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Box. Definitions of study outcomes used in the meta-analysis

Trial Outcome Summary of trialists’ definitions
population
Prevention Endoscopic ulcers Lesions >5mm (or >3mm in older studies).
Perception of ‘depth’ within lesion at endoscopy.
Symptomatic ulcers  Any subjective clinical symptoms that a clinician may
associate with peptic ulcer disease. Commonly described
symptoms were dyspepsia or epigastric pain.
Bleeding Based on a range of clinical, biochemical and endoscopic
parameters.
Perforation Based on clinical assessment, usually including imaging
with erect chest x-ray.
Obstruction Based on clinical assessment.
All-cause mortality — Death from any cause
Healing Endoscopic ulcer Endoscopic evidence of complete healing. Changes of
healing scarring and mucosal regeneration were accepted as
evidence of healing.
All-cause mortality  Death from any cause
Acute UGI Further bleeding Failure to establish initial haemostasis or any episode of
bleeding upper gastrointestinal bleeding that occurred after initial
treatment haemostasis was established

Blood transfusion
Endoscopic
interventions

Surgery

All-cause mortality

Any requirement for patients to receive red blood cell
transfusion

Any further endoscopic interventions that were
performed after initial haemostasis was established

Any surgical interventions that were performed after
initial haemostasis was established

Death from any cause
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Webfigure 1: Prevention trials — comparison of gastroprotectants on any endoscopic ulcer

Events/Patients (%)

Allocated Allocated ,
) Odds Ratio (95 or 99% CI
No GPT 1 GPT 2 ( 6 Cl)
PPI vs H2RA
Duodenal 8 162/1469 (11.0%) 186/1029 (18.1%) 0.40 (0.29 - 0.56)
Gastric 5 15/645 (2.3%) 46/497 (9.3%) —. 0.32 (0.15 - 0.66)
Any 10  179/1746 (10.3%) 233/1170 (19.9%) 0.39 (0.29 - 0.52)
H2RA vs PA
Duodenal 6 49/562 (8.7%) 87/572 (15.2%) 0.45 (0.26 — 0.78)
Gastric 4 22/390 (5.6%) 8/408 (2.0%) —=> 317 (1.11-9.07)
Any 8 70/659 (10.6%) 95/665 (14.3%) 0.68 (0.42 - 1.10)
PPI vs PA
Duodenal 2 7/543 (1.3%) 35/430 (8.1%) <—n— 0.23 (0.10 - 0.56)
Gastric 2 86/543 (15.8%) 42/430 (9.8%) 1.63 (0.97 — 2.75)
Any 3 94/800 (11.8%) 80/688 (11.6%) 0.94 (0.60 - 1.47)
- 99% or <> 95% ClI | T T |

0.1 05 1 2 5

Less likely More likely

with GPT 1 with GPT 1

PPI=Proton pump inhibitors, PA=Prostaglandin analogues, H2RA=Histamine—2 receptor antagonists

There was one trial comparing PA + H2RA versus H2RA (misoprostol + ranitidine vs ranitidine) with 3/25 vs 14/28
endoscopic ulcers.
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Webfigure 2: Prevention trials — effects of gastroprotectants on any endoscopic ulcer

No.

Allocated
GPT

Events/Patients (%)

Allocated
control

Odds Ratio (95 or 99% CI)

Proton Pump Inhibitor

Esomeprazole 11

Rabeprazole 0
Omeprazole 11
Lansoprazole 6
Pantoprazole 1

Dexlansoprazole 0

Any PPI 29

Prostaglandin Analogues

Misoprostol 21
Enprostil 1
Rebamipide 0
Rioprostil 0
Arbaprostil 0
Other PAs 0
Any PA 22

(Heterogeneity x5 =2.7, p=0.44)

111/4210 (2.6%)
109/1781 (6.1%)
87/480 (18.1%)
7/70 (10.0%)

314/6541 (4.8%)

228/3358 (6.8%)
0/69 (0.0%)

228/3427 (6.7%)

Histamine—2 Receptor Antagonists

Cimetidine 52
Famotidine 11
Ranitidine 35
Nizatidine 4
Roxatidine 2
Oxmetidine 0
Other H2RA 2
Any H2RA

530/2311 (22.9%)
274/2374 (11.5%)
27211824 (14.9%)
156/826 (18.9%)
91/364 (25.0%)

24/375 (6.4%)

105 1347/8074 (16.7%)

Any gastroprotectant drug

Any GPT

- 99% or <> 95% ClI

152 1889/18042 (10.5%)

408/2908 (14.0%)
347/1665 (20.8%)
175/305 (57.4%)
7/34 (20.6%)

937/4912 (19.1%)

(Heterogeneity x2 =0.6, p=0.43)

434/2498 (17.4%)
1/34 (2.9%)

435/2532 (17.2%)

819/1681 (48.7%)
408/1502 (27.2%)
618/1800 (34.3%)
259/717 (36.1%)
166/361 (46.0%)
67/229 (29.3%)
2298/6187 (37.1%)

3502/13255 (26.4%)

-

-
_._

<>

(Heterogeneity xZ =12.5, p=0.0286)

T
—
. 3
L
——

_._

<

&

| T T
0.1 0.25 0.5

Less likely
with GPT

|
115

More likely
with GPT

0.19 (0.15 - 0.25)

0.21 (0.16 — 0.28)
0.17 (0.11 - 0.25)
0.41 (0.07 - 2.35)

0.20 (0.17 - 0.22)
p<0.0001

0.26 (0.20 - 0.32)

0.26 (0.21 - 0.31)
p<0.0001

0.30 (0.24 - 0.36)
0.36 (0.28 — 0.46)
0.30 (0.24 - 0.38)
0.41 (0.29 - 0.56)
0.40 (0.27 - 0.60)

0.19 (0.09 - 0.41)

0.32 (0.29 - 0.34)
p<0.0001

0.27 (0.25 - 0.29)
p<0.0001

PPI=Proton pump inhibitors, PA=Prostaglandin analogues, H2RA=Histamine—2 receptor antagonists,
GPT=Gastroprotectant drug
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Webfigure 3: Prevention trials — effects of individual gastroprotectant drugs on any

symptomatic ulcer

Allocated

No. GPT

Events/Patients (%)

Allocated
control

Odds Ratio (95 or 99% CI)

Proton Pump Inhibitor

Esomeprazole 3 5/415 (1.2%)

Rabeprazole -
Omeprazole 22/2148 (1.0%)
1/22 (4.5%)

0

4

Lansoprazole 1
Pantoprazole 0 -

0

8

Dexlansoprazole

Any PPI 28/2585 (1.1%)

Prostaglandin Analogues

Misoprostol 3 14/4588 (0.3%)

Enprostil

Rebamipide 0/31 (0.0%)

Rioprostil

Other PAs

0
1
0
Arbaprostil 0 -
0
Any PA 4

14/4619 (0.3%)

Histamine—2 Receptor Antagonists

Cimetidine 28 401/1879 (21.3%)
Famotidine 1 7/115 (6.1%)
Ranitidine 10 50/373 (13.4%)
Nizatidine 1 23/286 (8.0%)
Roxatidine 0 -
Oxmetidine 0 -
Other H2RA 0 -
Any H2RA 39 481/2653 (18.1%)

Any gastroprotectant drug
Any GPT 51  523/9857 (5.3%)

- 99% or <> 95% ClI

(Heterogeneity x5 =1.1, p=0.56)

39/411 (9.5%)
108/2155 (5.0%)
5/21 (23.8%)

152/2587 (5.9%)

(Heterogeneity 2 =1.9, p=0.17)

35/4639 (0.8%)

6/34 (17.6%)

41/4673 (0.9%)

724/1483 (48.8%)
11/123 (8.9%)
163/386 (42.2%)
99/295 (33.6%)

943/2184 (43.2%)

1136/9444 (12.0%)

_ —

(Heterogeneity x5 =8.1, p=0.0447)

_._
_._

<

<
I I ]
0.1 05 1 2
Less likely More likely
with GPT with GPT

0.18 (0.08 - 0.43)

0.13 (0.07 - 0.23)
0.21 (0.02 - 2.87)

0.15 (0.10 - 0.21)
p<0.0001

0.43 (0.20 - 0.94)

0.13 (0.01 - 1.62)

0.38 (0.21 - 0.67)
p=0.0004

0.29 (0.24 - 0.35)
0.67 (0.17 - 2.65)
0.21 (0.13 - 0.32)
0.22 (0.12 - 0.37)

0.27 (0.23 - 0.31)
p<0.0001

0.25 (0.22 - 0.29)
p<0.0001

PPI=Proton pump inhibitors, PA=Prostaglandin analogues, H2RA=Histamine—2 receptor antagonists,

GPT=Gastroprotectant drug
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Webfigure 4: Prevention trials — effects of gastroprotectants on bleeds

Events/Patients (%)

No. Allocated Allocated Odds Ratio (95 or 99% Cl)

GPT control

Proton Pump Inhibitor  (Heterogeneity x5 =2.5, p=0.48)
Esomeprazole 7 3/2885 (0.1%) 25/2070 (1.2%) < 0.18 (0.06 — 0.51)

Rabeprazole 0 - -
Omeprazole 7 9/2502 (0.4%) 37/2501 (1.5%) — s 0.29 (0.13 - 0.65)
Lansoprazole 3 2/353 (0.6%) 12/216 (5.6%) 0.20 (0.04 - 0.97)
Pantoprazole 2 0/170 (0.0%) 16/170 (9.4%) 0.12 (0.03 - 0.53)
Dexlansoprazole 0 - -
Any PPI 18 14/5910 (0.2%) 88/4937 (1.8%) - 0.21 (0.14 - 0.32)
p<0.0001
Prostaglandin Analogues  (Heterogeneity % =1.5, p=0.22)
Misoprostol 2 33/4435 (0.7%) 52/4475 (1.2%) —a— 0.64 (0.36 — 1.15)
Enprostil 0 - -
Rebamipide 1 0/29 (0.0%) 1/14 (7.1%)
Rioprostil 0 - -
Arbaprostil 0 - -
Other PAs 0 - -
Any PA 3 33/4464 (0.7%) 53/4489 (1.2%) ——— 0.63 (0.40 - 0.98)
p=0.0306
Histamine-2 Receptor Antagonists  (Heterogeneity x2 =18.1, p=0.0012)
Cimetidine 10 25/481 (5.2%) 21/442 (4.8%) —=—> 1.20(0.51 - 2.79)
Famotidine 5 7/1661 (0.4%) 7/985 (0.7%) 0.79 (0.16 - 3.83)
Ranitidine 11 11/866 (1.3%) 48/875 (5.5%) — 0.27 (0.13 - 0.55)
Nizatidine 1 0/248 (0.0%) 1/248 (0.4%)
Roxatidine 0 - -
Oxmetidine 0 - -
Other H2RA 2 0/375 (0.0%) 71229 (3.1%) 0.11 (0.01 - 1.15)
Any H2RA 29 43/3631 (1.2%) 84/2779 (3.0%) <> 0.49 (0.33 - 0.71)
p=0.0001
Any gastroprotectant drug
Any GPT 49 90/14139 (0.6%) 221/12130 (1.8%) < 0.40 (0.32 - 0.50)
p<0.0001
- 99% or <> 95% ClI . T T |
01 025 05 1 2
Less likely More likely
with GPT with GPT

PPI=Proton pump inhibitors, PA=Prostaglandin analogues, H2RA=Histamine—2 receptor antagonists,
GPT=Gastroprotectant drug
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Webfigure 5: Prevention trials — effects of proton pump inhibitors on endoscopic and
symptomatic ulcers, bleeds and all-cause mortality, subdivided by use of NSAIDs

Events/Patients (%)

tNSAID/
COXIB/ No. Allocated Allocated Odds Ratio (95 or 99% Cl)

. PPI control
aspirin use

Any endoscopic ulcer  (Heterogeneity x5 =12.8, p=0.0003)

NSAID use 18 249/5797 (4.3%) 653/4215 (15.5%) = 0.23 (0.19 - 0.27)
No NSAID use 8 55/474 (11.6%) 225/446 (50.4%) —— 0.12 (0.08 - 0.18)
Total 26 304/6271 (4.8%) 878/4661 (18.8%) & 0.20 (0.18 - 0.23)

p<0.0001
Any symptomatic ulcer  (Heterogeneity x5 =2.1, p=0.14)
NSAID use 4 712221 (0.3%) 51/2215 (2.3%) —. 0.19 (0.09 - 0.40)
No NSAID use 3 20/207 (9.7%) 94/211 (44.5%) —— 0.11 (0.06 - 0.22)
Total 7 2712428 (1.1%) 145/2426 (6.0%) = 0.14 (0.10 - 0.212)

p<0.0001
Bleeds (Heterogeneity x5 =0.4, p=0.54)
NSAID use 14 14/5534 (0.3%) 80/4556 (1.8%) —a— 0.22 (0.13 - 0.39)
No NSAID use 3 0/219 (0.0%) 6/220 (2.7%) 0.13(0.01 - 1.53)
Total 17 14/5753 (0.2%) 86/4776 (1.8%) S 0.21 (0.14 - 0.33)

p<0.0001
All-cause mortality ~ (Heterogeneity x7 =0.2, p=0.62)
NSAID use 11 20/5872 (0.3%) 14/4364 (0.3%) —»——> 1.06 (0.40 - 2.80)
No NSAID use 2 2/135 (1.5%) 1/135 (0.7%) 1.94 (0.05 - 74.68)
Total 13 22/6007 (0.4%) 15/4499 (0.3%) —1— 1.12(0.55-2.29)

p=0.74
- 99% or <[> 95% ClI | | !
0.1 05 1 2.5
Less likely More likely

o with PPI with PPI
PPI: Proton pump inhibitor

Trial categorization:

NSAID use: greater than or equal to 80% of patients took a tNSAID, COXIB or aspirin.
No NSAID use: less than 80% of patients took a tNSAID, COXIB or aspirin.

The results for trials in which information about NSAID use at baseline was unavailable were similar to those with data available:
any endoscopic ulcer RR=0.12 (0.06-0.25) unavailable vs 0.20 (0.18-0.23) available; any symptomatic ulcer RR=0.14 (0.03-1.80)
unavailable vs 0.14 (0.10-0.21) available; bleeds no data for unavailable; all-cause mortality RR=0.87 (0.28-2.75) unavailable vs
1.12 (0.55-2.29) available.
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Webfigure 6: Prevention trials — effects of esomeprazole,

ranitidine on any endoscopic ulcer, by dose studied

Allocated

No. GPT

Events/Patients (%)

Allocated
control

omeprazole, cimetidine and

Odds Ratio (95 or 99% CI)

Esomeprazole* (Trend test x5 =0.4, p=0.55)

20 mg 9 53/2483 (2.1%)
40 mg 5 58/1727 (3.4%)
Total 11 111/4210 (2.6%)
Omeprazole (Trend test x7 =8.0, p=0.0047)
10 mg 1 17/64 (26.6%)
20 mg 7 57/672 (8.5%)
40 mg 3 35/1045 (3.3%)
Total 11  109/1781 (6.1%)
Cimetidine  (Trend test x% =55.7, p<0.0001)
200 mg 1 48/98 (49.0%)
400 mg 30 339/1346 (25.2%)
600 mg 7 81/394 (20.6%)
800 mg 14 54/382 (14.1%)
1000 mg 2 3/37 (8.1%)
1200 mg 1 5/54 (9.3%)
Total 52 530/2311 (22.9%)
Ranitidine  (Trend test x% =0.4, p=0.52)
150 mg 23 234/1164 (20.1%)
200** mg 2 4164 (6.2%)
300 mg 9 31/581 (5.3%)
600 mg 1 3/15 (20.0%)
Total 35 272/1824 (14.9%)
- 99% or <> 95% ClI

284/2477 (11.5%)
250/1709 (14.6%)
408/2908 (14.0%)

4466 (66.7%)
197/552 (35.7%)
106/1047 (10.1%)
347/1665 (20.8%)

39/103 (37.9%)
516/1142 (45.2%)
115/223 (51.6%)
231/362 (63.8%)
16/34 (47.1%)
2/50 (4.0%)
819/1681 (48.7%)

514/1153 (44.6%)
23/63 (36.5%)
73/569 (12.8%)
8/15 (53.3%)
618/1800 (34.3%)

0w

g

-~z

<

01 02505 1 2.5
Less likely More likely
with GPT with GPT

0.22 (0.16 — 0.29)
0.24 (0.17 - 0.33)

0.19 (0.16 — 0.24)
p<0.0001

0.20 (0.08 - 0.53)
0.15 (0.10 - 0.22)
0.34 (0.21 - 0.54)
0.21 (0.17 - 0.26)

p<0.0001
1.57 (0.72 - 3.40)
0.39 (0.31 - 0.49)
0.25 (0.16 — 0.41)
0.11 (0.08 - 0.17)
0.11 (0.02 - 0.60)

2.29 (0.23 - 23.14)

0.30 (0.26 — 0.34)
p<0.0001

0.30 (0.23 - 0.38)
0.15 (0.04 - 0.53)
0.38 (0.22 - 0.67)
0.25 (0.03 — 2.25)

0.30 (0.26 — 0.36)
p<0.0001

*Some trials involve 20mg vs 40mg vs control, which happened to lead both dose—specific estimates being
less extreme than the overall estimate.

**Penston (1993) trial was included in this dose group which reported a ranitidine dose of 225 mg.
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Webfigure 7: Healing trials — comparison of gastroprotectants on endoscopic ulcer healing

Allocated
GPT1

Events/Patients (%)

Allocated
GPT 2

Odds Ratio (95 or 99% CI)

No.
PPI vs H2RA
Duodenal 72
Gastric 33
Any 106
H2RA vs PA
Duodenal 27
Gastric 10
Any 37
PPI vs PA
Duodenal 1
Gastric 3
Any 4
- 99% or <> 95% ClI

5573/6059 (92.0%)
2559/2972 (86.1%)

8214/9117 (90.1%)

2018/2470 (81.7%)
327/402 (81.3%)

2345/2872 (81.7%)

133/146 (91.1%)
297/361 (82.3%)

457/538 (84.9%)

4168/5078 (82.1%)
1534/2070 (74.1%)

5786/7245 (79.9%)

2041/2909 (70.2%)
279/387 (72.1%)

2320/3296 (70.4%)

60/76 (78.9%)
181/233 (77.7%)

267/338 (79.0%)

| T
02505 1

Less likely
with GPT 1

2

T
5

More likely
with GPT 1

2.62 (2.24 — 3.06)
2.54 (2.06 — 3.13)

2.58 (2.28 - 2.92)

1.67 (1.39 - 1.99)
1.81 (1.09 - 3.02)

1.68 (1.42 - 1.99)

2.90 (0.90 - 9.31)
1.41 (0.79 - 2.50)

1.57 (0.96 — 2.57)

PPI=Proton pump inhibitors, PA=Prostaglandin analogues, H2RA=Histamine-2 receptor antagonists

There was one trial comparing PA + H2RA versus H2RA with 76/82 vs 59/84 endoscopic ulcers.
Two additional trials compared PA + PPI versus PPI with a total of 36/130 vs 19/127 endoscopic ulcers.
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Webfigure 8: Healing trials — effects of individual gastroprotectant drugs on endoscopic
ulcer healing

Events/Patients (%)

Allocated
control

Allocated

Odds Ratio (95 or 99% CI)
GPT

No.

