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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.

For randomised controlled trials of eradication therapy for H. pylori-positive

functional dyspepsia:

1 exp Dyspepsia/

2 dyspep* or "NUD" or "FD"

3 indigestion or indigestive

4 lor2or3

5 exp helicobacter

6  exp helicobacter infections

7  exp helicobacter pylori

8 helicobacter or pylori or pyloridis or "HP" or Campylobacter

9 Sor6or7or8
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10 4and9

11 randomized controlled trial

12 controlled clinical trial.pt

13 random*

14 placebo

15 drug therapy

16 trial

17  groups

18 1lorl12orl13orl14orl15o0r16or17

19  exp animals/ not

20 18 not 19

21 10and 20

For randomised controlled trials of drugs for functional dyspepsia:

1 dyspepsia.mp. or Dyspepsia/

2 dyspep$.mp.

3 lor2

4 Antidepressive Agents, Second-Generation/ or Antidepressive Agents/ or

venlafaxine.mp. or Serotonin Uptake Inhibitors/
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5  psychotropic drugs.mp. or Psychotropic Drugs/

6 antidepressive agents.mp. or Antidepressive Agents/

7  Antidepressive Agents, Tricyclic/ or Desipramine/ or tricyclic.mp. or Nortriptyline/ or

Serotonin Uptake Inhibitors/ or Imipramine/

8 desimipramine.mp.

9  doxepin.mp. or Doxepin/

10 dothiepin.mp. or Dothiepin/

11  Amitriptyline/ or amitryptiline.mp.

12 paroxetine.mp. or Paroxetine/

13 sertraline.mp. or Sertraline/

14 fluoxetine.mp. or Fluoxetine/

15 citalopram.mp. or Citalopram/

16  trimipramine.mp. or Trimipramine/

17  desipramine.mp. or Desipramine/

18  imipramine.mp. or Imipramine/

19  nortiptyline.mp. or Nortriptyline/

20  venlafaxine.mp.

21  duloxetine.mp.

22 escitalopram.mp.
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23

24

25

26

27

28

29

30

31

32

33

34

35

36

37

38

39

40

41

Sulpiride/ or levosulpiride.mp.

mirtazapine.mp.

pregabalin

gabapentin

Histamine 2 receptor antagonists.mp.

Histamine-2 receptor antagonists.mp.

H2 receptor antagonists.mp.

H-2 receptor antagonists.mp.

famotidine.mp.

nizatidine.mp.

ranitidine.mp.

cimetidine.mp.

proton pump inhibitors.mp.

PPIs.mp. 35 omeprazole.mp.

esomeprazole.mp.

lansoprazole.mp.

dexlansoprazole.mp.

rabeprazole.mp.

pantoprazole.mp.

Black CJ, et al. Gut 2022;0:1-27. doi: 10.1136/gutjnl-2022-327737



Supplemental material

BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance
placed on this supplemental material which has been supplied by the author(s) Gut

42  zantac.mp.

43  tagamet.mp.
44 losec.mp.

45  prilosec.mp.
46  zoton.mp.

47  nexium.mp.

48  pariet.mp.

49  protium.mp.
50  mosapride.mp.
51 itopride.mp.
52 Ganaton.mp.
53 acotiamide.mp.
54 Acofide.mp.
55 tegaserod.mp.
56  zelnorm.mp.
57

Reuptake Inhibitors/
58

HT1A/

serotonin norepinephrine reuptake inhibitors.mp or Serotonin and Noradrenaline

Serotonin 5-HT1 Receptor agonists/ or tandospirone.mp or Receptor, Serotonin, 5-

Black CJ, et al. Gut 2022;0:1-27. doi: 10.1136/gutjnl-2022-327737



BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance
Supplemental material placed on this supplemental material which has been supplied by the author(s) Gut

59. buspirone.mp or Buspirone/

60 4dorSor6or7or8or9orl0orllorl2orl13orl4orl15or16or 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 or 35 or 36
or 37 or 38 or 39 or 40 or 41 or 42 or 43 or 44 or 45 or 46 or 47 or 48 or 49 or 50 or 51 or 52

or 53 or 54 or 55 or 56 or 57 or 58 or 59

61 3 and 60
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Supplementary Table 1. Summary of Evidence from Randomised Controlled Trials of Drugs in Functional Dyspepsia.

