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Development of new endpoints and analysis methods for clinical trials in
emerging infectious diseases
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n drug development during emerging infectious disease outbreaks, it is
important to simultaneously enroll patients with a wide range of disease severity into clinical
trials and obtain rapid approval, given the limited information available on infectious diseases and

drugs. However, because emerging infectious diseases have both worsening and improving clinical
c$¥[ses, it is difficult to define appropriate primary endpoints that can validate treatment
efficacy.

In fact, clinical trials of COVID-19 have revealed that a variety of endpoints have been
established. A prioritized composite outcome was considered to be effective in evaluating a
comprehensive treatment effect that summarizes the clinical course in both directions, and its
operational characteristics were evaluated through simulation experiments.
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Table 4 Relationships between primary endpoints and secondary endpoints

Trials with severe patients

Trials with non-severe patients

Primary endpoints

Primary endpoints

P a ing® . a P a ing” . 0
(N=45) (N=39) (N=13) (N=97) (N=117) (N=51)
Secondary endpoints
Binary
Improvement 18 (40.0%) 7 (17.9%) 13 (100.0%) 29 (29.9%) 28 (23.9%) 8 (15.7%)
Recovery 3 (6.7%) 2(5.19%) 13 (100.0%) 5 (5.2%) 2(1.7%) 51 (100.0%)
Mortality 27 (60.0%) 26 (66.7%) 4 (30.8%) 43 (44.3%) 49 (41.9%) 24 (47.1%)
Time-to-event
Improvement 20 (44.4%) 14 (35.9%) 5 (385%) 29 (29.9%) 31 (26.5%) 8 (15.7%)
Recovery 3 (6.7%) 4 (103%) 2 (154%) 8 (8.2%) 5 (4.3%) 4(7.8%)
Mortality 7 (15.6%) 9 (23.1%) 3 (23.1%) 10 (10.3%) 12 (10.3%) 5 (9.8%)
Ordinal
One time point 9 (20.0%) 6 (15.4%) 2 (15.4%) 10 (10.3%) 20 (17.1%) 6 (11.8%)
Longitudinal 7 (15.6%) 10 (25.6%) 1(7.7%) 7 (7.2%) 12 (10.3%) 2 (3.9%)
“Binary and time-to-event endpoints of primary endpoints
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