Supplementary Table S3. Marginal mean of abdominal pain, bloating, and Irritable Bowel Syndrome Symptom Severity Score (IBS-SSS) at each

week and variation from baseline by group, per-protocol.

Placebo Active
change from baseline change from baseline  Active vs Placebo
Mean Diff of variation
Parameter Week n mean (se) mean (se) pvalue n mean (se) mean (se)  pvalue Active-Placebo (95% CI) pvalue
Abdominal 0 14 39.14 (7.62) 12 37.75 (8.23)
pain 1 13 32.38 (7.87) -6.76 (8.64) 04346 12 27.50 (8.23) -10.3 (9.09)  0.2603 -3.49 (-28.16; 21.18)  0.7808
intensity 2 13 32.38 (7.87) -6.76 (8.64) 04346 12 36.17 (8.23) -1.58 (9.09)  0.8618 5.17 (-19.49; 29.84)  0.6801
3 13 28.00 (7.87) -11.1(8.64) 01981 12 24.83 (8.23) -129(9.09)  0.1562 -1.77 (-26.44;22.9)  0.8876
4 13 28.85 (7.87) -10.3 (8.64)  0.2342 12 19.33 (8.23) -18.4 (9.09)  0.0435 -8.12 (-32.79; 16.55)  0.5177
5 13 43.47 (8.32) 4.33 (9.05) 0.6331 12 23.08 (8.49) -14.7 (9.32)  0.1166 -19 (-44.56; 6.57)  0.1448
6 13 29.62 (7.87) -9.53 (8.64) 02710 12 18.99 (8.49) -18.8(9.32)  0.0450 -9.24 (-34.24;15.77)  0.4680
7 13 33.38 (7.87) -5.76 (8.64)  0.5056 12 32.44 (8.49) -5.31(9.32)  0.5696 0.45 (-24.55; 25.45)  0.9718
8 13 23.92 (7.87) -152 (8.64)  0.0791 12 22.35(8.49) -15.4 (9.32)  0.0996 -0.18 (-25.18; 24.82)  0.9887
9 13 36.18 (8.08) -296(8.83) 07378 12 25.62 (8.49) -12.1(9.32)  0.1944 -9.17 (-34.43; 16.1)  0.4758
10 13 35.62 (7.87) -3.53(8.64)  0.6833 12 31.71 (8.49) -6.04 (9.32)  0.5179 -2.51 (-27.51;22.5)  0.8437
11 13 35.31 (7.87) -3.84 (8.64) 0.6574 11 23.40 (8.49) -14.4 (9.32)  0.1247 -10.52 (-35.52;14.49)  0.4085
12 13 34.81 (7.87) -434(8.64) 06162 11 26.99 (8.49) -10.8 (9.32)  0.2493 -6.43 (-31.43; 18.58)  0.6134
13 12 36.55 (8.08) -2.60 (8.83)  0.7691 10 34.82 (8.77) -2.93 (9.58)  0.7601 -0.33 (-25.96; 25.3)  0.9797
14 10 28.78 (8.61) -10.4 (9.32) 02668 10 28.32 (9.10) -9.43 (9.88)  0.3406 0.94 (-25.78; 27.65)  0.9451
15 8 32.56 (9.34)  -6.58 (10.00)  0.5110 9 24.67 (9.10) -13.1(9.88)  0.1866 -6.5 (-34.15; 21.15)  0.6441
16 6 28.32(10.44) -10.8 (11.04) 0.3277 9 22.34 (9.10) -15.4(9.88)  0.1198 -4.59 (-33.73; 24.55)  0.7567
Abdominal 0 14 37.14 (8.71) 12 35.00 (9.41)
pain 1 13 28.92 (8.94) -8.22(8.31) 03232 12 30.83 (9.41) -4.17 (8.71)  0.6323 4.05 (-19.63; 27.73)  0.7366
frequency
2 13 28.92 (8.94) -8.22(8.31) 03232 12 37.50 (9.41) 2.50 (8.71) 0.7746 10.72 (-12.96; 34.39)  0.3739