Intervention Number of Number of FD Subtype Relative Risk of Symptoms | Recommendation Quality of
RCTs Patients not Improving (95% CI) Evidence

H. pylori eradication therapy is effective in 29 6781 Not stated 0.87 (0.83 to 0.92) Strong High

FD

Histamine-2-receptor antagonists may be 12 2268 Not stated 0.79 (0.68 to 0.92) Weak Low

effective in FD

Proton pump inhibitors are effective in FD

Any dose 16 6017 Not stated 0.88 (0.83 to 0.93) Strong High

High dose 5 1627 Not stated 0.86 (0.74 to 1.01) Strong High

Standard dose 9 2890 Not stated 0.86 (0.78 to 0.95) Strong High

Low dose 9 2755 Not stated 0.89 (0.81 t0 0.97) Strong High
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Prokinetics may be effective in FD
Acotiamide 6 2429 Mainly PDS 0.89 (0.78 to 1.00) Weak Low
Itopride 5 1854 Not stated 0.88 (0.77 to 1.01) Weak Low
Mosapride 1 589 Not stated 0.99 (0.80 to 1.23) Weak Low
Tegaserod 2 2667 Not stated 0.89 (0.82 to 0.96) Strong Moderate
Antipsychotic drugs (sulpiride and 3 172 Not stated 0.50 (0.37 to 0.67) Weak Low
levosulpiride) may be effective in FD
Tricyclic antidepressants are effective in FD 4 400 Not stated 0.75 (0.62 to 0.90) Strong Moderate
Selective serotonin reuptake inhibitors are 2 388 Not stated 1.01 (0.89 to 1.15) Weak Moderate
not effective in FD
Serotonin norepinephrine reuptake 1 160 Not stated 1.02 (0.80 to 1.30) Weak Low
inhibitors are not effective in FD
Tandospirone may be effective in FD 1 150 Not stated 0.79 (0.66 to 0.94) Weak Low
Buspirone is not effective in FD 1 16 Not stated 0.48 (0.20 to 1.15) Weak Low
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Pregabalin may be effective in FD 1 72 Not stated 0.53 (0.29 to 0.96) Weak Low
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Supplementary Table 2. Total Number of Trials of Each Treatment, and Total Number of Included Patients Assigned to Each Drug and

Placebo in the Network Meta-analysis of Drugs Used First or Second Line in FD.

Treatment Number of RCTs Total Number of Patients
Ha-receptor antagonists 16 1293
Itopride 13 1653
Standard dose proton pump inhibitors 11 1693
Low dose proton pump inhibitors 10 1431
Mosapride 8 908
High dose proton pump inhibitors 7 1288
Domperidone 7 587
Acotiamide 6 1540
Tricyclic antidepressants 5 228
5-HTa agonists 5 158
Selective serotonin reuptake inhibitors 3 216
Antipsychotics 3 86
Tegaserod 2 1337
Mirtazapine 2 37
Serotonin norepinephrine reuptake inhibitors 1 80
Pregabalin 1 38
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Placebo 55 6742
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Supplementary Figure 1. Forest Plot of Randomised Controlled Trials of Eradication Therapy in H. pylori-positive FD in Terms of

Effect on Cure or Improvement of Symptoms: Pairwise Meta-analysis.

