Supporting Information (S5 Fig)

(A) Mortality
. RR with 95%CI
Treatment comparisons
Tolvaptan-15-mg vs Placebo —— 0.93(0.461.85)
Tolvaptan-30-mg ——— 0.81(0.41,1.61)
Tolvaptan-60-mg — 1.32 (0.48,3.69)
Tolvaptan-90-mg ' + 1 0.36 (0.07,1.75)
Tolvaptan-30-mg vs Tolvaptan-15-mg —_————— 0.88 (0.35,2.19)
Tolvaptan-60-mg L * 1 1.43 (0.42,4.88)
Tolvaptan-90-mg ' * 1 0.39 (0.07,2.17)
Tolvaptan-60-mg vs Tolvaptan-30-mg * 1.63 (0.52,5.08)
Tolvaptan-90-mg ' + | 0.44 (0.09,2.32)
Tolvaptan-90-mg vs Tolvaptan-60-mg + | 0.27 (0.051.37)
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(B) Thirst
Treatment comparisons RR with 95%CI
Tolvaptan-7.5-mg vs Placebo + 2.88 (0.75,11.09)
Tolvaptan-15-mg s 2.88 (145571
Tolvaptan-30-mg s 5.85(3.64,9.39
Tolvaptan-45-mg ——4—— 8.47(478,15.02)
Tolvaptan-60-mg —— 5.82(3.03,11.18
Tolvaptan-90-mg * 467 (1.59,13.72
Tolvaptan-15-mg vs Tolvaptan-7.5-mg 4 1.00 (0.31,3.19
Tolvaptan-30-mg * 2.03 50.52,?.96;
Tolvaptan-45-mg * 2.94 (0.75,11.58)
Tolvaptan-60-mg & 2.02(0.48,8.51
Tolvaptan-90-mg + 1 1.62 (0.30,8.69
Tolvaptan-30-mg vs Tolvaptan-15-mg —— 2.03 (099417
Tolvaptan-45-mg ——— 2.94 (1.42,6.09
Tolvaptan-60-mg 1 2.02(0.87,471
Tolvaptan-90-mg v + ' 1.62 (0.48,5.45
Tolvaptan-45-mg vs Tolvaptan-30-mg . 1.45(0.91,2.31
Tolvaptan-60-mg —— 1.00 (0.56,1.77
Tolvaptan-90-mg L 2 0.50 (0.29,2.24
Tolvaptan-60-mg vs Tolvaptan-45-mg —— 0.69 (0.37,1.26
Tolvaptan-90-mg * 0.55(0.19,1.62
Tolvaptan-90-mg vs Tolvaptan-60-mg + 1 0.80 (0.30,2.18)
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(C) Renal failure

Treatment comparisons RR with 95%CI
Tolvaptan-7.5-mg vs Placebo ——— 0.16 (0.05,0.47
Tolvaptan-15-mg —a— 0.98 (0.64,1.50
Tolvaptan-30-mg gy 0.96(0.77,1.20
Tolvaptan-45-mg +» 0.51(0.10,2.54
Tolvaptan-60-mg > 0.46(0.09,2.28
Tolvaptan-90-mg 1.00 (0.21.4.68
Tolvaptan-15-mg vs Tolvaptan-7.5-mg . — 6.15(2.10,18.02
Tolvaptan-30-mg — 6.01 8.02,1?.91;
Tolvaptan-45-mg g 3.22(0.47,21.83
Tolvaptan-60-mg + 2.87(0.42,19.69
Tolvaptan-90-mg . 16.27 (0.96,40.93
Tolvaptan-30-mg vs Tolvaptan-15-mg —— 0.98 (0.61,1.57
Tolvaptan-45-mg g 052(0.10,2.68
Tolvaptan-60-mg * 0.47(0.09.2.44
Tolvaptan-90-mg 1.02(0.21,5.04
Tolvaptan-45- vs Tolvaptan-30-m: & 0.54(0.11,2.63
Tolvagtan—aﬂ-% P 9 %v 0.48(0.10,2.35
Tolvaptan-90-mg 1.04 (0.23.4.82
Tolvaptan-60-mg vs Tolvaptan-45-mg * 0.89 (0.12,6.36
Tolvaptan-90-mg hd + 1.95 50.22 17 1%)
Tolvaptan-90-mg vs Tolvaptan-60-mg s 4 219(0.27,17.51)
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(D) Incidence of all adverse effects

Treatment comparisons RR with 95%CI
Tolvaptan-7.5-mg vs Placebo — 0.56(0.28,1.13
Tolvaptan-15-mg —— 1.00 (0.81,1.25
Tolvaptan-30-mg —H— 1.05(0.92,1.19
Tolvaptan-45-mg —— 0.94(0.69,1.28
Tolvaptan-60-mg — 1.18 (0.98,1.41
Tolvaptan-90-mg H—— 1.15(0.97,1.37
Tolvaptan-15-mg vs Tolvaptan-7.5-mg o 1.80 (0.92,3.51
Tolvaptan-30-mg & — 1.88 50.94,3.?4}
Tolvaptan-45-mg — 1.69 (0.83,3.46
Tolvaptan-60-mg ———————— 2.12(1.054.26
Tolvaptan-90-mg —— 2.07(1.02,4.20
Tolvaptan-30-mg vs Tolvaptan-15-mg —— 1.04 (0.88,1.23
Tolvaptan-45-mg —— 0.94(0.731.21
Tolvaptan-60-mg T 1.18 (0.95,1.45
Tolvaptan-90-mg —— 1.15(0.91,1.45
Tolvaptan-45-mg vs Tolvaptan-30-mg —— 0.90 (0.70,1.15
Tolvaptan-60-mg e 1.13(0.97,1.31
Tolvaptan-90-mg —y— 1.10(0.93,1.30
Tolvaptan-60-mg vs Tolvaptan-45-mg —— 1.25(0.94,1.66
Tolvaptan-90-mg ——— 1.22 (0.90,1.66
Tolvaptan-90-mg vs Tolvaptan-60-mg —— 0.98 (0.82,1.16)
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S5 Fig. Main secondary outcomes of thirst, renal failure, incidence of all adverse effects and mortality



