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SUPPLEMENT

Search Strategy

MEDLINE, EMBASE and EMBASE Classic, and the Cochrane central register of

controlled trials were searched. The search was limited to humans. No restrictions were

applied with regard to language of publication. A recursive search of the bibliography of

relevant articles was also conducted. Conference proceedings from Digestive Diseases Week,

Asia Pacific Digestive Week, and United European Gastroenterology Week were searched.

The literature search used is given below.

1

Syndrome/

2 irritable colon.mp.

3 IBS.mp.

4 spastic colon.mp.

5 (functional adj5 bowel).mp.
6 lor2or3ordor5

7  Dietary Fiber/ or dietary fibre.mp.
8 cereals.mp. or Cereals/

9  psyllium.mp. or Psyllium/
10  sterculia.mp. or Sterculia/

For randomised controlled trials of soluble or insoluble fibre:

irritable bowel syndrome.mp. or Colonic Diseases, Functional/ or Irritable Bowel
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11

12

13 psyllium fibre.mp.
14 psyllium fiber.mp.
15 dietary fiber.mp.
16 fiber.mp.

17  fibre.mp.

18  husk.mp.

19 bran.mp.

20  wheat bran.mp.

21  ispaghula.mp.

22 metamucil.mp.

23 fybogel.mp.

24 linseeds.mp.

25

23 or 24

26 6and25

karaya gum.mp. or Karaya Gum/

bulking agent.mp. or Cellulose/

T7or8or9orl10orllorl2orl13orl4orl5Sorl6orl17orl18or19or20o0r2lor22o
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For randomised controlled trials of low FODMAP diet or gluten-free diet:

1  irritable bowel syndrome.mp. or Colonic Diseases, Functional/ or Irritable Bowel

Syndrome/

2 irritable colon.mp.

3 IBS.mp.

4 spastic colon.mp.

5 (functional adj5 bowel).mp.

6 lor2or3or4or5

7  diet.mp.

8 gluten-free.mp.

9 gluten.mp.

10 FODMAPS$.mp.

11 7or8or9orl0

12 6and 11
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For randomised controlled trials of probiotics:

1  irritable bowel syndrome.mp. or Colonic Diseases, Functional/ or Irritable Bowel

Syndrome/

2 irritable colon.mp.

3 IBS.mp.

4 spastic colon.mp.

5 (functional adj5 bowel).mp.

6 lor2or3or4or5

7  saccharomyces.mp.

8 lactobacillus.mp.

9 bifidobacterium.mp.

10  escherischia coli.mp.

11 escherichia coli.mp.

12 probiotics.mp.

13 7or8o0r9or10or1lorl2

14 6and 13
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For randomised controlled trials of antispasmodic drugs:

1  irritable bowel syndrome.mp. or Colonic Diseases, Functional/ or Irritable Bowel

Syndrome/

10

11

12

13

14

15

16

17

18

irritable colon.mp.

IBS.mp.

spastic colon.mp.

(functional adj5 bowel).mp.

lor2or3or4or5

Parasympatholytics.mp. or Parasympatholytics/

scopolamine.mp. or Scopolamine Hydrobromide/

scopolamine derivatives.mp. or Scopolamine Derivatives/

trimebutine.mp. or Trimebutine/

spasmolytics.mp.

spasmolytic agents.mp.

antispasmodics.mp.

antispasmodic agents.mp.

mebeverine.mp.

alverine.mp.

pinaverium.mp.

otilonium.mp.
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19 octilonium.mp.

20  cimetropium.mp.

21  hyoscine.mp. or Scopolamine Hydrobromide/

22 muscarinic antagonists.mp. or Muscarinic Antagonists/

23 Butylscopolammonium Bromide.mp. or Butylscopolammonium Bromide/

24 hyoscine butyl bromide.mp.

25  butylscopolamine.mp.

26 dicyclomine.mp. or Dicyclomine/

27 dicycloverine.mp.

28  propinox.mp.

29  rociverine.mp.

30 pirenzipine.mp. or Pirenzepine/

31 prifinium.mp.

32  drotaverine.mp.

33 TJor8or9orl0orllorl2orl13orl4orl5orl6orl7orl8orl9 or20or2l or22

or 23 or 24 or 25 or 26 or 27 or 28 or 29 or 30 or 31 or 32

34 6 and 33
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For randomised controlled trials of peppermint oil:

1  irritable bowel syndrome.mp. or Colonic Diseases, Functional/ or Irritable Bowel

Syndrome/

2 irritable colon.mp.

3 IBS.mp.

4 spastic colon.mp.

5 (functional adj5 bowel).mp.

6 lor2or3or4or5

7  peppermint oil.mp. or Menthol/

8 peppermint.mp. or Mentha piperita/

9  colpermin.mp.

10 mintec.mp.

11 7or8or9orl0

12 6and 11
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For randomised controlled trials of gut-brain neuromodulators:

1  irritable bowel syndrome.mp. or Colonic Diseases, Functional/ or Irritable Bowel

Syndrome/

2 irritable colon.mp.

3 IBS.mp.

4 spastic colon.mp.

5 (functional adj5 bowel).mp.

6 lor2or3or4or5

7  psychotropic drugs.mp. or Psychotropic Drugs/

8 antidepressive agents.mp. or Antidepressive Agents/

9  Antidepressive Agents, Tricyclic/ or tricyclic.mp. or Amitriptyline/

10  antidepressants.mp.

11 serotonin uptake inhibitors.mp. or Serotonin Uptake Inhibitors/

12 serotonin reuptake inhibitors.mp.

13 selective serotonin reuptake inhibitors.mp.

14 serotonin re-uptake inhibitors.mp.

15 selective serotonin re-uptake inhibitors.mp.

16  desimipramine.mp.

17 doxepin.mp. or Doxepin/

18  dothiepin.mp. or Dothiepin/
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19  amitriptyline.mp. or Amitriptyline/

20  trimipramine.mp. or Trimipramine/

21  desipramine.mp. or Desipramine/

22 imipramine.mp. or Imipramine/

23 nortriptyline.mp. or Nortriptyline/

24 paroxetine.mp. or Paroxetine/

25 fluoxetine.mp. or Fluoxetine/

26 sertraline.mp. or Sertraline/

27  citalopram.mp. or Citalopram/

28  escitalopram.mp. or Citalopram/

29  venlafaxine.mp.

30 efexor.mp.

31 prozac.mp.

32  seroxat.mp.

33 duloxetine.mp.

34  pregabalin.mp.

35.70r80r9or10or 11 orl12or13or14or15o0r16or 17 or 18 or 19 or 20 or 21 or 22 or

23 or 24 or 25 or 26 or 27 or 28 or 29 or 30 or 31 or 32 or 33 or 34

35 6and35
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For randomised controlled trials of laxatives, 5-HT4 receptor agonists, and

secretagogues:

1 irritable bowel syndrome.mp. or Colonic Diseases, Functional/ or Irritable Bowel

Syndrome/

2 irritable colon.mp.

3 IBS.mp.

N

spastic colon.mp.

(91

(functional adj5 bowel).mp.

6 1lor2or3or4orS5 (55240)

7 laxatives.mp. or Cathartics/ or Anthraquinones/ or Laxatives/ or Phenolphthaleins/ or

Indoles/ or Phenols/

8 polyethylene glycol.mp. or Polyethylene Glycols/

9 lactulose.mp. or Lactulose/

10  Serotonin Agonists/ or tegaserod.mp. or Receptors, Serotonin, 5S-HT4/

11 zelnorm.mp.