Proton Pump Inhibitor  (Heterogeneity x5 =18.4, p=0.0010)

Esomeprazole 1 90/110 (81.8%) 71/111 (64.0%) —— 2.46 (1.08 — 5.59)
Rabeprazole 3 150/170 (88.2%) 58/102 (56.9%) —=—> 7.54(3.27 - 17.35)
Omeprazole 14 757/919 (82.4%) 334/522 (64.0%) —— 4.18 (2.86 — 6.10)
Lansoprazole 5 609/682 (89.3%) 153/248 (61.7%) —m—> 8.97 (5.22 - 15.42)
Pantoprazole 1 44/44 (100.0%) 34/50 (68.0%) 9.41 (1.98 - 44.72)
Dexlansoprazole 0 - -
Any PPI 24 1650/1925 (85.7%) 650/1033 (62.9%) < 5.22 (4.26 - 6.39)
p<0.0001
Prostaglandin Analogues  (Heterogeneity xZ =5.0, p=0.42)
Misoprostol 10 584/954 (61.2%) 291/647 (45.0%) . B 1.99 (1.51 - 2.63)
Enprostil 5 186/266 (69.9%) 74/179 (41.3%) —a— 3.10 (1.80 - 5.32)
Rebamipide 5 232/293 (79.2%) 188/285 (66.0%) —.— 2.10 (1.24 - 3.57)
Rioprostil 3 69/124 (55.6%) 27/83 (32.5%) — 2.90 (1.27 - 6.61)
Arbaprostil 14 423/796 (53.1%) 171/535 (32.0%) = 2.37 (1.74 - 3.23)
Other PAs 1 7/19 (36.8%) 4/16 (25.0%) 1.71 (0.21 - 14.14)
Any PAs 37 1501/2452 (61.2%) 751/1729 (43.4%) <& 2.27 (1.99 - 2.59)

Histamine—2 Receptor Antagonists

(Heterogeneity xZ2 =5.9, p=0.31)

p<0.0001

Cimetidine 85 2450/3324 (73.7%) 1088/2385 (45.6%) = 3.58 (3.08 - 4.17)
Famotidine 6  585/736 (79.5%) 300/560 (53.6%) - 3.38(2.43 - 4.69)
Ranitidine 49 1651/2077 (79.5%) 919/1869 (49.2%) = 4.25 (3.54 - 5.11)
Nizatidine 9 863/1190 (72.5%) 306/726 (42.1%) . B 3.75 (2.85 - 4.93)
Roxatidine 1 131/166 (78.9%) 73/163 (44.8%) — 4.24 (2.30 - 7.80)
Oxmetidine 1 34/40 (85.0%) 15/36 (41.7%) 6.47 (1.69 — 24.76)
Other H2RA 0 - -
Any H2RA 148 5714/7533 (75.9%) 2676/5670 (47.2%) o 3.80 (3.52 - 4.10)
p<0.0001
Any gastroprotectant drug
Any GPT 207 8865/11910 (74.4%) 4050/8373 (48.4%) o 3.49 (3.28 - 3.72)
p<0.0001
- 99% or <> 95% ClI , , , ,
05 1 2 5 10
Less likely More likely
with GPT with GPT

PPI=Proton pump inhibitors, PA=Prostaglandin analogues, H2RA=Histamine—-2 receptor antagonists, GPT=Gastroprotectant drug
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Webfigure 9: Healing trials — effects of esomeprazole, omeprazole, cimetidine and
ranitidine on endoscopic ulcers, by dose studied

Events/Patients (%)

No. Allocated Allocated Odds Ratio (95 or 99% Cl)
GPT control
Esomeprazole
20 mg 1 90/110 (81.8%) 71/111 (64.0%) — 2.46 (1.08 - 5.59)
Total 1 90/110 (81.8%) 71/111 (64.0%) _ 2.46 (1.30 - 4.64)
p=0.0029
Omeprazole (Trend test 7 =0.0, p=0.99)
20 mg 11 472/574 (82.2%) 2741428 (64.0%) —.— 3.89 (2.55 - 5.94)
40 mg 3 239/290 (82.4%) 95/177 (53.7%) — . 4.69 (2.59 - 8.47)
80 mg 1 46/55 (83.6%) 15/21 (71.4%) 2.14 (0.33 - 13.66)
Total 14  757/919 (82.4%) 334/522 (64.0%) < 4.18 (3.13 - 5.59)
p<0.0001
Cimetidine  (Trend test Xi =3.9, p=0.0478)
400 mg 3 235/366 (64.2%) 146/339 (43.1%) B 2.34 (1.57 - 3.49)
800 mg 9  454/590 (76.9%) 279/579 (48.2%) B 3.50 (2.53 - 4.84)
1000 mg 52  930/1243 (74.8%) 490/1161 (42.2%) B 4.20 (3.36 - 5.25)
1200 mg 22  453/642 (70.6%) 315/648 (48.6%) - 2.59 (1.91 - 3.53)
1600 mg 5  316/401 (78.8%) 159/365 (43.6%) —— 4.43 (2.99 - 6.58)
2000 mg 1 45/64 (70.3%) 13/46 (28.3%) . 5.32 (1.83 - 15.47)
Unknown 1 17/18 (94.4%) 10/17 (58.8%) 7.12 (0.67 - 75.37)
Total 85 2450/3324 (73.7%) 1088/2385 (45.6%) o 3.58 (3.19 - 4.02)
p<0.0001
Ranitidine  (Trend test x* =6.8, p=0.0094)
200 mg 5 67/77 (87.0%) 29/74 (39.2%) —=—> 7.99 (3.07 - 20.81)
300 mg 40 1425/1827 (78.0%) 745/1626 (45.8%) = 4.22 (3.49 - 5.11)
400 mg 1 17/25 (68.0%) 8/23 (34.8%) 3.68 (0.72 - 18.94)
600 mg 3 142/148 (95.9%) 137/146 (93.8%) 1.45 (0.31 - 6.79)
Total 49 1651/2077 (79.5%) 919/1869 (49.2%) > 4.25 (3.69 - 4.89)
p<0.0001
- 99% or <[> 95% ClI | I I I
05 1 2 5 10
Less likely More likely
with GPT with GPT
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Webfigure 10: Acute UGI bleeding treatment trials — comparison of gastroprotectants on further
bleeding, need for blood transfusion, endoscopic intervention, surgery and all-cause mortality

No.

Allocated
GPT 1

Events/Patients (%)

Allocated
GPT 2

Odds Ratio (95 or 99% CI)

PPl vs H2RA
Further bleeding 16

Transfusion 1
Endoscopic 9
Surgery 10
Mortality 11
- 99% or <> 95% ClI

101/1737 (5.8%)
115/267 (43.1%)
68/1157 (5.9%)
37/1395 (2.7%)

19/1520 (1.2%)

162/1658 (9.8%)
112/252 (44.4%)
94/1093 (8.6%)
52/1319 (3.9%)

23/1446 (1.6%)

| T
0.25 0.5

Less likely
with GPT 1

PPI=Proton pump inhibitors, H2ZRA=Histamine—2 receptor antagonists

1

|
2.5

More likely
with GPT 1

One additional trial compared PA + PPI versus PPI, in which there were 7/56 vs 8/67 rebleeds,
1/56 vs 2/67 surgical procedures and 2/56 vs 1/67 deaths.
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Webfigure 11: Effects of gastroprotectants on further bleeding, need for blood transfusion,
endoscopic intervention, surgery and all-cause mortality (acute UGI bleeding treatment
trials of peptic ulcer)

Events/Patients (%)

No. Allocated Allocated Odds Ratio (95 or 99% Cl)

GPT control

Further bleeding (Heterogeneity x% =12.0, p=0.0005)

PPI 9 89/1235 (7.2%) 194/1207 (16.1%) —— 0.42 (0.30 - 0.59)
H2RA 7 148/681 (21.7%) 180/692 (26.0%) —-+ 0.78 (0.56 - 1.09)
Any GPT 16 237/1916 (12.4%) 374/1899 (19.7%) < 0.57 (0.48 - 0.69)
p<0.0001
Blood transfusion ~ (Heterogeneity x{ =4.8, p=0.0293)
PPI 3 84/294 (28.6%) 180/295 (61.0%) —u— 0.26 (0.17 - 0.40)
H2RA 3 77/117 (65.8%) 87/111 (78.4%) — = 0.54 (0.24 - 1.21)
Any GPT 6 161/411 (39.2%) 267/406 (65.8%) = 0.31 (0.23 -0.42)
p<0.0001
Endoscopic interventions
PPI 5 55/891 (6.2%) 117/915 (12.8%) —i— 0.46 (0.30 - 0.71)
H2RA 0 - -
Any GPT 5 55/891 (6.2%) 117/915 (12.8%) < 0.46 (0.33 - 0.64)
p<0.0001
Surgery (Heterogeneity x% =7.6, p=0.0059)
PPI 9 52/1235 (4.2%) 114/1207 (9.4%) —i— 0.44 (0.29 - 0.68)
H2RA 8 116/728 (15.9%) 145/749 (19.4%) —- 0.80 (0.55-1.14)
Any GPT 17 168/1963 (8.6%) 259/1956 (13.2%) <> 0.62 (0.50 - 0.77)
p<0.0001
Total mortality (Heterogeneity x2 =0.9, p=0.35)
PPI 9 34/1235 (2.8%) 44/1207 (3.6%) —— 0.78 (0.42 - 1.45)
H2RA 6 38/682 (5.6%) 38/704 (5.4%) —=—— 1.06 (0.56 - 2.00)
Any GPT 15 72/1917 (3.8%) 82/1911 (4.3%) I= 0.90 (0.64 - 1.26)
p=0.53
- 99% or <> 95% ClI | T |
0.1 05 1 2
Less likely More likely
with GPT with GPT

PPI=Proton pump inhibitors, H2ZRA=Histamine—-2 receptor antagonists, GPT=Gastroprotectant drug

Page 13 of 91



Webfigure 12: Effects of gastroprotectants on further bleeding, need for blood transfusion,
endoscopic intervention, surgery and all-cause mortality (acute UGI bleeding treatment

trials of uncertain aetiology)

Events/Patients (%)

Allocated
control

Allocated

No. GPT

Odds Ratio (95 or 99% CI)

Further bleeding (Heterogeneity x% =0.1, p=0.79)
PPI 3 103/999 (10.3%) 117/991 (11.8%)

H2RA 11 172/806 (21.3%) 196/786 (24.9%)

Any GPT 14  275/1805 (15.2%) 313/1777 (17.6%)

Blood transfusion (Heterogeneity x5 =1.1, p=0.29)

PPI 2 365/680 (53.7%) 362/672 (53.9%)
H2RA 2 189/317 (59.6%) 172/315 (54.6%)
Any GPT 4 554/997 (55.6%) 534/987 (54.1%)

Endoscopic interventions

PPI 3 85/999 (8.5%) 117/991 (11.8%)
H2RA 0 - -
Any GPT 3 85/999 (8.5%) 117/991 (11.8%)

Surgery (Heterogeneity x2 =0.2, p=0.69)

PPI 3 68/999 (6.8%) 73/991 (7.4%)
H2RA 7 81/603 (13.4%) 94/600 (15.7%)
Any GPT 10 149/1602 (9.3%) 167/1591 (10.5%)

Total mortality (Heterogeneity x2 =3.1, p=0.08)

PPI 3 50/999 (5.0%) 42/991 (4.2%)

H2RA 11 57/844 (6.8%) 75/821 (9.1%)

Any GPT 14 107/1843 (5.8%) 117/1812 (6.5%)
- 99% or <> 95% ClI

| T
0.25

Less likely
with GPT

0.5 1 2
More likely

with GPT

0.85 (0.58 — 1.25)
0.81 (0.59 — 1.11)
0.82 (0.68 — 0.99)
p=0.0378

0.99 (0.75 - 1.32)
1.22 (0.80 - 1.88)
1.06 (0.88 — 1.27)
p=0.52

0.68 (0.45 — 1.02)

0.68 (0.49 - 0.93)
p=0.0121

0.91 (0.57 - 1.46)
0.83 (0.53 - 1.29)
0.87 (0.68 — 1.11)
p=0.24

1.19 (0.67 - 2.11)
0.72 (0.44 - 1.18)

0.89 (0.67 - 1.18)
p=0.42

PPI=Proton pump inhibitors, H2ZRA=Histamine—-2 receptor antagonists, GPT=Gastroprotectant drug
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Webfigure 13a: Acute UGI bleeding treatment trials — effects of individual gastroprotectant
drugs on further bleeding

Events/Patients (%)

No. Allocated Allocated Odds Ratio (95 or 99% Cl)

GPT control

Proton Pump Inhibitor  (Heterogeneity x% =5.1, p=0.17)

Esomeprazole 1 29/376 (7.7%) 53/391 (13.6%) —a— 0.54 (0.29 - 1.02)
Omeprazole 8 141/1542 (9.1%) 220/1549 (14.2%) - 0.60 (0.44 - 0.81)
Lansoprazole 1 10/102 (9.8%) 10/103 (9.7%) 1.01 (0.27 - 3.78)
Pantoprazole 2 12/214 (5.6%) 28/155 (18.1%) = 0.30 (0.12 - 0.78)
Any PPI 12 192/2234 (8.6%) 311/2198 (14.1%) <> 0.57 (0.47 - 0.69)
p<0.0001
Histamine-2 Receptor Antagonists  (Heterogeneity x5 =1.9, p=0.39)
Cimetidine 12 160/801 (20.0%) 185/780 (23.7%) -+ 0.78 (0.57 - 1.09)
Famotidine 2 119/507 (23.5%) 133/518 (25.7%) —— 0.89 (0.60 - 1.30)
Ranitidine 4 41/179 (22.9%) 58/180 (32.2%) —— 0.60 (0.31-1.17)
Any H2RA 18 320/1487 (21.5%) 376/1478 (25.4%) < 0.79 (0.67 — 0.95)
p=0.0084
Any gastroprotectant drug
Any GPT 30 512/3721 (13.8%) 687/3676 (18.7%) < 0.68 (0.60 — 0.78)
p<0.0001
- 99% or <[> 95% ClI | | | |
01 025 05 1 2
Less likely More likely
with GPT with GPT

PPI=Proton pump inhibitors, H2ZRA=Histamine—-2 receptor antagonists, GPT=Gastroprotectant drug
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Webfigure 13b: Acute UGI bleeding treatment trials — effects of individual gastroprotectant
drugs on blood transfusion

Events/Patients (%)

No. Allocated Allocated Odds Ratio (95 or 99% Cl)

GPT control

Proton Pump Inhibitor ~ (Heterogeneity x5 =8.4, p=0.0146)

Esomeprazole 0 - -

Omeprazole 3 359/770 (46.6%) 441/763 (57.8%) - 0.64 (0.49 - 0.84)
Lansoprazole 1 67/102 (65.7%) 60/103 (58.3%) = 1.37 (0.63 — 2.99)
Pantoprazole 1 23/102 (22.5%) 41/101 (40.6%) . 0.44 (0.19 - 0.99)
Any PPI 5 449/974 (46.1%) 542/967 (56.0%) S 0.67 (0.55 - 0.80)
p<0.0001
Histamine-2 Receptor Antagonists  (Heterogeneity x5 =0.4, p=0.52)
Cimetidine 4 229/384 (59.6%) 218/374 (58.3%) —— 1.04 (0.70 — 1.55)
Famotidine 0 - -
Ranitidine 1 37/50 (74.0%) 41/52 (78.8%) 0.77 (0.21 - 2.82)
Any H2RA 5 266/434 (61.3%) 259/426 (60.8%) e 1.01 (0.76 — 1.35)
p=0.92
Any gastroprotectant drug
Any GPT 10 715/1408 (50.8%) 801/1393 (57.5%) < 0.75 (0.65 - 0.88)
p=0.0003
- 99% or <> 95% ClI | I |
0.25 0.5 1 2
Less likely More likely
with GPT with GPT

PPI=Proton pump inhibitors, H2ZRA=Histamine—-2 receptor antagonists, GPT=Gastroprotectant drug
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Webfigure 13c: Acute UGI bleeding treatment trials — effects of individual gastroprotectant

drugs on endoscopic interventions

Allocated
GPT

No.

Events/Patients (%)

Allocated
control

Odds Ratio (95 or 99% CI)

Proton Pump Inhibitor  (Heterogeneity x% =2.6, p=0.45)

Esomeprazole 1 24/376 (6.4%)
Omeprazole 5 99/1310 (7.6%)
Lansoprazole 1 10/102 (9.8%)
Pantoprazole 1 7/102 (6.9%)
Any PPI 8  140/1890 (7.4%)

Histamine—-2 Receptor Antagonists

Cimetidine 0
Famotidine 0
Ranitidine 0
Any H2RA 0

Any gastroprotectant drug

Any GPT 8  140/1890 (7.4%)

- 99% or <> 95% ClI

45/391 (11.5%)
161/1311 (12.3%)
10/103 (9.7%)
18/101 (17.8%)

234/1906 (12.3%)

234/1906 (12.3%)

= 0.54 (0.27 - 1.06)
— . 0.57 (0.40 - 0.81)
1.01 (0.27 - 3.78)
0.36 (0.11 - 1.20)
o 0.56 (0.45 — 0.70)
p<0.0001
e 0.56 (0.45 - 0.70)
p<0.0001
| | |
0.25 0.5 1 2.5
Less likely More likely
with GPT with GPT

PPI=Proton pump inhibitors, H2ZRA=Histamine—-2 receptor antagonists, GPT=Gastroprotectant drug
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Webfigure 13d: Acute UGI bleeding treatment trials — effects of individual gastroprotectant

drugs on surgery

Allocated
GPT

No.

Events/Patients (%)

Allocated
control

Odds Ratio (95 or 99% CI)

Proton Pump Inhibitor

Esomeprazole 1

Omeprazole 8 103/1542 (6.7%)
Lansoprazole 1 3/102 (2.9%)
Pantoprazole 2 4/214 (1.9%)
Any PPI 12 120/2234 (5.4%)

Histamine—-2 Receptor Antagonists

Cimetidine 8 81/614 (13.2%)
Famotidine 2 77/507 (15.2%)
Ranitidine 5 39/210 (18.6%)
Any H2RA 15  197/1331 (14.8%)

Any gastroprotectant drug
Any GPT 27

- 99% or <> 95% ClI

10/376 (2.7%)

317/3565 (8.9%)

(Heterogeneity x% =3.5, p=0.32)

21/391 (5.4%)

148/1549 (9.6%)

6/103 (5.8%)

12/155 (7.7%)

A

187/2198 (8.5%)
(Heterogeneity x3 =0.5, p=0.76)

102/618 (16.5%)

87/518 (16.8%)

50/213 (23.5%)

239/1349 (17.7%)

426/3547 (12.0%)

0.25

0.5

Less likely
with GPT

|
1 2

More likely
with GPT

0.50 (0.18 - 1.37)
0.67 (0.47 - 0.96)
0.50 (0.07 - 3.67)
0.26 (0.06 - 1.16)
0.62 (0.48 — 0.78)

p<0.0001
0.77 (0.50 - 1.20)
0.89 (0.56 - 1.40)
0.73 (0.38 - 1.42)
0.81 (0.65 — 1.00)

p=0.0445

0.72 (0.61 - 0.84)
p<0.0001

PPI=Proton pump inhibitors, H2ZRA=Histamine—-2 receptor antagonists, GPT=Gastroprotectant drug
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Webfigure 13e: Acute UGI bleeding treatment trials — effects of individual gastroprotectant
drugs on all-cause mortality

Events/Patients (%)

No. Allocated Allocated Odds Ratio (95 or 99% Cl)

GPT control

Proton Pump Inhibitor  (Heterogeneity x% =5.7, p=0.13)

Esomeprazole 1 3/376 (0.8%) 8/391 (2.0%) 0.41 (0.07 — 2.38)
Omeprazole 8 77/1542 (5.0%) 68/1549 (4.4%) —— 1.14 (0.73 - 1.80)
Lansoprazole 1 2/102 (2.0%) 5/103 (4.9%) 0.42 (0.04 - 4.05)
Pantoprazole 2 2/214 (0.9%) 5/155 (3.2%) 0.37 (0.04 - 3.59)
Any PPI 12 84/2234 (3.8%) 86/2198 (3.9%) e 0.98 (0.71 - 1.34)
p=0.88
Histamine-2 Receptor Antagonists  (Heterogeneity x5 =3.7, p=0.16)
Cimetidine 13 55/870 (6.3%) 78/857 (9.1%) —a— 0.68 (0.42 - 1.11)
Famotidine 1 31/497 (6.2%) 25/508 (4.9%) = 1.28 (0.61 - 2.71)
Ranitidine 3 9/159 (5.7%) 10/160 (6.2%) 0.89 (0.24 - 3.39)
Any H2RA 17 95/1526 (6.2%) 113/1525 (7.4%) —— 0.83 (0.62 - 1.12)
p=0.21
Any gastroprotectant drug
Any GPT 29 179/3760 (4.8%) 199/3723 (5.3%) > 0.90 (0.72 - 1.11)
p=0.31
- 99% or <[> 95% ClI | | |
0.25 0.5 1 2
Less likely More likely
with GPT with GPT

