Supplementary Materials

Supplementary Table S1. Design of the four phase 1 studies.

Study Study design [n] Assessments Comparators Duration and
[Country] condition
15L-CL-001 R, DB, dose-escalating study  Safety, PK Amenamevir capsule 5, 25, 100, 300, or 600 mg  Single dose
[Japan] in healthy male volunteers administration in a
[40] Placebo fasting condition
15L-CL-002 Part 1: R, DB, dose-escalating Safety, PK Amenamevir capsule 5, 25, 100, 300, 600, 1200, Single dose
[France] study in healthy male 1800, or 2400 mg administration in a
volunteers [64] fasting condition
Placebo
Part 2: R, OL, CO study in Safety, PK, Amenamevir capsule 300 mg Single dose
healthy male volunteers [8] food effect administration in a
fasting or fed
condition
15L-CL-003 R, DB study in healthy non- Safety, PK Amenamevir capsule 300 or 600 mg Dose was
[Japan] elderly and elderly male administered for 7
subjects [36] Placebo days in fed conditions
15L-CL-006 R, OL, CO study in healthy Safety, PK, Amenamevir capsule 800 mg Single dose
[USA] male and female subjects relative administration in a
[24] bioavailability, Amenamevir tablet 800 mg fasting or fed

food effect

condition

CO, crossover, DB, double blind, OL, open label, PK, pharmacokinetics; R, randomized



Supplementary Figure S1. Subject flow of study 15L-CL-001.

Subjects who provided consent

n=78
Not randomized
| n=38*
Randomized *Reasons for study withdrawal included:
n=40 Did not meet inclusion/exclusion criteria (n=19)
Capacity exceeded (n=9)
- Preliminary subjects (n=7)
Step 1: amenamevir 5 mg placebo Convenience of the principle (n=4)
) n=6 n=2
Step 2: amenamevir 25 mg placebo
n=6 n=2
. amenamevir 100 mg placebo
Step 3: n=6 n=2
) amenamevir 300 mg placebo
Step 4. S n=2
Step 5: amenamevir 600 mg placebo
n=6 n=2

Completed study
n =40




Supplementary Figure S2. Subject flow of study 15L-CL-002 (a) Part 1; (b) Part 2.

Step 1:
Step 2:
Step 3:
Step 4:
Step 5:
Step 6:
Step 7:

Step 8:

Screened subjects
n=114
Not randomized
n =50*
Randomized *Reasons for not being randomized included:
_ Screening failures (n=46)
n=>64 Reserve subjects (n=4)

amenamevir 5 mg placebo
n==6 n=2

amenamevir 25 mg placebo
n=6 n=2

amenamevir 100 mg placebo
n=6 n=2

amenamevir 300 mg placebo
n=6 n=2

amenamevir 600 mg placebo
n=6 n=2

amenamevir 1200 mg placebo
n=6 n=2

amenamevir 1800 mg placebo
n=6 n=2

amenamevir 2400 mg placebo
n=6 n=2

n=64

Completed treatment

Screened subjects

n=8

Amenamevir 300 mg fed

n=8

Amenamevir 300 mg fasting

n=8

Completed treatment

n=18
Not randomized
n=10*
Randomized
n=8 *Reasons for not being randomized included:

Screening failures (n=10)




Supplementary Figure S3. Subject flow of study 15L-CL-003.

Subjects who provided consent
n=73
. Not randomized
r n=37%
Randomized *Reasons for study withdrawal included:
n =36 Withdrawal of consent (n=4)
Did not meet inclusion/exclusion criteria (n=24)
Amenamevir 300 mg Placebo Preliminary subjects (n=6)
Step 1: non elderly su bjects non elderly Subjects POStpOnemEnt of |mp|ementat|0n schedule (n=3)
n=6 n=3
Amenamevir 600 mg Placebo
Step 2: non elderly subjects non elderly subjects
n==6 n=3
Amenamevir 300 mg Placebo
Step 3: elderly subjects elderly subjects
n=6 n=3
Amenamevir 600 mg Placebo
Step 4: elderly subjects elderly subjects
n=6 n=3

Completed study

n=36




Supplementary Figure S4. Subject flow of study 15L-CL-006.

*Crossover treatment schedule

Randomized A = Amenamevir capsule 800 mg FASTED
n=24 B = Amenamevir tablet 800 mg FASTED
C = Amenamevir tablet 800 mg FED
y A A
ABC ACB BAC BCA CAB CBA
n=4* n=4* n=4* n=4* n=4* n=4*

Discontinued treatment

b

n=2t

Completed treatment
n=22

TReasons for treatment discontinuation included:
Adverse events (n=2)