12 Senna Plant/ or Senna Extract/ or senna$.mp.

13 linaclotide.mp.

14  prucalopride.mp.

15 lubiprostone.mp. or Receptors, Prostaglandin E/

16 bisacodyl.mp. or Bisacodyl/
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17 sodium picosulphate.mp. or Phosphates/

18  docusate.mp. or Dioctyl Sulfosuccinic Acid/

19 Magnesium/ or milk of magnesia.mp.

20 magnesium hydroxide.mp. or Magnesium Hydroxide/

21  sorbitol.mp. or Sorbitol/

22 danthron.mp.

23 poloxalkol.mp. or Poloxamer/

24 A3309.mp.

25 elobixibat.mp.

26  constella.mp.

27  linzess.mp.

28  amitiza.mp.

29  plecanatide.mp.

30 trulance.mp.

31 tenapanor.mp.

32 velusetrag.mp.

33 naronapride.mp.

34 T7or8or9orl10orl1lorl2orl13orl4orl5orl6orl7orl8orl9 or20or2l or22

or23 or24 or25o0r26or27or28or29or30o0r31or32or33

35 6and34
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For randomised controlled trials of anti-diarrhoeal drugs and eluxadoline:

1  irritable bowel syndrome.mp. or Colonic Diseases, Functional/ or Irritable Bowel

Syndrome/

2 irritable colon.mp.

3 IBS.mp.

4 spastic colon.mp.

5 (functional adj5 bowel).mp.

6 lor2or3or4or5

7  loperamide.mp.

8 immodium.mp.

9 eluxadoline.mp.

12 viberzi.mp.

13 7or8or9or10orllorl12

14 6and 13
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For randomised controlled trials of 5-HT3 receptors antagonists:

1  irritable bowel syndrome.mp. or Colonic Diseases, Functional/ or Irritable Bowel

Syndrome/

2 irritable colon.mp.

3 IBS.mp.

4 spastic colon.mp.

5 (functional adj5 bowel).mp.

6 lor2or3or4dor5

7  serotonin antagonists.mp. or Serotonin Antagonists/

8  Receptors, Serotonin/ or SHT3.mp.

9  5-HT3.mp. or Serotonin 5-HT3 Receptor Antagonists/ or Receptors, Serotonin, 5-HT?3/

10  alosetron.mp.

11  ramosetron.mp.

12 ondansetron.mp.

13 7or8o0r9or10or1lorl2

14 6and 13
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1

For randomised controlled trials of antibiotics:

irritable bowel syndrome.mp. or Colonic Diseases, Functional/ or Irritable Bowel

Syndrome/

10

11

12

13

14

15

16

17

18

irritable colon.mp.

IBS.mp.

spastic colon.mp.

(functional adj5 bowel).mp.

lor2or3or4or5

anti-bacterial agents.mp.

penicillins.mp.

cephalosporins.mp.

rifamycins.mp.

quinolones.mp.

nitroimidazoles.mp.

tetracycline.mp.

doxycycline.mp.

amoxicillin.mp.

ciprofloxacin.mp.

metronidazole.mp.

tinidazole.mp.
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19  antibiotic.mp.

20  rifaximin.mp.

21 7or8or9or10orllorl12or13orl14or15o0r16or 17 or 18 or 19 or 20

22 6or2l
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For randomised controlled trials of psychological therapies:

1  irritable bowel syndrome.mp. or Colonic Diseases, Functional/ or Irritable Bowel
Syndrome/

2 irritable colon.mp.

3 IBS.mp.

4 spastic colon.mp.

5 (functional adj5 bowel).mp.

6 lor2or3ordor5

7  behavior therapy.mp. or Behavior Therapy/

8  behaviour therapy.mp.

9 behavioral therapy.mp.

10  behavioural therapy.mp.

11 cognitive behavior therapy.mp. or Cognitive Therapy/
12 cognitive behavioral therapy.mp.

13 cognitive behaviour therapy.mp.

14 cognitive behavioural therapy.mp.

15

psychotherapy.mp. or Psychotherapy/ or Psychotherapy, Multiple/ or Psychotherapy,

Group/ or Psychotherapy, Brief/

16

17

relaxation therapy.mp. or Relaxation Therapy/

relaxation technique.mp.
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18  hypnosis.mp. or Hypnosis/

19  hypnotherapy.mp.

20  stress management.mp.

21 Contingency management.mp.

22 (Emotional awareness and expression training).mp.

23 Mindfulness meditation.mp.

24 Dynamic psychotherapy.mp.

25 7Tor8or9orl10orl1lorl12or13or14or15o0r16or 17 or 18 or 19 or 20 or 21 or 22

or 23 or 24

26 6and25
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Supplementary Table 1. Summary of Evidence from Randomised Controlled Trials of Dietary Therapies, Drugs, and Psychological

Therapies in Irritable Bowel Syndrome.

Intervention Number of Number of IBS Relative Risk of Remaining Recommendation Quality of
RCTs Patients Subtype Symptomatic (95% CI) Evidence

Ispaghula, but not bran, is effective in IBS 7 499 Not stated 0.83 (0.73 to 0.94) Strong Moderate

A low FODMAP diet may be effective in 11 658 Not stated 0.71 (0.61 to 0.83) Weak Very low

IBS

There is insufficient evidence to 2 111 Not stated 0.42 (0.11 to 1.55) Weak Very low

recommend a gluten-free diet in IBS

Certain probiotics may be effective in IBS

Combinations of probiotics 23 2327 Not stated 0.79 (0.70 to 0.89) Weak Very low
Lactobacillus 11 1233 Not stated 0.75 (0.60 to 0.94) Weak Very low
Bifidobacterium 5 1194 Not stated 0.80(0.70 t0 0.91) Weak Very low
Escherichia 2 418 Not stated 0.86 (0.79 to 0.93) Weak Very low
Loperamide may be effective for diarrhoea 2 42 IBS-D or 0.44 (0.14 to 1.42) Strong Very low
in IBS IBS-M
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Certain antispasmodics may be effective in
IBS
All antispasmodics 26 2811 Not stated 0.65 (0.56 to 0.76) Weak Very low
Otilonium 5 791 Not stated 0.70 (0.54 to 0.90) Weak Very low
Pinaverium 4 615 Not stated 0.56 (0.38 t0 0.82) Weak Very low
Hyoscine 3 426 Not stated 0.63 (0.51 t0 0.78) Weak Very low
Cimetropium 3 152 Not stated 0.38 (0.20 to 0.71) Weak Very low
Drotaverine 2 250 Not stated 0.31 (0.19 to 0.50) Weak Very low
Dicycloverine 1 97 Not stated 0.65 (0.45 t0 0.95) Weak Very low
Peppermint oil may be effective in IBS 8 823 Not stated 0.58 (0.34 t0 0.98) Weak Very low
Polyethylene glycol may be effective for 2 181 IBS-C Data not pooled Weak Very low
constipation in IBS
Tricyclic antidepressants are effective in 12 787 Not stated 0.65 (0.55 t0 0.77) Strong Moderate
IBS
Selective serotonin reuptake inhibitors may 7 356 Not stated 0.68 (0.51t0 0.91) Weak Low
be effective in IBS
Eluxadoline is effective in IBS-D
75mg b.i.d. 2 1619 IBS-D 0.89 (0.84 to 0.94) Weak Moderate
100mg b.i.d. 4 2312 IBS-D 0.87 (0.83t0 0.91) Weak Moderate
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5-HT; antagonists are effective in IBS-D