H. pylori eradication Rx Control Risk Ratio Risk Ratio
Study or Subgroup Events Total BEvents Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Blurn 1398 1149 164 130 164 4 6% 0.92[0.81,1.03] 1938 —
McColl 1998 127 160 147 158 5.3% 0.85[0.F8, 093] 1998 -
Talley {ORCHID) 19549 1148 135 127 143 5.3% 0.96 [0.88,1.05] 19599 -
Talley {LISA) 1999 128 170 134 167 4.8% 0.94 [0.84, 1.05] 1999 -
Dhali 19949 G 32 20 30 0.4% 0.28[0.13, 0.60] 1999
Mivea 2000 348 a0 31 40 2.8% 0.90[0.F1,1.16] 2000 T
Bruley des Warannes 2001 T4 129 B6 124 3.3% 0.83[0.68,1.00] 2001 —
H=u 2001 34 81 36 a0 1.5% 0.93 [0.66,1.33] 2001 e
Froehlich 2001 IT a2 T8 a8 4 6% 0.98 [0.87,1.11] 2001 -
Koskenpato 2001 B T 63 T4 4.1% 0.93[0.80,1.08] 2001 -1
Alizadeh-Maeeni 2002 T2 g4 3] T3 4.7% 0.96 [0.85,1.08] 2002 -
halfertheiner 2003 338 534 177 266 a.0% 0.95[0.85, 1.06] 2003 -
Koelz 2003 6T 29 73 a9z 3.9% 0.95[0.81,1.11] 2003 -
veldhuyzen van Zanten 2003 31 7a 42 82 1.6% 0.81 [0.57,1.14] 2003
Gizshert 2004 13 34 8 16 0.5% 0.76 [0.40,1.46] 2004 ——— E—
Gonzalez Carro 2004 22 47 | 46 1.4% 0.69[0.48, 1.00] 2004 EE—
harinek 2005 a 20 9 20 0.3% 0.56 [0.23,1.37] 2005
Ruiz Garcia 2005 46 ¥d 64 T4 2.9% 0.72[0.58, 0.89] 2005 —
Ang 2006 49 T 45 a9 3.0% 0.90[0.F3,1.12] 2006 T
Mazzoleni 2006 39 46 42 45 4.1% 0.31 [0.F9,1.05] 2006 -
Shi 2006 [i33] a8 IT 86 4.2% 0.82[0.F1, 095 2006 e
Gwee 2009 31 41 38 41 3.2% 0.82 [0.67,0.99] 2009 -
Wy 2010 a5 100 79 100 31% 0.70[0.57,0.85] 2010 I
Lan 2011 g6 g8 g4 a7 5.5% 0.91 [0.83, 098] 2011 -
Mazzaleni 2011 166 201 175 203 5.5% 0.96 [0.88,1.04] 2011 -r
Sodhi 2013 1848 280 204 276 4.9% 0.89[0.80,1.00] 2013 -
WU 2013 1048 262 6 134 27% 0.81 [0.65,1.02] 2013 -
Liu 2014 100 200 174 200 4.1% 0.57 [0.50, 0.6F] 2014 —-
Yazdanhod 2015 g9 186 g0 173 3.2% 1.02[0.84,1.25] 2015 -1
Total (95% CI) 3625 3156 100.0% 0.87 [0.83, 0.92] [}
Total events 2380 2402
Heterageneity: Tau®= 0.01; Chi*= F7.80, df= 28 (P = 0.00001); F=64% 'IZI.1 sz D:E i é 10'

Testior overall effect 2= 5.47 (F = 0.00001) Favours eradication Rx  Favours control
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Supplementary Figure 2. Forest Plot of Randomised Controlled Trials of Eradication Therapy in H. pylori-positive FD in Terms of

Effect on Cure or Improvement of Symptoms in Patients with Successful Eradication of H. pylori: Pairwise Meta-analysis.

H. pylori eradication Rx Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Blum 19488 249 124 130 164 8.2% 0.87 [0.76,1.00] 1988 -
Talley (ORCHIDY) 19599 a4 114 71100 T A% 089 [0.84,1.18] 15889 -t
Talley (LUSA) 1999 B4 124 1142 T2% 1.05[0.83,1.33] 15989 I
Miwea 2000 a7 41 28 ar bE% 0.87 [0.65,1.16] 2000 .
Bruley des Varannes 2001 10 63 23 az 31% 087 [0.28,1.10] 2001 T~
Koelz 2003 13 46 14 7a 15% 116 [0.63, 2.12] 2003 I Ea—
Gishert 2004 10 26 g 16 29% 0.77[0.39,1.43] 2004 —
Gonzalez Carro 2004 13 a3 ) 46 4 6% 0.58[0.37, 093] 2004 —_—
Ruiz Garcia 2005 38 64 B4 74 T2% 0.73[0.58, 0.92] 2005 —_—
Shi 2006 (k] aa T af 8.2% 0.82[0.71,0.95] 2006 -
Gwee 2009 16 26 38 41 A.2% 0.66 [0.48, 0.91] 2009 —
Wiy 2010 41 g4 T Qg T1% 062048, 0.79] 2010 B
Lan 2011 f1 72 oh a4 8.5% 0.88[0.79, 0.97] 2011 -
Sodhi 2013 46 116 108 180 T.0% 0.66 [0.51, 0.88] 2013 Ea—
Hu 203 41 126 BE 134 B.4% 0.66 [0.49, 0.90] 2013 I
Liu 2014 24 120 134 160 a7% 024 [017, 0.34] 2014 e —
Total (95% CI) 1277 1532 100.0% 0.74 [0.64, 0.85] Q
Total events f43 1031

e 2 — - 2 —- —_ SR —_ 1 ] ] ] | ]
Heterogeneity, Tau®= 0.06; Chi®=8412 df=15 (P = 0.00001});, F=82% 'IZI.1 sz EITS ﬁ é 1IZI'

Testfor overall effect £= 417 (P = 0.0001) Favours eradication Bx  Favours control
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Supplementary Figure 3. Forest Plot of Randomised Controlled Trials of Eradication Therapy in H. pylori-positive FD in Terms of

Effect on Cure of Symptoms: Pairwise Meta-analysis.

