
Table SI. Characteristics of the 65 studies included in the network meta-analysis. 

No. First author/s, year 

Country and number of 

centers 

Total number of 

patients (% female) Patients assigned to active drug, dosage, schedule, and duration of therapy (Refs.) 

1 Fan et al, 2019 China, 5 sites 390 (29.23) 
Rabeprazole (10 mg) or ilaprazole (5 mg) or ilaprazole (10 mg), once daily, for 

4 weeks 
(90) 

2 Miwa et al, 2017 Japan, 76 sites 372 (34.14) Vonoprazan (20 mg) or lansoprazole (30 mg), once daily, for 6 weeks (89) 

3 Wang et al, 2012 China, 20 sites 496 (27.22) Ilaprazole (10 mg) or omeprazole (20 mg), once daily, for 4 weeks (88) 

4 Wang et al, 2011 China, 10 sites 176 (32.39) 
Ilaprazole (5 mg) or ilaprazole (10 mg) or ilaprazole (20 mg), once daily, for 4 

weeks 
(87) 

5 Yu-Ho et al, 2009 

Singapore, Malaysia, 

Australia, Philippines and 

Thailand, 27 sites 

306 (27.78) 
Omeprazole (20 mg) or ilaprazole (5 mg) or ilaprazole (10 mg), once daily, for 

4 weeks 
(86) 

6 Ji et al, 2006 South Korea, 1 site 112 (28.57) Rabeprazole (10 mg) or omeprazole (20 mg), once daily, for 6 weeks (85) 

7 Shim et al, 2002 Korean, 10 sites 199 (NA) Rabeprazole (10 mg) or omeprazole (20 mg), once daily, for 4 weeks (84) 

8 
Meneghelli et al, 

2000 
Brazil, 5 sites 222 (45.50) Ranitidine (300 mg) or pantoprazole (40 mg), once daily, for 4 weeks (83) 

9 Breiter et al, 2000 USA and Canada, 62 sites 376 (33.78) Rabeprazole (20 mg) once daily or ranitidine (150 mg) twice daily, for 4 weeks (82) 

10 Dobrilla et al, 1999 Italy, multiple sites 243 (35.39) Lansoprazole (30 mg) or omeprazole (40 mg), once daily, for 4 weeks (81) 

11 Dekkers et al, 1999 

Germany, Iceland, 

Netherlands, Poland, Spain, 

Sweden and UK, multiple 

sites 

205 (34.63) Rabeprazole (20 mg) or omeprazole (20 mg), once daily, for 4 weeks (80) 

12 
Bardhan et al, 

1999 

UK,  Republic of Ireland, 

Sweden and Australia, 33 

sites 

436 (24.08) Lansoprazole (30 mg) or ranitidine (300 mg), once daily, for 4 weeks (79) 

13 
Schepp; Classen,  

1995 
Germany, 22 sites 266 (31.20) Pantoprazole (40 mg) or ranitidine (300 mg), once daily, for 4 weeks (76) 

14 Rehner et al, 1995 Germany, multiple sites 286 (34.62) Pantoprazole (40 mg) or omeprazole (20 mg), once daily, for 4 weeks (75) 

15 
Ekstrom et al, 

1995 
Sweden, 17 sites 279 (38.71) Lansoprazole (30 mg) or omeprazole (20 mg), once daily, for 4 weeks (74) 

16 Chang et al, 1995 China, 1 site 111 (7.21) Lansoprazole (30 mg) or omeprazole (20 mg), once daily, for 4 weeks (73) 

17 Beker et al, 1995 USA, multiple sites 255 (NA) Pantoprazole (40 mg) or omeprazole (20 mg), once daily, for 4 weeks (72) 

18 Avner et al, 1995 USA, 28 sites 296 (34.12) 
Lansoprazole (15 mg) or lansoprazole (30 mg) or lansoprazole (60 mg), once 

daily, for 4 weeks 
(71) 



19 Lanza et al, 1994 USA, 30 sites 320 (NA) 
Lansoprazole (15 mg) or lansoprazole (30 mg) or ranitidine (300 mg), once 

daily, for 4 weeks 
(69) 

20 
Judmaier and 

Koelz, 1994 

Austria and Switzerland, 

multiple sites 
202 (31.68) Pantoprazole (40 mg) or ranitidine (300 mg), once daily, for 4 weeks (68) 

21 Misra et al, 1993 India, 1 site 60 (8.33) Omeprazole (20 mg) or famotidine (40 mg), once daily, for 4 weeks (67) 

22 Ahmed et al, 1993 United Kingdom, 6 sites 289 (29.41) 
Lansoprazole (30 mg) or lansoprazole (60 mg) or ranitidine (300 mg), once 

daily, for 4 weeks 
(66) 

23 Wang et al, 1992 China, 5 sites 226 (19.91) Omeprazole (20 mg) or ranitidine (300 mg), once daily, for 4 weeks (65) 

24 Lysy et al, 1992 Israel, 1 site 60 (18.33) Omeprazole (20 mg) or ranitidine (300 mg), once daily, for 4 weeks (64) 

25 Hotz et al, 1992 
Germany, number of sites 

not stated 
264 (35.23) Lansoprazole (30 mg) or famotidine (40 mg), once daily, for 4 weeks (62) 

26 Fave et al, 1992 Italy, 21 sites 241 (28.63) Omeprazole (20 mg) or famotidine (40 mg), once daily, for 6 weeks (61) 

27 
Londong et al, 

1991 
Germany, 30 sites 314 (38.54) 

Lansoprazole (7.5 mg) or lansoprazole (15 mg) or lansoprazole (30 mg) or 

ranitidine (300 mg), once daily, for 4 weeks 
(60) 

28 
Cochran et al, 

1991 
Canada, multiple sites 1,311 (NA) 

Cimetidine (800 mg) or famotidine (40 mg) or famotidine (80 mg) or 

ranitidine (300 mg), once daily, for 6 weeks 
(59) 

29 Popovic et al, 1990 USA, multiple sites (NA) Omeprazole (20 mg) or famotidine (40 mg), once daily, for 4 weeks (58) 

30 
McFarland et al, 

1990 

United Kingdom and the 

Republic of Ireland, 15 sites 
248 (32.26) Omeprazole (20 mg) or ranitidine (300 mg), once daily, for 4 weeks (19) 

31 Lee et al, 1990 
United Kingdom, number of 

sites not stated 
194 (26.29) Omeprazole (40 mg) once daily or ranitidine (150 mg) twice daily, for 4 weeks (57) 

32 Kang et al, 1990 Singapore, 1 site 247 (25.91) 
Cimetidine (800 mg) once daily or cimetidine (400 mg) once daily or 

cimetidine (400 mg) twice daily, for 4 weeks 
(56) 

33 Rodrigo et al, 1989 Spain, 4 sites 105 (25.71) Famotidine (40 mg) once daily or cimetidine (800 mg) once daily, for 6 weeks (55) 

34 Page et al, 1989 
Germany, Poland, Holland, 

Iceland and UK, 22 sites 
226 (33.19) 

Ranitidine (300 mg) four times daily or ranitidine (300 mg) once daily, for 4 

weeks 
(54) 

35 Mulder et al, 1989 Netherlands, 1 site 181 (32.04) Omeprazole (20 mg) once daily or ranitidine (150 mg) twice daily, for 4 weeks (53) 

36 Lee et al, 1989 
United Kingdom and 

Ireland, 15 sites 
304 (41.12) Famotidine (40 mg) or cimetidine (800 mg), once daily, for 6 weeks (52) 

37 
Lauritsen et al, 

1989 
Sweden, 2 sites 171 (39.77) Omeprazole (20 mg) or omeprazole (10 mg), once daily, for 4 weeks (51) 

38 Crowe et al, 1989 
UK, number of sites not 

stated 
189 (24.34) Omeprazole (20 mg) or cimetidine (800 mg), once daily, for 4 weeks (49) 

39 Al-Mofleh et al, The country and number of 89 (NA) Ranitidine (300 mg) or cimetidine (800 mg), once daily, for 6 weeks (47) 



