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Supplementary Figure 1. Risk of bias of the enrolled studies.



PPI + Prokinetics Prokinetics Std. mean difference Std. mean difference

Study or subgroup Mean SD Total Mean SD Total Weight IV, random, 95% ClI IV, random, 95% CI
PPl + mosapride vs PPI

Lim 2013 14 0.2 15 0.9 0.2 15  13.2% 2.43[1.46, 3.41] —
Sirinawasatien 2019 39 46 22 3.5 47 22 14.4% 0.08 [-0.51, 0.68] <+

Xiao 2019 6.2 09 45 3.5 0.3 45  14.0% 3.99 [3.27,4.72] —_
Yamaiji 2014 6.8 02 22 6.5 04 28  14.4% 0.90[0.31, 1.49] —-—
Subtotal (95% Cl), 104 110 56.1% 1.84[0.10, 3.57] o

Heterogeneity: Tau’=2.98; Chl*=74.82, df = 3 (P <0.00001); I°= 96%
Test for overall effect: Z=2.08 (P=0.04)

PPl + domperidone vs PPI

Ndraha 2011 79 59 30 46 33 30 14.6% 0.68[0.16,1.20] -
Puranik 2018 68 01 40 59 07 40 14.6% 1.78[1.26, 2.30] .
Subtotal (95 % Cl), 70 70 29.2% 1.23 [0.15, 2.31] L 4

Heterogeneity: Tau’= 0.54; Chl’ = 8.56, df = 1 (P=0.003); I*=88%
Test for overall effect: Z =2.24 (P=0. 03)

PPl + revexepride vs PPI

Tack 2015 04 041 31 04 041 29  14.6% 0.00 [-0.51, 0.51]
Subtotal (95 % ClI) 31 29 14.6% 0.00 [-0.51, 0.51] X 3
Heterogeneity: Not applicable

Test for overall effect: Z = 0.00 (P = 1.00)

J
+

Total (95 % ClI) 205 209, 100.0% 1.38 [0.42, 2.34] L 2
Heterogeneity: Tau’= 1.57; ChI*= 107.15, df = 6 (P <0.00001); I’= 94% } t } {
Test for overall effect: Z = 2.83 (P = 0.005) -10 -5 1 5 10
Test for subgroup differences: Chi*=7. 22,df =2 (P=0.03); F=723% Favours Favours

[PPI] [PPI + Prokinetics]

Supplementary Figure 2. Forest plot comparing proton pump inhibitor (PPI) plus prokinetics and PPI monotherapy in patients with gastro-
esophageal reflux disease in term of symptom improvement, subgrouped by individual prokinetic.



PPI + Prokinetics PPI Risk ratio Risk ratio

Study or subgroup Events Total Events Total Weight M-H, random, 95% CI M-H, random, 95% CI
Studies only included patients with ERD

Hsu 2010 39 44 41 50 18.2% 1.08 [0.91, 1.28] b

Lee 2017 46 60 36 56 14.1% 1.19[0.94, 1.52] =

Madan 2004 18 19 6 13 4.4% 2.05[1.13, 3.73] —
Yamashita 2019 2 8 3 7 0.8% 0.58 [0.13, 2.55] —_—
Subtotal (95% Cl) 131 126 37.5% 1.20 [0.95, 1.51] '3

Total events 105 86

Heterogeneity: Tau’ = 0.02; Chl’ = 5.39, df = 3 (P = 0.15); I’ = 44%
Test for overall effect: Z = 1.51 (P=0.13)

Studies only included patients with NERD

Madan 2004 7 9 17 20 8.1% 0.92[0.62,1.36] —
Miwa 2011 45 97 42 95 10.9% 1.05[0.77,1.43] -
Yamashita 2019 8 27 2 28 0.9% 4.1510.97, 17.80] 1
Subtotal (95 % CI) 133 143 19.9% 1.10 [0.71, 1.70] . 2
Total events 80 61