H. pylori eradication Rx Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Bvents Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
McColl 1998 127 160 147 1588 10.7% Q.85 [0. 78 093] 18988 -
Talley (ORCHID 1999 114 134 127 143 104% 0.6 [0.88 1.08) 1854 T
Talley (LISAY 15499 128 170 134 167 £.9% 0.94 [0.84 1.05) 19549 -T
Miwwa 2000 35 a0 H 40 1.6% Q.80 [0 71, 1.16] 2000 T
Bruley des Warannes 2001 74 128 aE 124 27% 0.83 (0.6 1.00] 2001 B
Hsu 2001 34 a1 36 an 0.8% 0.93 [0.66,1.33] 2001 T
Alizadeh-Maeeni 2002 T2 a4 65 T3 f.5% 0.96 [0.85 1.08) 2002 -
Malfertheiner 2003 138 534 177 2BER 7A% 0.95[0.85 1.06] 2003 -
koelz 2003 67 a4 T3 92 3.8% 0.895[0.81, 1.11] 2002 -
Yeldhuyzen van Zanten 2003 H 7o 42 az 0.8% 0.81 [0.67, 1.14] 2003 I
Ang 2006 49 1 45 a4 2.2% 0.90[0.F3 1.12] 2006 -
MWazzoleni 2008 349 46 42 44 4.4% 0.91 [0.79 1.05) 2006 T
Shi 2006 (%] a8 T el 4 5% 0.82[0.71, 0495 2006 -
Gyee 2009 M 41 38 41 2.5% 0.82 [0.67, 0.499] 2009 ]
Wiy 2010 a5 100 79 100 2.3% Q.70 [0.57 085 2010 .
Lan 2011 a6 93 94 97 12458% 0.581[0.83 098] 2011 el
Mazzoleni 2011 166 20 178 203 12.0% 0.96 [0.88 1.04] 2011 T
Sodhi 2012 184 280 04 ITE 7.5% Q.89 080 1.000 2012 =
Total (95% CI) 2432 2132 100.0% 0.91[0.88, 0.94] L]
Total events 16497 1672
Heterogeneity: Tau®= 0.00; Chi*=18.21, df=17 (P=038), F=7% 'IZI.1 sz DTE ﬁ é 10'

Testfor overall effect: 2= 6.10 (P = 0.00001) Favours eradication Rx  Favours control
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Supplementary Figure 4. Forest Plot of Randomised Controlled Trials of Histamine-2-Receptor Antagonists in FD in Terms of Effect on

Improvement of Symptoms: Pairwise Meta-analysis.

HZRAs Placebo Risk Ratio Risk Ratio
Study or Subgroup  BEvents Total Events Total Weight M-H, Random, 95% Cl  Year M-H, Random, 95% CI
Delattre 1985 483 209 g8 204 9.4% 054040, 0.72] 1985 I
kelhaek 19845 11 24 10 26 41% 119062, 2.29] 1985 —
Mesland 1985 24 al 36 a0 9.4% 0.81 [0.60,1.08] 1985 T
Saunders 1986 33 114 BE 136 8.5% 059042 0.83] 1986 I
Olubuyide 1986 22 23 21 22 12.8% 1.00[0.88,1.14] 1986 -+
Gotthard 1988 5] ra al 71 §9.8% 073056, 0.96] 1988 —
Singal 19849 15 33 23 34 6.7% 067 [0.43,1.04] 1984 |
Hadi 19849 1 26 17 26 0.6% 0.06 [0.01,0.41] 1989 +——
Muller 1994 134 2681 162 280 12.4% 079068, 0.92] 1994 —
Hansen 1998 a1 111 42 110 89.0% 1.20[0.88, 1.64] 1998 -
Blum 2000 143 194 170 203 13.2% 0.88 (079, 098] 2000 -
kiato 2005 g q g 10 4.0% 0.69[0.36,1.35] 2005 I
Total (95% CI) 1125 1143 100.0% 0.79 [0.68, 0.92] Q
Total events 528 693
Heterogeneity: Tau®= 0.05; Chi*=47.78, df=11 (P = 0.00001); F=F7% "1 03 0% : 0

Test for overall effect: £=2.94 (P=0.003)

Favours HZRAs Favours placeho
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Supplementary Figure 5. Forest Plot of Randomised Controlled Trials of Histamine-2-Receptor Antagonists in FD in Terms of Effect on

Cure of Symptoms: Pairwise Meta-analysis.