1989 sites was not stated 

40 
Santaella et al, 

1989 
Spain, 5 sites 133 (27.07) Famotidine (40 mg) or ranitidine (300 mg), once daily, for 6 weeks (46) 

41 
Archambault et al, 

1988 
Canada, 13 sites 169 (35.50) 

Omeprazole (20 mg) once daily or cimetidine (600 mg) twice daily, for 6 

weeks 
(43) 

42 Gitlin et al, 1987 USA, 34 sites 295 (21.36) 
Famotidine (40 mg) once daily or famotidine (20 mg) or famotidine (40 mg), 

twice daily, for 8 weeks 
(41) 

43 Dobrilla et al, 1987 Italy, multiple sites 234 (32.05) Famotidine (40 mg) or ranitidine (300 mg), once daily, for 6 weeks (40) 

44 Rohner et al, 1986 Germany, 4 sites 100 (38) Famotidine (40 mg) or ranitidine (300 mg), once daily, for 4 weeks (38) 

45 McCullough, 1986 Multinational, multiple sites 772 (NA) 
Famotidine (40 mg) once daily or famotidine (20 mg) or famotidine (40 mg) or 

ranitidine (150 mg), twice daily, for 8 weeks 
(37) 

46 
Bardhan et al, 

1986 
Sweden, multiple sites 105 (24.76) 

Omeprazole (20 mg) or omeprazole (40 mg), once daily, or ranitidine (150 mg) 

twice daily, for 8 weeks 
(34) 

47 Simon et al, 1985 Germany, 1 site 90 (36.67) 
Famotidine (40 mg) once daily, or famotidine (20 mg) or famotidine (40 mg) 

or ranitidine (150 mg), twice daily, for 8 weeks 
(32) 

48 
Prichard et al, 

1985 
Australia, 1 site 66 (30.30) Omeprazole (10 mg) or omeprazole (30 mg), once daily, for 4 weeks (31) 

49 Barbara et al, 1985 Italy, 15 sites 210 (30) 
Famotidine (40 mg) once daily, or famotidine (20 mg) or famotidine (40 mg) 

or ranitidine (150 mg), twice daily, for 8 weeks 
(30) 

50 
Gustavsson et al, 

1983 
Sweden, 1 site 32 (40.63) Omeprazole (20 mg) or omeprazole (60 mg), once daily, for 4 weeks (29) 

51 Kumar et al, 1992 India, multiple sites 129 (NA) Omeprazole (20 mg) or famotidine (40 mg), once daily, for 4 weeks (63) 

52 Kimmig, 1987 Germany, 5 sites 40 (NA) Ranitidine (300 mg) or famotidine (40 mg), once daily, for 4 weeks (42) 

53 Barbara et al, 1987 Italy, multiple sites 121 (NA) Omeprazole (20 mg) once daily or ranitidine (150 mg) twice daily, for 6 weeks (39) 

54 Papp et al, 1997 
Poland, Chech Republic and 

Hungary, multiple sites 
326 (NA) Ranitidine (300 mg) or pantoprazole (40 mg), once daily, for 4 weeks (78) 

55 
Miszputen et al, 

1997 
Italy, multiple sites 182 (NA) Omeprazole (20 mg) or ranitidine (300 mg), once daily, for 4 weeks (77) 

56 
Delvaux et al, 

1989 
French, 41 sites 220 (NA) Famotidine (40 mg) or ranitidine (300 mg), once daily, for 6 weeks (50) 

57 
Chelvam et al, 

1989 

Amsterdam and The 

Netherlands, multiple sites 
442 (NA) Omeprazole (20 mg) or ranitidine (300 mg), once daily, for 4 weeks (48) 

58 Young et al, 1988 Germany, multiple sites 338 (NA) 
Cimetidine (300 mg) four times daily or cimetidine (800 mg) once daily or 

ranitidine (300 mg) once daily, for 4 weeks 
(45) 



59 
Hartmann et al, 

1988 

The country and number of 

sites was not stated 
78 (NA) Famotidine (40 mg) or cimetidine (800 mg), once daily, for 6 weeks (44) 

60 Lee et al, 1986 
United Kingdom and 

Ireland, 58 sites 
425 (31.06) Ranitidine (300 mg) once daily or ranitidine (150 mg) twice daily, for 4 weeks (36) 

61 
Hirschowitz et al, 

1986 
USA, multiple sites 355 (22.25) Ranitidine (150 mg), twice daily, for 4 weeks (35) 

62 
Arcidiacono et al, 

1986 
New Zealand, multiple sites 356 (NA) Ranitidine (300 mg) once daily or ranitidine (150 mg) twice daily, for 4 weeks (33) 

63 Porro et al, 1994 Italy, multiple sites 96 (NA) Pantoprazole (40 mg) or omeprazole (20 mg), once daily, for 4 weeks (70) 

64 Ahmed et al, 1993 
The country and number of 

sites was not stated 
41 (NA) 

Omeprazole (20 mg) once daily or ranitidine (150 mg), twice daily, for 4 

weeks 
(66) 

65 
Blackwood et al,  

1976 
England, 1 site 23 (NA) Cimetidine (400 mg) or placebo, four times daily, for 6 weeks (28) 

All patients taking the diagnostic criteria used to define DU and primary end point used to define symptom improvement after therapy. NA, data not available.  

  



Table SII. Summary table of reviewers’ judgments for risk of bias for each study. 

No. First author/s, year 

Random 

sequence 

generation 

Allocation 

concealment 

Blinding of 

participants 

and personnel 

Blinding of 

outcomes 

Incomplete 

outcome data Selective reporting (Refs.) 

1 Fan et al, 2019 Low risk
a 

Unclear risk
b 

Low risk
c,d 

Low risk
e 

Low risk
f 

Low risk
g 

(90) 

2 Miwa et al, 2017 Low risk
h 

Unclear risk
b 

Low risk
c 

Low risk
e
 Low risk

f 
Low risk

g 
(89) 

3 Wang et al, 2012  Low risk
a 

Unclear risk
b 

Low risk
c 

Low risk
e
 Low risk

f 
Low risk

g 
(88) 

4 Wang et al, 2011 Low risk
a 

Low risk
i 

Low risk
c,d 

Low risk
e
 Low risk

f 
Low risk

g 
(87) 

5 Yu-Ho et al, 2009 Low risk
j 

Unclear risk
b 

Low risk
c,d

 Low risk
e
 Low risk

f
 Low risk

g
 (86) 

6 Ji; Hyun, 2006 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Low risk

f
 Low risk

g
 (85) 

7 Shim et al, 2002 Low risk
a
 Unclear risk

b
 Low risk

c
 Low risk

e
 Unclear risk

k 
Unclear risk

l 
(84) 

8 Meneghelli et al, 2000 Low risk
h
 Unclear risk

b
 Low risk

c,d
 Low risk

e
 Low risk

f
 Low risk

g
 (83) 

9 Breiter et al, 2000 Low risk
h
 Unclear risk

b
 Low risk

c,d
 Low risk

e
 Low risk

f
 Low risk

g
 (82) 

10 Dobrilla et al, 1999 Low risk
h
 Unclear risk

b
 Low risk

c,d
 Low risk

e
 Low risk

f
 Low risk

g
 (81) 

11 Dekkers et al, 1999 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Low risk

f
 Low risk

g
 (80) 

12 Bardhan et al, 1999 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Low risk

f
 Low risk

g
 (79) 

13 Schepp; Classen,  1995 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Low risk

f
 Low risk

g
 (76) 

14 Rehner et al, 1995 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Low risk

f
 Low risk

g
 (75) 

15 Ekstrom et al, 1995 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Low risk

f
 Low risk

g
 (74) 

16 Chang et al, 1995 Low risk
h
 Unclear risk

b
 Low risk

m 
Low risk

e
 Low risk

f
 Low risk

g
 (73) 

17 Beker et al, 1995 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Low risk

f
 Low risk

g
 (72) 

18 Avner et al, 1995 Low risk
h
 Unclear risk

b
 Low risk

c,d
 Low risk

e
 Low risk

f
 Low risk

g
 (71) 

19 Lanza et al, 1994 Low risk
h
 Unclear risk

b
 Low risk

c,d
 Low risk

e
 Unclear risk

k
 Unclear risk

l
 (69) 

