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group (n=10503) ing dosii p 6 i palve
(95%C1)
Participants, n (%) ~Rate per 100 Participants, n (%) Rate per 100
patient-years patient-years
(95%Q) (95%C1)
Primary composite endpoint 36234%) 069(062-076)  330(37%) 072(065-079)  095(083-110) 053
Y d dpo
Hospitalisation for non-fatal 134(13%) 025(021-030) 150 (1:4%) 027(023-032) 092(073-116) 048
myocardialinfarction
Hospitalisation for non-fatalstroke 129 (1:2%) 024(020-029)  143(13%) 026(022-031)  093(073-118) 054
Vascular death 115 (11%) 022(018-026)  108(10%) 020(016-024)  110(084-143) 049
All-cause death 437 (42%) 082(074-090)  434(41%) 079(072-087)  104(091-118) 059
Hospitalisation or death from 76(07%) 014(011-018)  99(09%) 018(015-022)  079(059-107) 012

congestive heart failure
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Evening Moming Between-group
dosinggroup dosing group  difference
(n=9574)" (n=10054)"  (95%CNt
Dizzinessor light-  3511(36:7%) 4007 (39-9%) -32%(-4-6t0-1.8)
headedness
Excessive visitsto  3825(40-0%) 3660(36:4%) 3.6%(22t04-9)
the toilet during
the day or night
Sleepproblems 4017 (420%) 4125(410%) 0.9%(-05t02:3)
Upset stomachor 2639 (27-6%) 3050(303%) -2:8%(-41to-15)

indigestion

Diarrhoea 1803(18-8%) 2170(21-6%) -28%(-3-9to-1-6)
Feelinggenerally 3079 (322%) 3311(329%) -0-8%(-21t00:6)
less well

Muscle aches 3724(389%) 4352(433%) -44%(-58t0-30)
Other (not 2970(31:0%) 2686(267%) 43%(3:0to56)
specified)

Numbevs reported arethe number of participants who mdlaled that they had
each *Number of parti

at least one study follow-up form, Diffe in evening

dosing group minus morning dosing group.

Table 3: Prespecified adverse events (symptoms) in safety analysis
population (n=19 628)
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1) Mackenzie, I. S., Rogers, A., Poulter, N. R., Williams,
B., Brown, M. J., Webb, D. J., ... & TIME Study
Group. (2022). Cardiovascular outcomes in adults
with hypertension with evening versus morning
dosing of usual antihypertensives in the UK (TIME
study): a prospective, randomised, open-label,
blinded-endpoint clinical trial. The
Lancet, 400(10361), 1417-1425.
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Glutamatergic
terminal

1. Sodium channel blockade 2
2. Inhibition of calcium channel opening
3. Inhibition of excessive glutamate release
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Dopaminergic ]
terminal oA’ .

—

GABAergic MSN |
i

AMPA = a-amino-3-hydroxy-5-methylisoxazole-4-propionic acid; DA = dopamine
agonist; MSN = medium spiny neurons, GLU = glutamate.
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l) Dorsey ER, Sherer T, Okun MS, Bloem BR. The Emerging

Evidence of the Parkinson Pandemic. J Parkinsons

Dis. 2018;8(s1) :S3-S8.