Alosetron 1mg b.i.d. 3 787 IBS-D 0.69 (0.60 to 0.80) Weak High

Ramosetron 2.5mcg o.d. 1 348 IBS-D 0.78 (0.67 t0 0.91) Weak Moderate

Rifaximin is effective in IBS-D or IBS-M 2 1260 IBS-D or 0.92 (0.86 to 0.98) Weak Moderate
IBS-M

Linaclotide is effective in IBS-C 5 3193 IBS-C 0.82 (0.78 to 0.87) Strong High

Lubiprostone is effective in IBS-C 2 452 IBS-C 0.87 (0.78 to 0.96) Strong Moderate

Plecanatide is effective in IBS-C

3mcg o.d. 3 1632 IBS-C 0.88 (0.82 to 0.94) Strong High
6mceg o.d. 2 1461 IBS-C 0.87 (0.81 t0 0.93) Strong High
Tenapanor is effective in IBS-C 3 1428 IBS-C 0.85 (0.79 t0 0.92) Strong High
Tegaserod is effective in IBS-C 3 2472 IBS-C 0.85 (0.80t0 0.91) Strong Moderate

IBS-specific cognitive behavioural therapy

may be effective in IBS

Face-to-face CBT 10 930 Not stated 0.62 (0.48 to 0.80) Strong Low
Self-administered/minimal contact CBT 4 434 Not stated 0.61 (0.45 t0 0.83) Strong Low
Group CBT 2 50 Not stated 0.41 (0.19 t0 0.91) Weak Low
Telephone-delivered CBT 1 373 Not stated 0.50 (0.29 to 0.84) Weak Low
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Gut-directed hypnotherapy may be 6 639 Not stated 0.67 (0.49t0 0.91) Strong Low

effective in IBS
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Supplementary Figure 1. Forest Plot of Randomised Controlled Trials of Fibre in IBS

in Terms of Effect on Global Symptoms or Abdominal Pain: Trial-based Meta-analysis.

Fibre Placebo or no treatment Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
1.1.1 Bran
Soltoft 1476 17 32 12 27 22% 1.20[0.70, 2.04] 1876 [ E—
Manning 1977 7 14 7 12 1.2% 0.86[0.42,1.74] 1977 . E—
Kruis 1986 29 40 28 40 7.9% 1.04 [0.78,1.37] 1986 -1
Lucey 1987 3 14 4 14 0.4% 0.75[0.20,2.78] 1987 E—
Rees 2004 G 14 7 14 1.0% 0.86[0.39,1.91] 2005 I
Bijkerk 2009 i3] g7 75 93 21.4% 0.84 [0.71,1.00] 2009 =
Subtotal (95% CI) 21 200 34.0% 0.90 [0.79, 1.03] &
Total events 128 133

Heterogeneity: Tau®=0.00; Chi*= 276, df=5{P=074) F=0%
Testfor overall effect: Z=1.47 (P=0.14)

1.1.2 Ispaghula

Ritchie 19749 T2 12 12 27% 0.60 [0.37,0.87] 1579

Longstreth 1981 17 ar 16 40 2.3% 1.15 [0.69,1.92] 1981 I ——
Arthurs 1983 11 40 14 38 1.4% 0.75[0.39,1.43] 1983 1
Migam 1984 13 21 ey ey 5.4% 0.63 [0.45, 0.88] 1984 —

Prior 1987 33 40 37 40 21.7% 0.88[0.75 1.058] 1887 —-
Jalihal 1990 20N 3 9 0.3% 0.55[0.11,2.59] 1990

Bijkerk 2009 60 85 75 93 M.2% 0.88 [0.74,1.04] 2009 -
Subtotal (95% CI) 246 253 54.9% 0.83[0.73,0.94] L 2

Total events 143 178

Heterogeneity: Tau®= 0.01; Chi*= 7.32, df= 6 (P = 0.29); F= 18%
Testfor overall effect: Z=2.80 (P = 0.005)

1.1.3 Linseeds

Cockerell 2012 9 27 g 13 1.3% 0.54 [0.27,1.07] 2012 S —

Subtotal (95% CI) 27 13 1.3% 0.54 [0.27, 1.07] e

Total events 9 g

Heterogeneity: Mot applicable

Testfor overall effect: Z=1.75 (P = 0.08)

1.1.4 Fibre (unspecified)

Fowlie 1992 10 15 T 24 1.0% 1.37 [0.62, 3.01] 18582 e e —
Subtotal (95% CI) 25 24 1.0% 1.37 [0.62, 3.01] —en i
Total events 10 7

Heterogeneity: Mot applicable

Testfor averall effect Z=0.79 (P =043

1.1.5 Rice bran

Kamiya 2014 16 20 18 20 8.8% 0.88 [0.68, 1.16] 2014 ™71
Subtotal (95% CI) 20 20 8.8% 0.89 [0.68, 1.16] e .

Total events 16 18

Heterogeneity: Mot applicable

Testfor averall effect Z=0.88 (P = 0.38)

Total (95% CI) 529 510 100.0% 0.87 [0.80, 0.94] [ ]

Total events 306 344
. = - - PhiE= - - Rz I } }
_I;!etf;ogeneltyl.lT?ru ;ZD._Dg,gﬂhlpfjnanenen,;ff 18 (P=053),F=0% 01 02 05 5 : 10
estioraverall @ E':_ - i - ) Favours fibre  Favours control
Testfor subgroup differences: Chi*= 3.99, df= 4 (P =041}, F=0%
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Gut

Supplementary Figure 2. Forest Plot of Randomised Controlled Trials of a Low

FODMAP Diet in IBS in Terms of Effect on Global Symptoms or Abdominal Pain:

Trial-based Meta-analysis.

Low FODMAP diet Control Risk Ratio Risk Ratio
Stucdy or Subgroup Events Total Events Total Weight M-H, Rand 95% Cl_Year M-H, Rand 95% CI
1.1.1 Low FODMAP diet versus NICE/BDA dietary advice
Bohn 2015 19 38 20 7T 124% 0.93[0.60,1.43) 2014 )
Eswaran 2016 27 50 26 42 19.3% 0.87 [0.62,1.24] 2016 -
FPatcharatrakul 2019 14 33 24 33 128% 0.63 [0.41, 0.96] 2019 e —
Zhang 2020 1 51 23 49 120% 0.88 [0.86,1.37] 2020 —_—
Subtotal (95% CI) 172 161  56.6% 0.82 [0.67, 1.01] <
Total events g2 93
Heterogeneity: Tau®=0.00; Chi*= 2.048, df= 3{F = 0.56);, F=0%
Test for averall effect Z=1.90 (P = 0.06)
1.1.2 Low FODMAP diet versus habitual diet
Staudacher 2012 4] 19 17 22 4.8% 0.41[0.20,082] 2012
Halmos 2014 3 13 G 17 1.7% 0.65 [0.20, 213 2014
Harvie 2017 3] 23 14 a7 3.9% 0.50[0.23,1.10] 2017 e —
Subtotal (95% CI) 55 66 10.4% 0.48 [0.30, 0.77] -
Total events 14 ar
Heterogeneity: Tau®=0.00; Chi*= 048 df=2{F =078} F=0%
Test for averall effect: Z=3.05 (P = 0.002)
1.1.3 Low FODMAP diet versus sham diet
Staudacher 2017 22 51 33 83 164% 0.69 [0.47, 1.01] 2017 —
Wilgon 2020 11 22 16 23 9.5% 0.72[0.44,1.18] 2020 i
Subtotal (95% CI) 73 76 25.9% 0.70 [0.52, 0.95] -
Total events 33 49
Heterogeneity: Tau®=0.00; Chi*= 001, df=1{F =091 F=0%
Testfor averall effect Z=2.30 (P =0.02)
1.1.5 Low FODMAP diet versus high FODMAP diet
Mcintosh 2016 7 20 16 20 58% 0.44[0.23, 0.83] 2016 _—
Subtotal (95% CI) 20 20 5.8% 0.44 [0.23, 0.83] —
Total events 7 16
Heterogeneity: Mot applicable
Testfor averall effect Z= 285 (P = 0.01)
1.1.6 FODMAP exclusion then FODMAP versus placebho
Hustoft 2017 2 g 4 7 1.3% 0.44 [011,1.71] 2017
Subtotal (95% CI) 8 7 13% 0.44[0.11,1.71] e ———
Total events 2 4
Heterogeneity: Mot applicable
Testfor averall effect Z=119{F =023
Total (95% CI) 328 330 100.0% 0.71[0.61, 0.83] <&
Total events 139 199
Heterogeneity: Tau®=0.00; Chi®= 9.96, df=10 (P = 0.44); F=0% -0.1 sz DTS ﬁ é 10‘