PPI=Proton pump inhibitors, H2ZRA=Histamine—-2 receptor antagonists, GPT=Gastroprotectant drug
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Webfigure 14a: Prevention trials — effects of gastroprotectants on endoscopic and symptomatic
ulcers, bleeds and all-cause mortality, subdivided by method of allocation concealment

(secure vs other method)

Events/Patients (%)

Allocated
control

Allocated
GPT

Allocation

No.
concealment

Odds Ratio (95 or 99% CI)

Any endoscopic ulcer  (Heterogeneity x* =0.2, p=0.62)

Secure method 13 265/3594 (7.4%) 495/2494 (19.8%)

Other method 139 1624/14448 (11.2%) 3007/10761 (27.9%)

Total 152 1889/18042 (10.5%) 3502/13255 (26.4%)

Any symptomatic ulcer  (Heterogeneity x7 =16.4, p<0.0001)

Secure method 7 130/6987 (1.9%) 254/7021 (3.6%)
Other method 44 393/2870 (13.7%) 882/2423 (36.4%)
Total 51 523/9857 (5.3%) 1136/9444 (12.0%)

Bleeds (Heterogeneity x% =14.0, p=0.0002)

Secure method 10 62/8948 (0.7%) 102/8197 (1.2%)
Other method 39 28/5191 (0.5%) 119/3933 (3.0%)
Total 49 90/14139 (0.6%) 221/12130 (1.8%)

All-cause mortality ~ (Heterogeneity x% =0.0, p=0.84)

Secure method 14 202/10556 (1.9%) 220/9084 (2.4%)

Other method 37 272/5288 (5.1%) 276/3979 (6.9%)

Total 51 474/15844 (3.0%) 496/13063 (3.8%)
- 99% or <> 95% ClI

<
_._
_._
<>
_.__
—-
<t
| | | |
01 02505 1 2.5

Less likely More likely
with GPT with GPT

0.26 (0.21 - 0.33)
0.27 (0.25 - 0.30)

0.27 (0.25 - 0.29)
p<0.0001

0.39 (0.28 - 0.54)
0.22 (0.18 - 0.26)

0.25 (0.22 - 0.29)
p<0.0001

0.59 (0.39 - 0.90)
0.25 (0.16 — 0.39)

0.40 (0.32 - 0.50)
p<0.0001

0.83 (0.54 - 1.27)
0.87 (0.61 — 1.23)

0.85 (0.69 — 1.04)
p=0.11

Secure methods of allocation concealment were considered to be: IVRS (Interactive Voice Response System); telephone
central office; pharmacy coded containers administered sequentially; and onsite computer accessible only after entering
patients details. Other methods included sealed envelopes, closed lists of random numbers, or unspecified method.
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Webfigure 14b: Prevention trials — effects of gastroprotectants on endoscopic and symptomatic
ulcers, bleeds and all-cause mortality, subdivided by methods of blinding of investigators

and patients

Allocated
GPT

Blinding

method No.

Events/Patients (%)

Allocated
control

Odds Ratio (95 or 99% CI)

Any endoscopic ulcer

Double 124 1556/15916 (9.8%)
Other 28  333/2126 (15.7%)
Total 152 1889/18042 (10.5%)

Any symptomatic ulcer

Double 41 368/8798 (4.2%)
Other 10  155/1059 (14.6%)
Total 51  523/9857 (5.3%)

Bleeds (Heterogeneity x2=11.9, p=0.0006)

Double 37 86/12846 (0.7%)
Other 12 4/1293 (0.3%)
Total 49  90/14139 (0.6%)

All-cause mortality

Double 42  370/15328 (2.4%)

Other 9 104/516 (20.2%)

Total 51 474/15844 (3.0%)
- 99% or <> 95% ClI

(Heterogeneity x2 =8.2, p=0.0041)

3021/11631 (26.0%)
481/1624 (29.6%)

3502/13255 (26.4%)

(Heterogeneity y? =1.1, p=0.28)
X1

883/8565 (10.3%)
253/879 (28.8%)

1136/9444 (12.0%)

177/11084 (1.6%)
4411046 (4.2%)

221/12130 (1.8%)

(Heterogeneity x2 =1.1, p=0.30)

381/12580 (3.0%)
115/483 (23.8%)

496/13063 (3.8%)

O
—-
<
——
<
<>
-
-
<>
| | | |
0.1 025 05 1 2.5
Less likely More likely
with GPT with GPT

Double=double-blind (ie, both patients and investigators were unaware of the treatment allocation)
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0.26 (0.24 — 0.29)
0.35 (0.27 — 0.44)

0.27 (0.25 - 0.29)
p<0.0001

0.24 (0.20 - 0.29)
0.28 (0.21 - 0.39)

0.25 (0.22 - 0.29)
p<0.0001

0.47 (0.34 - 0.66)
0.16 (0.07 - 0.35)

0.40 (0.32 - 0.50)
p<0.0001

0.90 (0.67 - 1.21)
0.69 (0.37 - 1.28)

0.85 (0.69 — 1.04)
p=0.11



Webfigure 15a: Prevention trials — funnel plots of each gastroprotectant class
vs control for particular outcomes

PPl vs Control PA vs Control H2RA vs Control
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Each point represents the result from a single trial. In each panel, the odds ratio is shown on the x—axis (on a doubling
scale) and the standard error of the log—odds ratio is shown on the y—axis. The vertical dashed line in each panel
represent the information—weighted average odds ratio across the trials.

P (asymmetry) is the corresponding p—value of Egger's test for asymmetry of the funnel plot.
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Webfigure 15b: Healing trials — funnel plots of each gastroprotectant class vs
control for endoscopic ulcer healing

PPI vs Control PA vs Control H2RA vs Control

P (asymmetry)=0.2

P (asymmetry)=0.0033

P (asymmetry)=0.99

10.0 4°
100 —

0.01 —
0.10 —
1.00
10.0 H°
100

0.25
1.00
10.0

Each point represents the result from a single trial. In each panel, the odds ratio is shown on the x—axis (on a doubling
scale) and the standard error of the log—odds ratio is shown on the y—axis. The vertical dashed line in each panel

represent the information—weighted average odds ratio across the trials.

P (asymmetry) is the corresponding p—value of Egger's test for asymmetry of the funnel plot.
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Webfigure 15c: Acute bleeding trials — funnel plots of each gastroprotectant
class vs control for particular outcomes
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Each point represents the result from a single trial. In each panel, the odds ratio is shown on the x—axis (on a doubling
scale) and the standard error of the log—odds ratio is shown on the y—axis. The vertical dashed line in each panel
represent the information—weighted average odds ratio across the trials.

P (asymmetry) is the corresponding p—value of Egger's test for asymmetry of the funnel plot.

Page 24 of 91



Webfigure 16a: Prevention trials — effects of gastroprotectants on any endoscopic ulcers
(direct vs network meta—analytic effect estimates)

Events/Patients (%)

No. Allocated Allocated Odds Ratio (95 or 99% ClI)

Active Comparator

Gastroprotectant vs control (Heterogeneityxg =39.5, p<0.0001)
PPI 29 314/6541 (4.8%)  937/4912 (19.1%) = 0.20 (0.17 - 0.23)

= 0.18 (0.16 — 0.21)

PA 22 228/3427 (6.7%)  435/2532 (17.2%) 0.26 (0.20 - 0.32)

0.27 (0.22 - 0.32)

H2RA 105  1347/8074 (16.7%) 2298/6187 (37.1%) l 0.32 (0.28 - 0.35)
\

0.32 (0.29 - 0.36)

GPT 152 1889/18042 (10.5%) 3502/13255 (26.4%) 0.27 (0.25 - 0.29)
p<0.0001

Gastroprotectant vs gastroprotectant
PPI-H2RA 10  179/1746 (10.3%)  233/1170 (19.9%) - 0.39 (0.29 - 0.52)
= 0.56 (0.48 - 0.66)
PPI-PA 3 94/800 (11.8%) 80/688 (11.6%) —m— 0.94(0.60 - 1.47)
B 0.68 (0.54 - 0.84)
H2RA-PA 8 70/659 (10.6%) 95/665 (14.3%) — m | 068(0.42-110)

B 120(0.98-148)

- 99% or<> 95% ClI | I |
0.1 0.5 1 2
Less likely More likely
with active with active
drug drug

PPI=Proton pump inhibitors, PA=Prostaglandin analogues, H2RA=Histamine-2 receptor antagonists, GPT=Any gastroprotectant drug

Black squares and lines correspond to the direct treatment comparisons and grey squares and lines to the network meta—analysis estimates.
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Webfigure 16b: Prevention trials — effects of gastroprotectants on any symptomatic ulcers
(direct vs network meta—analytic effect estimates)

Events/Patients (%)

No. Allocated Allocated Odds Ratio (95 or 99% ClI)

Active Comparator

Gastroprotectant vs control (Heterogeneityxg =12.7, p=0.0018)

PPI 8 28/2585 (1.1%) 152/2587 (5.9%) <m— 0.15 (0.09 - 0.23)
- 0.15 (0.11 - 0.20)
PA 4 14/4619 (0.3%) 41/4673 (0.9%) S 0.38 (0.18 - 0.79)
—a—— 0.45 (0.25 - 0.83)
H2RA 39  481/2653 (18.1%)  943/2184 (43.2%) = 0.27 (0.23 - 0.32)
= 0.26 (0.22 - 0.31)
GPT 51 523/9857 (5.3%)  1136/9444 (12.0%) <> 0.25 (0.22 - 0.29)
p<0.0001
Gastroprotectant vs gastroprotectant
PPI-H2RA 3 106/1074 (9.9%) 95/647 (14.7%) — . 0.56 (0.37 - 0.86)
- 0.56 (0.41 - 0.76)
PPI-PA 0 - -
S 0.33(0.17 - 0.64)
H2RA-PA 1 7/64 (10.9%) 17/64 (26.6%) 0.36 (0.10 - 1.28)
—a— 0.59 (0.32 - 1.08)
- 99% or<> 95% ClI | T |
0.1 05 1 2
Less likely More likely
with active with active
drug drug

PPI=Proton pump inhibitors, PA=Prostaglandin analogues, H2RA=Histamine-2 receptor antagonists, GPT=Any gastroprotectant drug

Black squares and lines correspond to the direct treatment comparisons and grey squares and lines to the network meta—analysis estimates.
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Webfigure 16c: Prevention trials — effects of gastroprotectants on bleeds (direct vs
network meta—analytic effect estimates)

Events/Patients (%)

No. Allocated Allocated Odds Ratio (95 or 99% ClI)

Active Comparator

Gastroprotectant vs control (Heterogeneityxg =15.3, p=0.0005)

PPI 18 14/5910 (0.2%) 88/4937 (1.8%) —a— 0.21 (0.12 - 0.36)
—— 0.21 (0.13 - 0.33)

PA 3 33/4464 (0.7%) 53/4489 (1.2%) —a— 0.63(0.35-1.12)
—a— 0.61 (0.35 - 1.06)

H2RA 29 43/3631 (1.2%) 84/2779 (3.0%) —— 0.49 (0.30 - 0.80)
—i— 0.51 (0.33 - 0.78)

GPT 49 90/14139 (0.6%) 221/12130 (1.8%) < 0.40 (0.32 - 0.50)
p<0.0001

Gastroprotectant vs gastroprotectant

PPI-H2RA 12 9/1299 (0.7%) 24/1180 (2.0%) . 0.36 (0.13 — 0.94)
S — 0.41 (0.23 - 0.71)

PPI-PA 1 1/269 (0.4%) 0/134 (0.0%)
S 0.34 (0.17 - 0.70)

H2RA-PA 0 - -

—s+—— 0.83(0.41-1.68)
- 99% or<> 95% ClI | I |
0.1 0.5 1 2
Less likely More likely
with active with active
drug drug

PPI=Proton pump inhibitors, PA=Prostaglandin analogues, H2RA=Histamine-2 receptor antagonists, GPT=Any gastroprotectant drug

Black squares and lines correspond to the direct treatment comparisons and grey squares and lines to the network meta—analysis estimates.
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Webfigure 16d: Prevention trials — effects of gastroprotectants on all-cause mortality
(direct vs network meta—analytic effect estimates)

Events/Patients (%)

No. Allocated Allocated Odds Ratio (95 or 99% ClI)
Active Comparator
Gastroprotectant vs control (Heterogeneityy2 =0.5, p=0.77)
PPI 18 37/7471 (0.5%) 31/5352 (0.6%) - 1.01 (0.50 - 2.05)
— =  1.09(0.61 - 1.95)
PA 4 17/4853 (0.4%) 20/4752 (0.4%) = 0.81 (0.32 - 2.00)
= 0.74 (0.32 - 1.69)
H2RA 29 420/3520 (11.9%) 445/2959 (15.0%) —- 0.83(0.61 -1.13)
—B+ 0.83 (0.61 — 1.11)
GPT 51 474/15844 (3.0%) 496/13063 (3.8%) S 0.85 (0.69 — 1.04)
p=0.11
Gastroprotectant vs gastroprotectant
PPI-H2RA 7 13/1151 (1.1%) 7/831 (0.8%) 1.39 (0.38 — 5.05)
= 1.32 (0.71 - 2.45)
PPI-PA 1 2/257 (0.8%) 0/258 (0.0%)
. 1.48 (0.54 - 4.01)
H2RA-PA 0 - -
= 1.12 (0.46 — 2.70)
- 99% or<[> 95% ClI | | !
25 05 1 .25
Less likely More likely
with active with active
drug drug

PPI=Proton pump inhibitors, PA=Prostaglandin analogues, H2RA=Histamine-2 receptor antagonists, GPT=Any gastroprotectant drug

Black squares and lines correspond to the direct treatment comparisons and grey squares and lines to the network meta—analysis estimates.
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Webfigure 16e: Healing trials — effects of gastroprotectants on endoscopic ulcer healing
(direct vs network meta—analytic effect estimates)

Events/Patients (%)

No. Allocated Allocated Odds Ratio (95 or 99% ClI)

Active Comparator

Gastroprotectant vs control (Heterogeneityxg =62.0, p<0.0001)
PPI 24 1650/1925 (85.7%) 650/1033 (62.9%) 1 5.22 (4.00 - 6.80)

= 7.95 (6.99 — 9.04)

PA 37  1501/2452 (61.2%) 751/1729 (43.4%) = 2.27 (1.91 - 2.70)
= 2.30 (2.03 - 2.60)
H2RA 148  5714/7533 (75.9%)  2676/5670 (47.2%) 3.80 (3.44 - 4.20)
3.56 (3.26 — 3.88)
GPT 207 8865/11910 (74.4%)  4050/8373 (48.4%) 0 3.49 (3.28 - 3.72)
p<0.0001

Gastroprotectant vs gastroprotectant
PPI-H2RA 106  8214/9117 (90.1%)  5786/7245 (79.9%) 2.58 (2.28 - 2.92)
2.23 (2.00 - 2.49)
PPI-PA 4 457/538 (84.9%) 267/338 (79.0%) - 1.57 (0.96 - 2.57)

= 3.46 (2.96 - 4.04)

H2RA-PA 37  2345/2872 (81.7%)  2320/3296 (70.4%) = 1.68 (1.42 - 1.99)

= 1.55 (1.37 - 1.75)

- 99% or<> 95% ClI | T T
05 1 2 5
Less likely More likely
with active with active
drug drug

PPI=Proton pump inhibitors, PA=Prostaglandin analogues, H2RA=Histamine-2 receptor antagonists, GPT=Any gastroprotectant drug

Black squares and lines correspond to the direct treatment comparisons and grey squares and lines to the network meta—analysis estimates.
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Webfigure 16f: Acute UGI bleeding treatment trials — effects of gastroprotectants on further
bleeding (direct vs network meta—analytic effect estimates)

Events/Patients (%)

No. Allocated Allocated Odds Ratio (95 or 99% ClI)

Active Comparator

Gastroprotectant vs control (Heterogeneityxf =6.5, p=0.0107)

PPI 12 192/2234 (8.6%) 311/2198 (14.1%) - 0.57 (0.44 - 0.73)
= 0.57 (0.44 - 0.73)
H2RA 18 320/1487 (21.5%) 376/1478 (25.4%) = B 0.79 (0.63 - 1.00)
- H 0.79 (0.63 - 0.99)
GPT 30 512/3721 (13.8%) 687/3676 (18.7%) < 0.68 (0.60 — 0.78)
p<0.0001
Gastroprotectant vs gastroprotectant

PPI-H2RA 16 101/1737 (5.8%) 162/1658 (9.8%) —i— 0.51 (0.36 — 0.72)
— 0.72 (0.51 - 1.00)

- 99% or<> 95% ClI | T |

25 05 1 2

Less likely More likely

with active with active

drug drug

PPI=Proton pump inhibitors, H2RA=Histamine—-2 receptor antagonists, GPT=Any gastroprotectant drug

Black squares and lines correspond to the direct treatment comparisons and grey squares and lines to the network meta—analysis estimates.
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Webfigure 16g: Acute UGI bleeding treatment trials — effects of gastroprotectants on blood
transfusion (direct vs network meta—analytic effect estimates)

Events/Patients (%)

No. Allocated Allocated Odds Ratio (95 or 99% ClI)
Active Comparator
Gastroprotectant vs control (Heterogeneityxf =6.2, p=0.0130)
PPI 5 449/974 (46.1%) 542/967 (56.0%) - 0.67 (0.52 - 0.85)
- 0.67 (0.53 — 0.84)
H2RA 5 266/434 (61.3%) 259/426 (60.8%) :I: 1.01 (0.70 — 1.48)
1.01 (0.70 - 1.46)
GPT 10 715/1408 (50.8%) 801/1393 (57.5%) O 0.75 (0.65 - 0.88)
p=0.0003
Gastroprotectant vs gastroprotectant
PPI-H2RA 1 115/267 (43.1%) 112/252 (44.4%) —=®——  0.95(0.59 - 1.52)
—— 0.66 (0.43 - 1.02)
- 99% or<> 95% ClI | T |
25 05 1 2
Less likely More likely
with active with active
drug drug

PPI=Proton pump inhibitors, H2RA=Histamine—-2 receptor antagonists, GPT=Any gastroprotectant drug

Black squares and lines correspond to the direct treatment comparisons and grey squares and lines to the network meta—analysis estimates.
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Webfigure 16h: Acute UGI bleeding treatment trials — effects of gastroprotectants on surgery

(direct vs network meta—analytic effect estimates)

Events/Patients (%)

No. Allocated Allocated Odds Ratio (95 or 99% ClI)
Active Comparator
Gastroprotectant vs control (Heterogeneityxf =2.9, p=0.09)
PPI 12 120/2234 (5.4%) 187/2198 (8.5%) —— 0.62 (0.45 - 0.84)
—— 0.62 (0.45 - 0.84)
H2RA 15 197/1331 (14.8%) 239/1349 (17.7%) —-+ 0.81 (0.61 - 1.07)
B 0.81 (0.61 - 1.06)
GPT 27 317/3565 (8.9%) 426/3547 (12.0%) = 0.72 (0.61 - 0.84)
p<0.0001
Gastroprotectant vs gastroprotectant
PPI-H2RA 10 37/1395 (2.7%) 52/1319 (3.9%) u 0.67 (0.37 — 1.20)
—— 0.76 (0.50 - 1.15)
- 99% or<> 95% ClI | T |
25 05 1 2
Less likely More likely
with active with active
drug drug

PPI=Proton pump inhibitors, H2RA=Histamine—-2 receptor antagonists, GPT=Any gastroprotectant drug

Black squares and lines correspond to the direct treatment comparisons and grey squares and lines to the network meta—analysis estimates.
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Webfigure 16i: Acute UGI bleeding treatment trials — effects of gastroprotectants on all-cause
mortality (direct vs network meta—analytic effect estimates)

Events/Patients (%)

No. Allocated Allocated Odds Ratio (95 or 99% ClI)

Active Comparator

Gastroprotectant vs control (Heterogeneityy? =0.5, p=0.46)

PP 12 84/2234 (3.8%) 86/2198 (3.9%) :I: 0.98 (0.64 — 1.48)
0.98 (0.65 — 1.46)

H2RA 17 95/1526 (6.2%) 113/1525 (7.4%) — 0.83 (0.57 — 1.22)
— m 0.83 (0.57 - 1.21)
GPT 29 179/3760 (4.8%) 199/3723 (5.3%) e 0.90 (0.72 - 1.11)
p=0.31

Gastroprotectant vs gastroprotectant
PPI-H2RA 11 19/1520 (1.2%) 23/1446 (1.6%) . 0.74 (0.31 - 1.76)

—&—> 1.17 (0.67 — 2.03)

- 99% or<> 95% ClI | T |
25 05 1 2
Less likely More likely
with active with active
drug drug

PPI=Proton pump inhibitors, H2RA=Histamine—-2 receptor antagonists, GPT=Any gastroprotectant drug

Black squares and lines correspond to the direct treatment comparisons and grey squares and lines to the network meta—analysis estimates.
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Electronic Search Strategy

Medline and EMBASE were searched using OVID SP for all trial publications (including protocols, results papers, abstracts,
conferences proceedings and reviews) by adapting the first Cochrane Search Strategy Design (Higgins & Green 2008%). No
language restriction was applied to the search. The search was completed by LH and results were downloaded into EndNote X7
where duplicates were removed. The remaining references were initially screened on the basis of title with abstracts and full
papers obtained where further information was required. Reasons for exclusion were recorded in custom fields in EndNote. The
review of search results and extraction from eligible studies of pre-specified outcomes and key trial characteristics was done
independently by two authors (always two of KD, HH, LH and KW). The extracted information was then entered directly into a
customised database.