HZRAs Placebo Risk Ratio Risk Ratio

Study or Subgroup  BEvents Total Events Total Weight M-H, Random, 95% Cl  Year M-H, Random, 95% CI
kelhaek 19845 18 24 18 26 9.4% 1.08[0.77, 1.83] 1985 -
Saunders 1986 33 114 BE 136 9.7% 059042 0.83] 1986
Olubuyide 1986 22 23 21 22 15.3% 1.00[0.88,1.14] 1986 -+
Gotthard 1988 52 ra B4 71 1468% 0.81 [0.69,0.95] 1988 -
Hadi 19849 B 26 26 26 4.2% 0.25[013,0.48] 1984 e —
Muller 1994 134 2681 162 280 147% 079068, 0.92] 1994 —
Hansen 1998 102 111 99 110 16.2% 1.02[0.94 1.11] 1998 +*
Blum 2000 143 194 170 203 15.8% 0.88 (079, 098] 2000 -
Total (95% CI) 824 844 100.0% 0.83 [0.71, 0.98] Q
Total events a10 627

- == . iF= = = CE= } } } } | {
ettt TR A

: : : Favours HZRAs Favours placeho
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Supplementary Figure 6. Forest Plot of Randomised Controlled Trials of Proton Pump Inhibitors in FD in Terms of Effect on

Improvement of Symptoms: Pairwise Meta-analysis.

PPIs Placebo Risk Ratio Risk Ratio
Stuchy or Subgroup Events Total Bwvents Total Weight M-H, Random, 95% Cl  Year M-H, Random, 95% CI
2_1.1 High dose PPIs
Bolling-Sternewvald 2002 1 100 j=]u] =1y 4. 8% 0.26 [0.74, 1.01] 2002 —
wan Zanten 2006 449 109 52 115 = i 21 0.23 [0.64, 1.09] 2006 —
Tallew 2007 BE53 253 24 111 5.8% 1.017 [O.90, 1.13] 2007 T
Iwwakiri 2013 55 =54 63 85 3.9% 0.88 [0.72, 1.08] 2013 T
Majevwski 2016 11 38 23 35 0.9% 044 [O.25, EI.?'?] 2016 -
Subtotal (95% CI) 1184 443 18.3% 0.86 [0.74, 1.01] L
Total events 2249 312

Heterogeneity: Tau== 0.02; Thif=11.532, df=4 (P=0.02); IF=B5%
Test for overall effect: Z=1.84 (F =0.07)

2.1.2 Standard dose PPIs

Tallew 19935 126 2149 162 2149 5.2% 0.78 [0.628, 0.89] 1993 I
Talley 19930 134 202 141 203 5.3% 0.96 [0.84, 1.09] 1993 -
Blum 2000 126 193 170 203 5.6% 0.78 [0.69, 0.83] 2000 -
Woong 2002 114 149 107 152 5.2% 1.09 [0.95, 1.25] 2002 T
Feura 2004 23g Iog 271 Iog 5.5 % 0.88 [0.82, 0.95] 2004 -
Sersan 2005 16 21 =] 19 1.0% 1.61 [0.95, 2.74] 2005 N
wan Renshurg 2008 93 207 116 212 A 0% 0.22 068, 1.00] 2002 E——
Fletcher 2011 45 Fo 33 35 A 0% 068 [0.96, 0.82] 2011 e
Iwwakiri 2071 3 a1 25 B3 25 2. E% 0.281 [O.65, 1.00] 2013 /]
Subtotal (95% CI) 1454 1436 0T 0.86 [0.78, 0.95] -
Total events 9473 1072

Heterogeneity: Tau== 0.01; ChiT= 29.99, df= 8 (P = 0.00023); = 73%

Test for overall effect: Z= 2.95 (F = 0.003)

2.1.3 Low dose PPIs

Talley 19985 116 Z204 162 2149 5.1 % 0.77 [0.67, 0.89] 1992 —_—
Talley 19980 143 Z201 141 203 5. 5% 1.02 [0.90, 1.16] 1998 -T-
Hengels 19938 S0 131 rr 138 2.9% 0.62 [0.53, 0.89] 1993

Blurm 2000 146 202 170 203 B.0% 0.86 [0.78, 0.96] 2000 -
Woong 2002 117 152 107 152 5.3% 1.09 [0.96, 1.25] 2002 T
Feura 2004 236 305 271 I0a 6.6 % 0.88 [0.82, 0.95] 2004 -
Tominaga 2010 44 |=1n] jei=] a5 3.3%% 1.06 [0.84,1.24] 2010 e
Iwakiri 20132 52 g4 563 g5 3.7 024 [0.65, 1.02] 20132 |
Suzuki 20132 16 23 28 30 2 5% 0.7s [0.56, 0.99] 201232 —
Subtotal (95% CI) 1362 1393 41.0% 0.89 [0.81, 0.97] &
Total events 920 1057