Testfor overall effect: Z=4.33 (P = 0.0001)
Testfor subaroup differences: Chi®= 7.33, df=4 {P=012), F= 45.4%

Favors low FODMAP diet Favors control
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Supplementary Figure 3. Forest Plot of Randomised Controlled Trials of Probiotics in

IBS in Terms of Effect on Global Symptoms or Abdominal Pain: Trial-based Meta-

.
analysis.
Probiotics Control Risk Ratio Risk Ratio

Study or Su Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
1.1.1 Combination
Kirn 20032 K 12 K 12 1.8% 1.08 [0.60, 1.95] 2003 e —
Kajander 2005 21 a2 34 51 4.4% 0.61[0.41, 0849 2004 —_
Enck 2008 47 148 92 148 5 6% 0.51 [0.39, 0 BE] 2008 _—
DrouaultHolowacz 2002 ek 53 Xl 52 51% 1.06[0.72,1.45] 2002 I
Hong 2009 16 26 17 34 2.4% 0.88[0.54, 1 46] 2009 I
Simren 2010 23 ar 27 3r 5.0% 0.85[0 62, 117] 2010 -1
Ringel-Kulka 2011 T 17 9 16 2.9% 115 [0.66 201] 2011 I
Sondergaard 2011 25 22 23 3z 5.4% 1.08[0.82,1.44] 2011 T
Cha 2012 12 25 22 25 4.2% 058 [0.39, 082 2012
Cui 2012 13 ar 16 23 3.2% 0.51[0.30,084] 2012 I —
Ko 2013 3 14 9 12 11% 0.28[0.10,082] 2013
Robers 2013 o a9z 67 9z 6.7% 1.04[0.28 1.24] 2012 T—
Begtrup 20132 32 67 28 64 5.0% 0.20[0.58, 1.11] 2012 ——
Yoon 2014 a 25 14 24 2.4% 0.51[0.27, 098 2014
Sisson 2014 B84 124 53 B2 6.8% 0.80 [0 69, 0.94] 2014 -
Ludidi 2014 17 21 12 149 4.2% 1.28[0.86,1.91] 2014 T
Lorenzo-Zuniga 2014 28 55 23 29 57% 0.87 [0.67,1.13] 2014 e
Jafari 2014 a a4 29 54 2.2% 0.28[014, 0455 2014
Yoon 2015 10 39 16 a2 2.4% 067 [0.35,1.30] 2014 —
Hod 2017 43 54 40 52 6.3% 1.06[0.86,1.209] 2017 -
Staudacher 2017 12 26 20 a7 2.8% 0.68[0.43, 1.05] 2017 T
Ishague 2018 120 181 158 1749 7 2% 0.75[067, 084 2018 -
Barraza-Ortiz 2020 T 18 14 18 4 0% 0.73[0.48 112 2020 I
Subtotal (95% CI) 1220 1107  100.0% 0.79 [0.70, 0.89] L
Total events 6ES 774
Heterogeneity: Tau® = 0.05; Chif= 72.02, df= 22 (P < 0.00001); F= B9%
Testfor overall effect: £= 3.80 (P = 0.0001)
1.1.2 Lactobacillus
Mobaek 2000 21 30 24 300 11.2% 0.84[063,112] 2000 T
Miedzielin 2001 il 20 17 20 9.0% 0.65[0.42,1.00] 2001 —
Sinn 2002 4 20 12 20 41% 0.31[0.12 078 2002
Ducrotte 2012 61 108 105 106 127% 0.57 [0.48, 0.67] 2012 -
Farup 2012 B 9 3 T 3.8% 1.56[0.59,411] 2012 -1
Dapoigny 2012 19 28 16 26 9.8% 1.189[0.81,1.74 2012 T
Lyra 2016 183 260 94 131 121% 1.03[0.91,118] 2016 .
Thiissen 2016 25 a4 249 41 10.9% 0.91 [0.67,1.23] 2016 I
Shin 2018 12 30 16 30 7a% 0.75[0.43,1.30] 2018 I
Qh 20189 T 28 16 a7 ST% 0.42[0.21,086] 20189 e
Martani 2020 55 113 95 11z 12.3% 0.57 [0.47,0.70] 2020 -
Subtotal (95% CI) 683 550 100.0% 0.75 [0.60, 0.94] -
Total events 429
Heterogeneity, Tau®= 0.10; Chif= 5651, df= 10 (P = 0.00001), F=22%
Testfor overall effect: Z= 2.3 (P = 0.01)
1.1.3 Bifidobacteritnm
Wihoreell 2006 142 270 54 892 21.0% 0.90[0.74,1.11] 2006 =
Guglielmetti 2011 26 60 49 62 122% 0.55[0.40,0.75] 2011 —_—
Pinto-Sanchez 2017 a 22 14 22 4.3% 0.64 [0.36, 1 16] 2017 —
Andresen 2020 147 2 179 222 332% 0.82[0.74, 092 2020 -
Martani 2020 an 111 95 112 20.3% 0.85[0.74, 092] 2020 ——
Subtotal (95% CI) 684 510 100.0% 0.80 [0.70, 0.91] L 2
Total events 405 391
Heterogeneity. Tau®= 0.01, Chif= 8.09, df= 4 (P = 0.08), F=51%
Testfor overall effect: 2= 3.41 {F = 0.0006)
1.1.4 Saccharomyces
Pineton de Chambrun 2015 46 100 56 100 32 6% 0.82[062, 108 2014 —
Spiller 2016 135 182 140 187  3245% 0.94 [0.23, 1.06] 2016 -
Helo 2019 47 77 123 170 32.8% 0.37[0.28,048] 2019 ——
Subtotal (95% CI) 469 457 100.0% 0.66 [0.36, 1.21] e
Total events 228 3149
Heterogeneity, Tau® = 0.27; Chif= 46,70, df= 2 {P < 0.00001); F= 96%
Testfor overall effect: Z=1.35(F=0.18)
1.1.5 Eschericiia
Enck 2008 121 148 143 150 92.09% 0.86[0.79, 093] 2009 -
Kruis 2012 ek 60 37 [=0) T1% 0.88 [0.66,1.21] 2012 e
Subtotal (95% CI) 208 210 100.0% 0.86 [0.79, 0.93] +
Total events 154 180
Heterogeneity: Tau®= 0.00; Chi*=0.08, df=1 (P = 0.78); *= 0%
Testfor overall effect: Z= 3.65 (P = 0.0003)
1.1.6 Strepfococcus
Gade 1989 0 32 19 22 1000% 0.72[0.53,0.99] 1889 t
Subtotal (95% CI) 32 22 100.0% 0.72[0.53, 0.99]
Total events 20 149
Heterogeneity: Mot applicable
Testfor overall effect: Z= 2.01 (P = 0.04)
1.1.7 Clostridium
Sun 2018 58 108 BE 85 100.0% 0.80 [0 64, 0.949] 2018 !
Subtotal (95% CI) 105 95 100.0% 0.80 [0.64, 0.99]
Total events 58 66
Heterogeneity: Mot applicable
Testfor overall effect: 2= 2.06 (P = 0.04)

