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On the procrastination of approval determination of ensitrelvir:
Consideration on the composite endpoint

Takeo Saio **
Department of Internal Medicine and Psychiatry, Fuji Toranomon Orthopedic Hospital

Abstract

Background : The approval of ensitrelvir, a candidate antiviral drug for the treatment of the coronavirus
disease 2019(COVID-19), was procrastinated twice by the opinion of the subcommittees of the
Pharmaceutical Affairs and Food Sanitation Council (PAFSC) under the Ministry of Health, Labor and
Welfare (MHLW) of Japan in 2022. This candidate drug is the first drug applied for approval under the
newly introduced system to the Pharmaceutical and Medical Device Act (PMD Act) for the emergency
approval (EA) of drugs in May 2022.

Purpose : To clarify the fundamental problems concerning clinical trials on ensitrevir.

Methods : Narrative, non-systematic review on ensitrelvir from the viewpoint of clinical trials.

Results and Discussion : The newly introduced EA system to the PMD Act requires both “inference” (not
confirmation) of efficacy and confirmation of safety of the candidate drugs to approve. On the clinical trials
of ensitrelvir, the review report (RR) on ensitrelvir compiled by the Pharmaceuticals and Medical Devices
Agency (PMDA) pointed out mainly two issue; 1) the efficacy of ensitrevir cannot be “inferred” because
one of the two “co-primary endpoints” of the phase 2b part of the clinical trial of the candidate drug which
indicates overall improvement of symptoms of COVID-19 (clinical endpoint) did not achieved, 2) though
viral titers of the severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) are significantly reduced
on the active treatment arm in the phase 2a part of the clinical trial of ensitrelvir, no significant
improvements of symptoms are confirmed by the phase 2b clinical trial of the candidate drug. With
appraising the RR written by the PMDA, the author found the fundamental flaw in the phase 2b part of the
clinical trial of ensitrelvir. Though one of the two “co-primary endpoints” of the phase 2b part of the clinical
trial of ensitrelvir is a composite endpoint of the total score of the 12 COVID-19 symptoms consisted of
mere sum total of each symptom score, the total score has not been validated with logical explanation and
not been examined reliability and validity with any adequate studies yet.

Conclusion : Since the clinical endpoint of the phase 2b part of the clinical trial of ensitrelvir is clinically
counterintuitive and not adequately validated, the phase 2b part bear no clinical importance. With the
failure of such trial, the approval of ensitrelvir should not be abandoned until the phase 3 part of the clinical
trial of ensitrelvir will be submitted and reviewed by the subcommittees of PAFSC.
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