20 Judmaier and Koelz, 1994 Low risk
h
 Unclear risk

b
 Low risk

c,d
 Low risk

e
 Low risk

f
 Low risk

g
 (68) 

21 Misra et al1993 Low risk
j
 Unclear risk

b
 Low risk

c
 Low risk

e
 Low risk

f
 Low risk

g
 (67) 

22 Ahmed et al, 1993 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Low risk

f
 Low risk

g
 (66) 



23 Wang et al, 1992 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Low risk

f
 Low risk

g
 (65) 

24 Lysy et al, 1992  Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Unclear risk

k
 Unclear risk

l
 (64) 

25 Hotz et al, 1992 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Low risk

f
 Low risk

g
 (62) 

26 Fave et al, 1992 Low risk
h
 Unclear risk

b
 Low risk

c,d
 Low risk

e
 Low risk

f
 Low risk

g
 (61) 

27 Londong et al, 1991 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Low risk

f
 Low risk

g
 (60) 

28 Cochran et al, 1991 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Unclear risk

k
 Unclear risk

l
 (59) 

29 Popovic et al, 1990 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Unclear risk

k
 Unclear risk

l
 (58) 

30 McFarland et al, 1990 Low risk
h
 Unclear risk

b
 Low risk

c,d
 Low risk

e
 Low risk

f
 Low risk

g
 (19) 

31 Lee et al, 1990 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Low risk

f
 Low risk

g
 (57) 

32 Kang et al, 1990 Low risk
h
 Unclear risk

b
 Low risk

c,d
 Low risk

e
 Low risk

f
 Low risk

g
 (56) 

33 Rodrigo et al, 1989 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Low risk

f
 Low risk

g
 (55) 

34 Page et al, 1989 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Low risk

f
 Low risk

g
 (54) 

35 Mulder et al, 1989  Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Low risk

f
 Low risk

g
 (53) 

36 Lee et al, 1989 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Low risk

f
 Low risk

g
 (52) 

37 Lauritsen et al, 1989 Low risk
j
 Unclear risk

b
 Low risk

c,d
 Low risk

e
 Low risk

f
 Low risk

g
 (51) 

38 Crowe et al, 1989 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Low risk

f
 Low risk

g
 (49) 

39 Al-Mofleh et al, 1989 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Unclear risk

k
 Unclear risk

l
 (47) 

40 Santaella et al, 1989 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Low risk

f
 Low risk

g
 (46) 

41 Archambault et al, 1988 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Low risk

f
 Low risk

g
 (43) 

42 Gitlin et al, 1987 Low risk
h
 Unclear risk

b
 Low risk

c,d
 Low risk

e
 Low risk

f
 Low risk

g
 (41) 

43 Dobrilla et al, 1987 Low risk
h
 Unclear risk

b
 Low risk

c,d
 Low risk

e
 Low risk

f
 Low risk

g
 (40) 

44 Rohner et al, 1986 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Low risk

f
 Low risk

g
 (38) 

45 McCullough, 1986 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Low risk

f
 Low risk

g
 (37) 

46 Bardhan et al, 1986 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 High risk

n
 Low risk

g
 (34) 

47 Simon et al, 1985 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Low risk

f
 Low risk

g
 (32) 



48 Prichard et al, 1985 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 High risk

n
 Low risk

g
 (31) 

49 Barbara et al, 1985 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Low risk

f
 Low risk

g
 (30) 

50 Gustavsson et al, 1983 Low risk
h
 Unclear risk

b
 Low risk

c,d
 Low risk

e
 Low risk

f
 Low risk

g
 (29) 

51 Kumar et al, 1992 Low risk
h
 Unclear risk

b
 Low risk

c,d
 Low risk

e
 Unclear risk

k
 Unclear risk

l
 (63) 

52 Kimmig, 1987 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Unclear risk

k
 Unclear risk

l
 (42) 

53 Barbara et al, 1987 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Unclear risk

k
 Unclear risk

l
 (39) 

54 Papp et al, 1997 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Unclear risk

k
 Unclear risk

l
 (78) 

55 Miszputen et al, 1997 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Unclear risk

k
 Unclear risk

l
 (77) 

56 Delvaux et al, 1989 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Unclear risk

k
 Unclear risk

l
 (50) 

57 Chelvam et al, 1989 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Unclear risk

k
 Unclear risk

l
 (48) 

58 Young et al 1988 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Unclear risk

k
 Unclear risk

l
 (45) 

59 Hartmann et al, 1988 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Low risk

f
 Unclear risk

l
 (44) 

60 Lee et al, 1986 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Unclear risk

k
 Unclear risk

l
 (36) 

61 Hirschowitz et al, 1986 Low risk
h
 Unclear risk

b
 Low risk

c
 Low risk

e
 Low risk

f
 Low risk

g
 (35) 

62 Arcidiacono et al, 1986 Low risk
h
 Unclear risk

b
 Low risk

c,d
 Low risk

e
 Low risk

f
 Low risk

g
 (33) 

63 Porro et al, 1994 Low risk
h
 Unclear risk

b
 Low risk

m
 Low risk

e
 Unclear risk

k
 Unclear risk

l
 (70) 

64 Ahmed et al, 1993 Low risk
h
 Unclear risk

b
 Low risk

m
 Low risk

e
 Unclear risk

k
 Unclear risk

l
 (66) 

65 Blackwood et al, 1976 Low risk
h
 Unclear risk

b
 Low risk

m
 Low risk

e
 Unclear risk

k
 Unclear risk

l
 (28) 

a
Stratified-block randomization was adopted by statistic software SAS 8.2; 

b
Insufficient information to permit judgement; 

c
Double-blinded trial; 

d
Using placebo; 

e
No blinding 

of outcome assessment, but the review authors judge that the outcome measurement is not likely to be influenced by lack of blinding; 
f
No patients lost to follow-up; 

g
The 

study protocol is available and all of the study’s pre-specified (primary and secondary) outcomes that are of interest in the review have been reported in the pre-specified way; 
h
Insufficient information about the sequence generation process; 

i
Having a clinical trial registration number; 

j
Using computer software; 

k
Insufficient reporting of 

attrition/exclusions to permit judgement; 
l
Insufficient information to permit judgement; 

m
No blinding or incomplete blinding, but the review authors judge that the outcome is 

not likely to be influenced by lack of blinding; 
n
Unexplained reasons for the loss of the patient. 

  



Table SIII. Pairwise comparisons of the efficacy and safety of the different doses of nine drugs included in the present study. 

Treat

ment

s 

CIM 

(300 

mg) 

four 

times 

daily 

CIM 

(400 

mg) 

four 

times 

daily 

CIM 

(400 

mg) 

once 

daily 

CIM 

(400 

mg) 

twice 

daily 

CIM 

(600 

mg) 

twice 

daily 

CIM 

(800 

mg) 

once 

daily 

FAM 

(20 

mg) 

twice 

daily 

FAM 

(40 

mg) 

once 

daily 

FAM 

(40 

mg) 

twice 

daily 

FAM 

(80 

mg) 

once 

daily 

ILA 

(10 

mg) 

once 

daily 

ILA 

(20 

mg) 

once 

daily 

ILA 

(5 

mg) 

once 

daily 

LAN 

(15 

mg) 

once 

daily 

LAN 

(30 

mg) 

once 

daily 

LAN 

(60 

mg) 

once 

daily 

LAN 

(7.5 

mg) 

once 

daily 

OM

E (10 

mg) 

once 

daily 

OM

E (20 

mg) 

once 

daily 

OM

E (30 

mg) 

once 

daily 

OM

E (40 

mg) 

once 

daily 

OM

E (60 

mg) 

once 

daily 

PAN 

(40 

mg) 

once 

daily 

RAB 

(10 

mg) 

once 

daily 

RAB 

(20 

mg) 

once 

daily 

RAN 

(150 

mg) 

twice 

daily 

RAN 

(300 

mg) 

four 

times 

daily 

RAN 

(300 

mg) 

once 

daily 

VON 

(20 

mg) 

once 

daily Place

bo 

CIM 

(300 

mg) 

four 

times 

daily 

 0.80 

(0.00

-135.

21) 

1.27 

(0.01

-224.