01 oz : :

Testfor subaroup differences: Chif= 3.65, df=6(P=072), F=0%

05 2
Favours probiotics Favours control
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Supplementary Figure 4. Forest Plot of Randomised Controlled Trials of

Antispasmodics in IBS in Terms of Effect on Global Symptoms or Abdominal Pain:

Trial-based Meta-analysis.

Antispasmodics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI__Year M-H, Random, 95% CI
1.1.1 O m
Darienzo 1980 1 14 4 14 05% 0.25[0.03,1.97] 1980
Baldi 1983 3 15 715 15% 0.43[0.14,1.35] 1983 —
Castiglione 1991 8 20 20 30 3.3% 0.40(0.21, 0.6] 1991 _—
Glende 2002 99 157 124 180 7.3% 0.81 [0.70,0.94] 20032 —
Clave 2011 62 170 g1 177 6.3% 0.76 [0.59, 0.98] 2011 —
Subtotal (95% CI) 395 396  18.8% 0.70 [0.54, 0.90] -
Total events 173 236
Heterogeneity: Taum= 0.03; Ghi®= 7.14, tf= 4 (P = 0.13), 44%
Test for overall effect Z= 2.83 (P = 0.005)
1.1.2 Pinaverium
Lewy 1977 5 25 18 25 28% 0.33 (016, 0.70] 1977
Delmont 1981 5 20 13 30 24% 0.46 [0.20,1.05] 1981 r
wirat 1987 14 39 25 38 45% 0.54 [0.34, 0.87] 1987 —_—
Zheng 2016 135 218 174 209 7.4% 0.74 [0.66,0.84] 2015 —
Subtotal (95% CI) 312 303 17.0% 0.56 [0.38, 0.82] i
Total events 181 231
Heterogeneity: Tau== 0.09; Ghi*= 7.73, df= 3 (P = 0.05); F= 61%
Testfor overall effect Z= 3.00 (P = 0.003)
1.1.3 Hyoscine
Ritchie 1979 8 12 12 1z 50% 0.58 [0.45,1.02] 1978 —
Migam 1984 11 21 21 21 50% 0.53 [0.36,0.80] 1984 _—
Schafer 1990 44 182 64 178  5.8% 0.57 [0.49,0.93] 1990 —_—
Subtotal (95% CI) 215 211 15.8% 0.63 [0.51, 0.78] -
Total events 63 a7
Heterogeneity: Tau®= 0.00; Chi*= 0.04, df= 2 (P = 0.62); 7= 0%
Test for overall eflect Z= 4.18 (P = 0.0001)
1.1.4 Cimetropium
Centonze 1988 4 24 19 24 21% 0.21[0.08,0.53] 1988
Passarett 1883 7 20 12 0 30% 0.58[0.20,1.17] 1838 —
Dobrilla 1980 4 a5 1M1 35 17% 0.36(0.13,1.03] 1990
Subtotal (95% CI) 79 79 6.8% 0.38 [0.20, 0.711 ——
Total svents 15 4z
Heterogeneity: Tau®= 0.12Z; Chi*= 318, df= 2 (P = 0.20); I*= 37%
Testfor overall effect Z= 3.02 (F = 0.002)
1.1.5 Trimebutine
Moshal 1979 3 10 4 10 13% 0.75[0.22,2.53] 1978
Fielding 1980 17 20 13 30 a1% 1.31[0.78,2.18] 1980 —
Ghidini 1836h ] 30 100 30 28% 0.80[0.37,1.74] 1938 —
Subtotal (95% CI) 70 70 81% 1.08 [0.72, 1.61] .
Total events 28 27
Heterogeneity: Taum= 0.00; Ghi®= 1.48, df= 2 (P = 0.48); *= 0%
Test for overall effect Z= 0.36 (P = 0.72)
1.1.6 Drotave:
Misra 2000 3 35 22 35  34% 0.41 [0.22, 0.78] 2000 EE—
14 87 59 93 43% 0.25[0.15, 0.4 2014 —_—
% Cl) 122 128 7.0% 0.31[0.19, 0.50] i
Total events 23
Heterogeneity: Tau™= 0.03; Chi®=1.41, df=1 (P = 0.24); *= 28%
Test for overall effect Z= 4.88 (P < 0.00007)
1.1.7 Alverine
Mitchell 2002 26 53 3 54 54% 5 [0.80,1.22] 2002 —1
Subtotal (95% Cl) 53 54 5.4% 0.85 [0.60, 1.22] -
Total events 26 £l
Heterogeneity: Mot applicable
Test for overall effect Z= 0.86 (P = 0.39)
1.1.8 Mebeverine
Kruis 1986 38 40 25 40 B5% 2510.89,1.58] 1986
Subtotal (95% CI) a0 40 6.5% 1.25 [0.99, 1.58] -
Total svents 35 28
Heterogeneity: Mot applicable
Test for overall effect Z=1.87 (F = 0.06)
1.1.9 Rociverine
Ghidini 18863 11 20 10 30 3.0% 1.10[0.55, 2.18] 1988 —_—Y
Subtotal (95% CI) 30 30 3.0% 1.10 [0.55, 2.19] ———
Total events 1 10
Heterageneity: Mot applicable
Test for overall effect Z= 0.27 (P = 0.79)
1.1.10 Prifinium
Piai 1979 3 a [ 3 1.7% 0.50[0.18,1.40] 19789
Subtotal (95% CI) 9 8 17% 0.50 [0.18, 1.40]
Total events [
Heterogeneity: Mot applicable
Testfor overall effect Z=1.32 (P = 0.19)
1.1.11 Pirenzipine
Gilvarry 1088 7 12 5 12  28% 7 [0.56, 2.45] 1889 —_—
Subtotal (95% CI) 12 12 2.8% 1.17 [0.56, 2.45] ———
Total svents d 5
Heterogeneity: Mot applicable
Testfor overall effect Z= 0.41 (F = 0.68)
1.1.12 Dicyicoverine
Page 1981 21 48 33 48 53% 0.55 [0.45, 0.95] 1981 —_—
Subtotal (95% CI) 48 49 5.3% 0.65 [0.45, 0.95] —~—
Total events 21 33
Heterageneity: Mot applicable
Test for overall eflect Z= 2.25 (P = 0.02)
1.1.13 Propinox
Pulpeiro 2000 4 39 3 3B 1.0% 1.23 [0.30,5.13] 2000
Subtotal (95% CI) 39 36 1.0% 1.23 [0.30, 5.13] e ———
Total events 4 3
Heterogeneity: Mot applicable
Testfor overall effect Z= 0.29 (P = 0.78)
Total (95% CI) 1424 1317 100.0% 0.65 [0.56, 0.76] >
Total events 570 831
Heterogeneity: Tau== 0.08; Chi*= 82.70, df= 26 (P < 0.00001); I*= 68% by T

Testfor overall effect: Z=5.42 (P < 0.00001}

Test for subgroup differences: Chi*= 48,15, df= 132 (P = 0.00001}, IF= 75.6%

0.2 0.5 2
Favors antispasmodics Favors placebo
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Supplementary Figure 5. Forest Plot of Randomised Controlled Trials of Peppermint
Oil in IBS in Terms of Effect on Global Symptoms or Abdominal Pain: Trial-based

Meta-analysis.