3 13 3353(894)  -361(831) 06645 12  31.67(941) -334(871) 07018 0.27 (-23.41; 23.95)  0.9822
4 13 29.69(8.94)  -745(831) 03704 12  21.67(941)  -133(871)  0.1265 -5.88 (-29.56; 17.79)  0.6252
5 13 4053(9.11)  3.39(849) 06899 12  2417(9.41)  -10.8(871) 02141 -14.23 (-38.16;9.7)  0.2429
6 13 2738(8.94)  976(831) 02410 12  21.67(941)  -133(871)  0.1265 -3.58 (-27.25;20.1)  0.7665
7 13 32.00(894) -515(831) 05362 12  29.17(9.41) -584(871) 05031 -0.69 (-24.37;22.98)  0.9542
8 13 25.08(894) -121(831) 01475 12  33.82(9.61) -1.19(8.92)  0.8941 10.88 (-13.11; 34.86)  0.3730
9 13 32.00(894)  -514(831) 05365 12  3291(9.61) -210(892)  0.8143 3.04 (-20.94;27.03)  0.8030
10 13 3430(894)  -2.84(831) 07330 12  30.83(9.41) -417(871)  0.6323 -1.33(-25.01; 22.34)  0.9119
11 13 32.00(894)  -514(831) 05365 11  2836(9.61) -6.64(892)  0.4571 1.5 (-25.48; 22.48)  0.9021
12 13 3046 (8.94)  -6.68(8.31) 04220 11  23.82(9.61) -112(8.92)  0.2108 -4.51 (-28.49; 19.48)  0.7118
13 12 3242(9.11)  -472(850) 05792 10  31.85(9.84) -3.16(9.17)  0.7309 1.56 (-23.03; 26.14)  0.9008
14 10 26.86(9.55)  -103(8.96) 02520 10  36.85(9.84)  1.85(9.17)  0.8402 12.13 (-13.08; 37.34)  0.3446
15 8  3149(10.16) -5.65(9.61) 05568 9  25.06(10.11) -9.94(9.46)  0.2940 -4.29 (-30.81; 22.23)  0.7506
16 6  2322(11.10) -139(10.60) 01900 9  2290(10.11) -12.1(9.46)  0.2014 1.82 (-26.13;29.77)  0.8983
Abdominal 0 14 4457 (7.71) 12 37.93(8.51)
distension 1 13 39.86(8.09)  -471(7.75) 05441 12  4339(851)  545(8.30) 05118 10.16 (-12.19; 32.51)  0.3717
2 13 42.61(8.09)  -196(7.75) 08007 12  3525(8.33)  -2.69(8.14) 0.7418 -0.73 (-22.84; 21.39)  0.9485
3 13 3344(792)  -11.1(758) 01431 12  31.83(8.33) -6.10(8.14)  0.4540 5.02 (-16.86;26.91)  0.6518
4 13 30.75(7.92)  -138(7.58) 00692 12  27.08(833)  -109(8.14) 0.1834 2.97 (-18.92;24.85)  0.7899
5 13 41.79(827)  -279(7.95) 07262 12  2325(833) -147(8.14)  0.0722 -11.9 (-34.28; 10.48)  0.2963
6 13 3218(8.08)  -124(775) 01107 12  29.05(852)  -8.88(8.35)  0.2882 3.51(-18.89;25.92)  0.7578
7 13 33.67(792) -109(758) 01516 12  3414(852)  -3.79(835)  0.6501 7.11 (-15.07;29.29)  0.5289
8 13 23.06(7.92) -215(758) 0.0048 12  2678(852)  -112(8.35) 0.1824 10.36 (-11.82; 32.54)  0.3589
9 13 3720(8.09)  -7.37(7.75) 03425 12 41.99(8.74)  4.06(8.54)  0.6351 11.43 (-11.26; 34.11)  0.3225
10 13 39.44(792)  -513(758) 04991 12  37.10(8.74)  -0.83(857)  0.9225 43 (-18.21;26.8) 0.7075
11 13 4014 (7.92)  -444(758) 05589 11  33.32(852)  -4.61(8.35)  0.5813 -0.17 (-22.35;22.01)  0.9879
12 13 3498(7.92) -959(758) 02068 11  37.87(852)  -0.06(835)  0.9941 9.53 (-12.65; 31.71)  0.3987
13 12 3548(8.08)  -9.09(7.75) 02417 10  42.62(8.74)  4.68(8.57)  0.5850 13.78 (-8.95; 36.51)  0.2340



14 10 29.29 (8.50) -15.3 (8.18) 0.0626 10 55.42 (8.74) 17.49 (8.57)  0.0421 32.77 (9.47; 56.07)  0.0060
15 23.08 (9.07) -21.5 (8.78) 0.0148 9 38.95 (8.99) 1.02 (8.83) 0.9084 22.51(-1.98;47) 0.0714
16 30.96 (9.95) -13.6 (9.68) 0.1609 9 22.34 (8.99) -15.6 (8.83)  0.0784 -1.98 (-27.76;23.8)  0.8798