Heterogeneity: Tau’= 0.07; ChI* = 4.42, df = 2 (P=0.11); I’ = 55%
Test for overall effect: Z = 0.44 (P = 0.66)

Studies did not differentiate GERD
Cho 2013 19 24 13 19 8.9%

1.16 [0.80, 1.67] 1
Marakhouski 2017 25 50 13 50 5.1% 1.92[1.12, 3.31] —
Shaheen 2015 71 118 51 122 13.4% 1.44[1.11, 1.86] -+
Wang 2014 48 58 38 58 15.2% 1.26 [1.01, 1.57] ==
Subtotal (95 % ClI) 250 249 42.5% 1.34 [1.15, 1.57] ¢
Total events 5 ) 163 115 )
Heterogeneity: Tau” = 0.00; Chl" = 3.23,df =3 (P=0.36); ' = 7%
Test for overall effect: Z = 3.74 (P = 0.0002)
Total (95 % Cl) 514 518 100.0% 1.23 [1.07, 1.41] ¢
Total events ) 2328 262 )
Heterogeneity: Tau” = 0.02; Chl" = 17.56, df = 10 (P = 0.06); I' = 43% f t t {
Test for overall effect: Z = 2.95 (P = 0.003) 0.01 0.1 1 10 100
Test for subgroup differences: Chi’=1.17,df = 2 (P =0.56); *= 0% Favours Favours

[PPI] [PPI + Prokinetics]

Supplementary Figure 3. Forest plot comparing proton pump inhibitor (PPI) plus prokinetics and PPI monotherapy in patients with gastro-
esophageal reflux disease in term of symptom improvement, subgrouped by gastroesophageal reflux disease subtype.



PPI + Prokinetics PPI Risk ratio Risk ratio

Study or subgroup Events Total Events Total Weight M-H, random, 95% CI M-H, random, 95% CI
Low RoB

Hsu 2010 39 44 41 50 24.1% 1.08 [0.91, 1.28] *

Lee 2017 46 60 36 56 14.2% 1.19[0.94, 1.52] =

Madan 2004 25 28 23 33 12.5% 1.28 [0.99, 1.66] F—

Miwa 2011 45 97 42 95 9.1% 1.05[0.77, 1.43] —+
Yamashita 2019 10 35 5 35 1.1% 2.00[0.76, 5.25] -—
Subtotal (95% CI) 264 269 61.0% 1.15[1.02, 1.28] »

Total events 165 147

Heterogeneity: Tau®= 0.00; Chl’ = 2.93, df = 4 (P=0.57); ?= 0%
Test for overall effect: Z =2.37 (P=0.02)

Unclear RoB

Cho 2013 19 24 13 19 6.8% 1.16 [0.80, 1.67] ——
Marakhouski 2017 25 50 13 50 3.3% 1.92[1.12, 3.31] —
Shaheen 2015 71 118 51 122 12.8% 1.44 [1.11, 1.86] ——
Wang 2014 48 58 38 58 16.2% 1.26 [1.01, 1.57] .
Subtotal (95 % CI) 250 249 39.0% 1.34 [1.15, 1.57] ¢
Total events 163 115

Heterogeneity: Tau’= 0.00; Chl’ = 3.23, df = 3 (P=0.36); = 7%
Test for overall effect: Z = 3.74 (P = 0.0002)

Total (95 % CI) 514 518 100.0% 1.22 [1.11, 1.35] (]

Total events ) 2328 262 )

Heterogeneity: Tau” = 0.00; Chl"=9.46, df =8 (P=0.31); I’ = 15% } t t {
Test for overall effect: Z = 3.94 (PsoO. 0001) 0.01 0.1 1 10 100
Test for subgroup differences: Chi*=2. 67,df =1 (P=0.10); I*=62.6% Favours Favours

[PPI] [PPI + Prokinetics]

Supplementary Figure 4. Forest plot comparing proton pump inhibitor (PPI) plus prokinetics and PPI monotherapy in patients with gastro-
esophageal reflux disease in term of symptom improvement, subgrouped by risk of bias.