Peppermint oil Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Rand 95% CI
Lech 1988 10 23 18 24 126% 0.58 [0.34,0.98] 1988
Liu 1997 14 54 34 85 127% 0.41 [0.25,0.68] 1997
Capanni 2005 18 91 a6 a7 13.0% 0.31 [0.20,0.48] 2005 Ea—
Cappello 2007 10 28 19 28 123% 0.55[0.31,0.96] 2007 e —
Merat 2010 31 45 39 45 14.0% 0.79[0.63,1.00] 2010 —
Cash 2016 3 35 7 7 TE% 0.45[0.13,1.62] 2016
Mosaffa-Jahromi 2016 19 40 26 40 133% 0.73[0.49,1.09] 2016 —
Weerts 2019 118 124 61 G4 14.3% 0.99 [0.92,1.06] 2019 -+
Total (95% CI) 442 381 100.0% 0.58 [0.34, 0.98] s
Total events 223 260
Heterogeneity: Tau®= 0.40; Chi*= 15077 df=7 (P = 0.00001); = 95% b.1 072 075 é é 10'

Testfor overall effect Z=2.05 (P =0.04) Favors peppermint oil Favors placebo
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Supplementary Figure 6. Forest Plot of Unlicensed or “Traditional” Treatments in IBS

in Terms of Effect on Global Symptoms: Network Meta-analysis.

Comparison: other vs 'Placebo’

Treatment (Random Effects Model) RR 95%-Cl P-Score
Peppermint oil —— 063 [0.48;0.83] 0.84
TCAs —i— 066 [053;083] 077
Antispasmodics —— 0.76 [0.64,090] 052
Ispaghula husk —— 0.78 [0.59;1.02] 0.48
SSRIs —a— 081 [059;1.11] 042
Alpha-2-delta ligand agents | : 32 0.84 [0.46;1.54] 0.39
04 075 1 15

Favours experimental Favours placebo
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Supplementary Figure 7. Forest Plot of Unlicensed or “Traditional” Treatments in IBS

in Terms of Effect on Abdominal Pain: Network Meta-analysis.

Comparison: other vs 'Placebo’

Treatment (Random Effects Model) RR 95%-Cl P-Score

TCAs = 053 [0.34;083] 0387

Antispasmodics —B— 0.64 [0.49;0.84] 070

Peppermint oil = — 0.64 [0.44;093] 069

SSRIs —— 0.82 [0.58;1.16] 0.37

Ispaghula husk | : = | 0.88 [0.57;1.38] 0.28
0.3 075 1 15

Favours experimental Favours placebo
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Supplementary Figure 8. Forest Plot of Randomised Controlled Trials of Tricyclic

Antidepressants and Selective Serotonin Reuptake Inhibitors in IBS in Terms of Effect

on Global Symptoms or Abdominal Pain: Trial-based Meta-analysis.

Antidepressants Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
1.1.1 Tricyclic antidepressants
Heefner 1878 10 22 12 22 43% 0.83[0.46,1.91] 1978 —
hdyren 1882 g 30 10 3 20% 0.52[0.20,1.33] 1982 -
Migam 1984 14 21 il 21 9.4% 0.67 [0.50, 0.92] 1984 —_—
Boerner 1988 16 42 19 41 5.4% 0.82 [0.50,1.36] 1988 1
Bergmann 1991 ] 149 14 16 28% 0.30[0.14, 0.685] 1991
Wij 1991 14 24 20 28 73% 0.70[0.47,1.04] 1991 —
Drassman 2003 60 115 36 57 106% 0.83[0.63,1.08] 2003 T
Yahedi 2008 g 27 16 27T 3T% 0.50[0.26, 0.97] 2008 e —
Talley 2008 0 18 5 16 03% 0.081[0.00,1.36] 2008 *
Abdul-Baki 2009 34 549 36 48 104% 0.77[0.58,1.01] 2009 -]
Ghadir 2011 14 38 20 24 B.3% 0.44 [0.28,0.70] 2011 e
Agoger 2017 G 20 15 23 3% 0.46[0.22, 0.96] 2017
Subtotal (95% CI) 436 351 65.8% 0.65 [0.55, 0.77] L 2
Total events 186 224
Heterogeneity: Tau*= 0.03; Chi*=16.61, df=11 (P=012); F=34%
Testfor overall effect: Z= 4.90 (P < 0.00001)
1.1.2 Selective serotonin re-uptake inhibitors
Kuiken 2003 9 15 12 i 4.3% 0.83[0.45 1.51] 2003 I E—
Tabas 2004 24 44 36 46 97% 0.73[0.54,0.98] 2004 I
Wahedi 2005 4] 22 19 22 3.4% 0.32[0.16, 0.64] 2005
Tack 2006 ] 11 1 12 36% 0.50[0.25, 0.97] 2006 I —
Talley 2008 ] 17 ] 16 1.7% 0.94[0.33, 2.65] 2008
Masand 2009 14 36 26 36 6E% 0.58[0.37, 0.89] 2009 .
Ladabaurn 2010 14 27 12 27 80% 1.25[0.73,2.15] 2010 —
Subtotal (95% CI) 176 180  34.2% 0.68 [0.51, 0.91] e
Total events a0 121
Heterogeneity, Tau*= 0.07; Chi*=11.85, df= 6 (P = 0.07); F= 49%
Test for overall effect: Z= 257 (P =0.013
Total (95% CI) 612 531 100.0% 0.66 [0.57, 0.76] L 2
Total events 266 3458
Heterogeneity, Tau®= 0.03; Ghi*= 28.37, df= 18 (P = 0.06); F= 37% TR Y 3 0

Test for overall effect £= 563 (P < 0.00001)

Testfor subaroup differences: Chi*= 0.06, df=1 {P =080, F=0%

Favors antidepressants  Favors placebo
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Supplementary Figure 9. Forest Plot of Randomised Controlled Trials of Tricyclic

Antidepressants and Selective Serotonin Reuptake Inhibitors in IBS in Terms of Effect

on Abdominal Pain: Trial-based Meta-analysis.