Satisfactio 0 14 63.71 (4.75) 12 65.25 (5.13)

n of bowel 1 13 59.70 (4.88) -4.01 (4.87) 0.4111 12 57.50 (5.13) -7.75(5.12)  0.1309 -3.74 (-17.64; 10.16)  0.5970

habits
2 13 58.86 (4.88) -4.86 (4.87) 03197 12 60.75 (5.13) -4.50 (5.12)  0.3799 0.36 (-13.55; 14.26)  0.9598
3 13 54.17 (4.88) -9.55 (4.87) 0.0509 12 58.50 (5.13) -6.75(5.12)  0.1881 2.8 (-11.1;16.7)  0.6924
4 13 56.24 (4.88) -7.47 (4.87) 0.1262 12 57.67 (5.13) -7.58 (5.12)  0.1393 -0.11 (-14.01; 13.79)  0.9874
5 13 62.62 (4.99) -1.09 (4.98) 0.8265 12 57.63 (5.40) -7.62(5.39)  0.1585 -6.53 (-20.98; 7.91)  0.3745
6 13 53.78 (4.88) -9.93 (4.87) 0.0423 12 56.52 (5.26) -8.73(5.25)  0.0974 1.2 (-12.89; 15.3)  0.8667
7 13 58.55 (4.88) -5.16 (4.87) 0.2901 12 59.36 (5.41) -5.89 (5.40)  0.2758 -0.73 (-15.03; 13.58)  0.9204
8 13 56.01 (4.88) -7.70 (4.87) 0.1149 12 54.29 (5.26) -11.0 (5.25)  0.0377 -3.25 (-17.35; 10.84)  0.6500
9 13 61.82 (4.88) -1.89 (4.87) 0.6976 12 54.61 (5.26) -10.6 (5.25)  0.0436 -8.74 (-22.84;5.35)  0.2232
10 13 58.70 (4.88) -5.01 (4.87) 0.3047 12 52.46 (5.41) -12.8 (5.40)  0.0184 -7.78 (-22.09; 6.52)  0.2854
11 13 57.24 (4.99) -6.47 (4.98) 01947 11 56.06 (5.41) -9.19 (5.40)  0.0895 -2.72 (-17.17;11.73) ~ 0.7115
12 13 53.55 (4.88) -10.2 (4.87) 0.0378 11 53.76 (5.41) -11.5(5.40)  0.0340 -1.33 (-15.63; 12.98)  0.8553
13 12 54.87 (4.99) -8.84 (4.98) 0.0768 10 62.08 (5.40) -3.17 (5.40)  0.5567 5.67 (-8.78; 20.12)  0.4406
14 10 52.23 (5.44) -11.5 (5.43) 0.0351 10 57.78 (5.40) -7.47 (5.40)  0.1670 4.02 (-11.04; 19.08)  0.6001
15 48.83 (5.91) -14.9 (5.90) 0.0121 9 58.96 (5.58) -6.29 (6.57)  0.2593 8.59 (-7.36; 24.55)  0.2903
16 52.24 (6.66) -11.5 (6.66) 0.0857 9 50.14 (5.78) -15.1(5.77) ~ 0.0093 -3.64 (-20.97; 13.7)  0.6801

Interferenc 0 14 65.50 (5.02) 12 61.13 (5.53)

e on life 1 13 64.06 (5.14) -1.43 (4.75) 0.7625 12 56.26 (5.42) -4.87 (5.10)  0.3399 -3.74 (-17.64; 10.16)  0.5970
2 13 58.56 (5.49) -6.94 (5.12) 01762 12 60.67 (5.68) -0.46 (5.38)  0.9319 0.36 (-13.55;14.26)  0.9598
4 13 55.29 (5.36) -10.2 (4.98) 0.0411 12 54.50 (5.42) -6.63 (5.10)  0.1942 -0.11 (-14.01; 13.79)  0.9874
5 13 61.07 (5.36) -4.43 (4.97) 03739 12 51.46 (5.68) -9.67 (5.38)  0.0733 -6.53 (-20.98; 7.91)  0.3745
6 13 58.76 (5.14) -6.74 (4.75) 0.1567 12 56.99 (5.55) -4.14 (5.24)  0.4299 1.2 (-12.89; 15.3)  0.8667
7 13 52.76 (5.14) -12.7 (4.75) 0.0077 12 51.72 (5.55) -9.42(5.24)  0.0735 -0.73 (-15.03; 13.58)  0.9204