Heterogeneity: Tau®= 0.01; Shi== 26.02, df= 8 {(F = 0.001); = 6G9%
Test for overall effect: Z2= 2. 56 (P =0.012)

Total (95% CI) 4000 3272 100.0% 0.88 [0.23, 0.93] L]
Total events 27v02 2441

Heterogeneity: Tau®= 0.01; Chi*= 69.23, df= 22 (P = 0.00001); IF= 69% ID 1 Dl2 D=5 2 5 o
Test for overall eﬁec_t: F=4 53 (F =c o.0000-13 Favours PPIs Favours placebo

Test for subgroup differences: Chi*= 0.22 df= 2 (P=0.90), F= 0%
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Supplementary Figure 7. Forest Plot of Randomised Controlled Trials of Proton Pump Inhibitors in FD in Terms of Effect on Cure of

Symptoms: Pairwise Meta-analysis.

PPIs Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Bwvents Total Weight M-H, Random, 95% Cl  Year M-H, Randorm, 95% CI1
2.2.1 High dose PPIs
Eolling-Sternevald 2002 71 100 g0 a7 5.3% 0.86 [0.74,1.01] 2002 B
van Zanten 2006 T4 109 f=3e] 115 5.0% 0.88 [0.75,1.03] 2006 I
Iweakiri 2013 Ga g4 | 85 5.4% 0.91 [0.78,1.06] 2013 T
Subtotal (95% CI) 293 297 15.F% 0.88 [0.81, 0.97] >
Total events 2049 240

Heterogeneity: Tau®™=0.00;, ChiT=0.28, df= 2 (P=0.87), F=0%
Test for overall effect: Z2= 268 (P = 0.007)

2.2.2 Standard dose PPIs

Talley 1998a 126 219 162 219 5.9% 0.78 [0.63, 0.89] 19498 -
Talley 1998h 134 202 141 203 6.0% 0.96 [0.84, 1.09] 19498 ™
Blurm 2000 126 193 170 203 6.6% 0.78 [0.69, 0.88] Z000 -
wWNong 2002 114 149 107 152 5.9% 1.09 [0.95,1.25] 2002 T
Feura 2004 238 308 271 308 85.5% 0.88 [0.82, 0.95] 2Z004 -
wan Rensburg 2008 93 207 116 212 4.1 % 0.82 [0.68,1.00] Z008 ——
ovakiri 2013 63 85 | 85 5.2% 0.89 [0.76, 1.04] 2013 -
Subtotal (95% CI) 1363 1382 42.2% 0.88 [0.81, 0.96] L
Total events 8494 1038

Heterogeneity: Tauw®=0.01; Chi*=18.26,df= 6 {(F =0.006);, F=67"%
Test for overall effect: £ = 298 (F = 0.003)

2.2.3 Low dose PPIs

Talley 199843 116 z04 162 2149 5.7% 077 [0.6F, 0.89] 19498 -

Talley 19980 143 z201 141 203 6.3% 1.02 [0.90,1.16] 19498 -T-

Hengels 19498 a0 131 T 138 Z2.8% 068 [0.53, 0.89] 19498 —

Elurm 2000 146 z02 170 203 T.2% 0.86 [0.78, 0.96] Z000 -

wWNong 2002 117 152 107 152 6.0% 1.09 [0.96, 1.25] 2002 T

Feura 2004 236 305 271 308 2.5% 0.88 [0.82, 0.95] Z004 -

Pavakiri 2013 67T S4 | 85 a8.7% 0.95[0.83,1.10] 2013 ™

Subtotal (95% CI) 1279 1308 42.1% 0.90 [0.82, 0.99] &

Total events 2Ta Q99

Heterogeneity: Tau®= 0.01; Chi*= 22.70,df=6 (P = 0.0009); IF= 74%

Test for overall effect: Z2= 219 (P = 0.0

Total (95% CI) 2935 2987 100.0% 0.89 [D.85, 0.94] *

Total events 1972 2277

Heterogeneity: Tau®= 0.01; Chi*= 42.00, df= 16 (P = 0.0004); F= B2% k t t i 1 1

Testﬂ:\rgm-'erzl effect: £ = 4I_48 P = D_DDDIEH} ¢ ” 0.1 0.2 - D.'5 - 2 5 1o
Favours FFIs Favours placebo

Testfor subdgroup differences: ChiF=016, df=2 (P =092, IF= 0%
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Supplementary Figure 8. Forest Plot of Randomised Controlled Trials of Prokinetics in FD in Terms of Effect on Improvement of

Symptoms: Pairwise Meta-analysis.