85) 

1.14 

(0.01

-201.

75) 

0.89 

(0.03

-31.0

7) 

1.15 

(0.04

-34.4

3) 

1.43 

(0.05

-43.8

2) 

1.50 

(0.05

-45.1

4) 

1.34 

(0.04

-41.0

2) 

1.99 

(0.03

-114.

42) 

1.50 

(0.05

-45.4

8) 

1.07 

(0.03

-34.9

8) 

1.10 

(0.04

-33.7

1) 

1.15 

(0.04

-36.4

5) 

0.88 

(0.03

-26.5

6) 

0.88 

(0.03

-27.0

7) 

1.29 

(0.04

-44.1

5) 

0.83 

(0.02

-28.2

5) 

1.21 

(0.04

-36.1

5) 

1.00 

(0.02

-54.7

5) 

0.87 

(0.03

-26.8

6) 

2.41 

(0.02

-280.

05) 

1.13 

(0.04

-34.5

5) 

1.01 

(0.03

-31.3

8) 

1.12 

(0.04

-35.0

1) 

1.00 

(0.03

-30.2

9) 

0.49 

(0.01

-16.5

9) 

0.88 

(0.03

-26.3

7) 

0.74 

(0.02

-22.4

1) 

0.87 

(0.03

-26.4

6) 

CIM 

(400 

mg) 

four 

times 

daily 

0.51 

(0.18

-1.44

) 

 1.59 

(0.01

-392.

29) 

1.43 

(0.01

-352.

01) 

1.12 

(0.02

-60.9

2) 

1.45 

(0.03

-70.0

3) 

1.79 

(0.04

-85.1

5) 

1.88 

(0.04

-89.1

7) 

1.68 

(0.04

-79.7

8) 

2.51 

(0.03

-214.

48) 

1.88 

(0.04

-90.5

5) 

1.34 

(0.03

-69.0

3) 

1.39 

(0.03

-67.0

8) 

1.45 

(0.03

-71.3

7) 

1.11 

(0.02

-52.8

5) 

1.10 

(0.02

-53.3

8) 

1.62 

(0.03

-86.4

0) 

1.05 

(0.02

-55.5

5) 

1.52 

(0.03

-72.0

9) 

1.26 

(0.02

-102.

56) 

1.09 

(0.02

-52.8

7) 

3.03 

(0.02

-494.

76) 

1.42 

(0.03

-68.8

3) 

1.27 

(0.03

-62.2

9) 

1.41 

(0.03

-69.4

2) 

1.26 

(0.03

-59.1

9) 

0.62 

(0.01

-32.7

4) 

1.11 

(0.02

-52.7

4) 

0.93 

(0.02

-44.5

0) 

1.09 

(0.02

-50.4

3) 

CIM 

(400 

mg) 

once 

daily 

1.16 

(0.81

-1.66

) 

2.28 

(0.78

-6.69

) 

 0.90 

(0.02

-44.7

1) 

0.70 

(0.01

-41.1

0) 

0.91 

(0.02

-45.2

8) 

1.13 

(0.02

-58.8

0) 

1.18 

(0.02

-60.5

5) 

1.06 

(0.02

-55.0

6) 

1.57 

(0.02

-142.

53) 

1.18 

(0.02

-61.2

3) 

0.84 

(0.02

-46.6

2) 

0.87 

(0.02

-45.3

5) 

0.91 

(0.02

-49.0

0) 

0.70 

(0.01

-35.9

9) 

0.69 

(0.01

-36.5

5) 

1.02 

(0.02

-58.8

2) 

0.66 

(0.01

-37.4

9) 

0.95 

(0.02

-48.7

6) 

0.79 

(0.01

-68.7

3) 

0.68 

(0.01

-36.0

9) 

1.90 

(0.01

-328.

64) 

0.89 

(0.02

-46.6

5) 

0.79 

(0.01

-42.1

0) 

0.89 

(0.02

-46.9

7) 

0.79 

(0.02

-40.7

8) 

0.39 

(0.01

-22.2

3) 

0.70 

(0.01

-35.8

8) 

0.58 

(0.01

-30.3

0) 

0.68 

(0.01

-35.5

9) 

CIM 

(400 

mg) 

twice 

daily 

0.85 

(0.61

-1.17

) 

1.66 

(0.57

-4.83

) 

0.73 

(0.54

-0.98

) 

 0.78 

(0.01

-45.7

5) 

1.01 

(0.02

-50.4

1) 

1.25 

(0.02

-65.4

6) 

1.32 

(0.03

-67.4

1) 

1.18 

(0.02

-61.2

9) 

1.75 

(0.02

-158.

68) 

1.32 

(0.03

-68.1

6) 

0.94 

(0.02

-51.8

9) 

0.97 

(0.02

-50.4

9) 

1.01 

(0.02

-54.5

4) 

0.78 

(0.02

-40.0

7) 

0.77 

(0.01

-40.6

9) 

1.13 

(0.02

-65.4

8) 

0.73 

(0.01

-41.7

4) 

1.06 

(0.02

-54.2

8) 

0.88 

(0.01

-76.5

2) 

0.76 

(0.01

-40.1

8) 

2.12 

(0.01

-365.

91) 

1.00 

(0.02

-51.9

3) 

0.88 

(0.02

-46.8

7) 

0.99 

(0.02

-52.2

9) 

0.88 

(0.02

-45.4

0) 

0.43 

(0.01

-24.7

4) 

0.78 

(0.02

-39.9

4) 

0.65 

(0.01

-33.7

3) 

0.76 

(0.01

-39.6

2) 

CIM 

(600 

mg) 

twice 

daily 

0.89 

(0.73

-1.08

) 

1.75 

(0.62

-4.92

) 

0.77 

(0.54

-1.08

) 

1.05 

(0.77

-1.43

) 

 1.29 

(0.42

-3.96

) 

1.60 

(0.51

-4.99

) 

1.68 

(0.56

-4.99

) 

1.50 

(0.48

-4.65

) 

2.23 

(0.19

-26.0

0) 

1.68 

(0.58

-4.82

) 

1.19 

(0.33

-4.30

) 

1.24 

(0.42

-3.62

) 

1.29 

(0.38

-4.38

) 

0.99 

(0.34

-2.86

) 

0.98 

(0.31

-3.11

) 

1.45 

(0.35

-6.02

) 

0.93 

(0.24

-3.67

) 

1.35 

(0.49

-3.72

) 

1.12 

(0.11

-11.6

4) 

0.97 

(0.31

-3.06

) 

2.70 

(0.08

-87.1

3) 

1.27 

(0.42

-3.78

) 

1.13 

(0.36

-3.52

) 

1.26 

(0.40

-3.93

) 

1.12 

(0.38

-3.34

) 

0.55 

(0.14

-2.22

) 

0.99 

(0.34

-2.85

) 

0.82 

(0.27

-2.48

) 

0.97 

(0.32

-2.97

) 

CIM 

(800 

mg) 

1.03 

(0.88

-1.21

2.02 

(0.72

-5.65

0.89 

(0.64

-1.22

1.22 

(0.92

-1.61

1.15 

(1.02

-1.30

 1.24 

(0.67

-2.28

1.30 

(0.81

-2.08

1.16 

(0.64

-2.12

1.73 

(0.18

-16.3

1.30 

(0.74

-2.28

0.93 

(0.37

-2.32

0.96 

(0.53

-1.74

1.00 

(0.45

-2.21

0.77 

(0.45

-1.30

0.76 

(0.38

-1.51

1.12 

(0.38

-3.32

0.72 

(0.26

-2.04

1.05 

(0.65

-1.69

0.87 

(0.10

-7.55

0.75 

(0.38

-1.48

2.09 

(0.07

-60.0

0.98 

(0.53

-1.81

0.87 

(0.43

-1.77

0.97 

(0.48

-1.96

0.87 

(0.50

-1.49

0.43 

(0.15

-1.21

0.77 

(0.46

-1.28

0.64 

(0.35

-1.17

0.75 

(0.42

-1.35



once 

daily 

) ) ) ) ) ) ) ) 3) ) ) ) ) ) ) ) ) ) ) ) 7) ) ) ) ) ) ) ) ) 

