Mirabegron Daytime versus Nighttime Dosing for Women
with Overactive Bladder Syndrome: A Randomized Controlled Trial
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Hypothesis / aims of study Results and interpretation

To clarify the effect of nighttime versus daytime dosing of mirabegron.

A total of 109 patients were enrolled in the study. Fifty-two patients
were in the daytime dosing group, and the other fifty-seven patients were
Study desig n. materials and methods in the nighttime dosing group after 4 weeks of mirabegron treatment.
’ Forty patients in the daytime dosing group and forty six patients in the
nighttime dosing group underwent 12 week of mirabegron treatment.
Owing to the presence of statistical differences in the baseline
urgency episodes and emotions, we used linear regression analyses
adjusted by the above variables to investigate the effect of dosing.
After 4 weeks of treatment, the nighttime dosing group had a more
benefit in the decrease of the urgency episodes at 06:00-12:00 (change
from baseline: -2.1+£3.7 versus 0.1+£2.4, p=0.003), 18:00-24:00 (change

Between August 2017 to August 2023, all women with overactive bladder
syndrome were randomly assigned to receive mirabegron 25 mg once with
nighttime or daytime dosing for 12 weeks.

STATA software was used for statistical analysis. Paired t test were used
for statistical analysis, as appropriate. A p<0.05 was considered statistically