All eligibility criteria were decided a priori. Acceptable methods of concealment of allocation at the point of randomisation were:
IVRS (Interactive VVoice Response System); telephone central office; pharmacy coded containers administered sequentially; onsite
computer accessible only after entering patient details; sealed envelopes sequentially numbered or opaque; sealed envelopes (no
further information); closed list of random numbers and ‘randomised’, but method not specified. Acceptable methods of blinding
were: double blind (subject and investigators unaware of allocation; single blind (subject only unaware of allocation); open
(subjects and investigators aware of allocation) and not described (unknown).

Medline Search (Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations and Ovid MEDLINE(R) 1950 to January Week
32016

proton pump inhibitor.mp.
(proton AND pump AND inhibitor).mp.
(proton AND pump AND inhibitors).mp.
Proton pump inhibitors/ OR proton pump inhibitors.mp.
PPI.mp.
PPIs.mp.
dexlansoprazole.mp.
esomeprazole.mp.
tenatoprazole.mp.
. benatoprazole.mp.
. rabeprazole.mp.
. omeprazole.mp or omeprazole/
. lansoprazole.mp.
. pantoprazole.mp.
. ilaprazole.mp.
. AZD0865.mp.
. histamine H2 receptor antagonist.mp.
. histamine H2 receptor antagonists.mp.
. (histamine AND H2 receptor AND antagonist).mp.
. (histamine AND H2 receptor AND antagonist).mp.
. histamine h2 antagonists/ OR histamine H2 antagonists.mp.
. (histamine AND H2 AND antagonist).mp.
. (histamine AND H2 AND antagonists).mp.
. H2RA.mp.
. H2RAs.mp.
. cimetidine/ OR cimetidine.mp.
. famotidine/ OR famotidine.mp.
. ranitidine/ OR ranitidine.mp.
. nizatidine/ OR nizatidine.mp.
. lafutidine.mp.
. roxatidine.mp.
. prostaglandin E2 analogues.mp. OR Prostaglandin E2 analogue.mp.
. Prostaglandins E, Synthetic/
. (prostaglandin AND analogue AND E2).mp.
. (prostaglandin AND analogues AND E2).mp.
. PGE2 analogue.mp.
. prostaglandin E2 derivative.mp.
. (prostaglandin AND E2 AND derivative).mp.

CoNoGOA~LNE
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39.
40.
41.
42,
43.
44,
45.
46.
47,
48.
49,
50.
51.
52.
53.
54.
55.
56.

(prostaglandin AND E2 AND derivatives).mp.
misoprostol/ OR misoprostol.mp.
rioprostil.mp. OR rioprostil/
arbaprostil/ OR arbaprostil.mp.
enprostil/ OR enprostil.mp.
rebamipide.mp.

for 1-44

randomized controlled trial.pt.
controlled clinical trial.pt.
randomized.ab.

placebo.ab.

clinical trials as topic.sh.
randomly.ab.

trial.ti.

for 46-52

exp animals/ not humans.sh.

53 not 54

45 and 55

EMBASE via OVID SP 1980 to 2016 Week 05

N AEWME

Proton pump inhibitor.mp. OR proton pump inhibitor/
Proton pump inhibitors.mp.

(proton AND pump AND inhibitor).mp.

(proton AND pump AND inhibitors).mp

PPL.mp.

PPIs.mp.

dexlansoprazole/ OR dexlansoprazole.mp.
esomeprazole.mp. OR esomeprazole/

tenatoprazole/ OR tenatoprazole.mp.

. benatoprazole/ OR benatoprazole.mp.

. rabeprazole/ OR rabeprazole.mp.

. omeprazole/ OR omeprazole.mp.

. lansoprazole/ OR lansoprazole.mp.

. pantoprazole/ OR pantoprazole.mp.

. ilaprazole.mp.

. AZD0865.mp.

. histamine H2 receptor antagonist.mp. OR histamine H2 receptor antagonist/
. histamine H2 receptor antagonists.mp.

. histamine H2 antagonists.mp. OR Histamine H2 Antagonists/
. histamine H2 antagonist.mp. OR Histamine H2 Antagonist/
. (histamine AND H2 receptor AND antagonist).mp.

. (histamine AND H2 receptor AND antagonists).mp.

. (histamine AND H2 AND antagonist).mp.

. (histamine AND H2 AND antagonists).mp.

. H2RA.mp.

. H2RAs.mp.

. cimetidine/ OR cimetidine.mp.

. famotidine/ OR famotidine.mp.

. ranitidine/ OR ranitidine.mp.

. hizatidine/ OR nizatidine.mp.

. lafutidine.mp.

. roxatidine.mp.

. prostaglandin E2 analogues.mp.

. prostaglandin E2 analogue.mp.

. (prostaglandin AND E2 AND analogue).mp.

. (prostaglandin AND E2 AND analogues).mp.

. PGE2 analogue.mp.

. prostaglandin E2 derivative.mp. or prostaglandin E2 derivative/
. (prostaglandin AND E2 AND derivative).mp.

. (prostaglandin AND E2 AND derivatives).mp.
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41. misoprostol/ OR misoprostol.mp.
42. rioprostil.mp. OR rioprostil/
43. arbaprostil/ OR arbaprostil.mp.
44. enprostil/ OR enprostil.mp.
45. rebamipide.mp.

46. /or 1-45

47. random$.mp.

48. factorial$.mp.

49. crossover$.mp.

50. cross over$.mp.

51. cross-over$.mp.

52. placebo$.mp.

53. (doubl$ adj blind$).mp.

54. (singl$ adj blind$).mp.

55. assign$.mp

56. allocat$.mp.

57. volunteer$.mp. OR volunteer/
58. crossover procedure/

59. double-blind procedure/

60. randomized controlled trial/
61. single blind procedure/

62. /or 47-61

63. 62 and 46

Further suitable drugs were identified during publication processing. These were oxmetidine and ramixotidine and eligible trials
using these drugs were included.

! Higgins JPT & Green S (editors). Cochrane Handbook for Systematic Reviews of Interventions Version 5.0.1 [updated
September 2008]. The Cochrane Collaboration, 2008. Available from www.cochrane-handbook.org.
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Webtable 1: Details of trials involving a randomised comparison of a proton pump inhibitor

(X) versus control (Y)

Trial name Regimen
Dexlansoprazole vs Control

Metz 2009 30 mg
Fass 2011 30 mg
Howden 2009 60 mg
Metz 2009 60 mg
Howden 2009 90 mg
Esomeprazole vs Control

Johnson 2001 10 mg
Vakil 2001 10 mg
PLUTO 20 mg
ASTERIX 20 mg
VENUS 20 mg
NASA1 20 mg
SPACE1 20 mg
Johnson 2005 20 mg
Johnson 2001 20 mg
NASA2 and SPACE2 20 mg
Katz 2003 A 20 mg
Vakil 2001 20 mg
Katz 2003 B 20 mg
Cheung 2013 20 mg
Hsu 2010 20 mg
Yu 2013 A 20 mg
Tan 2011 20 mg
Esomeprazole NSAID Preventive 20 mg
Study

Hsu 2012 20 mg
LAVENDER 20 mg
Peura 2014 A 20 mg
Peura 2014 B 20 mg
Pilichiewicz 2013 20 mg
Hsu 2011 20 mg
Farugi 2011 20 mg
OBERON 20 mg
Johnson 2010 20 mg
Reimer 2009 40 mg
Wilder-Smith 2009 40 mg
PLUTO 40 mg
VENUS 40 mg
Chan 2007 40 mg
NASA1 40 mg
SPACE1 40 mg
Johnson 2005 40 mg
Johnson 2001 40 mg
Fass 2010 40 mg
Johnsson 2003 40 mg
Johnsson 2003 40 mg
NASA2 and SPACE2 40 mg
Katz 2003 A 40 mg
Van Zanten 2006 40 mg
Vakil 2001 40 mg

Ref.

wl
w2
w3
wl

w3

w4
w5

w6

w7

w6

w8
w8
w9
w4
w10
will
w5
wll
wil2
w13
wil4
w15

w16

wl7
w18
w19
wi19
w20
w21
w22
w23
w24
w25
w26

w6

w6

w27

w8
w8
w9
w4
w28
w29
w29
w10
wll
w30

w5

Indication
for treatment

Design

Prevention Trials

Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux

Gastro-oesophageal reflux

Gastro-oesophageal reflux
Gastro-oesophageal reflux

Arthritis, rheumatic or
musculoskeletal disorders

Antiplatelet therapy

Arthritis, rheumatic or
musculoskeletal disorders

Antiplatelet therapy
Antiplatelet therapy
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Antiplatelet therapy
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Antiplatelet therapy
Cardiovascular disease
Gastro-oesophageal reflux

Recently healed ulcers

Recently healed ulcers
Recently healed ulcers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Recently healed ulcers
Chronic cough

Antiplatelet therapy
Gastro-oesophageal reflux
Healthy volunteers

Dental

Arthritis, rheumatic or
musculoskeletal disorders

Arthritis, rheumatic or
musculoskeletal disorders

Arthritis, rheumatic or
musculoskeletal disorders

Antiplatelet therapy

Antiplatelet therapy
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux

Antiplatelet therapy
Gastro-oesophageal reflux
Gastro-oesophageal reflux

Gastro-oesophageal reflux

Parallel
Parallel
Parallel
Parallel

Parallel

Parallel
Parallel

Parallel

Parallel

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel
Parallel
Parallel
Parallel
Factorial
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel
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Allocation
Concealment

Telephone
IVRS
IVRS

Telephone

IVRS

Sealed envelopes
Sealed envelopes

Closed list

Onsite computer

Other method

Unspecified method
Unspecified method
Closed list

Sealed envelopes
Closed list

Sealed envelopes
Sealed envelopes
Sealed envelopes
Unspecified method
Unspecified method
Unspecified method
Sealed envelopes

Onsite computer

Unspecified method
Onsite computer
Unspecified method
Unspecified method
Unspecified method
Sealed envelopes
Unspecified method
Sealed envelopes
Unspecified method
Sealed envelopes
Closed list

Closed list

Other method

Pharmacy

Unspecified method
Unspecified method
Closed list

Sealed envelopes
Unspecified method
Unspecified method
Unspecified method
Closed list

Sealed envelopes
Unspecified method

Sealed envelopes

Blinding of
investigators
and patients

Double
Double
Double
Double

Double

Double
Double

Double

Double

Double

Double
Double
Double
Double
Double
Double
Double
Double
Double
Unknown
Unknown
Double

Double

Unknown
Double
Double
Double
Double

Open
Double
Double
Double
Double
Double

Double

Double

Double

Double
Double
Double
Double
Double
Double
Double
Double
Double
Double

Double

Availability
of data

Yes
Yes
Yes
Yes

No

Yes
Yes

No
Yes

Yes

No
Yes
No
No
No
Yes
No

Yes

No. of patients

NX

140
152
159
158

152

7
91
195

494
281

195
187
226

82
202
121

98

113

79
122
85

175

157
215
171

170

83
26
804
143
60
15

198

282

137

206
180
220

82

24
176
172
196
123
109

92

NY

147
153
140
147

140

77
94
192

498
281

207
189
229

77
212
124

94

118

75
148
90

168

82
25
805
133
60
15

192

281

136

207
189
229
7
17
92
92
212
124
115
94



Webtable 1 (cont.): Details of trials involving a randomized comparison of a proton pump

inhibitor (X) versus control (Y)

Blinding of

Trial name
Reichel 2008
Talley 2007

Yi 2008

Kiljander 2010
Katz 2003 B
Hove 2013
Fernando 2011
Liuzzo 2011
Meineche-Schmidt 2011
OBERON
PN400-301
Study PN400-302
Andersson 2014
Jiang 2013

America Lung Association Asthma
Clinical Research Centers

Vaezi 2006
Kiljander 2006
Kiljander 2010
DiMango 2014
Shaheen 2011
STARS I
Byun 2015
Byun 2015
Lansoprazole vs Control
Peura 2009 A
Graham 2002
Wong 2002
Hongo 2008 B
Kushner 2009
Peura 2004
Sasaki 2009
Kovacs 1999
Miiller 1997
Earnest 1998
Castell 1996
Lanza 1997
Kovacs 1998
Sontag 1996
Robinson 1996
Richter 1999
Russo 1997 X3
Richter 2000 C
ELF Study
Peura 2009 A
Graham 2002
Wong 2002
Hongo 2008 B
Petite 1991 A
Peura 2004
Kovacs 1999
Earnest 1998

Bell 2000

Regimen
40 mg
40 mg
40 mg
40 mg
40 mg
40 mg
40 mg
40 mg
40 mg
40 mg
40 mg
40 mg
40 mg
40 mg

80 mg

80 mg
80 mg
80 mg
80 mg
80 mg
160 mg
Unknown

Unknown

15mg
15mg
15mg
15mg
15mg
15mg
15mg
15mg
15mg
15mg
15mg
15mg
15mg
15mg
15mg
15mg
15mg
15mg
15mg
30 mg
30 mg
30 mg
30 mg
30 mg
30 mg
30 mg
30 mg

30 mg

Ref.
w31l
w32
w33
w34
will
w35
w36
w37
w38
w23
w39
w40
wal
w42

w43

w44
w45
w34
w46
wa7
w48
w49

w49

w50
w51
w52
w53
wb4
w55
w56
w57
w58
w59
w60
w61l
w62
w63
w64
w65
w66
w67
w68
w50
w51
w52
w53
w69
w55
w57
w59

w70

Indication
for treatment

Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Asthma
Gastro-oesophageal reflux
Diabetes

Acute coronary syndrome
Cardiovascular disease
Gastro-oesophageal reflux
Antiplatelet therapy
Antiplatelet therapy
Antiplatelet therapy
Healthy volunteers
Gastro-oesophageal reflux

Asthma

Gastro-oesophageal reflux
Asthma

Asthma
Gastro-oesophageal reflux
Chronic cough
Gastro-oesophageal reflux
Chronic cough

Chronic cough

Gastro-oesophageal reflux
Recently healed ulcers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
COPD

Recently healed ulcers
Healthy volunteers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Recently healed ulcers
Recently healed ulcers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Recently healed ulcers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Recently healed ulcers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Healthy volunteers
Gastro-oesophageal reflux
Recently healed ulcers
Gastro-oesophageal reflux

Healthy volunteers

Design
Parallel
Parallel
Parallel
Parallel
Parallel

Factorial

Crossover
Parallel
Parallel
Parallel
Parallel
Parallel

Crossover
Parallel

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Extension
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Crossover
Parallel
Parallel
Parallel

Parallel
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Allocation
Concealment

Unspecified method
Other method
Unspecified method
Unspecified method
Sealed envelopes
Sealed envelopes
Pharmacy
Pharmacy

Sealed envelopes
Sealed envelopes
IVRS

IVRS

Onsite computer
Unspecified method

Unspecified method

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Closed list
Unspecified method

Unspecified method

Other method
Other method
Sealed envelopes
Unspecified method
Unspecified method
Onsite computer
Closed list
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Closed list
Unspecified method
Onsite computer
Closed list

Other method
Sealed envelopes
Unspecified method
Unspecified method
Onsite computer
Unspecified method
Unspecified method

Unspecified method

investigators
and patients

Double
Double
Unknown
Double
Double
Double
Double
Double
Double
Double
Double
Double
Unknown
Unknown

Double

Double
Unknown
Double
Double
Double
Double
Double

Double

Double
Double
Double
Double
Double
Double

Single
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double

Double

Availability
of data

Yes

Yes
Yes
No
No
No
No
No
Yes
No
No
Yes
Yes
Yes
No
No

No

No
No
Yes
Yes
No
No
Yes
No
Yes
No

No

No. of patients

NX NY
32 30
1065 524
15 13
313 328
118 118
20 21
16 16
78 84
410 397
817 805
218 220
212 211
27 27
60 60
208 204
95 51
387 383
320 328
9 8
22 18
822 428
291 284
136 134
152 152
70 72
570 564
305 308
51 52
15 19
10 10
72 66
218 213
92 88
19 15
53 56
60 57
82 44
30 28
284 70
24 30
277 284
133 134
149 152
78 72
5 5
308 308
18 19
71 66
7 8



Webtable 1 (cont.): Details of trials involving a randomized comparison of a proton pump

inhibitor (X) versus control (Y)

Trial name
Castell 1996
Brummer 1997
Dumper J 2008
Gaetani 1995

Jang 2003

Lai 2003
Pakozdi 2009
Kovacs 1998
Sontag 1996
Robinson 1996
Richter 1999
Richter 2000 C
Xia 2003

Leung 2007

Lai 2002
DOSAPI

Talwar 2010
Zhang 2015
Feng 2014
Fletcher 2011
Jones 2010
Adamopoulos 2009
Littner 2005
Havas 1999
Earnest 1998
El-Serag 2001
Borjesson 2003
Fuchs 1994
Meikle 1994
Vaezi 2010
Andersson 2014
Takahiko 2011
Takebayashi 2014
Inukai 2015
Omeprazole vs Control
Farup 1999
Bardhan 1998
Talley 1998 A
Lauritsen 1991
Carlsson 1998 (no oesophagitis)
Bate 1995
Allgood 2005
Blum 2000
Richter 2000 B
Venables 1997 B
Laursen 1995 X2
Lind 1997
Uemura 2008
OPPULENT

Ekstrém 1996

Bianchi Porro 1998

Regimen
30 mg
30 mg
30 mg
30 mg

30 mg

30 mg
30 mg
30 mg
30 mg
30 mg
30 mg
30 mg
30 mg
30 mg
30 mg
30 mg
30 mg
30 mg
30 mg
30 mg
30 mg
40 mg
60 mg
60 mg
60 mg
60 mg
60 mg
60 mg
60 mg
60 mg
60 mg
Unknown
Unknown

Unknown

10 mg
10 mg
10 mg
10 mg
10 mg
10 mg
10 mg
10 mg
10 mg
10 mg
10 mg
10 mg
10 mg
20 mg