FAM 

(20m

g) 

twice 

daily 

0.94 

(0.80

-1.11

) 

1.85 

(0.66

-5.18

) 

0.81 

(0.59

-1.13

) 

1.12 

(0.84

-1.49

) 

1.06 

(0.94

-1.19

) 

0.92 

(0.87

-0.97

) 

 1.05 

(0.67

-1.64

) 

0.94 

(0.61

-1.45

) 

1.40 

(0.14

-13.5

0) 

1.05 

(0.58

-1.90

) 

0.75 

(0.29

-1.91

) 

0.77 

(0.41

-1.45

) 

0.81 

(0.37

-1.74

) 

0.62 

(0.37

-1.04

) 

0.61 

(0.32

-1.20

) 

0.90 

(0.31

-2.67

) 

0.58 

(0.20

-1.68

) 

0.84 

(0.50

-1.42

) 

0.70 

(0.08

-6.16

) 

0.61 

(0.32

-1.16

) 

1.69 

(0.06

-48.8

0) 

0.79 

(0.42

-1.49

) 

0.71 

(0.34

-1.47

) 

0.79 

(0.38

-1.62

) 

0.70 

(0.46

-1.06

) 

0.35 

(0.12

-0.98

) 

0.62 

(0.37

-1.04

) 

0.52 

(0.28

-0.94

) 

0.61 

(0.39

-0.95

) 

FAM 

(40m

g) 

once 

daily 

0.97 

(0.83

-1.14

) 

1.91 

(0.68

-5.33

) 

0.84 

(0.61

-1.16

) 

1.15 

(0.86

-1.53

) 

1.09 

(0.97

-1.22

) 

0.94 

(0.91

-0.98

) 

1.03 

(0.99

-1.07

) 

 0.89 

(0.58

-1.37

) 

1.33 

(0.14

-12.4

7) 

1.00 

(0.61

-1.64

) 

0.71 

(0.30

-1.71

) 

0.74 

(0.43

-1.25

) 

0.77 

(0.38

-1.57

) 

0.59 

(0.39

-0.89

) 

0.58 

(0.32

-1.06

) 

0.86 

(0.31

-2.42

) 

0.56 

(0.20

-1.51

) 

0.80 

(0.54

-1.20

) 

0.67 

(0.08

-5.71

) 

0.58 

(0.32

-1.04

) 

1.61 

(0.06

-45.6

9) 

0.76 

(0.44

-1.29

) 

0.67 

(0.35

-1.29

) 

0.75 

(0.39

-1.43

) 

0.67 

(0.46

-0.97

) 

0.33 

(0.12

-0.88

) 

0.59 

(0.40

-0.88

) 

0.49 

(0.30

-0.82

) 

0.58 

(0.38

-0.88

) 

FAM 

(40m

g) 

twice 

daily 

0.94 

(0.80

-1.10

) 

1.84 

(0.66

-5.15

) 

0.81 

(0.58

-1.12

) 

1.11 

(0.83

-1.48

) 

1.05 

(0.93

-1.18

) 

0.91 

(0.87

-0.96

) 

0.99 

(0.96

-1.03

) 

0.97 

(0.93

-1.00

) 

 1.49 

(0.15

-14.3

4) 

1.12 

(0.62

-2.00

) 

0.80 

(0.31

-2.02

) 

0.82 

(0.45

-1.52

) 

0.86 

(0.40

-1.84

) 

0.66 

(0.40

-1.10

) 

0.65 

(0.34

-1.26

) 

0.96 

(0.33

-2.82

) 

0.62 

(0.22

-1.77

) 

0.90 

(0.54

-1.49

) 

0.75 

(0.09

-6.54

) 

0.65 

(0.34

-1.22

) 

1.80 

(0.06

-51.9

0) 

0.85 

(0.46

-1.57

) 

0.75 

(0.37

-1.55

) 

0.84 

(0.41

-1.71

) 

0.75 

(0.50

-1.11

) 

0.37 

(0.13

-1.03

) 

0.66 

(0.40

-1.09

) 

0.55 

(0.30

-0.99

) 

0.65 

(0.42

-1.00

) 

FAM 

(80m

g) 

once 

daily 

0.99 

(0.84

-1.17

) 

1.95 

(0.70

-5.44

) 

0.85 

(0.62

-1.18

) 

1.17 

(0.88

-1.56

) 

1.11 

(0.98

-1.25

) 

0.96 

(0.92

-1.01

) 

1.05 

(0.99

-1.11

) 

1.02 

(0.98

-1.06

) 

1.06 

(1.00

-1.11

) 

 0.75 

(0.08

-7.17

) 

0.54 

(0.05

-5.73

) 

0.55 

(0.06

-5.33

) 

0.58 

(0.06

-5.85

) 

0.44 

(0.05

-4.15

) 

0.44 

(0.05

-4.29

) 

0.65 

(0.06

-7.35

) 

0.42 

(0.04

-4.70

) 

0.60 

(0.06

-5.66

) 

0.50 

(0.02

-10.8

7) 

0.43 

(0.04

-4.27

) 

1.21 

(0.02

-66.4

4) 

0.57 

(0.06

-5.45

) 

0.51 

(0.05

-5.01

) 

0.56 

(0.06

-5.59

) 

0.50 

(0.05

-4.76

) 

0.25 

(0.02

-2.74

) 

0.44 

(0.05

-4.11

) 

0.37 

(0.04

-3.53

) 

0.44 

(0.05

-4.17

) 

ILA 

(10 

mg) 

once 

daily 

0.87 

(0.74

-1.03

) 

1.72 

(0.61

-4.80

) 

0.75 

(0.54

-1.05

) 

1.03 

(0.77

-1.38

) 

0.98 

(0.87

-1.11

) 

0.85 

(0.79

-0.91

) 

0.93 

(0.87

-0.99

) 

0.90 

(0.85

-0.95

) 

0.93 

(0.87

-0.99

) 

0.88 

(0.82

-0.94

) 

 0.71 

(0.32

-1.57

) 

0.74 

(0.53

-1.02

) 

0.77 

(0.36

-1.62

) 

0.59 

(0.39

-0.91

) 

0.59 

(0.31

-1.09

) 

0.86 

(0.30

-2.45

) 

0.56 

(0.21

-1.46

) 

0.81 

(0.60

-1.08

) 

0.67 

(0.08

-5.62

) 

0.58 

(0.31

-1.07

) 

1.61 

(0.06

-45.2

7) 

0.76 

(0.46

-1.25

) 

0.67 

(0.42

-1.08

) 

0.75 

(0.41

-1.36

) 

0.67 

(0.40

-1.10

) 

0.33 

(0.12

-0.89

) 

0.59 

(0.39

-0.90

) 

0.49 

(0.29

-0.83

) 

0.58 

(0.33

-1.01

) 

ILA 

(20 

mg) 

once 

daily 

0.93 

(0.76

-1.13

) 

1.82 

(0.65

-5.12

) 

0.80 

(0.57

-1.13

) 

1.10 

(0.80

-1.50

) 

1.04 

(0.88

-1.22

) 

0.90 

(0.79

-1.02

) 

0.98 

(0.87

-1.12

) 

0.96 

(0.84

-1.08

) 

0.99 

(0.87

-1.12

) 

0.94 

(0.82

-1.06

) 

1.06 

(0.94

-1.19

) 

 1.03 

(0.47

-2.27

) 

1.08 

(0.38

-3.06

) 

0.83 

(0.36

-1.93

) 

0.82 

(0.31

-2.14

) 

1.21 

(0.34

-4.33

) 

0.78 

(0.23

-2.62

) 

1.13 

(0.52

-2.48

) 

0.94 

(0.10

-8.91

) 

0.81 

(0.31

-2.10

) 

2.26 

(0.07

-68.7

1) 

1.06 

(0.44

-2.57

) 

0.94 

(0.39

-2.28

) 

1.05 

(0.41

-2.69

) 

0.94 

(0.39

-2.27

) 

0.46 

(0.14

-1.59

) 

0.83 

(0.36

-1.92

) 

0.69 

(0.28

-1.69

) 

0.81 

(0.33

-2.03

) 

ILA 

(5 

mg) 

once 

daily 

0.89 

(0.75

-1.06

) 