significant from baseline: -1.4+3.0 versus 0.4+2.7, p=0.01) and all day (change from
baseline: -6.4+£10.8 versus 0.118.5, p=0.005), compared with the daytime
dosing group (Table 1). After adjustment by the corresponding baseline
Table 1. Comparisons of the changes from baseline of clnical and bladder diary parameters and the King's Healt variables (.e., o |
questionnaire scores hetween the daytime and nighttime dosing groups (n=109) urgency episodes in each time interval or total urgency episodes), the
e coefficients remained statistical significant (i.e., the coefficients for the
, , M , , 12W_eeks nighttime dosing for the urgency episodes were -1.6 (95% CIl =-2.6 to -
Variables Daytime ~ ightime % TDaytime  Nightime 0.5) , p=0.003 at 06:00-12:00; and -4.1 (95% CI = -7.4 to -0.7), p=0.02 at
USS 00813 06t12% 056 -L1l2® 08tL2% 033 After 12 weeks’ treatment, the nighttime dosing group had a trend to
OABSS 20435 L3 043 199 -L726™ 076 be significant that about the improvement of voiding episodes at 00:00-
Voiding episodes (72 h) 06:00 (change from baseline: -2.0+£3.7 versus -0.0+4.3, p=0.06),
06:00-12:00 D941 1246 074 043 2087 006 compared with daytime dosing (Table 1).
12:00-18:00 17451 01460 021 141 -18834% .69 Nonetheless, the daytime dosing group had a significant
18:00-24:00 0.0£3.9 0354 082 L1829 11438 098 improvement of emotiqns (chapge from bageline: -17+25 versus -6x19,
24:00-06:00 0.1#4.4 0541 070 08820  -L4+19* 040 p=0.006), cqmpared with the nlghf[tlme dOS.Ing (Table 1). . .
All day 284120 306 095 ANTYF  SMETF (57 After adjustmept py the l_)asellr_le emotions score, thg dayyme dosing
Urgency episodes (721 had a_tt.rend to pe s!gnlflcarl_t in the improvement of emotions (i.e., the
06:00-12:00 01824 2187% 008 03836 1334 02 coefficient of nighttime dosing was 7.68, 95% CI =-0.02, to 15.37,
101800 05534 201t 009 4244 434 08 p=0.050). -
18002400 097 LB0F 00l 604 06907 099 ~ After 12 weeks of treatment, both groups had significant
1000500 Q2 0625 019 0829 LLLE* 05 improvements in Urgency Severity Scales (U_SS), Overa_ctlve Bladder
Al day 01+_85 5 4+i0 o 0005 3 1;8 14 2+'12 0 070 Symptoms Score (OABSS), and many domains of the Kings Health
. . o T T T Questionnaire (KHQ), despite of no between-group differences (Table 1).
Incontlmencel episodes (721) The improvement of depression (i.e., KHQ Question 6A) was not
(l)gggﬁgg 8?&2 8(1)3? 82; 00211160 811:82 gig associated with the improvement of OABSS (4 weeks, -1.97+3.32 vs. -
e i e ' e g ' 0.46£0.95, Spearman’s rho=0.04, p=0.26; 12 weeks, -1.82+2.72 vs. -
18:00-24:00 0.440.9° 02¢14 050 03t10 0307 09 0.61%1.01, Spearman&#39:s rho=0.13, p=0.35).
24:00-06:00 Q1408 02:03 03 04l 0003 006 The improvement of anxiety (i.e., KHQ Question 6B) was not
Allday L0z 0238 038 L0223 95 08 associated with the improvement of OABSS (4 weeks, -1.97+3.32 vs. -
Flud intake (mL/72 h) 0.43%0.96, Spearman’s rho=0.04, p=0.67; 12 weeks, -1.82+2.72 vs. -
06:00-12:00 -[51645 31965 058 1181919  -95:902 0.39 0.60+1.01, Spearman’s rho=-0.12, p=0.37).
12:00-18:00 -15:898 141965 078 464839 -B5:926  0.59
18:00-24:00 158£731 20107 0.053 7529 2454751 0.8
24:00-06:00 -106£/33 591559 021 -136:618 261329 0.42
All day A2107 -76£2280 094 10241717 -349+1505 0.9
Total voided volume (mL/72 h)
06:00-12:00 18+1067 24862 094 234976 3794 043
12:00-18:00 183t1099 10241138 0.8 454833 46615 0.64
18:00-24:00 301812 671568 075  -40t837  -Ltbl 0.5
24:00-06:00 2124959 01904 042 831804 2361627 0.10 Interpreta’[ion of results
Al day 136:2413 2133179 091 42142186 32541928 017 After 4 weeks of treatment, nighttime dosing seems to benefit more
Voided volume per micturition (L) women suffering from urgency, especially in the morning, and daytime
06:00-12:00 299 438 051 30 estf0™ (.18 dosing seems to benefit patients with emotion dysfunction. However, the
12:00-18:00 -3t109 16£103 044 54132 2662 098 above effects did not differ between the groups after 12 weeks of
18:00-24:00 -23t141 184156 025  8tl21 2358 0.7 treatment.
24:00-06:00 561163 87£193 048  87:151 24481 0.9
Frequency 08:16%  -08:14% 087 -L2tld*  -L3tler 092
Nocturia Q7L 07413 090 -LItld4= -L0t13* 093
Urgency 06:15% 0%l 036 L0l 0718 049
Urge incontinence 09:15%  09£15% 086 08l -L1L7* 053
Stress Incontinence 10:16% 07413 025 08t13*  0.7t15* 0.5
Noctumal enuresis 0.441,0% 0111 013 0209  03L1 079
Intercourse incontinence 0.140.5 0105 097 0106 00105 054 :
Watenworks infections 08L5%  08:L5% 092 07l 0712 083 Conclusions
Bladder pain 0,541 4" 02412 024 08:14™ 0412 014
General health perceptions 12425% b4 015 -13e2r -14826% 086 _ L : : :
ieontnence impact 18138° B 08 AURE 4 O Mirabegron nl_ghttlme dosing of mlrab_egron appears to benefit more for |
ole fimitatons 1207 R0 0B L0 J6RE 0 women sufferlng from urgency, espgually in the_mo_rnlng, and daytime dosing
T seems to benefit patients with emotion dysfunction in the short term.
Physical limitations -26+40" 2032% 035 373t -25440% 0.20
Social limitations -10£34¢ 0126t 086 -17a28* 1834 (81
Personal relationships 5123 2412 05 10826 319 031
Emotions 17125% 619 0006 -17e28*  -13£26% 048
Sleeplenergy 18£31* 18128 096 19832 3128 0.09
Seventy measures -10£21% 120207 070 -14e23  -13r21% (.84

0ABSS=Qveractive Bladder Symptoms Score. USS=Urgency Seventy Scale.
1By paired t test. *p<0.05; *p<0.01 . *By paired t test. Changes are calculated as the subtraction of pre-treatment values from
post-treatment values, and expressed as the mean + standard deviation,



