On demand PPl  Continuous PPI Risk Ratio Risk Ratio

_Study or Subgroup Events _ Total Events Total Weight M-H, Random, 95% Cl Year ,95% Cl
6.1.1 Symptomatic GERD
Hansen 2005 69 634 46 658 17.8% 1.56[1.09,2.22) 2005
Morgan 2007 3 13 3 137 7.7% 209[0.53,8.19) 2007
Szucs 2009 60 991 55 913 17.8% 1.01[0.70,1.43] 2009
Subtotal (95% CI) 1756 1708 43.3% 1.29 [0.89, 1.87)
Total events 135 104
Heterogeneity. Tau®= 0.04; Chi*= 3.44,df= 2 (P=0.18); F= 42%
Test for overall effect: Z=1.37 (P=017)
6.1.2 NERD only
Bayerdorffer 2016 19 30 29 297 15.7% 0.65[0.37,1.13) 2016 —
Subtotal (95% CI) 301 297  15.7% 0.65[0.37,1.13] B
Total events 19 29
Heterogeneity: Not applicable
Testfor overall effect Z=1.54 (P=0.12)
6.1.3 NERD and Mild EE
Janssen 2005 13 215 17 217 14.0% 0.77[0.38,1.55] 2005
van der Velden 2010 34 141 5 62 11.9% 299[1.23,7.28) 2010 =
Subtotal (95% CI) 356 279 25.9% 1.48 [0.39, 5.63] i
Total events 47 22
Heterogeneity. Tau*= 0.77, Chi*= 562, df=1 (P=0.02); F= 82%
Test for overall effect: Z= 0.57 (P = 0.57)
6.1.4 All EE
Sjostedt 2005 49 234 12 243 151% 4.24[232,7.77) 2005 -
Subtotal (95% CI) 234 243 15.1% 4.24[2.32,7.77] -
Total events 49 12
Heterogeneity: Not applicable
Test for overall effect: Z= 4 .68 (P < 0.00001)
Total (95% CI) 2647 2527 100.0% 1.46 [0.90, 2.38] ‘
Total events 250 167 ) . ) )
Heterogeneity. Tau®= 0.31; Chi*= 29.86, df= 6 (P < 0.0001);, F= 80% .01 01 10 100

Test for overall effect Z=1.53 (P=0.13)
Test for subaroun differences: Chi*= 20.48. df= 3 (P =0.0001). F=85.4%

Favours on-demand Favours continuous

Supplementary Figure 13. Forest plot of risk ratios of failure between on-demand proton pump inhibitor (PPI) and continuous PPI groups
in long-term management according to each subgroup analysis. GERD, gastroesophageal reflux disease; NERD, non-erosive reflux dis-
ease; EE, erosive esophagitis. M-H, Mantel-Haenszel.