1.75 

(0.62

-4.89

) 

0.77 

(0.55

-1.07

) 

1.05 

(0.78

-1.41

) 

1.00 

(0.87

-1.14

) 

0.86 

(0.79

-0.94

) 

0.94 

(0.86

-1.03

) 

0.91 

(0.84

-0.99

) 

0.95 

(0.87

-1.03

) 

0.90 

(0.82

-0.98

) 

1.02 

(0.95

-1.09

) 

0.96 

(0.84

-1.09

) 

 1.04 

(0.48

-2.25

) 

0.80 

(0.50

-1.28

) 

0.79 

(0.41

-1.53

) 

1.17 

(0.40

-3.39

) 

0.76 

(0.28

-2.02

) 

1.09 

(0.77

-1.55

) 

0.91 

(0.11

-7.69

) 

0.79 

(0.41

-1.49

) 

2.18 

(0.08

-61.7

4) 

1.03 

(0.60

-1.76

) 

0.91 

(0.58

-1.44

) 

1.02 

(0.54

-1.90

) 

0.91 

(0.53

-1.55

) 

0.45 

(0.16

-1.23

) 

0.80 

(0.50

-1.28

) 

0.67 

(0.38

-1.17

) 

0.79 

(0.44

-1.41

) 



LAN 

(15 

mg) 

once 

daily 

0.91 

(0.76

-1.08

) 

1.78 

(0.64

-4.98

) 

0.78 

(0.56

-1.09

) 

1.07 

(0.80

-1.44

) 

1.02 

(0.89

-1.16

) 

0.88 

(0.82

-0.95

) 

0.96 

(0.89

-1.04

) 

0.93 

(0.87

-1.00

) 

0.97 

(0.90

-1.04

) 

0.92 

(0.85

-0.99

) 

1.04 

(0.95

-1.13

) 

0.98 

(0.85

-1.12

) 

1.02 

(0.92

-1.13

) 

 0.77 

(0.41

-1.45

) 

0.76 

(0.37

-1.58

) 

1.12 

(0.39

-3.24

) 

0.72 

(0.23

-2.28

) 

1.05 

(0.53

-2.08

) 

0.87 

(0.09

-7.99

) 

0.75 

(0.33

-1.70

) 

2.09 

(0.07

-62.3

1) 

0.98 

(0.46

-2.11

) 

0.87 

(0.37

-2.06

) 

0.98 

(0.42

-2.29

) 

0.87 

(0.43

-1.77

) 

0.43 

(0.14

-1.31

) 

0.77 

(0.40

-1.48

) 

0.64 

(0.32

-1.30

) 

0.75 

(0.37

-1.53

) 

LAN 

(30 

mg) 

once 

daily 

0.91 

(0.77

-1.07

) 

1.78 

(0.64

-4.98

) 

0.78 

(0.56

-1.08

) 

1.07 

(0.80

-1.43

) 

1.02 

(0.91

-1.14

) 

0.88 

(0.84

-0.93

) 

0.96 

(0.92

-1.01

) 

0.93 

(0.90

-0.97

) 

0.97 

(0.93

-1.01

) 

0.92 

(0.87

-0.96

) 

1.04 

(0.98

-1.10

) 

0.98 

(0.87

-1.11

) 

1.02 

(0.94

-1.11

) 

1.00 

(0.94

-1.07

) 

 0.99 

(0.60

-1.63

) 

1.46 

(0.56

-3.83

) 

0.94 

(0.36

-2.48

) 

1.36 

(1.00

-1.86

) 

1.13 

(0.13

-9.54

) 

0.98 

(0.57

-1.69

) 

2.72 

(0.10

-76.7

0) 

1.28 

(0.81

-2.02

) 

1.14 

(0.62

-2.08

) 

1.27 

(0.70

-2.31

) 

1.13 

(0.75

-1.71

) 

0.56 

(0.22

-1.42

) 

1.00 

(0.78

-1.28

) 

0.83 

(0.61

-1.13

) 

0.98 

(0.62

-1.55

) 

LAN 

(60 

mg) 

once 

daily 

0.89 

(0.75

-1.05

) 

1.74 

(0.62

-4.86

) 

0.76 

(0.55

-1.06

) 

1.05 

(0.78

-1.40

) 

0.99 

(0.87

-1.13

) 

0.86 

(0.80

-0.93

) 

0.94 

(0.87

-1.02

) 

0.91 

(0.85

-0.98

) 

0.94 

(0.87

-1.02

) 

0.89 

(0.83

-0.97

) 

1.01 

(0.93

-1.10

) 

0.95 

(0.83

-1.10

) 

1.00 

(0.90

-1.10

) 

0.98 

(0.90

-1.06

) 

0.98 

(0.91

-1.04

) 

 1.47 

(0.51

-4.28

) 

0.95 

(0.33

-2.78

) 

1.38 

(0.79

-2.39

) 

1.14 

(0.13

-10.1

0) 

0.99 

(0.49

-2.01

) 

2.75 

(0.09

-79.8

7) 

1.29 

(0.68

-2.45

) 

1.15 

(0.54

-2.44

) 

1.28 

(0.60

-2.72

) 

1.14 

(0.63

-2.06

) 

0.56 

(0.20

-1.58

) 

1.01 

(0.61

-1.67

) 

0.84 

(0.47

-1.50

) 

0.99 

(0.54

-1.80

) 

LAN 

(7.5 

mg) 

once 

daily 

1.13 

(0.92

-1.39

) 

2.22 

(0.79

-6.24

) 

0.97 

(0.68

-1.38

) 

1.33 

(0.97

-1.83

) 

1.27 

(1.06

-1.51

) 

1.10 

(0.95

-1.27

) 

1.20 

(1.04

-1.38

) 

1.16 

(1.01

-1.34

) 

1.20 

(1.04

-1.39

) 

1.14 

(0.99

-1.32

) 

1.29 

(1.11

-1.50

) 

1.22 

(1.01

-1.46

) 

1.27 

(1.08

-1.49

) 

1.24 

(1.08

-1.44

) 

1.24 

(1.08

-1.42

) 

1.27 

(1.10

-1.48

) 

 0.65 

(0.17

-2.52

) 

0.93 

(0.34

-2.55

) 

0.77 

(0.07

-8.01

) 

0.67 

(0.22

-2.01

) 

1.87 

(0.06

-60.0

8) 

0.88 

(0.31

-2.52

) 

0.78 

(0.25

-2.41

) 

0.87 

(0.28

-2.68

) 

0.77 

(0.28

-2.18

) 

0.38 

(0.10

-1.45

) 

0.68 

(0.26

-1.82

) 

0.57 

(0.21

-1.57

) 

0.67 

(0.24

-1.92

) 

OM

E (10 

mg) 

once 

daily 

1.09 

(0.88

-1.36

) 

2.14 

(0.76

-6.04

) 

0.94 

(0.66

-1.34

) 

1.29 

(0.93

-1.78

) 

1.22 

(1.02

-1.47

) 

1.06 

(0.91

-1.24

) 

1.16 

(0.99

-1.35

) 

1.12 

(0.96

-1.31

) 

1.16 

(1.00

-1.36

) 

1.10 

(0.94

-1.29

) 

1.25 

(1.07

-1.46

) 

1.18 

(0.97

-1.42

) 

1.23 

(1.04

-1.45

) 

1.20 

(1.02

-1.42

) 

1.20 

(1.03

-1.40

) 

1.23 

(1.04

-1.45

) 

0.97 

(0.79

-1.18

) 

 1.45 

(0.58

-3.62

) 

1.20 

(0.18

-8.02

) 

1.04 

(0.36

-3.01

) 

2.89 

(0.09

-90.8

6) 

1.36 

(0.50

-3.71

) 

1.21 

(0.42

-3.46

) 

1.35 

(0.47

-3.86

) 

1.20 

(0.44

-3.27

) 

0.59 

(0.16

-2.22

) 

1.06 

(0.40

-2.79

) 

0.88 

(0.32

-2.44

) 

1.04 

(0.37

-2.92

) 

OM

E (20 

mg) 

once 

daily 

0.90 

(0.77

-1.06

) 

1.77 

(0.64

-4.95

) 