Antidepressants Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewvents Total Weight M-H, Random,95% Cl Year M-H, Rand 95% CI
1.2.1 Tricyclic antidepressants
Heefner 1878 10 22 12 22 135% 0.83[0.46,1.91] 1978 —
Wij 1951 15 25 22 25 180% 0.68[0.48, 0.97] 1991 —
Yahedi 2008 2 14 7 14 50% 0.29[0.07,1.14] 2008 +
Ghadir 2011 14 38 20 24 161% 0.44 [0.28,0.70] 2011 e —
Subtotal (95% CI) 99 85 52.5% 0.59[0.42, 0.83] -
Total events 41 fi1
Heteropeneity: Tau®= 0.04; Chi®= 4.64, df= 3 (P = 0.20); F= 35%
Test for overall effect: Z=3.02 (P =0.002)
1.2.2 Selective serotonin re-uptake inhibitors
kuiken 2003 10 17 16 16 17.1% 0.60[0.40,0.90] 2003 -
Tabas 2004 il 44 7 46 186% 1.16[0.85,1.599] 2004 I
Wahedi 2004 G 22 19 22 M7% 0.32[0.16, 0.64] 2005 —
Subtotal (95% CI) 83 84  47.5% 0.64[0.32, 1.27] ——nii——
Total events 46 62
Heterogeneity: Tau= 0.31; Chi*= 14.38, df= 2 (F = 0.0008); I = 86%
Test for overall effect Z=1.28 (P =0.20)
Total (95% CI) 182 169 100.0% 0.62 [0.43, 0.88] e
Total events a7 123
Heterogeneity: Tau®= 0.15; Chi®=21.75, df=6 (P = 0.001); F=72% -0.1 052 0‘5 ﬁ é 10-

Test for overall effect: Z= 268 (P = 0.007)
Test for subgroun differences: Chi®= 0.04, df=1 (P =085, F=0%

Favors antidepressants  Favors placebo
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Supplementary Figure 10. Forest Plot of Randomised Controlled Trials of 5-HT3
Antagonists, Eluxadoline, and Rifaximin in IBS in Terms of Effect on a Composite

Endpoint of Improvement in Abdominal Pain and Stool Consistency: Network Meta-

analysis.
Comparison: other vs 'Placebo’
Treatment (Random Effects Model) RR 95%-Cl P-Score
Alosetron 1mg bid - 069 [0.60;080] 097
Ramaosetron 2.5mcg od — 078 [067,091 079
Eluxadoline 100mg bid . 3 0.87 [0.83;0.91] 055
Eluxadoline 75mg bid - 089 [0.84;094] 042
Rifaximin 550mg tid _|._ | 092 [0.86;098] 026

0.5 09 1 11

Favours experimental Favours placebo
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Supplementary Figure 11. Forest Plot of Randomised Controlled Trials of 5-HT3
Antagonists, Eluxadoline, and Rifaximin in IBS in Terms of Effect on Global

Symptoms: Network Meta-analysis.

Comparison: other vs 'Placebo’

Treatment (Random Effects Model) RR 95%-Cl P-Score
Alosetron 1mg bid —— 062 [051;076] 096
Ramasetron 2 5mcg od —— 074 [060;091] 068
Ramosetron 5meg od —il— 0.76 [0.66;0.88] 0.62
Eluxadoline 100mg bid —il— 0.78 [0.68;090] 056
Eluxadoline 75mg bid —— 0.81 [068;098] 045
Rifaximin 550mg tid : —lI—— | 091 [0.77;1.07] 021
05 09 1 11

Favours experimental Favours placebo
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Supplementary Figure 12. Forest Plot of Randomised Controlled Trials of 5-HT3
Antagonists, Eluxadoline, and Rifaximin in IBS in Terms of Effect on Stool

Consistency: Network Meta-analysis.

Comparison: other vs 'Placebo’
Treatment (Random Effects Model) RR 95%-Cl P-Score

Alosetron 1mg bid — 0.70 [0.60;0.81 0.93
Ramosetron Smcg od —i— 078 [0.71,085 068
Rifaximin 550mg tid — 0.76 [0.68;089] 065
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Supplementary Figure 13. Forest Plot of Randomised Controlled Trials of 5-HT3
Antagonists, Eluxadoline, and Rifaximin in IBS in Terms of Effect on Abdominal Pain:

Network Meta-analysis.

Comparison: other vs 'Placebo’
Treatment (Random Effects Model) RR 95%-Cl P-Score

Ramosetron 2.5mcg od — & 0.75 [065,085 094
Ramaosetron 5mcg od —i— 082 [07¥5,089 076
Alosetron 1mg bid - 0.83 [0.78;0.88] 072
Alosetron 0.5mg bid 0.85 [066;,1.06] 059
Eluxadoline 100mg bid —— 0.89 [0.83;096] 046
i [
_._ [

Rifaximin 550mg tid 095 [089;101] 025
Eluxadoline 75mg bid — | 095 [088;104] 023
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Supplementary Figure 14. Forest Plot of Randomised Controlled Trials of Linaclotide,
Lubiprostone, Plecanatide, Tenapanor, and Tegaserod in IBS in Terms of Effect on a
Composite Endpoint of Improvement in Abdominal Pain and an Increase of >1
Complete Spontaneous Bowel Movements Per Week from Baseline: Network Meta-

analysis.

Comparison: other vs 'Placebo’

Treatment (Random Effects Model) RR 95%-Cl P-Score
Linaclotide 290 mcg —— 0.82 [0.78;0.87] 0.88
Tegaserod 6 mg —— 0.85 [0.80;0.91] 061
Tenapanor 50 mg —H— 0.85[0.79;092] 060
Lubiprostone 8 mcg — 0.87 [0.78;096] 051
Plecanatide 6 mg —i— 0.87 [0.81;093] 049
Plecanatide 3 mg | —ll— | 0.88 [0.82;0.94] 042
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Supplementary Figure 15. Forest Plot of Randomised Controlled Trials of Linaclotide,

Lubiprostone, Plecanatide, and Tenapanor in IBS in Terms of Effect on Abdominal

Pain: Network Meta-analysis.

Comparison: other vs 'Placebo’

(Random Effects Model) RR 95%-Cl P-Score
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Supplementary Figure 16. Forest Plot of Randomised Controlled Trials of Linaclotide,
Lubiprostone, Plecanatide, and Tenapanor in IBS in Terms of an Increase of >1

Complete Spontaneous Bowel Movements Per Week from Baseline: Network Meta-

analysis.
Comparison: other vs 'Placebo’
Treatment (Random Effects Model) RR 95%-Cl P-Score
Linaclotide 290 mcg —l— 0.75 [0.67;0.84] 0.81
Linaclotide 500 mcg — 077 [064,094] 072
Tenapanor 50 mg —— 0.82 [0.70;096] 056
Plecanatide 6 mg i 0.85 [067;1.07] 048
Linaclotide 250 mcg = 0.86 [0.66;1.13] 044
Plecanatide 3 mg | | & | 0.86 [0.68;1.09] 043
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Supplementary Figure 17. Forest Plot of Randomised Controlled Trials of Linaclotide,
Lubiprostone, Tegaserod, and Tenapanor in IBS in Terms of an Improvement in

Abdominal Bloating: Trial-based Meta-analysis.

