanyte | oteence |
e Final analysis: all randomised patients in MOVe-OUT . Malesex | 52% 45% +7% Some COVID-19risk  Table 3: Differences in
 Interim analysis: first ~50% of enrolled patients (informally, the “first half’ of MOVe-OUT) 77% 70% +7% factors more prevalent distributions of some

among interim
Seronegative 76% 72% +4% analysis cohort
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Post-interim analysis: remaining patients not included in the interim analysis (‘second half’)

Age > 60 14% 21% -1% Others more prevalent .
Hospitalisation Mortality 14% 19% -5% among post-interim analySIS cohorts

Placebo - 22% 68/699 L 9/699 ,%1 10% 14% -4% analysis cohort
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Helnupiravir - & Sk study was conducted in a highly-vaccinated population.
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Early clinical data

ICU admission data not available from MOVe-OUT: Irish data and expert opinion utilised: This work also highlights the challenges of the use of early clinical data for decision making:
* Irish Central Statistics Office — proportion of hospitalisations leading to ICU admission under SoC [3] * Decision based upon interim analysis would almost certainly overestimate the benefit and underestimate
* Assumptions elicited from clinical experts: cost of molnupiravir

* No mortality benefit of antiviral treatment following ICU admission * Other examples in COVID-19: antivirals, neutralising monoclonal antibody therapies, vaccines

 All deaths occur in hospital, 50% of these occur in ICU * Also problematic in other disease areas — for example, the use of immature survival data in oncology and

rare disease.
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