Prokinetics Placebo Risk Ratio Risk Ratio
Study or Subgroup BEwvents Total Bwvents Total Weight M-H, Random, 95% Cl  Year M-H, Random, 95% CI1
F.1.1 Acotiamide
Talley 20083 195 312 71 104 F.2% 0.92[0.78,1.0F7] 2002 -1
Matsueda 20105 187 216 94 107 10.8% 0.99 [0.90,1.08] 2010 -
Matsueds 20100 290 346 =]=] 116 10.8% 0.92 [0.90,1.0F7] 2010 -
Tack 2011 a7 193 53 =] 4.4% 0.282[0.64,1.04] 2011 T
Kusonoki 2012 15 21 18 21 2.8% 0.283[0.60,1.15] 2012 —
Matsueds 2012 217 452 288 445 9.1% 0.74 [0.66,0.83] 2012 —_
Subtotal (95% CI) 1540 8389 45.2% 0.89 [0.78, 1.00] e 2
Total events 9491 523
Heterogeneity: Tau®= 0.02; Chi*= 2418, df=5 (P =0.0002); F= 79%
Tes=t far overall effect: Z=1.932 (P = 0.05)
F.1.2 hopride
Holtrmann 2006 1749 411 a7 143 6.6% 0.72[0.60, 0.85] 2006 e
Talley 20080 146 264 148 261 F.4% 092 [0.24,1.13] 20082 -
Talley 2008c 200 315 218 330 9.4% 0.96 [0.26,1.08] 2002 -
Wong 2014 3 16 4 14 0.2% 066 [0.18, 2.44] 2014
Carbone 2018 34 51 38 49 4.2% 0.86 [0.67,1.10] 2018 -
Subtotal (95% CI) 1057 TOT7 27F.8% 0.88 [0.77., 1.01] L 2
Total events 562 495
Heterogeneity: Tau®= 0.01; Chi®= 9.86, df=4 (P = 0.05); F= 58%
Tes=t far overall effect: Z=1.88 (P = 0.05)
F.1.7 Mosapride
Hallerback 2002 189 4473 63 146 5.0% 99 [0.80,1.23] 2002 -1
Subtotal (95% CI) 443 146 5.0% .99 [0.80, 1.23] B
Total events 189 63
Heterogeneity: Mot applicakble
Testfar overall effect: Z=010 {P = 0.92%
F.1.4 Tegaserod
wakil 20085 423 G685 452 BFS 11.3% 0. 2 [D.85,1.00] z00%Z -
wWakil 2008k 356 652 420 655 10.7 %% 0.85[0.78, 093] 2002 -
Subtotal (95% CI) 1337 1330 22.0% 0.89 [0.82, 0.96] &>
Total events Fra 872
Heterogeneity: Tau®= 0.00;, Chi*==1.70,df=1 (FP=0.19);, F= 41%
Tes=t far overall effect: £ = 2.96 (F = 0.003)
Total (95% CI) 43FT 3162 100.0% 0.89 [0.84, 0.95] L ]
Total events 2521 2053
Heterogeneity: Tau’:_ 0.01; Chi*= 3277, df =13 (P =0.002); F=60% b3 o= os g p o
Testfor overall effect: == 3.68 (P = 0.0002 Favours prokinetics Fawvours placebo
Testfor subgroup differences: ChiT= 095, df= 32 (P =021 F= 0%
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Supplementary Figure 9. Forest Plot of Randomised Controlled Trials of Gut-brain

Neuromodulators in FD in Terms of Effect on Improvement of Symptoms: Pairwise

Meta-analysis.