20 mg

20 mg

Ref.
w60
w7l
w72
w73

w74

w75
w76
w62
w63
w64
w65
w67
w77
w78
w79
w80
w8l
w82
w83
w84
w85
w86
w87
w88
w59
w89
w90
w9l
w92
w93
w4l
w94
w95

w96

w97

w98

w99
w100
w101
w102
w103
w104
w105
w106
w107
w108
w109
w110

wilil

w112

Indication
for treatment

Gastro-oesophageal reflux
Healthy volunteers

Globus

Healthy volunteers

Pancreaticoduodenectomy
(Whipple's procedure)

Recently healed ulcers
Multiple sclerosis

Recently healed ulcers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Antiplatelet therapy
Cardiovascular disease
Cardiovascular disease
Antiplatelet therapy
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Antiplatelet therapy
Asthma

Sore throat
Gastro-oesophageal reflux
Sore throat

Nutcracker oesophagus
Healthy volunteers
Healthy volunteers

Post nasal drip

Healthy volunteers

COPD

Diabetes

Diabetes

Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Recently healed ulcers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Antiplatelet therapy

Arthritis, rheumatic or
musculoskeletal disorders

Osteoarthritis

Design
Parallel
Crossover
Parallel
Crossover

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Crossover
Parallel
Parallel
Parallel
Parallel
Crossover
Parallel
Parallel
Parallel
Parallel
Crossover
Crossover
Parallel
Parallel
Crossover
Parallel
Parallel

Parallel

Parallel
Extension
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Extension
Parallel
Parallel
Parallel

Parallel

Parallel
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Allocation
Concealment

Unspecified method
Unspecified method

Other method
Unspecified method

Unspecified method

Closed list
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Sealed envelopes

Closed list
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Onsite computer
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Onsite computer
Unspecified method

Onsite computer

Unspecified method

Unspecified method
Closed list

Closed list

Closed list
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Onsite computer
Other method
Unspecified method
Unspecified method

Unspecified method

Unspecified method

Blinding of
investigators
and patients
Double

Double

Double

Double

Unknown

Open
Double
Double
Double
Double
Double
Double

Single
Double
Double
Double
Double

Open

Unknown
Unknown
Double

Open
Double
Double
Double
Double
Double

Single
Double
Double

Unknown
Open
Open

Open

Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double

Double

Double

Availability
of data

Yes

No

No
No
No
No

No

No
No

No

No
No
No
Yes

No

Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes

Yes

Yes

No. of patients

NX NY
422 213
5 5
19 21
6 6
18 19
22 21
11 10
15 15
54 56
56 57
88 a4
288 70
36 34
78 79
62 61
40 42
57 51
27 26
59 59
70 35
69 33
16 16
99 108
8 7
79 66
12 10
7 12
12 12
18 16
36 39
27 27
50 50
50 50
46 43
6 10
130 133
409 426
64 66
86 88
61 63
1038 1053
202 203
118 123
242 253
64 29
199 105
96 95
83 86
86 91
57 57



Webtable 1 (cont.): Details of trials involving a randomized comparison of a proton pump

inhibitor (X) versus control (Y)

Blinding of

Trial name

OMNIUM 1998 X2

Brun 2000

Sgouros 2005
Meineche-Schmidt 2004
Veldhuyzen van Zanten 1998
Farup 1999

COGENT

Talley 1998 A

Ishizaki 1995

Marzio 1995 X2

Castell 1996

Brummer 1997
Carlsson 1998 (no oesophaygitis)
Hetzel 1988 B

Goh 1995

Bate 1995

Ford 1994

Allgood 2005

Blohme 1993

Blum 2000

Guslandi 1992

Garg 1995

Gerson 2005

Hatlebakk 1999

Sutfin 1989

Unge 1992

Sartori 2000

Sontag 1992
Richter 2000 B
Simon 1995 A
Sontag 1997 A
Howard 1994
Rokkas 2001
Laursen 1995 X2
Bate 1996
Heijerman 1993
Lind 1997

Levin 1998
Uemura 2008
Meineche-Schmidt 1997 (healthy)
Houben 1995
Ostovaneh 2014
Aimi 2014
Stephenson 2015
Ren 2011

Dammann 1985 C
Hetzel 1988 A

Maev 2002
Bolling-Sternevald 2002
Laine 1998 C
Meineche-Schmidt 2004

Regimen
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg

20 mg

20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg
20 mg

20 mg

30 mg
30 mg
40 mg
40 mg
40 mg

40 mg

Ref.
wli3
wll4
w115
w116
w117

w97
w118

w99
w119
w120

w60

w7l
w101
wil2l
w122
w102
wil23
w103
wl24
w104
wil25
w126
w127
w128
w129
w130

w13l

w132
w105
w133
w134
w135
w136
w107
w137
w138
w108
w139
w109
w140
w14l
w142
w143
w144

w145

w146
wi21l
w147
w148
w149

w116

Indication
for treatment

Recently healed ulcers
Gastro-oesophageal reflux
Schatzki's rings
Gastro-oesophageal reflux
Gastritis or duodenitis
Gastro-oesophageal reflux
Dual antiplatelet therapy
Gastro-oesophageal reflux
Healthy volunteers
Recently healed ulcers
Gastro-oesophageal reflux
Healthy volunteers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Recently healed ulcers
Gastro-oesophageal reflux
Asthma
Gastro-oesophageal reflux
Renal transplant
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Varices
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Healthy volunteers

Anticoagulation

Cancer or palliative care (non

gastrointestinal)
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Healthy volunteers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Cystic fibrosis
Gastro-oesophageal reflux
Asthma
Gastro-oesophageal reflux
Healthy volunteers
Healthy volunteers
Gastro-oesophageal reflux
Insomnia

Laryngeal cancer

Percutaneous coronary
intervention

Healthy volunteers
Gastro-oesophageal reflux
Asthma
Gastro-oesophageal reflux
Recently healed ulcers

Gastro-oesophageal reflux

Design
Extension
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Crossover
Extension
Parallel
Crossover
Parallel
Parallel
Parallel
Parallel
Crossover
Parallel
Crossover
Parallel
Parallel
Parallel
Parallel
Parallel
Crossover
Crossover

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Extension
Parallel
Crossover
Parallel
Crossover
Parallel
Parallel
Crossover
Parallel
Parallel
Parallel

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel

Parallel
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Allocation
Concealment

Unspecified method
Unspecified method
Sealed envelopes
Closed list
Unspecified method
Unspecified method
Other method
Closed list
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Closed list
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Pharmacy
Pharmacy
Unspecified method
Unspecified method

Unspecified method

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Onsite computer
Onsite computer
Unspecified method
Unspecified method
Other method
Other method
Unspecified method
Closed list
Unspecified method
Closed list
Pharmacy

Onsite computer

Unspecified method

Unspecified method
Unspecified method
Unspecified method

Closed list
Unspecified method

Closed list

investigators
and patients

Double
Double
Unknown
Double
Double
Double
Double
Double
Single
Unknown
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double

Unknown

Double
Double
Double
Double
Double

Open
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double

Unknown

Double
Double
Unknown
Double
Double

Double

Availability
of data

Yes

No

No
No
No
Yes
Yes
No
Yes
No
Yes
No

No

No
Yes
Yes

Yes

No
Yes
No
No
No
Yes
Yes
Yes
Yes
Yes
No
Yes
No
No
No
No
No

Yes

Yes
Yes

No

No

No

No. of patients

NX NY
274 155
15 15
273 272
45 47
8 10
1938 1935
427 426
5 5
36 25
431 213
5 5
87 88
82 32
60 63
69 63
6 6
1047 1053
5 5
193 203
12 12
23 24
21 19
161 159
10 10
13 15
76 75
93 46
118 123
12 12
138 131
18 17
40 40
65 29
98 111
6 6
205 105
5 4
93 95
278 270
3 3
48 48
89 86
21 19
86 86
10 5
32 32
64 53
100 97
48 50
283 272



Webtable 1 (cont.): Details of trials involving a randomized comparison of a proton pump

inhibitor (X) versus control (Y)

Blinding of

Trial name Regimen
Rabeneck 2002 40 mg
Kiljander 1999 40 mg
Scheiman 1994 40 mg
Achem 1997 40 mg
Caraco 1995 40 mg
Hetzel 1988 B 40 mg
Bortolotti 2006 40 mg
Dorta 2000 40 mg
Kiljander 2000 40 mg
Fallahi 2008 40 mg
Meier 1994 40 mg
Sharma 1987 40 mg
Teichtahl 1996 40 mg
Sontag 1992 40 mg
Rabeneck 2001 40 mg
Simon 1995 A 40 mg
Unge 1989 B 40 mg
Watson 1997 40 mg
Serfaty-Lacrosniere 1995 40 mg
Budzynski 2008 40 mg
Houben 1995 40 mg
Chen 2013 40 mg
Emami 2014 40 mg
Poh 2011 40 mg
Study 301 40 mg
Study 302 40 mg
Goldstein 2013 40 mg
Cai 2010 40 mg
Boeree 1998 80 mg
Noordzij 2001 80 mg
Pandak 2002 80 mg
Ours 1999 80 mg
Freedberg 2015 80 mg
Andersson 2014 80 mg
Dabirmoghadam 2012 Unknown
Pantoprazole vs Control

Richter 2000 A 10 mg
Pilotto 2003 20 mg
Richter 2000 A 20 mg
van Rensburg 2008 20 mg
Holtmann 2011 20 mg
van der Velden 2010 20 mg
Bianchi Porro 2000 40 mg
Richter 2000 A 40 mg
Dammann 1994 40 mg
Santos 2006 40 mg
Dabos 2010 40 mg
Wo 2006 40 mg
Schwartz 2001 40 mg
Miiller 1998 40 mg
Suurna 2008 40 mg

Ref.
w150
wi51
w152
w153
wi54
wil2l
w155
w156
wi157
w158
w159
w160
w161
wi32
w162
w133
w163
w164
w165
w166
w141
w167
w168
w169
w170
w170
w171

w172

w173
w174
w175
w176
w177

w4l

w178

w179
w180
w179
wilsl
w182
w183

wig4

w179
w185
w186
w187
w188
w189
w190

w19l

Indication
for treatment

Gastro-oesophageal reflux
Asthma

Healthy volunteers
Gastro-oesophageal reflux
Healthy volunteers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Healthy volunteers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Asthma

Healthy volunteers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Healthy volunteers
Gastritis or duodenitis
Oesophageal disorders
Healthy volunteers
Cardiovascular disease
Healthy volunteers
Gastro-oesophageal reflux
Chronic cough
Gastro-oesophageal reflux
Cardiovascular disease
Cardiovascular disease
Antiplatelet therapy

Percutaneous coronary
intervention

Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Chronic cough

Healthy volunteers
Healthy volunteers

Gastro-oesophageal reflux

Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux

Antiplatelet therapy
Gastro-oesophageal reflux

Arthritis, rheumatic or
musculoskeletal disorders

Gastro-oesophageal reflux
Healthy volunteers
Asthma

Gastritis or duodenitis
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Healthy volunteers

Gastro-oesophageal reflux

Design
Parallel
Crossover
Crossover
Parallel
Crossover
Parallel
Parallel
Crossover
Crossover
Parallel
Crossover
Parallel
Crossover
Parallel
Parallel
Parallel
Parallel
Crossover
Parallel
Crossover
Crossover
Parallel
Crossover
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel
Parallel
Crossover
Parallel
Crossover
Crossover

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel
Crossover
Parallel
Parallel
Parallel
Parallel
Parallel

Crossover
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Allocation
Concealment

Onsite computer
Unspecified method
Unspecified method

Onsite computer
Unspecified method
Unspecified method
Unspecified method

Sealed envelopes
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Pharmacy
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Unspecified method

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Onsite computer

Unspecified method

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Closed list

Other method

Unspecified method
Unspecified method
Unspecified method
Unspecified method

Closed list
Unspecified method
Unspecified method

Sealed envelopes

investigators
and patients

Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Unknown
Double
Double
Double
Double
Double
Double
Unknown
Double
Double
Unknown
Double
Unknown
Double
Double
Double

Unknown

Double
Double
Double
Double
Unknown
Unknown

Unknown

Double
Double
Double
Double
Double
Double

Double

Double
Double
Double
Unknown
Double
Double
Double

Double

Availability
of data

Yes

No

Yes
Yes

Yes

No

Yes
No
Yes

No

No
No

No

No

Yes

No
No
No
No
Yes
No
Yes

No

No. of patients

NX NY
71 69
27 25
11 9
17 19

8 8
82 32
10 10

6 6
14 14
18 18
10 5

8 8
12 12
91 46
12 12
10 7
10 10

8 5
24 24

3 3
30 30
23 22
31 16

265 265
259 260
521 522
20 20
18 18
15 15
22 20

8 9

6 6
27 27
30 30

174 82
49 56
174 82
207 212
404 396
62 141
70 34
173 82

6 8
22 22
13 13
20 19
10 10
16 8
30 30



Webtable 1 (cont.): Details of trials

inhibitor (X) versus control (Y)

involving arandomized comparison of a proton pump

Trial name Regimen  Ref.
Cervelli 2012 40mg w192
Niklasson 2010 40mg w193
Baysal 2015 40mg w194
Yu 2013 A 40 mg wl4
Gonzalez-Ortiz 2015 40mg w195
Lai 2012 40mg w196
Yu 2013 B 40mg w197
Yang 2014 40mg w198
Cai 2010 40mg w172
Zhao 2015 75mg w199
Eherer 2003 80mg w200
Singh 2012 80mg w201
Rabeprazole vs Control

Japan Rabeprazole Study Group 5mg w202
for NERD

Caos 2005 10mg w203
Caos 2000 10mg w204
Cloud 1998 C 10mg w205
Birbara 2000 10mg w206
Miner 2006 B 10 mg w207
CAESAR 10mg w208
Tanaka 2014 10mg w209
Munesue 2012 10mg w210
Hidaka 2012 10mg w211
Itoh 2013 10mg w212
SAMURAI 10mg w213
Japan Rabeprazole Study Group 10mg w202
for NERD

Chen H 2010 20mg w214
Caos 2005 20mg w203
Caos 2000 20mg w204
Dammann 1999 20mg w215
Cloud 1998 C 20mg w205
Birbara 2000 20mg w206
Laheij 2003 20mg w216
Miner 2006 B 20mg w207
van Rossum 2004 20mg w217
Santarelli 2003 20mg w218
Johanson 2001 20mg w219
Chan 2014 A 20mg w220
Munesue 2012 20mg w210
SAMURAI 20mg w213
Katare 2013 20mg w221
Sun 2014 20mg w222
Peterson 2008 30mg w223
Pawar 2007 40mg w224
Cloud 1998 C 40mg w205
Steward 2004 40 mg w225
Lam 2010 40mg w226
Leelayuthachai 2012 40mg w227
Munesue 2012 40 mg w210
SAMURAI 40 mg w213

Indication
for treatment

Haemodialysis

Healthy volunteers
Gastro-oesophageal reflux
Cardiovascular disease
Diabetes

Haemodialysis

Dual antiplatelet therapy
Gastro-oesophageal reflux

Percutaneous coronary
intervention

Percutaneous coronary
intervention

Gastro-oesophageal reflux

Diabetes

Gastro-oesophageal reflux

Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Osteoporosis
Gastro-oesophageal reflux
Varices

Osteoporosis
Gastro-oesophageal reflux

Gastro-oesophageal reflux

Cholecystectomy
Gastro-oesophageal reflux
Gastro-oesophageal reflux

Healthy volunteers
Gastro-oesophageal reflux
Gastro-oesophageal reflux

Antiplatelet therapy
Gastro-oesophageal reflux
Antiplatelet therapy
Gastro-oesophageal reflux
Gastro-oesophageal reflux

Arthritis, rheumatic or
musculoskeletal disorders

Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastritis or duodenitis
Gastro-oesophageal reflux
Asthma

Post nasal drip
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux

Gastro-oesophageal reflux

Design
Crossover
Parallel
Parallel
Parallel
Parallel
Crossover
Parallel
Parallel

Parallel

Parallel

Crossover

Parallel

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel
Parallel
Parallel
Crossover
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel
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Allocation
Concealment

Unspecified method
Closed list

Onsite computer
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Unspecified method

Unspecified method

Unspecified method

Closed list

Unspecified method

Onsite computer
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Onsite computer
Unspecified method
Unspecified method

Unspecified method

Sealed envelopes
Onsite computer
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Closed list
Unspecified method
Closed list

Closed list
Unspecified method

Closed list

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Onsite computer
Unspecified method
Unspecified method
Sealed envelopes
Closed list
Unspecified method
Unspecified method

Unspecified method

) BIinding of
investigators
and patients
Double
Double
Double
Unknown
Double
Double
Unknown
Unknown

Unknown

Unknown

Double

Double

Double

Double
Double
Double
Double
Double
Double
Unknown
Double
Open
Unknown
Double

Double

Unknown
Double
Double
Double
Double
Double
Double
Double
Double

Open
Double

Double

Double
Double
Unknown
Unknown
Double
Double
Double
Double
Double
Unknown
Double

Double

Availability
of data

No

No

Yes
Yes

Yes

No
No
Yes
Yes
No
No
Yes
Yes
No
No
No

No

No
Yes
No
No
No
No
No
Yes
No
No
No

Yes

No. of patients

NX
13
25

132

100

35
75
20

150

10
16

93

70
27
95
65
49
49

21
94
84

102

61
163
69

25
94
76
68
73
20
59
58

85
30
30
23
21
26
21

43

84

NY
13
25

132

148

35
74
20

150

10
15

93

70
25
99
70
49
47

22
86
85
93

59
169

70

25
99
74
70
69
20
58
55

85
30
30

26
25
21

43

85



Webtable 1 (cont.): Details of trials involving a randomized comparison of a proton pump
inhibitor (X) versus control (Y)

Trial name Regimen
Other PPl vs Control

Johansson 2009 40-60 mg
Holtmann 2013 (without herbal Unknown
preparation)

Holtmann 2013 (with herbal Unknown
preparation)

Esomeprazole vs Control

Tulassay 2008 20 mg
Lansoprazole vs Control

Avner 1995 B 15 mg
Avner 1995 A 15 mg
Jhala 1995 15 mg
Lanza 1994 15 mg
Avner 1995 B 30 mg
Avner 1995 A 30 mg
Jhala 1995 30 mg
Lanza 1994 30 mg
Fu 2012 30 mg
Avner 1995 B 60 mg
Avner 1995 A 60 mg
Harford 1996 60 mg
Harford 1996 90 mg
Omeprazole vs Control

Hsu 2003 20 mg
D'Imperio 1994 20 mg
Jung 2008 20 mg
Dotto 1993 20 mg
Valenzuela 1996 20 mg
Sezer 1995 (with ciprofloxacin) 20 mg
Sezer 1995 (no ciprofloxacin) 20 mg
Graham 1990 20 mg
Hepylog Investigator Study Group 20 mg
Marzio 2003 20 mg
Tepes 2001 20 mg
Labenz 1997 C 20 mg
Laine 1998 B 40 mg
Valenzuela 1996 40 mg
Uygurer 1998 40 mg
Zafar 2012 40 mg
Laine 1998 A 80 mg
Neil 1998 A 80 mg
Pantoprazole vs Control

Bago 1998 80 mg
Rabeprazole vs Control

Takeuchi 2012 10 mg
Cloud 1998 A 20 mg
Cloud 1998 B 20 mg
Cloud 1998 A 40 mg
Cloud 1998 B 40 mg

Ref.

w228

w229

w229

w230

w231
w232
w233
w234
w231
w232
w233
w234
w235
w231
w232
w236

w236

w237
w238
w239
w240
w241
w242
w242
w243
w244
w245
w246
w247
w149
w241
w248
w249
w149

w250

w251

w252
w253
w253
w253
w253

Indication
for treatment

Oesophagectomy

Gastro-oesophageal reflux

Gastro-oesophageal reflux

Design

Parallel

Parallel

Parallel

Healing Trials

Peptic ulcers

Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers

Peptic ulcers

Peptic ulcers
Post-endoscopic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers

Peptic ulcers

Peptic ulcers

Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers

Peptic ulcers

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel

Parallel
Parallel
Parallel
Parallel

Parallel
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Allocation
Concealment

Sealed envelopes

Unspecified method

Unspecified method

Closed list

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Unspecified method

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Sealed envelopes
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Unspecified method

Unspecified method

Closed list
Unspecified method
Unspecified method
Unspecified method

Unspecified method

Blinding of
investigators
and patients

Open

Double

Double

Double

Double
Double
Double
Double
Double
Double
Double
Double
Unknown
Double
Double
Double

Double

Open
Open
Open
Unknown
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Unknown
Unknown
Double

Double

Unknown

Open
Double
Double
Double

Double

Availability
of data

No

No

Yes

No
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes

Yes

Yes
No
Yes

No

Yes

Yes
Yes
Yes
Yes

Yes

No. of patients

NX

40
30

28

164

73
64
34
87
75
62
33
84
56
73
59
68
72

40
73
14
12

202
24
23

102
76
50
38
21
62

214

25

72

36

44

40
32
34
31
33

NY

40
25

27

152

75
60
19
44
75
60
19
44
56
75
60
67

67

39
73
12
10
104
21
24
51
74
53
39
20
59
104

25

37

13

50

38
31
33
31
33



Webtable 1 (cont.): Details of trials involving a randomized comparison of a proton pump

inhibitor (X) versus control (Y)

Blinding of

Indication Allocation investigators

Trial name Regimen  Ref. for treatment Design Concealment  and patients
Acute Bleeding Trials

Esomeprazole vs Control
Peptic Ulcer Bleed Study 192mg w254 Bleeding Peptic Ulcer Parallel Onsite computer Double
Lansoprazole vs Control
Hawkey 2001 120 mg w255 UG bleeding of any cause Factorial Unspecified method Double
Omeprazole vs Control
Khuroo 1997 80mg w256 Bleeding Peptic Ulcer Parallel Sealed envelopes Double
Javid 2001 80mg w257 Bleeding Peptic Ulcer Parallel Sealed envelopes Double
Sofia 2000 120 mg w258 Bleeding Peptic Ulcer Parallel Other method Open
Lau 2000 192mg w259 Bleeding Peptic Ulcer Parallel Pharmacy Single
Hasselgren 1997 192mg w260 Bleeding Peptic Ulcer Parallel Unspecified method Double
Lau 2007 192mg w261 UG bleeding of any cause Parallel Pharmacy Double
Schaffalitzky de Muckadell 1997 192mg w262 Bleeding Peptic Ulcer Parallel Onsite computer Double
Daneshmend 1992 200 mg w263 UGI bleeding of any cause Parallel Unspecified method Double
Pantoprazole vs Control
Zargar 2006 192mg w264 Bleeding Peptic Ulcer Parallel Sealed envelopes Double
Hung 2007 192mg w265 Bleeding Peptic Ulcer Parallel Closed list Open
Hung 2007 197 mg w265 Bleeding Peptic Ulcer Parallel Closed list Open

Availability
of data

Yes

Yes
Yes

Yes

No. of patients

NX NY
376 391
102 103
110 110
82 84
40 a4
120 120
159 163
319 319
134 140
578 569
102 101
56 54
56 54

Design: Parallel=parallel trial. Factorial=Factorial trial. ‘Extension’ studies are studies in which patients are randomised more than once during the
trial (only the parts of the trial that involve a valid randomised comparison for this meta-analysis, labelled X1, X2 etc., are shown in this table).
Data shown for crossover trials reflect only events during the first phase of the trial. The suffixes A, B, C, D are used to distinguish different trials

published by the same author in the same year.

Allocation concealment: IVRS (Interactive Voice Response System); Telephone (telephone central office); Pharmacy (pharmacy coded containers
administered sequentially); Onsite computer (onsite computer accessible only after entering patient details); Sealed envelopes (sequentially
numbered, opaque or without further specification); Closed list (closed list of random numbers); Other (other specified method); Unspecified

(stated as being ‘randomised’ but with no other details).
Blinding of investigators and patients: Single=single-blind; Double=double-blind; Open=open label.

Availability of data: Data available for at least one endpoint of interest in the meta-analyses.

In cases where the number randomised was not reported, the number evaluated was used instead. In addition, for crossover trials, where neither
the number randomised nor the number evaluated was reported, the total number of participants divided by number of arms was used.
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Webtable 2: Details of trials involving a randomised comparison of a prostaglandin

analogue (X) versus control (Y)

Trial name

Arbaprostil vs Control
Reele 1982

Enprostil vs Control
Lanza 1990

Davis 1989

Lanza 1990

Misoprostol vs Control
Santillan 1999

Donnelly 2000

Delmas 1994

Graham 1988
Spaggiari 1993
OMNIUM 1998 X2
Bocanegra 1998
Van Beusekom 1995
Munger 2008
Ahmed 1991 B
Goldin 1991

Bach 1991

Curtis 1993

Raskin 1995

Pazzi 1994
De Melo Gomes 1992 A
Doherty 1992

Agrawal 1995

De Melo Gomes 1992 B
Hannequin 1992
Akkuzu 2004

Zuinen 1993

Chandrasekaran 1991

Henriksson 1993
Spaziani 1994

Bardhan 1993

Boers 1991
Briner 1993
Fujimori 2009
Kelly 1994
Evers 1998

Raskin 1995

Levi 1992

Elliott 1994

Duenas-Gonzalez 1995

Roth 1993

Delmas 1994

Graham 1993

Graham 2002

Regimen

400 ug

70 ug
105 ug
140 ug

50 ug
100 ug
400 ug

400 ug
400 ug
400 ug
400 ug
400 ug
400 ug
400 ug
400 ug
400 ug

400 ug

400 ug

400 ug
455 ug
460 ug
500 ug

500 ug
500 mg
540 ug

541 ug

600 ug

600 ug
600 mg

600 ug

600 ug
600 ug
600 ug
600 ug
600 ug
600 ug

600 ug

625 ug

750 ug

800 ug
800 ug

800 ug

800 ug

Ref.

w266

w267
w268

w267

w269
w270

w271

w272
w273
w113
w274
w275
w276
w277
w278

w279

w280

w281

w282
w283
w284

w285

w283
w286
w287

w288

w289

w290
w291

w292

w293
w294
w295
w296
w297

w281

w298

w299

w300

w301

w271

w302

w51

Indication

for treatment Design

Prevention Trials

Healthy volunteers Parallel
Healthy volunteers Parallel
Diabetes Crossover
Healthy volunteers Parallel
Antiplatelet therapy Parallel
Antiplatelet therapy Parallel
Arthritis, rheumatic or Parallel
musculoskeletal disorders
Osteoarthritis Parallel
Post-operative Parallel
Recently healed ulcers Extension
Osteoarthritis Parallel
Rheumatoid arthritis Parallel
Hypertension Crossover
Antiplatelet therapy Parallel
Recently healed ulcers Parallel
Arthritis, rheumatic or Parallel
musculoskeletal disorders
Renal transplant Parallel
Arthritis, rheumatic or Parallel
musculoskeletal disorders
Gastritis or duodenitis Parallel
Osteoarthritis Parallel
Osteoarthritis Parallel
Arthritis, rheumatic or Parallel
musculoskeletal disorders
Rheumatoid arthritis Parallel
Rheumatoid arthritis Parallel
Tinnitis Parallel
Arthritis, rheumatic or Parallel
musculoskeletal disorders
Arthritis, rheumatic or Parallel
musculoskeletal disorders
Rheumatoid arthritis Parallel
Gastritis or duodenitis Parallel
Arthritis, rheumatic or Parallel
musculoskeletal disorders
Rheumatoid arthritis Crossover
Tinnitis Parallel
Antiplatelet therapy Parallel
Antiplatelet therapy Parallel
Chronic cluster headache Crossover
Arthritis, rheumatic or Parallel
musculoskeletal disorders
Arthritis, rheumatic or Parallel
musculoskeletal disorders
Arthritis, rheumatic or Parallel
musculoskeletal disorders
Cancer or palliative care (non Parallel
gastrointestinal)
Osteoarthritis Parallel
Arthritis, rheumatic or Parallel
musculoskeletal disorders
Arthritis, rheumatic or Parallel
musculoskeletal disorders
Recently healed ulcers Parallel
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Allocation
Concealment

Unspecified method

Closed list
Unspecified method

Closed list

Unspecified method
Unspecified method

Unspecified method

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Closed list

Unspecified method

Unspecified method

Sealed envelopes

Unspecified method
Unspecified method
Unspecified method

Unspecified method

Unspecified method
Unspecified method
Unspecified method

Unspecified method

Unspecified method

Unspecified method
Unspecified method

Unspecified method

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Sealed envelopes

Unspecified method

Unspecified method

Unspecified method

Unspecified method

Unspecified method

Unspecified method

Other method

Blinding of
investigators
and patients

Double

Double
Double

Double

Double
Double

Double

Double

Open
Double
Double
Double
Double
Double
Double

Double

Double

Double

Double
Double
Double

Unknown

Double
Double
Double

Double

Double

Double
Unknown

Double

Double
Unknown
Single
Double
Double

Double

Unknown

Double

Double

Unknown

Double

Double

Double

Availability
of data

No

Yes

Yes

No

Yes

Yes
No
No

No

Yes
No

Yes

No
Yes
Yes
Yes
Yes

Yes

Yes

Yes

No

Yes

Yes

Yes

No. of patients

NX

33

36

19
16
73

143
50
296
175
38
10
18
25
68

58

344

22
178
228

193

164
177
28

185

45

20
16

144

12
12

16

332

10

40

60
80

320

134

NY

34

34

19
16
103

138
45
155
154
38
10
19
12
70

100

308

26
183
227

191

175
169
14

187

45

20
14

157

12

12

16

10

308

10

43

53
103

323

134



Webtable 2 (cont.): Details of trials involving a randomised comparison of a prostaglandin
analogue (X) versus control (Y)

Trial name
Graham 1988
MUCOSA
Shiokawa 1991

Saggioro 1991

Fullerton 1993
Bolten 1989
Bennett 1991
Hilbrands 1996
Goodwin 1987
Curtis 1993
Moran 1990
Weinblatt 1994

Raskin 1995

Mavligit 1987

Kim 1996

Hausken 1990

Yilmaz 2004

Wasiak 1999
Rebamipide vs Control
Nishida 2011

Han 2015

Mizukami 2012

Tozawa 2014 (ASA)

Tozawa 2014 (ASA+clopidogrel)

Fujimori 2011
Kato 2011 A
Kamada 2014
Kurokawa 2014

Horiki 2012

Adachi 2012
Abou-Raya 2013
Watanabe 2015
Rioprostil vs Control
Paladini 1989

Paladini 1989

Purushotham 1991

Arbaprostil vs Control

Karim 1976 B

Gibinski 1977 (gastric ulcer)

Gibinski 1977 (duodenal ulcer)

Jaszewski 1988
Euler 1989 B
Euler 1987
Euler 1990 A
Euler 1990 C
Jaszewski 1987
Euler 1989 A

Euler 1990 D

Regimen
800 ug
800 ug
800 ug

800 ug

800 ug
800 ug
800 ug
800 ug
800 ug
800 ug
800 ug
800 ug
800 ug

800 ug
800 ug
800 ug
800 ug

1200 ug

100 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg

300 mg

300 mg
300 mg

900 mg

400 ug
450 ug

600 ug

4 mg
4.5 ug/kg
4.5 ug/kg
40 ug
40 ug
40 ug
40 ug
40 ug
40 ug
50 ug

100 ug

Ref.
w272
w303
w304

w305

w306
w307
w308
w309
w310
w280
w311
w312

w281

w313
w314
w315
w316

w317

w318
w319
w320
w321
w321
w322
w323
w324
w325
w326

w327
w328
w329

w330
w330

w331

w332
w333
w333
w334
w335
w336
w337
w337
w338
w339

w340

Indication
for treatment

Osteoarthritis
Rheumatoid arthritis
Rheumatoid arthritis

Arthritis, rheumatic or
musculoskeletal disorders

Osteoarthritis
Rheumatoid arthritis
Healthy volunteers
Renal transplant
Healthy volunteers
Renal transplant
Renal transplant
Rheumatoid arthritis

Arthritis, rheumatic or
musculoskeletal disorders

Colorectal cancer

Renal transplant
Gastro-oesophageal reflux
Tinnitis

Asthma

Healthy volunteers
Gastritis or duodenitis
Healthy volunteers
Antiplatelet therapy
Dual antiplatelet therapy
Healthy volunteers
Healthy volunteers
Gastritis or duodenitis
Antiplatelet therapy

Arthritis, rheumatic or
musculoskeletal disorders

Gastro-oesophageal reflux
Osteoarthritis

Antiplatelet therapy

Antiplatelet therapy
Antiplatelet therapy

Gastro-oesophageal reflux

Design
Parallel
Parallel
Parallel

Parallel

Crossover
Parallel
Crossover
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel
Parallel
Parallel
Parallel

Crossover

Crossover
Parallel
Crossover
Parallel
Parallel
Parallel
Crossover
Parallel
Parallel

Parallel

Parallel
Parallel

Parallel

Parallel
Parallel

Parallel

Healing Trials

Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers

Peptic ulcers

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel
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Allocation
Concealment

Unspecified method
Pharmacy
Unspecified method

Unspecified method

Closed list
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Other method
Unspecified method

Sealed envelopes

Unspecified method
Unspecified method
Unspecified method
Unspecified method

Unspecified method

Closed list
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Closed list

Unspecified method

Onsite computer
Unspecified method

Unspecified method

Unspecified method
Unspecified method

Unspecified method

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Sealed envelopes
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Unspecified method

Blinding of
investigators
and patients
Double

Double

Double

Double

Double
Double
Double
Double
Double
Double
Double
Double

Double

Unknown
Unknown
Double
Double

Double

Double
Unknown
Double
Double
Double
Double
Double
Open
Double

Open

Double
Unknown

Double

Double
Double

Double

Double
Double
Double
Double
Double
Double
Double
Double
Double
Double

Double

Availability
of data

Yes

No
Yes
No
Yes

Yes

No
No

Yes

Yes
Yes

Yes

Yes
Yes

Yes

Yes
Yes
Yes

No

Yes

No. of patients

NX NY
140 138
4404 4439
133 130
82 84
6 6
31 36
6 6
22 18
25 25
99 100
38 39
23 27
148 308
11 10
10 10
68 69
28 12
8 8
5 5
89 88
6 6
8 8
8 8
34 38
5 5
82 87
31 31
31 34
31 29
178 89
29 14
11 9
10 9
14 12
10 10
12 7
39 19
10 15
64 60
40 a4
8 24
32 34
15 16
23 20
211 207



Webtable 2 (cont.): Details of trials involving a randomised comparison of a prostaglandin

analogue (X) versus control (Y)

Blinding of
Indication Allocation investigators
Trial name Regimen Ref. for treatment Design Concealment and patients
Euler 1989 A 100 ug w339 Peptic ulcers Parallel Unspecified method Double
Euler 1990 B 100 ug w337 Peptic ulcers Parallel Unspecified method Double
Euler 1990 C 100 ug w337 Peptic ulcers Parallel Unspecified method Double
Euler 1990 D 200 ug w340 Peptic ulcers Parallel Unspecified method Double
Euler 1990 C 200 ug w337 Peptic ulcers Parallel Unspecified method Double
Chen 1980 B 300 ug w341 Peptic ulcers Parallel Unspecified method Double
Vantrappen 1982 400 ug w342 Peptic ulcers Parallel Unspecified method Double
Karim 1976 A 600 ug w332 Peptic ulcers Parallel Unspecified method Double
Enprostil vs Control
Dal Monte 1988 70 ug w343 Peptic ulcers Parallel Unspecified method Double
Schubert 1989 70 ug w344 Peptic ulcers Parallel Other method Double
Bright-Asare 1986 A 70 ug w345 Peptic ulcers Parallel Unspecified method Double
Navert 1986 70 ug w346 Peptic ulcers Parallel Unspecified method Double
Thomson 1986 70 ug w347 Peptic ulcers Parallel Unspecified method Double
Sontag 1994 70 ug w348 Peptic ulcers Parallel Closed list Double
Sontag 1994 105 ug w348 Peptic ulcers Parallel Closed list Double
Navert 1986 140 ug w346 Peptic ulcers Parallel Unspecified method Double
Thomson 1986 140 ug w347 Peptic ulcers Parallel Unspecified method Double
Misoprostol vs Control
Agrawal 1985 100 ug w349 Peptic ulcers Parallel Unspecified method Double
Lam 1986 200 ug w350 Peptic ulcers Parallel Unspecified method Double
Brand 1985 200 ug w351 Peptic ulcers Parallel Unspecified method Double
Lam 1986 300 ug w350 Peptic ulcers Parallel Unspecified method Double
Agrawal 1985 400 ug w349 Peptic ulcers Parallel Unspecified method Double
Bright-Asare 1986 B 400 ug w352 Peptic ulcers Parallel Unspecified method Double
Sontag 1985 400 ug w353 Peptic ulcers Parallel Unspecified method Double
Mazure 1985 400 ug w354 Peptic ulcers Parallel Pharmacy Double
Brand 1985 800 ug w351 Peptic ulcers Parallel Unspecified method Double
Ahmed 1991 A 800 ug w355 Peptic ulcers Parallel Unspecified method Double
Bright-Asare 1986 B 800 ug w352 Peptic ulcers Parallel  Unspecified method Double
Jaszewski 1992 800 ug w356 Peptic ulcers Parallel Unspecified method Double
Newman 1987 800 ug w357 Peptic ulcers Parallel Unspecified method Double
Roth 1989 800 ug w358 Peptic ulcers Parallel Unspecified method Double
Barakat 1984 B Unknown w359 Peptic ulcers Parallel Unspecified method Double
Rebamipide vs Control
Terano 2007 300 mg w360 Peptic ulcers Parallel Unspecified method Double
Hahm 1998 300 mg w361 Peptic ulcers Parallel  Unspecified method Unknown
Fujioka 2003 300 mg w362 Peptic ulcers Parallel Unspecified method Double
Sawaguchi 2011 300 mg w363 Endoscopic submucosal Parallel Unspecified method Unknown
dissection
Kato 2010 A 300 mg w364 Endoscopic submucosal Parallel Other method Unknown
dissection
Fujiwara 2011 300 mg w365 Endoscopic submucosal Parallel Closed list Open
dissection
Nebiki 1998 900 mg w366 Peptic ulcers Parallel Sealed envelopes Unknown
Higuchi 1998 900 mg w367 Peptic ulcers Parallel Unspecified method Unknown
Rioprostil vs Control
Caldwell 1989 400 ug w368 Peptic ulcers Parallel Unspecified method Double
Boucekkine 1989 600 ug w369 Peptic ulcers Parallel Sealed envelopes Double
Benvestito 1988 600 ug w370 Peptic ulcers Parallel Unspecified method Double
Caldwell 1989 1200 ug w368 Peptic ulcers Parallel Unspecified method Double
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Availability
of data

Yes

Yes

Yes
Yes
Yes
Yes

No

No
Yes

Yes

Yes
Yes

Yes

Yes
Yes
Yes

No

Yes

Yes

Yes

Yes

No. of patients

NX NY
21 20
31 30
28 34
212 207
23 34
17 16
89 92
10 10
21 21
63 64
43 a4
44 42
40 36
37 43
39 43
43 42
36 36
107 103
77 76
101 100
76 76
94 103
118 111
142 144
16 19
107 100
25 25
101 111
77 85
117 108
123 116
35 16
157 152
36 21
104 102
30 30
31 31
30 34
60 60
20 20
30 26
57 58
16 16
26 26



Webtable 2 (cont.): Details of trials involving a randomised comparison of a prostaglandin
analogue (X) versus control (Y)

Blinding of No. of patients
Indication Allocation investigators  Availability
Trial name Regimen Ref. for treatment Design Concealment and patients of data NX NY
Other PA vs Control
Chen 1980 B 1.5 mg w341 Peptic ulcers Parallel Unspecified method Double Yes 19 16

Design: Parallel=parallel trial. Factorial=Factorial trial. ‘Extension’ studies are studies in which patients are randomised more than once during the
trial (only the parts of the trial that involve a valid randomised comparison for this meta-analysis, labelled X1, X2 etc., are shown in this table).
Data shown for crossover trials reflect only events during the first phase of the trial. The suffixes A, B, C, D are used to distinguish different trials
published by the same author in the same year.