0.78 

(0.56

-1.08

) 

1.07 

(0.80

-1.42

) 

1.01 

(0.91

-1.13

) 

0.88 

(0.84

-0.92

) 

0.96 

(0.91

-1.00

) 

0.93 

(0.90

-0.96

) 

0.96 

(0.92

-1.00

) 

0.91 

(0.87

-0.95

) 

1.03 

(0.98

-1.09

) 

0.97 

(0.86

-1.10

) 

1.02 

(0.94

-1.09

) 

0.99 

(0.93

-1.06

) 

0.99 

(0.96

-1.02

) 

1.02 

(0.95

-1.09

) 

0.80 

(0.70

-0.92

) 

0.83 

(0.71

-0.96

) 

 0.83 

(0.10

-6.84

) 

0.72 

(0.42

-1.23

) 

2.00 

(0.07

-55.5

0) 

0.94 

(0.63

-1.41

) 

0.83 

(0.50

-1.40

) 

0.93 

(0.56

-1.56

) 

0.83 

(0.55

-1.25

) 

0.41 

(0.16

-1.06

) 

0.73 

(0.54

-1.00

) 

0.61 

(0.40

-0.94

) 

0.72 

(0.45

-1.15

) 

OM

E (30 

mg) 

once 

daily 

0.96 

(0.73

-1.28

) 

1.89 

(0.66

-5.43

) 

0.83 

(0.56

-1.24

) 

1.14 

(0.79

-1.65

) 

1.08 

(0.83

-1.40

) 

0.94 

(0.74

-1.19

) 

1.02 

(0.80

-1.30

) 

0.99 

(0.78

-1.26

) 

1.03 

(0.81

-1.30

) 

0.97 

(0.77

-1.24

) 

1.10 

(0.87

-1.40

) 

1.04 

(0.80

-1.35

) 

1.08 

(0.85

-1.39

) 

1.06 

(0.83

-1.36

) 

1.06 

(0.84

-1.34

) 

1.09 

(0.85

-1.39

) 

0.85 

(0.65

-1.12

) 

0.88 

(0.74

-1.06

) 

1.07 

(0.84

-1.35

) 

 0.87 

(0.10

-7.64

) 

2.41 

(0.05

-123.

40) 

1.13 

(0.13

-9.70

) 

1.01 

(0.11

-8.82

) 

1.12 

(0.13

-9.85

) 

1.00 

(0.12

-8.56

) 

0.49 

(0.05

-4.99

) 

0.88 

(0.10

-7.44

) 

0.74 

(0.09

-6.34

) 

0.87 

(0.10

-7.53

) 

OM

E (40 

0.91 

(0.78

1.79 

(0.64

0.78 

(0.57

1.08 

(0.81

1.02 

(0.91

0.88 

(0.84

0.96 

(0.92

0.94 

(0.90

0.97 

(0.93

0.92 

(0.87

1.04 

(0.98

0.98 

(0.87

1.02 

(0.94

1.00 

(0.94

1.00 

(0.97

1.03 

(0.96

0.81 

(0.70

0.83 

(0.72

1.01 

(0.98

0.94 

(0.74

 2.78 

(0.10

1.31 

(0.68

1.16 

(0.55

1.30 

(0.62

1.15 

(0.68

0.57 

(0.20

1.02 

(0.58

0.85 

(0.46

1.00 

(0.54



mg) 

once 

daily 

-1.07

) 

-4.99

) 

-1.09

) 

-1.43

) 

-1.15

) 

-0.93

) 

-1.01

) 

-0.97

) 

-1.02

) 

-0.97

) 

-1.11

) 

-1.11

) 

-1.11

) 

-1.07

) 

-1.03

) 

-1.10

) 

-0.93

) 

-0.97

) 

-1.04

) 

-1.20

) 

-80.6

2) 

-2.51

) 

-2.45

) 

-2.72

) 

-1.97

) 

-1.64

) 

-1.78

) 

-1.59

) 

-1.85

) 

OM

E (60 

mg) 

once 

daily 

0.84 

(0.69

-1.04

) 

1.66 

(0.59

-4.67

) 

0.73 

(0.51

-1.03

) 

1.00 

(0.73

-1.37

) 

0.95 

(0.80

-1.13

) 

0.82 

(0.71

-0.94

) 

0.89 

(0.78

-1.03

) 

0.87 

(0.76

-1.00

) 

0.90 

(0.78

-1.04

) 

0.85 

(0.74

-0.98

) 

0.97 

(0.84

-1.11

) 

0.91 

(0.76

-1.09

) 

0.95 

(0.81

-1.11

) 

0.93 

(0.80

-1.08

) 

0.93 

(0.81

-1.07

) 

0.95 

(0.82

-1.11

) 

0.75 

(0.62

-0.91

) 

0.77 

(0.63

-0.95

) 

0.94 

(0.82

-1.07

) 

0.88 

(0.67

-1.15

) 

0.93 

(0.81

-1.06

) 

 0.47 

(0.02

-13.3

7) 

0.42 

(0.01

-12.0

5) 

0.47 

(0.02

-13.4

6) 

0.41 

(0.01

-11.8

0) 

0.21 

(0.01

-6.50

) 

0.37 

(0.01

-10.3

1) 

0.31 

(0.01

-8.72

) 

0.36 

(0.01

-10.3

2) 

PAN 

(40 

mg) 

once 

daily 

0.85 

(0.73

-1.01

) 

1.68 

(0.60

-4.69

) 

0.74 

(0.53

-1.02

) 

1.01 

(0.76

-1.35

) 

0.96 

(0.85

-1.08

) 

0.83 

(0.78

-0.88

) 

0.90 

(0.85

-0.96

) 

0.88 

(0.84

-0.92

) 

0.91 

(0.86

-0.96

) 

0.86 

(0.81

-0.91

) 

0.98 

(0.92

-1.04

) 

0.92 

(0.81

-1.04

) 

0.96 

(0.88

-1.05

) 

0.94 

(0.87

-1.02

) 

0.94 

(0.90

-0.99

) 

0.96 

(0.89

-1.04

) 

0.76 

(0.66

-0.87

) 

0.78 

(0.67

-0.91

) 

0.95 

(0.91

-0.99

) 

0.89 

(0.70

-1.12

) 

0.94 

(0.89

-0.99

) 

1.01 

(0.88

-1.16

) 

 0.89 

(0.46

-1.71

) 

0.99 

(0.51

-1.91

) 

0.88 

(0.51

-1.52

) 

0.44 

(0.16

-1.18

) 

0.78 

(0.51

-1.19

) 

0.65 

(0.38

-1.12

) 

0.77 

(0.43

-1.38

) 

RAB 

(10 

mg) 

once 

daily 

0.90 

(0.76

-1.06

) 

1.76 

(0.63

-4.93

) 

0.77 

(0.56

-1.08

) 

1.06 

(0.79

-1.42

) 

1.01 

(0.89

-1.14

) 

0.87 

(0.81

-0.94

) 

0.95 

(0.88

-1.02

) 

0.92 

(0.87

-0.98

) 

0.96 

(0.89

-1.03

) 

0.91 

(0.84

-0.97

) 

1.03 

(0.96

-1.10

) 

0.97 

(0.85

-1.10

) 

1.01 

(0.93

-1.10

) 

0.99 

(0.91

-1.08

) 

0.99 

(0.93

-1.05

) 

1.01 

(0.93

-1.11

) 

0.80 

(0.68

-0.92

) 

0.82 

(0.70

-0.96

) 

0.99 

(0.94

-1.05

) 

0.93 

(0.73

-1.19

) 

0.99 

(0.92

-1.05

) 

1.06 

(0.92

-1.23

) 

1.05 

(0.98

-1.13

) 

 1.12 

(0.54

-2.32

) 

0.99 

(0.52

-1.92

) 

0.49 

(0.17

-1.45

) 

0.88 

(0.48

-1.60

) 

0.73 

(0.37

-1.44

) 

0.86 

(0.43

-1.73

) 

RAB 

(20 

mg) 

once 

daily 

0.87 

(0.74

-1.03

) 

1.71 

(0.61

-4.79

) 

0.75 

(0.54

-1.04

) 

