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On October 8, 2021, the sponsor (Merck & Co., Inc) submitted a request for Emergency Use
Authorization for molnupiravir (MOV) for the treatment of mild-to-moderate coronavirus
disease 2019 (COVID-19) in adults who are at high risk for progression to severe COVID-19,
including hospitalization or death, based on a pre-specified P0O02 Part 2, interim analysis when
approximately 50% of participants enrolled and completed the trial through Day 29. At the
planned interim analysis (N=775 for efficacy and N=765 for safety), the external data monitoring
committee recommended that due to efficacy on the primary endpoint of reducing hospitalization
>24 hours for acute care of illness or death due to any cause by Day 29, the study met the criteria
for stopping enrollment. The trial stopped enrollment, and all the randomized participants
(N=1433) will continue to be followed until their Month 7 visit (end of study) or early
withdrawal.

On November 22, 2021 the Agency became aware of the topline safety and efficacy results from
all 1433 randomized participants (full population) through Day 29. Please refer to the sponsor’s
addendum for the updated efficacy and safety analyses. A few key updates include the following:

The number of participants who received MOV 800 mg Q12h for five days in Part 2 of P002
increased from 386 participants (interim population) to 710 participants (full population),
bringing the total molnupiravir 800 mg safety database to 917 participants.

In the analysis submitted with the EUA request (interim population), all cause hospitalization or
death through Day 29 was 7.3% (28/385) and 14.1% (53/377) for the MOV and placebo groups,
respectively. The risk difference (MOV-Placebo) is -6.8 (95% CI: -11.3, -2.4) based on the
Miettinen and Nurminen method stratified by time from COVID-19 symptom onset (<3 days vs.
>3 [4-5] days).

In the updated analysis (full population), all cause hospitalization or death through Day 29 was
6.8% (48/709) and 9.7% (68/699) for the MOV and placebo groups, respectively. For the full
population, the risk difference (MOV - Placebo) is -3.0% (95% CI: -5.9%, -0.1%) based on the
Miettinen and Nurminen method stratified by time from COVID-19 symptom onset (<3 days vs.
>3 [4-5] days). The risk difference is the pre-specified primary analysis method. Additionally,



the relative risk reduction of MOV compared to placebo was 30% (95% CI: 1%, 51%) based on
the Cochran-Mantel-Haenszel method stratified by time from COVID-19 symptom onset (<3
days versus >3 [4 to 5] days). The incidence of hospitalization or death through Day 29 by
subgroup for the full population is shown in Figure 1 (source, sponsor’s analyses).

Figure 1

Incidence of Hospitalization or Death Through Day 29 by Subgroup (Protocol 002 —
Full Population)
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The Agency continues to evaluate the known and potential benefits and risks of MOV
considering the results from all randomized participants. During the meeting, the Agency will
provide additional key safety and efficacy results based on all 1433 randomized participants (full
population). The review issues and benefit/risk assessments may therefore differ from the
original assessments provided in the briefing document which was based on the interim analysis.

Additionally, we are providing information from the November 4, 2019 FDA Genetic
Toxicology Workshop: How Many Doses of an DNA Reactive (Ames-positive) Drug can be



Safely Administered to Healthy Subjects? The full transcript of the 2019 FDA workshop and
other related workshop materials are available to the public at this
link: https://www.fda.gov/news-events/fda-meetings-conferences-and-workshops/fda-genetic-

toxicology-workshop-how-many-doses-dna-reactive-ames-positive-drug-can-be-safely#event-
information.
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