8 13 5757(5.14)  -7.93(475) 0.0958 12 56.17 (5.55)  -4.96 (5.24)  0.3447 -3.25 (-17.35; 10.84)  0.6500
9 13 59.18(5.14)  -631(4.75) 0.1843 12  51.31(5.55)  -9.82(5.24)  0.0619 -8.74 (-22.84;5.35)  0.2232
10 13 56.76(5.14)  -874(475) 00666 12  47.99(5.55)  -13.1(5.24)  0.0127 -7.78 (-22.09; 6.52)  0.2854
11 13 59.38(5.14)  -6.12(475) 0.1980 11  49.81(5.55) -11.3(524)  0.0315 272 (-17.17;11.73)  0.7115
12 13 5446 (524)  -11.0(485) 00237 11  5232(5.68)  -8.81(5.36) 0.1014 -1.33 (-15.63; 12.98)  0.8553
13 12 57.74(524)  -7.76(4.85) 01108 10  5816(5.68) -2.97(5.38)  0.5818 5.67 (-8.78;20.12)  0.4406
14 10 5587 (5.65)  -9.62(5.29) 0.0700 10  6242(5.68)  129(5.38)  0.8114 4.02 (-11.04; 19.08)  0.6001
15 59.98 (6.08)  -552(5.75) 03378 9  53.66(5.83)  -7.47(552)  0.1776 8.59 (-7.36; 24.55)  0.2903
16 5621 (6.79)  -9.29 (649) 01532 9  44.87(6.02) -163(5.72)  0.0048 -3.64 (-20.97;13.7)  0.6801
IBS-5SS 0 14 250.0 (28.34) 12 230.4 (30.61)
1 13 221.7(29.10) -283(27.71) 03077 12  211.7(30.61) -18.7(29.08) 0.5198 9.57 (-69.44; 88.59)  0.8118
2 13 206.0(29.10) -44.1(27.71) 01127 12 219.1(30.61) -11.3(29.08)  0.6973 32.76 (-46.26; 111.78)  0.4154
3 13 1495(29.10) -101 (27.71)  0.0003 12  146.8(30.61) -83.6(29.08)  0.0043 16.97 (-62.05; 95.99)  0.6729
4 13 190.7(29.10) -59.3(27.71) 0.0331 12  180.2(30.61) -50.2(29.08)  0.0855 9.16 (-69.86; 88.17)  0.8198
5 13 242.0(29.69) -8.04(28.33) 0.7767 12  158.5(30.61) -71.9(29.08)  0.0139 -63.88 (-143.75; 15.98)  0.1165
6 13 199.8(29.10) -50.2(27.71) 0.0708 12  168.7 (30.61) -61.7(29.08)  0.0347 -11.42 (-90.44; 67.6)  0.7764
7 13 210.7(29.10) -394 (27.71) 01562 12  186.9(30.61) -43.5(29.08) 0.1357 -4.1(-83.12; 74.92)  0.9188
8 13 1859(29.10) -64.1(27.71) 0.0213 12  187.2(31.30) -43.2(29.80) 0.1478 20.88 (-59.17;100.93)  0.6082
9 13 2209(29.10) -292(27.71) 02936 12 1962 (31.30) -34.2(29.80) 0.2514 -5.08 (-85.13; 74.97)  0.9007
10 13 2251(29.10) -249(27.71) 03691 12  180.6(30.61) -49.8 (29.08)  0.0876 -24.89 (-103.91; 54.12)  0.5359
11 13 2191(29.10) -309(27.71) 02653 11  180.5(31.30) -49.9 (29.80)  0.0951 -18.95 (-99; 61.1)  0.6418
12 13 205.0(29.10) -45.0(27.71) 01051 11  181.8(31.30) -48.6(29.80) 0.1035 -3.61 (-83.65; 76.44)  0.9295
13 12 2174(29.69) -32.6(28.34) 02502 10  223.1(32.08) -7.32(30.62) 0.8112 25.32 (-56.74; 107.38)  0.5443
14 10 1833 (31.17) -66.8(29.89) 0.0261 10  2325(32.08) 2.08(30.62)  0.9459 68.85 (-15.31;153.01)  0.1085
15 184.8(33.27) -653(32.06) 0.0426 9  193.5(33.00) -36.9(31.58) 0.2435 28.37 (-60.15; 116.9)  0.5288
16 176.0 (36.48)  -740(35.38) 0.0372 9  1455(33.00) -84.9(31.58) 0.0075 -10.91 (-104.2; 82.39)  0.8183

IBS-SSS, Irritable Bowel Syndrome Symptom Severity Score.