Allocation concealment: IVRS (Interactive Voice Response System); Telephone (telephone central office); Pharmacy (pharmacy coded containers
administered sequentially); Onsite computer (onsite computer accessible only after entering patient details); Sealed envelopes (sequentially
numbered, opaque or without further specification); Closed list (closed list of random numbers); Other (other specified method); Unspecified
(stated as being ‘randomised’ but with no other details).

Blinding of investigators and patients: Single=single-blind; Double=double-blind; Open=open label.

Availability of data: Data available for at least one endpoint of interest in the meta-analyses.

In cases where the number randomised was not reported, the number evaluated was used instead. In addition, for crossover trials, where neither
the number randomised nor the number evaluated was reported, the total number of participants divided by number of arms was used.
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Webtable 3: Details of trials involving a randomised comparison of a histamine-2 receptor
antagonists (X) versus control (Y)

Trial name

Cimetidine vs Control
Yilmaz 1996

Bergstrand 1985

Hui 1992

Furman 1982
Kibblewhite 1990

Welch 1978

Roth 1987 X2

Wu 2008
Sonnenberg 1979 X2
Kokron 1993

Loof 1987

Becker 1984

Sontag 1984

Sontag 1984

Kinloch 1984
Visconti 1983
Moshal 1982
Bardhan 1988 A
Eichenberger 1982 X2
Ubilluz 1982

Sontag 1981

Sontag 1981

Da Silva 1981

Salera 1979

Cocco 1981

Bianchi Porro 1979
Massarrat 1982
Massarrat 1982

Dew 1984

Fitzpatrick 1982
Berstad 1979 B
Broor 1983
Hentschel 1983

Hui 1992

Piper 1986

Pym 1990 (gastric ulcer)
Pym 1990 (duodenal ulcer)
Sonnenberg 1981 X2
Marks 1989

Murray 1991

Kaul 1986

Kumar 1990

Salim 1993 A

Salim 1993 B

Young 1989 B

Takemoto 1987 (healed gastric

ulcer)

Takemoto 1987 (healed
duodenal ulcer)

Rohner 1985

Burland 1980

Gray 1978 (completely healed

ulcers)

Regimen

32.5 mg/kg
100 mg
200 mg
300 mg
300 mg
300 mg

400 mg

400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg
400 mg

400 mg

400 mg

400 mg
400 mg

400 mg

Ref.

w371
w372
w373
w374
w375
w376

w377

w378
w379
w380
w381
w382
w383
w383
w384
w385
w386
w387
w388
w389
w390
w390
w391
w392
w393
w394
w395
w395
w396
w397
w398
w399
w400
w373
w401
w402
w402
w403
w404
w405
w406
w407
w408
w409
w410

w41l

w41l

w412
w413

w414

Indication
for treatment

Design

Prevention Trials

Warts

Asthma

Recently healed ulcers
Gastro-oesophageal reflux
Post nasal drip
Antiplatelet therapy

Arthritis, rheumatic or
musculoskeletal disorders

Urticaria

Recently healed ulcers
Renal cell cancer
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers

Recently healed ulcers

Recently healed ulcers

Recently healed ulcers
Recently healed ulcers

Recently healed ulcers

Parallel
Parallel
Parallel
Parallel
Parallel
Crossover

Extension

Parallel
Extension
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Extension
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Extension
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel

Parallel
Parallel

Parallel
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Allocation
Concealment

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Unspecified method

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Onsite computer
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Other method
Other method
Closed list
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Sealed envelopes
Unspecified method

Unspecified method

Unspecified method

Unspecified method
Unspecified method

Unspecified method

Blinding of
investigators
and patients

Double
Double

Single
Double
Double
Double

Double

Open
Double
Unknown
Double
Double
Double
Double
Double
Unknown
Double
Double
Double
Double
Double
Double
Double
Double
Unknown
Double
Unknown
Unknown
Double
Double
Double
Double
Double
Single
Double
Double
Double
Double
Single
Double
Double
Double
Double
Unknown
Unknown

Double

Double

Double
Double

Double

Availability
of data

Yes
No
Yes

Yes

Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes

No

Yes
Yes
Yes
Yes

Yes

No
Yes

Yes

No. of patients

NX NY
35 35
13 7
98 103

9 11
13 13
12 14
33 34
24 23
25 19
49 50
30 26
76 81
91 81
24 27
20 20
20 20
64 62
13 12
15 15
46 49
68 49

9 7
67 66
25 25
29 14
23 14
22 22
19 17
20 24
15 15
54 54
94 103
88 82
97 87
60 67
34 32
39 39
20 17
14 10
50 50
75 76
37 35
45 43
48 39
36 35

179 333
27 27



Webtable 3 (cont.): Details of trials involving a randomised comparison of a histamine-2

receptor antagonists (X) versus control (Y)

Trial name
Salim 1990

Jean 1985 (healed duodenal
ulcer)

Jean 1985 (healed gastric ulcer)
Sontag 1984

Ledo 1980

Sontag 1981

Aubia 1980

Lai 1982

Paoluzi 1985
Libeskind 1983
Stoa-Birketvedt 1993
Rasmussen 1993
Langman 1999
Huang 2007
Macphee 1984
Thilagarajah 2001
La Brooy 1980
Farup 1990
Danielsson 1981 X2
Frank 1989 C
Frank 1989 C

Barr 1983

Korman 1980
Jensen 1980

Kang 1980

Nyren 1986

Bardhan 1979 (healed duodenal
ulcer)

Dronfield 1979
Bijlsma 1988
Anderson 1985
Blackwood 1978
Bodemar 1979 A
Hetzel 1978 B
Gudmand-Hgyer 1978
Frost 1979 X2
Colle 1988
Matsumoto 1996
Johnsson 1993
Hetzel 1979
Hansky 1979
Mekel 1978
Nesland 1985
Svendsen 1995
Talley 1986
Singal 1989
Riemann 1991
Burland 1980
Rugstad 1994
Gotthard 1988
Lee 2001

Tonnesen 1988

Regimen
400 mg

600 mg

600 mg
600 mg
600 mg
600 mg
600 mg
600 mg
600 mg
600 mg
600 mg
600 mg
600 mg
800 mg
800 mg
800 mg
800 mg
800 mg
800 mg
800 mg
800 mg
800 mg
800 mg
800 mg
800 mg
800 mg

800 mg

800 mg
800 mg
800 mg
800 mg
800 mg
800 mg
800 mg
800 mg
800 mg
800 mg
800 mg
800 mg
800 mg
800 mg
800 mg
800 mg
800 mg
800 mg
800 mg
800 mg
800 mg
800 mg
800 mg

800 mg

Ref.
w415

w416

w416
w383
w417
w390
w418
w419
w420
w421
w422
w423
w424
w425
w426
w427
w428
w429
w430
w431
w431
w432
w433
w434
w435
w436

w437

w438
w439
w440
w441
w442
w443
w444
w445
w446
w447
w448
w449
w450
w451
w452
w453
w454
w455
w456
w413
w457
w458
w459
w460

Indication
for treatment

Recently healed ulcers

Recently healed ulcers

Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Pruritis

End stage renal disease
Recently healed ulcers
Recently healed ulcers
Weight loss

Weight loss

Gastric cancer

Rectal cancer

Healthy volunteers
Painful bladder disease
Recently healed ulcers
Gastro-oesophageal reflux
Recently healed ulcers
Healthy volunteers
Healthy volunteers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Gastro-oesophageal reflux

Recently healed ulcers

Recently healed ulcers
Antiplatelet therapy
Bronchiestasis

Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Healthy volunteers
Colorectal cancer
Gastro-oesophageal reflux
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Gastro-oesophageal reflux
Colorectal cancer
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Recently healed ulcers
Antiplatelet therapy
Gastro-oesophageal reflux
Planar warts

Gastric cancer

Design
Parallel

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Crossover
Parallel
Parallel
Parallel
Extension
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel
Parallel
Crossover
Parallel
Parallel
Parallel
Parallel
Extension
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Crossover
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel
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Allocation
Concealment

Sealed envelopes

Unspecified method

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
IVRS

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Other method
Unspecified method
Closed list
Unspecified method
Unspecified method

Unspecified method

Pharmacy
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Closed list
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Telephone

Blinding of
investigators
and patients
Unknown

Unknown

Double
Double
Double
Double
Unknown
Open
Double
Single
Double
Double
Double
Open
Unknown
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double

Double

Double
Double
Double
Double
Double
Double
Double
Double
Double
Unknown
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Unknown

Double

Availability
of data

Yes

Yes

No
No

Yes

Yes
No
No

Yes

Yes

Yes

Yes

Yes

No

Yes
Yes
Yes
No
No
No
No
Yes
Yes

No

No. of patients

NX
7
25

11
172
6
115

30
35
30
30
218
30

17
15
29
23
18
18
27
15
35
16
51

32

22

64

28
32
36
29

11

34
124
28
20
33
50
98
29
33
80
184
285

73

68

NY
74
24

81

49

26
31
30
30
224

30

17
14
29
25
21
21
30
26
35
15
54

33

22
63

27
36
31
28

12

30
127
28
20
14
50
91
29
34
82
333
285

75

7



Webtable 3 (cont.): Details of trials involving a randomised comparison of a histamine-2

receptor antagonists (X) versus control (Y)

Trial name
Carpenter 1983
Mackinnon 1982
Niv 1990

Rune 1980
Bennett 1980
Willing 1980
Camarri 1980
Breen 1983
Hamid 1983
Kelbaek 1985
Machell 1979
Brown 1979

Bardhan 1982

Popoola 1978 (antroduodenitis)

Sillero 1981
Perez De Oteyza 1980

Roth 1987 X1

Stea-Birketvedt 1998
Bendayan 1993
Bright-Asare 1980
Cocco 1981

Layne 1981

Cohen 1996
Ferguson 1979
Monroe 1981

Behar 1978
Greenblatt 1984
Hoogwerf 1984

Yan 1999

Augusto Larrain 1991
Diller 1983
Shanehsaz 2015
Lissak 1989

Lepsien 1979
Wallach 1982

Fiasse 1980

Festen 1980
Bleehen 1987
Commens 1978
Cook 1979

Palmer 1993

Palmer 1993

Sitsen 2000
Powell-Jackson 1978
Wesdorp 1978
Palmer 1990
Fitzpatrick 1986
Matthews 1979
Jameson 2014
Bennett 1980
Famotidine vs Control

Baglioni 1985

Regimen
900 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1053 mg
1067 mg

1200 mg

1200 mg
1200 mg
1200 mg
1200 mg
1200 mg
1200 mg
1200 mg
1200 mg
1200 mg
1200 mg
1200 mg
1200 mg
1200 mg
1200 mg
1200 mg
1500 mg
1600 mg
1600 mg
1600 mg
1600 mg
1600 mg
1600 mg
1600 mg
1600 mg
1600 mg
1600 mg
1600 mg
1600 mg
1600 mg
1600 mg
1600 mg
1600 mg

2000 mg

20 mg

Ref.
w461
w462
w463
w464
w465
w466
w467
w468
w469
w470
w471
w472
w473
wa74
w475
w476

w377

w477
w478
w479
w393
w480
w481
w482
w483
w484
w485
w486
w487
w488
w489
w490
w491
w492
w493
w494
w495
w496
w497
w498
w499
w499
w500
w501
w502
w503
w504
w505
w506

w465

w507

Indication
for treatment

Allergic rhinitis

Gastritis or duodenitis
Gastritis or duodenitis
Recently healed ulcers
Gastro-oesophageal reflux
Gastritis or duodenitis
Rheumatoid arthritis
Gastro-oesophageal reflux
Crohn's disease
Gastro-oesophageal reflux
Recently healed ulcers
Gastro-oesophageal reflux
Recently healed ulcers
Gastritis or duodenitis
Acute pancreatiits

Acute pancreatiits

Arthritis, rheumatic or
musculoskeletal disorders

Diabetes

Healthy volunteers
Gastro-oesophageal reflux
Recently healed ulcers
Neurological diseases

HIV

Gastro-oesophageal reflux
Urticaria
Gastro-oesophageal reflux
Insomnia

Healthy volunteers
Gastrointestinal cancer
Gastro-oesophageal reflux
Urticaria

Cutaneous leishmaniasis
Healthy volunteers
Gastro-oesophageal reflux
Psoriasis
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Urticaria

Urticaria

Urticaria
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Healthy volunteers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
lleal resection
Demographism

Colorectal cancer

Gastro-oesophageal reflux

Recently healed ulcers

Design
Crossover
Parallel
Parallel
Parallel
Parallel
Parallel
Crossover
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Extension

Parallel
Crossover
Parallel
Parallel
Parallel
Parallel
Crossover
Crossover
Parallel
Crossover
Crossover
Parallel
Parallel
Crossover
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Crossover
Parallel
Parallel
Parallel
Crossover
Crossover
Parallel
Parallel
Crossover
Crossover
Parallel

Parallel

Parallel
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Allocation
Concealment

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Sealed envelopes
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Sealed envelopes
Unspecified method

Unspecified method

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Unspecified method

Unspecified method

) Blinfjing of
investigators
and patients
Double
Double
Double
Double
Unknown
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double

Double

Double
Double
Double
Unknown
Double
Double
Double
Double
Double
Double
Double
Open
Unknown
Double
Double
Unknown
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Unknown
Double
Double

Unknown

Double

Availability
of data

No

No
Yes
Yes
Yes
Yes

Yes

No
No
No
No
Yes
Yes
No
Yes
No
No
Yes
No
No
No
Yes
No
Yes
No
Yes
No
No
No
No
No

No

No
Yes
Yes

No

No

No

No

No. of patients

NX
12
14
10

25

11

14
18
24
12
11
66

30
20
54

31
23
20

16
94
10

49

12
25
30

30
12
16
18
23
13
21

85

83

14

13
93

65

167

NY
12
12

7

20

10

13
18
26
14
11
65

30
20
50

31
23
10

20

88

10

45

12

24

30

30

20

18

21

19

82

82

14

13
86

63

177



Webtable 3 (cont.): Details of trials involving a randomised comparison of a histamine-2
receptor antagonists (X) versus control (Y)

Trial name
Berlin 1991
Texter 1986
Zaterka 1988 X2
Hongo 2008 A
FAMOUS

Taha 1996

Kato 2005
Poyurovsky 2003
Schwartz 1995
Texter 1986
Robinson 1991 B
Robinson 1991 B
Simon 1994 B
Simon 1995 B
Simon 1996
Hongo 2008 A
Liu 2003
Sabesin 1991
Sabesin 1991
Ohara 2010 A
Ohara 2010 B
Hsu 2015

Hsu 2013

REDUCE-1 and REDUCE-2

Hudson 1997

Taha 1996

Marrero 1994
Schwartz 1995
Simon 1994 B
Simon 1995 B
Simon 1996
Mestre 2014
Mestre 2014
Mestre 2014
Meskanen 2013
Lafutidine vs Control
Namikawa 2014
Ohara 2010 A
Ohara 2010 B
Kato 2010 B
Nizatidine vs Control
Carlson 2002
Cerulli 1987
Rampal 1994
GISU 1993
Levine 1993
Cavazzoni 2003
Dammann 1990
Hansen 1998
Cloud 1991

Cloud 1991

Regimen
20 mg
20 mg
20 mg
20 mg
40 mg

40 mg

40 mg
40 mg
40 mg
40 mg
40 mg
40 mg
40 mg
40 mg
40 mg
40 mg
40 mg
40 mg
40 mg
40 mg
40 mg
40 mg
40 mg
79.8 mg

80 mg

80 mg

80 mg
80 mg
80 mg
80 mg
80 mg
80 mg
120 mg
160 mg

200 mg

10 mg
20 mg
20 mg

20 mg

150 mg
150 mg
150 mg
150 mg
300 mg
300 mg
300 mg
300 mg
300 mg

300 mg

Ref.
w508
w509
w510
w511
w512

w513

w514
w515
w516
w509
w517
w517
w518
w519
w520
w511
w521
w522
w522
w523
w524
w525
w526
w527

w528

w513

w529
w516
w518
w519
w520
w530
w530
w530

w531

w532
w523
w524

w533

w534
w535
w536
w537
w538
w539
w540
w541
w542

w542

Indication
for treatment

Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Gastro-oesophageal reflux
Antiplatelet therapy

Arthritis, rheumatic or
musculoskeletal disorders

Gastro-oesophageal reflux
Acute psychosis

Healthy volunteers
Recently healed ulcers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Recently healed ulcers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Antiplatelet therapy
Antiplatelet therapy
Antiplatelet therapy

Arthritis, rheumatic or
musculoskeletal disorders

Arthritis, rheumatic or
musculoskeletal disorders

Gastro-oesophageal reflux
Healthy volunteers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Parkinson's disease
Parkinson's disease
Parkinson's disease

Schizophrenia

Gastric cancer
Gastro-oesophageal reflux
Gastro-oesophageal reflux

Antiplatelet therapy

Alzheimer's Disease
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers

Osteoarthritis
Schizophrenia

Healthy volunteers
Gastro-oesophageal reflux
Gastro-oesophageal reflux

Gastro-oesophageal reflux

Design
Parallel
Parallel

Extension
Parallel
Parallel

Parallel

Crossover
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel
Crossover
Crossover
Crossover

Parallel

Parallel
Parallel
Parallel

Crossover

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Crossover
Parallel
Parallel

Parallel
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Allocation
Concealment

Unspecified method
Unspecified method
Unspecified method
Closed list

Sealed envelopes

Closed list

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Closed list

Closed list
Unspecified method
Unspecified method
Unspecified method
Closed list
Unspecified method
Unspecified method
IVRS

Unspecified method

Closed list

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Closed list

Sealed envelopes
Unspecified method
Closed list

Unspecified method

Unspecified method
Unspecified method
Other method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Onsite computer
Onsite computer

Onsite computer

Blinding of
investigators
and patients
Double

Double

Single

Double

Double

Double

Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Unknown
Double
Double
Unknown
Double
Double
Unknown
Double

Double

Double

Double
Double
Double
Double
Double
Double
Double
Double

Double

Unknown
Unknown
Double

Double

Double
Double
Open
Double
Double
Double
Single
Double
Double

Double

Availability
of data

Yes

Yes

Yes

Yes

No
Yes
No
No
Yes
No
No
No

Yes

No
No
No

Yes

No
Yes
Yes
Yes
Yes

No
Yes

No

Yes

No. of patients

NX NY
102 100
97 99
20 19
177 178
204 200
95 93
9 10

7 7
64 64
107 99
158 76
155 76
125 66
69 31
110 49
174 178
18 26
137 66
135 66
136 65
163 169
115 123
91 90
1022 513
39 39
97 93
14 13
64 64
127 66
72 31
108 49
2 2

2 2

2 2
16 14
10 12
135 65
169 169
8 8
25 26
257 256
286 295
123 118
248 248
57 60
4 4
111 110
151 160
155 160



Webtable 3 (cont.): Details of trials involving a randomised comparison of a histamine-2

receptor antagonists (X) versus control (Y)

Trial name
Atmaca 2003 A
Atmaca 2004 B
Cloud 1992 A
Dobrilla 1992
Koskenpato 2008
Quik 1990

Cloud 1989 B X4
Cavazzoni 2003
Dammann 1990
Assuncao 2005
Cloud 1992 A

Quik 1990

Other H2RA vs Control
Guerreiro 1991 X2
Murakami 2006
Murakami 2006
Ranitidine vs Control
Vakil 2006