Pharmacological therapies Placebo Risk Ratio Risk Ratio
Study or Subgroup Fvents Total Fvents Total Weight M-H, Rand 95% Cl_Year M-H, Rand 95% CI
1.1.1 Lubiprostone 8mcg b.i.d.
Chang 20163 115 164 51 80 49.3% 0.921[079,1.08] 2016
Chang 2016b a1 139 72 87 507% 079068, 092 2016 L s
Subtotal (95% CI) 303 167 100.0% 0.85 [0.74,0.99] &
Total events 206 133
Heterogeneity: Tau®=0.01; Chi®=1.79, df=1 (P =0.18); F= 44%
Test for overall effect: Z= 213 {P=0.03)
1.1.2 Linaclotide 290mcg o.d.
Chey 2012 230 402 307 403 30.7% 0.75 (068,083 2012 -
Rao 2012 230 406 279 397 27 4% 0.81 072,090 2012 -
Yang 2018 203 417 255 422 19.8% 081 (071,091 2018 -
Chang 2020 174 306 238 308 221% 077 [0.69,0.87] 2020 -
Subtotal (95% CI) 1531 1530 100.0% 0.78 [0.74,0.83] +
Total events 837 1067
Heterogeneity: Tau®=000; Chi*=118 df =3 (P=0.76); F=0%
Test for overall effect: Z= 8.65 (P = 0.00001)
1.1.3 Tenapanor 50mg h.i.d.
Chey 2017 39 a9 53 90 T1% 0.74 [0.56,1.000 2017 —
Chey 2020 203 319 228 30 523% 087 [0.78,0.97] 2020 L
Chey 2021 180 306 211 34 407% 0.88[0.78, 099 2021 Ld
Subtotal (95% CI) 714 714 100.0% 0.86 [0.80, 0.93] 12
Total events 422 480
Heterageneity: Tau®=0.00; Chi*=1.10, df=2 (P =0.58); F=0%
Test for overall effect: Z= 3.69 (P =0.0002)
1.1.4 Tegaserod 6mg h.i.d.
B351 (unpublished) 142 244 167 240 18.0% 0.84 10.73, 0.96] -
Muller-Lissner 2001 142 234 164 235 18.6% 0.87 [0.76,0959] 2001 -
Mawick 2002 230 TET 243 TAZ O147% 0.93[0.80,1.08] 2002 =
Tack 2005 1085 2135 314 525 487% 0.83[0.76,0.900 2005 |
Subtotal (95% CI) 3380 1752 100.0% 0.85 [0.80, 0.90] (]
Total events 1569 aa8
Heterogeneity: Tau®= 0.00; Chi*= 2.03, df= 3 (F = 0.57); F= 0%
Test for overall effect: Z= 5.54 {P = 0.00001})
| \ \ \ \ )
010z 05 2 5 10
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Testfor subgroup differences: Chi= 619, df= 3 (P= 0100, F= 51.5%
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Supplementary Figure 18. Forest Plot of Randomised Controlled Trials of Tegaserod in

IBS in Terms of Effect on Global Symptoms or Abdominal Pain: Trial-based Meta-

analysis.
5-HT4 agonists Placeho Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, R 95% Cl_ Year M-H, R: 95% C1
E307 {unpublished) 336 a60 180 285 10.9% 0.95[0.65, 1.06] -
E351 {unpublished) 384 532 208 267 13.3% 0.93[0.65,1.01] -
Hamling 1898 {B202) 47 g5 29 a8 3.9% 0.72[0.56,0.94] 1998 —
Langaker 1998 (B251) 292 434 a5 113 9.9% 0.89[0.79,1.01] 1998 ]
Muller-Lissner 2001 {83013 318 593 189 288 10.8% 0.82[0.73,0.91] 2001 -
Movick 2002 433 TBY 460 T4Z O 13.2% 0.92[0.684,1.000 2002 =
Kellow 2003 a1 258 121 261 4.9% 0.67[0.54, 0.84] 2003 I
Myhlin 2004 197 327 230 320 108% 0.84 [0.75,0.94] 2004 -
Tack 2005 10487 2135 IME 828 13.4% 0.82[0.76,0.89] 2005 -
Harish 2006 g 20 10 20 0.4% 0.50[0.21,1.200 2006 —
Chey 2008 141 328 204 332 82.5% 0.75[0.65, 0.86] 2008 -
Total (95% CI) 6041 3201 100.0% 0.85 [0.80, 0.90] +
Total events 330 2032

. a _ | = | \ \ \ )
Heterogeneity: Tau®=0.00; Chi*=23.09, di=10{FP =0.01), F=47% '0.1 sz 0'5 ﬁ 10'
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Supplementary Figure 19. Forest Plot of Randomised Controlled Trials of Linaclotide,
Lubiprostone, Tegaserod, and Tenapanor in IBS in Terms of an Improvement in

Abdominal Bloating: Network Meta-analysis.

Comparison: other vs 'Placebo’

Treatment (Random Effects Model) RR 95%-Cl P-Score
Linaclotide290 mcg  —l— 0.78 [0.74;0.83] 097
Lubiprostone 8 mcg = 085 [0.76;095] 054
Tegaserod 6 mg —— 0.85 [0.80;0.90] 0.54
Tenapanor 50 mg —i— 0.86 [0.80;093] 045
[ | | |
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Supplementary Figure 20. Forest Plot of Randomised Controlled Trials of Psychological

Therapies in IBS in Terms of Effect on Global Symptoms or Abdominal Pain: Network

Meta-analysis.

Treatment

Comparison: other vs 'Waiting list control'
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Stress management
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Supplementary Figure 21. Forest Plot of Randomised Controlled Trials of Psychological

Therapies in IBS in Terms of Effect on Global Symptoms or Abdominal Pain in

Patients with Refractory Symptoms: Network Meta-analysis.

Comparison: other vs 'Routine care'

Treatment (Random Effects Model) RR 95%-Cl P-Score
Group CBT 0.05 [0.00,0.85] 096
CBT via the telephone —- 0.46 [0.33;066] 079
Contingency management —a— 045 [025;083] 076
Hypnotherapy —®—| 054[033;,091 067
CBT via the internet - | 058042081 058
Self-administered/minimal contact CBT —®— 059 [034;1.03] 057
Dynamic psychotherapy - | 062[046;083] 052
Waiting list control —&—— (062 [033;119] 050
Face-to-face CBT —&— 069 [045;1.07] 0.39
Stress management —— 0.71[045;1.14] 038
Group hypnotherapy — 073[048;111] 034
Group multicomponent psychological therapy —&— (079[047;130] 029
Education/support | —ll—“ 0.84 [051;1.37] 0.19
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Supplementary Figure 22. Forest Plot of Randomised Controlled Trials of Psychological

Therapies in IBS in Terms of Effect on Global Symptoms or Abdominal Pain at 12-

month Follow-up: Network Meta-analysis.

Comparison: other vs 'Routine care’

Treatment (Random Effects Model) RR  95%-Cl P-Score
CBT via the telephone — 0.53 [0.43; 0.65]
Self-administered/minimal contact CBT = 0.61 [0.41;0.90]
Group hypnotherapy —_— 0.66 [0.48; 0.89]
Hypnotherapy — 0.66 [0.47;0.93]
Face-to-face CBT = 0.68 [0.46; 1.00]
CBT via the internet —— 0.70 [0.59; 0.84]
Stress management = 0.73 [0.48;1.12]
Education/support —a——r 0.79 [0.56; 1.11]
Relaxation therapy or training —M— 0.83 [0.73; 0.95]
Face-to-face multicomponent psychological therapy —i— 0.83 [0.71; 0.98]
Dynamic psychotherapy ——®— 1 0.86 [063;1.16]
Multicomponent psychological therapy via the telephone —— 0.85 [0.70; 1.03]
Contingency management ; —ll——” 0.89 [0.63; 1.26]
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