1.03 

(0.77

-1.38

) 

0.98 

(0.87

-1.10

) 

0.85 

(0.79

-0.90

) 

0.92 

(0.87

-0.99

) 

0.90 

(0.85

-0.95

) 

0.93 

(0.87

-0.99

) 

0.88 

(0.82

-0.94

) 

1.00 

(0.93

-1.07

) 

0.94 

(0.83

-1.07

) 

0.98 

(0.90

-1.07

) 

0.96 

(0.89

-1.04

) 

0.96 

(0.91

-1.02

) 

0.98 

(0.91

-1.07

) 

0.77 

(0.67

-0.89

) 

0.80 

(0.68

-0.94

) 

0.97 

(0.92

-1.01

) 

0.91 

(0.71

-1.15

) 

0.96 

(0.91

-1.01

) 

1.03 

(0.90

-1.19

) 

1.02 

(0.96

-1.09

) 

0.97 

(0.90

-1.05

) 

 0.89 

(0.47

-1.69

) 

0.44 

(0.15

-1.29

) 

0.79 

(0.43

-1.43

) 

0.66 

(0.34

-1.28

) 

0.77 

(0.39

-1.54

) 

RAN 

(150 

mg) 

twice 

daily 

0.97 

(0.83

-1.14

) 

1.91 

(0.68

-5.33

) 

0.84 

(0.61

-1.16

) 

1.15 

(0.86

-1.53

) 

1.09 

(0.97

-1.22

) 

0.95 

(0.90

-0.99

) 

1.03 

(0.99

-1.07

) 

1.00 

(0.97

-1.03

) 

1.04 

(1.00

-1.08

) 

0.98 

(0.94

-1.03

) 

1.11 

(1.05

-1.18

) 

1.05 

(0.93

-1.19

) 

1.09 

(1.01

-1.19

) 

1.07 

(1.00

-1.15

) 

1.07 

(1.04

-1.11

) 

1.10 

(1.02

-1.18

) 

0.86 

(0.75

-0.99

) 

0.89 

(0.77

-1.04

) 

1.08 

(1.05

-1.11

) 

1.01 

(0.80

-1.28

) 

1.07 

(1.04

-1.10

) 

1.15 

(1.01

-1.32

) 

1.14 

(1.09

-1.19

) 

1.08 

(1.02

-1.16

) 

1.12 

(1.06

-1.18

) 

 0.49 

(0.18

-1.32

) 

0.88 

(0.59

-1.32

) 

0.74 

(0.44

-1.23

) 

0.87 

(0.60

-1.26

) 

RAN 

(300 

mg) 

four 

times 

daily 

0.96 

(0.80

-1.16

) 

1.89 

(0.68

-5.30

) 

0.83 

(0.59

-1.16

) 

1.14 

(0.84

-1.54

) 

1.08 

(0.93

-1.25

) 

0.94 

(0.85

-1.03

) 

1.02 

(0.92

-1.13

) 

0.99 

(0.90

-1.09

) 

1.03 

(0.93

-1.13

) 

0.97 

(0.88

-1.07

) 

1.10 

(0.99

-1.23

) 

1.04 

(0.89

-1.21

) 

1.08 

(0.96

-1.22

) 

1.06 

(0.95

-1.19

) 

1.06 

(0.96

-1.17

) 

1.09 

(0.97

-1.22

) 

0.85 

(0.72

-1.01

) 

0.88 

(0.74

-1.05

) 

1.07 

(0.97

-1.17

) 

1.00 

(0.78

-1.29

) 

1.06 

(0.96

-1.17

) 

1.14 

(0.97

-1.34

) 

1.13 

(1.02

-1.25

) 

1.07 

(0.96

-1.20

) 

1.10 

(0.99

-1.23

) 

0.99 

(0.90

-1.09

) 

 1.79 

(0.73

-4.38

) 

1.49 

(0.56

-3.97

) 

1.76 

(0.64

-4.81

) 

RAN 

(300 

mg) 

1.01 

(0.86

-1.18

1.98 

(0.71

-5.52

0.87 

(0.63

-1.20

1.19 

(0.89

-1.58

1.13 

(1.01

-1.27

0.98 

(0.94

-1.02

1.07 

(1.02

-1.11

1.04 

(1.01

-1.06

1.07 

(1.03

-1.11

1.02 

(0.97

-1.06

1.15 

(1.09

-1.22

1.08 

(0.96

-1.23

1.13 

(1.05

-1.22

1.11 

(1.04

-1.19

1.11 

(1.08

-1.14

1.14 

(1.06

-1.22

0.89 

(0.78

-1.02

0.92 

(0.79

-1.07

1.12 

(1.09

-1.14

1.04 

(0.82

-1.32

1.11 

(1.07

-1.14

1.19 

(1.04

-1.37

1.18 

(1.13

-1.23

1.12 

(1.05

-1.19

1.15 

(1.09

-1.22

1.03 

(1.01

-1.06

1.05 

(0.95

-1.15

 0.83 

(0.56

-1.24

0.98 

(0.62

-1.56



once 

daily 

) ) ) ) ) ) ) ) ) ) ) ) ) ) ) ) ) ) ) ) ) ) ) ) ) ) ) ) ) 

VON 

(20 

mg) 

once 

daily 

0.93 

(0.78

-1.09

) 

1.82 

(0.65

-5.07

) 

0.80 

(0.57

-1.11

) 

1.09 

(0.82

-1.46

) 

1.04 

(0.92

-1.17

) 

0.90 

(0.84

-0.96

) 

0.98 

(0.92

-1.04

) 

0.95 

(0.90

-1.01

) 

0.99 

(0.93

-1.05

) 

0.93 

(0.87

-1.00

) 

1.06 

(0.98

-1.14

) 

1.00 

(0.88

-1.13

) 

1.04 

(0.95

-1.14

) 

1.02 

(0.94

-1.10

) 

1.02 

(0.98

-1.06

) 

1.04 

(0.97

-1.13

) 

0.82 

(0.71

-0.95

) 

0.85 

(0.72

-0.99

) 

1.02 

(0.97

-1.08

) 

0.96 

(0.75

-1.22

) 

1.02 

(0.97

-1.07

) 

1.10 

(0.95

-1.26

) 

1.08 

(1.02

-1.15

) 

1.03 

(0.95

-1.11

) 

1.06 

(0.99

-1.14

) 

0.95 

(0.90

-1.00

) 

0.96 

(0.86

-1.07

) 

0.92 

(0.87

-0.97

) 

 1.18 

(0.68

-2.04

) 

Place

bo 

1.67 

(1.37

-2.03

) 

3.27 

(1.18

-9.07

) 

1.44 

(1.02

-2.03

) 

1.97 

(1.44

-2.68

) 

1.87 

(1.58

-2.20

) 

1.62 

(1.43

-1.84

) 

1.76 

(1.56

-2.00

) 

1.71 

(1.52

-1.94

) 

1.78 

(1.57

-2.01

) 

1.68 

(1.48

-1.91

) 

1.91 

(1.67

-2.17

) 

1.80 

(1.51

-2.13

) 

1.87 

(1.63

-2.16

) 

1.84 

(1.61

-2.09

) 

1.83 

(1.62

-2.07

) 

1.88 

(1.64

-2.15

) 

1.48 

(1.23

-1.77

) 

1.53 

(1.26

-1.85

) 

1.85 

(1.63

-2.09

) 

1.73 

(1.33

-2.25

) 

1.83 

(1.62

-2.07

) 

1.97 

(1.65

-2.37

) 

1.95 

(1.72

-2.22

) 

1.86 

(1.62

-2.12

) 

1.91 

(1.68

-2.18

) 

1.71 

(1.52

-1.93

) 

1.73 

(1.49

-2.01

) 

1.66 

(1.47

-1.87

) 

1.80 

(1.58

-2.05

) 

 

Data are risk ratios (95% confidence interval) for efficacy and safety in the column-defining treatment compared-the row-defining treatment. CIM, cimetidine; FAM, famotidine; ILA, ilaprazole; LAN, lansoprazole; OME, omeprazole; PAN, pantoprazole; RAB, rabeprazole; RAN, 

ranitidine; VON, vonoprazan.



 