Neuromodulators Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, R 95% Cl_ Year M-H, R 95% CI
1.1.1 Antipsychotics
Hui 1986 17 a0 33 a0 8.7% 0.52[0.33,0.80] 1986 I
Arienti 1994 4 15 ] 148 2.0% 0.44[017,1.13] 1994 T
Song 1998 10 1 21 21 a.6% 0.49[0.31,0.76] 19498 -
Subtotal (95% CI) 86 86  13.4% 0.50 [0.37, 0.67] . 2
Total events il ]
Heterogeneity: Tau®=0.00; Chi®=0.09, df= 2 (P = 0.96), F= 0%
Test for overall effect: Z= 4.68 (P = 0.00001)
1.1.2 Tricyclic antidepressants
Braak 2011 1" 18 17 20 61% 0.72[0.48,1.08] 2011 B
Talley 2015a 46 a7 58 97 8.5% 0.79[0.61,1.03] 2015 -7
Cheong 2018 20 a5 33 52 6.2% 0.57 [0.38,0.86] 2018 —_
Kaosombatwattana 2018 13 28 18 33 4.4% 1.02[0.88,1.76] 2018 1
Subtetal (95% CI) 198 202 25.2% 0.75 [0.62, 0.90] L 2
Total events a0 123
Heterogeneity: Tau?= 0.00; Chi*= 313, df= 3 (P = 0.37); F= 4%
Test for overall effect: Z=3.00 (P = 0.003)
1.1.3 5-hydroxytryptamine-, | receptor agonists
Tack 2009 24 25 18 24 8.2% 1.10[0.83,1.47] 2009 T
Miwa 2009 52 i) |53 78 10.3% 0.79 [0.66, 0.54] 2009 -
Tack 2012 3 7 g 10 22% 0.48([0.20,1.15] 2012 I
Subtotal (95% CI) 111 109  20.6% 0.85 [0.62, 1.18] ‘
Total events e 93
Heterogeneity: Tau®=0.05; Chi*= 573, df= 2 (P = 0.06), F= 65%
Test for overall effect: 7= 0.96 (F = 0.34)
1.1.4 Selective serotonin re-uptake inhibitors
Tan 2012 7 98 T4 95 10.7% 1.01 [0.87,1.17] 2012 T
Talley 2015h 60 93 58 a7 9.3% 1.02[0.82,1.28] 2015 T
Subtotal (95% CI) 196 192 19.9% 1.01[0.89, 1.15] L 3
Total events 137 132
Heterogeneity: Tau®= 0.00; Chi*= 001, df=1 (P =091}, F=0%
Testfor overall effect Z=0.21 (P = 0.84)
1.1.5 Serotonin-norepinephrine re-uptake inhibitors
van kKerkhoven 2008 a0 a0 49 a0 9.0% 1.02[0.80,1.30] 2008 T
Subtotal (95% CI) 80 80 9.0% 1.02 [0.80, 1.30] L 3
Total events a0 49
Heterogeneity: Mot applicable
Test for overall effect Z= 016 {P = 0.87)
1.1.6 Tetracyclic antidepressants
Tack 20148 11 17 15 17 6.4% 0.73[0.50,1.08] 2015 7
Subtotal (95% CI) 17 17 6.4% 0.73 [0.50, 1.08] ‘
Total events 11 15
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.55 (P =0.12)
1.1.7 Pregabalin
Kotikula 2021 10 34 21 et} 3.9% 0.53[0.29,0.96] 2021 I
Subtotal (95% CI) 34 38 3.9% 0.53 [0.29, 0.96] -
Total events 10 |
Heterogeneity: Mot applicable
Test for overall effect: 2= 2.08 (P = 0.04)
1.1.8 Antipsychotics and tricyclic antidepressants
Hashash 2008 3 13 9 12 1.6% 0.31[0.11,0.87] 2008 —_—
Subtotal (95% CI) 13 12 1.6% 0.31[0.11, 0.87] i
Taotal events 3 9
Heterogeneity: Mot applicakle
Testfor overall effect Z=2.21 (P =0.03)
Total (95% CI) 735 736 100.0% 0.77 [0.67, 0.89] L
Total events 411 a05
Heterogeneity: Tau®= 0.04; Chi*= 41.89, df= 15 (P = 0.0002%; F= 64% oo o h o0

Test for overall effect: 2= 3.53 (P = 0.0004)

Testfor subaroup differences: Chi®= 3097, df= 7 (P < 0.0001), F= 77 4%

Favours neuromodulators  Favours placebo
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Supplementary Figure 10. Forest Plot of Randomised Controlled Trials of Drugs Used

First or Second Line in Terms of Effect on Improvement of Symptoms: Network Meta-

analysis.
Comparison: other vs 'Placebo’
Treatment (Random Effects Model) RR 95%-Cl P-Score
Antipsychotics 049 [0.36;069] 097
Pregabalin 053 [0.28;1.01] 0.89
TCAs —— 0.71 [0.58;0.87] 0.83
Mirtazapine — 073 [048;1.13] 070
H2RAs 3 0.81 [0.74,090] 068
Standard dose PPIs | 0.84 [0.77,091] 061
Domperidone — 0.86 [0.69;1.06] 0.52
Low dose PPls B 0.86 [0.79;0.94] 0.51
ltopride - 0.87 [0.77;099] 049
Tegaserod —i 089 [0.75;1.05] 044
Acotiamide i 0.89 [0.79;099] 044
High dose PPIs - 0.89 [0.79;1.01] 042
Mosapride —l 093 [0.79;1.09] 033
SNRIs —] 102 [0.73;142] 021
SSRIs 099 [0.81;1.21] 0.20
5-HT1A receptor agonists | 105 [087;126] 0.11

0.2 05 2
Favours experimental Favours refRx

S
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