Mignon 1990
Andrade 1997
Kang 1988

Piai 1990

Van Deventer 1989
Kozarek 1985

Alstead 1983 (healed gastric
ulcer)

Koelz 1986
Boyd 1984

Di Mario 1982
Dawson 1984 X2
Goldin 1991
GISU 1994
Jensen 1994
Blum 2000

Hui 1992

Monés 2001
Murray 1987
Mekel 1985

Sue 1996

Jorde 1987
Ruszniewski 1993
Manes 1998
Zdrenghea 2004
Hovdenak 1987
Russo 1997 X2
Villalobos 1991

Alstead 1983 (healed duodenal
ulcer)

Mehta 2014
Tamura 1991
Penston 1993

Ehsanullah 1988

Regimen
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
600 mg
600 mg
600 mg
600 mg

600 mg

Unknown
Unknown

Unknown

75 mg
150 mg
150 mg
150 mg
150 mg
150 mg
150 mg

150 mg

150 mg
150 mg
150 mg
150 mg
150 mg
150 mg
150 mg
150 mg
150 mg
150 mg
150 mg
150 mg
150 mg
150 mg
150 mg
150 mg
150 mg
150 mg
150 mg
150 mg

150 mg

150 mg
200 mg
225 mg

300 mg

Ref.
w543
w544
w545
w546
w547
w548
w549
w539
w540
w550
w545

w548

w551
w552

w552

w553
w554
w555
w556
w557
w558
w559

w560

w561
w562
w563
w564
w278
w565
w566
w104
w373
w567
w568
w569
w570
w571
w572
w573
w574
w575

w66
w576

w560

w577
w578
w579
w580

Indication
for treatment

Schizophrenia
Schizophrenia
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Osteoarthritis

Recently healed ulcers
Schizophrenia

Healthy volunteers
Schizophrenia
Gastro-oesophageal reflux

Osteoarthritis

Recently healed ulcers
Recently healed ulcers

Recently healed ulcers

Gastro-oesophageal reflux
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers

Recently healed ulcers

Gastro-oesophageal reflux
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers

Gastro-oesophageal reflux
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers

Dyslipidaemia
Recently healed ulcers
Recently healed ulcers
Recently healed ulcers

Recently healed ulcers

Schizophrenia
Varices
Recently healed ulcers

Arthritis, rheumatic or
musculoskeletal disorders

Design
Parallel
Parallel
Parallel
Parallel

Crossover
Parallel
Extension
Parallel
Crossover
Parallel
Parallel

Parallel

Extension
Parallel

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel
Parallel
Parallel
Extension
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Extension
Parallel

Parallel

Parallel
Parallel
Parallel

Parallel
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Allocation
Concealment

Unspecified method
Unspecified method

Closed list
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Closed list

Unspecified method

Unspecified method
Sealed envelopes

Sealed envelopes

Sealed envelopes
Closed list
Unspecified method
Unspecified method
Sealed envelopes
Unspecified method
Unspecified method

Unspecified method

Unspecified method
Unspecified method
Unspecified method
Unspecified method

Closed list
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Closed list
Unspecified method

Unspecified method

Other method
Sealed envelopes
Unspecified method

Other method

) BIinfiing of
investigators
and patients
Double
Double
Double
Double
Double
Double
Double
Double
Single
Double
Double

Double

Unknown
Open

Open

Double
Double
Double
Double

Open
Double
Double

Double

Double
Double
Open
Double
Double
Open
Double
Double
Single
Double
Double
Double
Double
Double
Double
Open
Unknown
Double
Double
Double

Double

Unknown
Unknown
Double

Double

Availability
of data

No

No

Yes

Yes

No

Yes
Yes
Yes
Yes
Yes

Yes

Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes

Yes

Yes
Yes
Yes

No
Yes
Yes
Yes

Yes

No
Yes
Yes

Yes

No. of patients

NX
18
14

168
58
8
109
198
58
4
27
169

109

61
156
158

17
197
25
35
29
70
138
15

32
21
31
24
24
105
32
194
100
36
20
22
117
25
197
33
20
29
24
24

20

25
18
46

151

NY
17
14

178
59

8

107
95
60

4
27
178

107

76
153
153

16
202
25
35
31
70
139
16

37
26
30
24

12

21
109
25
202
33
20
30
26
27

17

25
17
46

146



Webtable 3 (cont.): Details of trials involving a randomised comparison of a histamine-2
receptor antagonists (X) versus control (Y)

Trial name

Robinson 1989

Van Groenendael 1996

Robinson 1991 A

Swift 1989

Berkowitz 1987
Nielsen 1998
Miller 1997
Miller 1992 B
Mdller 1991
Nervi 1989
Rush 1995

Kar 1990

Yanagawa 1991

Alberts 1991

Yanagawa 1990

Miller 1992 A

Simon 1988

Primrose 1998
Berenson 1987
Robinson 1987
Saunders 1986
Hendel 1986
Johansson 1986
Muiller 1994 C
Hegarty 1997
Gustavsson 1987
Fullarton 1992
Hallerback 1998 B
Orlowski 1986
Olubuyide 1986
Sherbaniuk 1984
Nielsen 1999
Wotherspoon 1997
Tan 1996

Sartori 2000

Smith 1999
Singh 1999
Goy 1983
Wallace 2001
Czapla 1992
Hadi 1989
Farup 1997
Wesdorp 1983
Miiller 1989
Miiller 1998
Simon 1992
Elizalde 1983 (oesophagitis)

Metzenroth 1991

Regimen

300 mg

300 mg

300 mg

300 mg

300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg

300 mg

300 mg

300 mg

300 mg

300 mg

300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg

300 mg

300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg

300 mg

Ref.

w581

w582

w583

w584

w585
w586

w58
w587
w588
w589
w590
w591
w592

w593

w594

w595

w596

w597
w598
w599
w600
w601
w602
w603
w604
w605
w606
w607
w608
w609
w610
w611
w612
w613

w13l

w614
w615
w616
w617
w618
w619
w620
w621
w622
w190
w623
w624

w625

Indication
for treatment

Arthritis, rheumatic or
musculoskeletal disorders

Arthritis, rheumatic or
musculoskeletal disorders

Arthritis, rheumatic or
musculoskeletal disorders

Arthritis, rheumatic or
musculoskeletal disorders

Healthy volunteers
Colorectal cancer

Healthy volunteers
Healthy volunteers
Healthy volunteers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux

Arthritis, rheumatic or
musculoskeletal disorders

Cancer or palliative care (non
gastrointestinal)

Arthritis, rheumatic or
musculoskeletal disorders

Healthy volunteers

Arthritis, rheumatic or
musculoskeletal disorders

Gastric cancer
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Hypergastrinaemia
Gastro-oesophageal reflux
Renal transplant
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Colorectal cancer

Gastric cancer

End stage renal disease

Cancer or palliative care (non
gastrointestinal)

Healthy volunteers
Post-operative
Gastro-oesophageal reflux
Familial adenomatous polyposis
End stage renal disease
Gastritis or duodenitis
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Healthy volunteers
Healthy volunteers
Healthy volunteers
Gastro-oesophageal reflux

Hip replacement

Design

Parallel

Parallel

Parallel

Crossover

Parallel
Parallel
Parallel
Parallel
Crossover
Parallel
Parallel
Parallel

Parallel

Crossover

Parallel

Parallel

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel
Crossover
Parallel
Parallel
Parallel
Crossover
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Crossover

Parallel

Parallel
Parallel
Parallel
Parallel
Crossover
Parallel
Parallel
Parallel
Parallel
Parallel
Crossover
Parallel

Parallel
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Allocation
Concealment

Unspecified method

Closed list

Unspecified method

Pharmacy

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Onsite computer
Unspecified method

Sealed envelopes

Unspecified method

Sealed envelopes

Unspecified method

Unspecified method

Unspecified method
Unspecified method
Unspecified method

Pharmacy
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Closed list
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Unspecified method

Unspecified method
Sealed envelopes
Closed list

Closed list
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Unspecified method

Blinding of
investigators
and patients

Double

Double

Double

Double

Double
Double
Double
Double
Double
Unknown
Double
Double

Unknown

Double

Double

Double

Double

Double
Double
Unknown
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Unknown
Double

Unknown

Double
Unknown
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double

Unknown

Availability
of data

Yes

Yes

Yes

No
No
No
No
No
No
Yes
Yes
No

No

Yes
Yes

Yes

No
No

No

Yes
Yes
No
No
No
Yes
Yes
No

No

No. of patients

NX NY
72 72
47 47

112 115

8 8
25 25
10 10
11 11

5 5
20 20

408 404
15 15
43 37

4 3
31 29
14 14
23 23

112 110

134 150

243 253
10 8
20 22

254 244
92 92
15 15

4 4

210 213
21 21
23 22
37 36

455 450
79 80
6 9
77 75
17 14
90 84
18 19
13 13
7 8
26 26

103 103
19 17
10 10
16 8

3 3
20 20



Webtable 3 (cont.): Details of trials involving a randomised comparison of a histamine-2
receptor antagonists (X) versus control (Y)

Trial name
Richter 2000 C
Rovner 2003
Zonneveld 1997
Grove 1985
Corinaldesi 1991
Hine 1984

Ideo 1988

Farup 1992
Mehta 2014
Lehtola 1986
Wilder-Smith 1990 B
ten Wolde 1996

Swift 1989

Miiller 1992 B
King 2002
Veien 1995
Euler 1993 B
Hegarty 1997
Cetin 1997
Jurlander 1995
Nielson 1991
Nielsen 1990
Roufail 1992
Silver 1996
Silver 1996
Bartlett 1998
Vendelbo Johansen 1997

Tefera 1996 (healed duodenal
ulcer+ metronizadole)

Tefera 1996 (healed duodenal
ulcer+ no metronizadole)

Simon 1992

Rovner 2003

Zonneveld 1997

Houben 1995

Ranjbar 2013
Wilder-Smith 1990 C
Euler 1993 B

Roufail 1992

Chen ZQ 2010
Ramixotidine vs Control
Colle 1988

Roxatidine vs Control
Simon 1991

European Cooperative
Roxatidine (duodenal ulcer)

European Cooperative
Roxatidine (gastric ulcer)

Damman 1995
Mdiller 1994 A
Lassman 1988

Damman 1995

Regimen
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
450 mg
525 mg
600 mg

600 mg

600 mg
600 mg
600 mg
600 mg
600 mg
600 mg
600 mg
600 mg
600 mg
600 mg
600 mg
600 mg
600 mg
600 mg

600 mg

600 mg

600 mg
600 mg
600 mg
600 mg
600 mg
900 mg
1200 mg
1200 mg

Unknown

750 mg

75 mg

75 mg

75 mg

75 mg
150 mg
150 mg

150 mg

Ref.

w67
w626
w627
w628
w629
w630
w631
w632
w577
w633
w634
w635

w584

w587
w636
w637
w638
w604
w639
w640
w641
w642
w643
w644
w644
w645
w646

w647

w647

w623
w626
w627
w141l
w648
w634
w638
w643
w649

w446

w650

w651

w651

w652
w653
w654

w652

Indication
for treatment

Gastro-oesophageal reflux
Weight loss

Psoriasis
Gastro-oesophageal reflux
Dental
Gastro-oesophageal reflux
Varices

Oesophageal stricture
Schizophrenia
Gastro-oesophageal reflux
Healthy volunteers
Rheumatoid arthritis

Avrthritis, rheumatic or
musculoskeletal disorders

Healthy volunteers
Colorectal cancer

Eczema
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Psoriasis

Leukaemia

HIV

Multiple myeloma
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
HIV

Infectious mononucleosis

Gastritis or duodenitis

Gastritis or duodenitis

Healthy volunteers

Weight loss

Psoriasis

Healthy volunteers
Schizophrenia

Healthy volunteers
Gastro-oesophageal reflux
Gastro-oesophageal reflux

Dual antiplatelet therapy

Healthy volunteers

Healthy volunteers

Recently healed ulcers

Recently healed ulcers

Healthy volunteers
Healthy volunteers
Healthy volunteers

Healthy volunteers

Design
Parallel
Parallel
Parallel

Crossover
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Crossover
Parallel

Crossover

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel

Crossover
Parallel
Parallel

Crossover
Parallel

Crossover
Parallel
Parallel

Parallel

Parallel

Parallel

Parallel

Parallel

Crossover
Crossover
Parallel

Crossover
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Allocation
Concealment

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Closed list
Unspecified method
Other method
Unspecified method
Unspecified method
Closed list

Pharmacy

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Closed list

Closed list

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Unspecified method

Closed list

Unspecified method

Unspecified method

Unspecified method

Unspecified method
Unspecified method
Unspecified method

Unspecified method

) BIinfiing of
investigators
and patients
Double

Open

Double
Double
Double
Double

Single

Double
Unknown
Double
Double
Double

Double

Double
Double
Double
Double
Double
Double

Open
Double
Double
Double
Double
Double
Double
Double

Double

Double

Double

Open
Double
Double
Double
Double
Double
Double

Unknown

Double

Double

Double

Double

Single
Double
Double

Single

Availability
of data

No

No

No
Yes
No
No
No
No
No
Yes
No
No
No
No
Yes
No

No

No

Yes
No
No
No
No
No
No
No

Yes

No

No

Yes

Yes

No
Yes
No

No

No. of patients

NX NY
283 70
28 29
28 28
23 25
21 25
22 27
37 34
25 25
21 20
6 6
15 15
8 8
9 11
60 57
23 24
106 116
95 92
25 25
15 16
9 9
10 10
109 113
261 251
260 251
38 43
50 a1
9 15
11 6
3 3
28 29
3 3
25 27
7 7
106 116
120 113
100 100
8 8
10 10
211 209
153 152
4 4
10 10
10 4
4 4



Webtable 3 (cont.): Details of trials involving a randomised comparison of a histamine-2
receptor antagonists (X) versus control (Y)

Trial name

Cimetidine vs Control
Braverman 1986
Young 1989 A

Gray 1978 (incompletely healed
ulcers)

Domschke 1976
Frank 1989 B
Braverman 1986
Bodemar 1976
Frank 1989 A
Bodemar 1979 B
Mosci 1989

Tay 1988

Young 1989 A
Moshal 1977
Hoffenberg 1985
Isenberg 1982
Hentschel 1979
Garbgl 1979

Térnok 1980
Sonnenberg 1979 X1
Peter 1978

Fica 1987

Bongiorno 1983
Marini 1980

Mazure 1980

Lam 1983
Eichenberger 1982 X1
Dobrilla 1980
Danielsson 1980 X1
Strém 1981
Corinaldesi 1980
Johannessen 1986
Barakat 1984 A
Dawson 1984 X1
Frost 1977 X1

Giger 1979

Ciclitira 1977

Bianchi Porro 1982
Buligescu 1985
Gotthard 1982 (prepyloric ulcer)
Gray 1977

Gotthard 1982 (duodenal ulcer)
Grewal 1979

Marini 1981
Gotlieb-Jensen 1983
Kennedy 1978
Giacosa 1982
Monnis 1988
Mukhtar 1982

Guha Mazumdar 1981

Popoola 1978 (duodenal ulcer)

Regimen

400 mg
400 mg

400 mg

800 mg

800 mg

800 mg

800 mg

800 mg

800 mg

800 mg

800 mg

800 mg

800 mg

800 mg

900 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg
1000 mg

1000 mg

Ref.

w655
w656

w414

w657
w658
w655
w659
w660
w442
w661
w662
w656
w663
w664
w665
w666
w667
w668
w379
w669
w670
w671
w672
w673
w674
w388
w675
w676
w677
w678
w679
w359
w564
w680
w681
w682
w683
w684
w685
w686
w685
w687
w688
w689
w690
w691
w692
w693
w694

w474

Indication
for treatment

Design

Healing Trials

Peptic ulcers
Peptic ulcers

Peptic ulcers

Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers

Peptic ulcers

Parallel
Parallel

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Extension
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Extension
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Extension
Extension
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Page 56 of 91

Allocation
Concealment

Unspecified method
Unspecified method

Unspecified method

Unspecified method
Pharmacy
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Other method
Unspecified method
Unspecified method
Pharmacy
Unspecified method
Unspecified method
Closed list
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Pharmacy
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Pharmacy
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Unspecified method

Blinding of
investigators
and patients

Double
Double

Double

Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Unknown
Double
Double
Unknown
Double
Double
Double
Open
Double
Double
Double
Double
Unknown
Double
Double
Single
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Open
Double
Double
Double

Double

Availability
of data

Yes
Yes
Yes
Yes
Yes

No
Yes
Yes
Yes

Yes

Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes

Yes

No. of patients

NX NY
182 168
182 168

3 3
83 80
165 168
15 15
92 94
15 14
26 26
17 15
165 168
19 19
24 22
35 31
32 31
23 25
22 20
31 32
38 40
20 20
30 30
18 18
20 20
40 20
23 23
17 15
25 25
24 24
12 12
24 24
40 39
20 20
27 24
16 18
35 27
30 30
20 20
12 12
20 20
18 18
25 25
10 10
21 21
12 12
30 29
12 11
19 19
24 26
12 9



Webtable 3 (cont.): Details of trials involving a randomised comparison of a histamine-2

receptor antagonists (X) versus control (Y)

Blinding of
Indication Allocation investigators
Trial name Regimen Ref. for treatment Design Concealment and patients
Sonnenberg 1981 X1 1000 mg w403 Peptic ulcers Extension Closed list Double
Manousos 1978 (gastric ulcer) 1000 mg w695 Peptic ulcers Parallel Unspecified method Double
Falaiye 1979 1000 mg w696 Peptic ulcers Parallel Unspecified method Double
Vantini 1978 1000 mg w697 Peptic ulcers Parallel Unspecified method Double
Tytgat 1982 1000 mg w698 Peptic ulcers Parallel Other method Double
Chen 1979 1000 mg w699 Peptic ulcers Parallel Unspecified method Double
Zespolowa 1980 (gastric ulcer) 1000 mg w700 Peptic ulcers Parallel Pharmacy Double
Villalobos 1978 1000 mg w701 Peptic ulcers Parallel Unspecified method Double
Bardhan 1979 (duodenal ulcer) 1000 mg w702 Peptic ulcers Parallel Unspecified method Double
Patty 1988 1000 mg w703 Peptic ulcers Parallel Unspecified method Double
Chen 1980 A 1000 mg w704 Peptic ulcers Parallel Unspecified method Double
Jensen 1979 1000 mg w705 Peptic ulcers Parallel Unspecified method Double
Manousos 1978 (duodenal ulcer) 1000 mg w695 Peptic ulcers Parallel Unspecified method Double
Gudmand-Hdyer 1977 1000 mg w706 Peptic ulcers Parallel Unspecified method Unknown
Villalobos 1979 1000 mg w707 Peptic ulcers Parallel Unspecified method Double
Alcala-Santaella 1980 (gastric 1000 mg w708 Peptic ulcers Parallel Unspecified method Double
ulcer)
Allcal)a-SantaeIIa 1980 (duodenal 1000 mg w708 Peptic ulcers Parallel Unspecified method Double
ulcer
Guelrud 1978 1000 mg w709 Peptic ulcers Parallel Unspecified method Double
Matos-Villalobos 1979 1000 mg w710 Peptic ulcers Parallel Unspecified method Double
Gugler 1979 1000 mg w711 Anastomotic ulcers Parallel Unspecified method Double
Festen 1979 1000 mg w712 Anastomotic ulcers Parallel Unspecified method Double
Zespolowa 1980 (duodenal 1000 mg w700 Peptic ulcers Parallel Pharmacy Double
ulcer)
O'Laughlin 1982 1200 mg w713 Peptic ulcers Parallel Unspecified method Double
Graham 1985 1200 mg w714 Peptic ulcers Parallel Unspecified method Unknown
Akdamar 1981 1200 mg w715 Peptic ulcers Parallel  Unspecified method Unknown
Bodemar 1976 1200 mg w659 Peptic ulcers Parallel Unspecified method Double
Binder 1978 A 1200 mg w716 Peptic ulcers Parallel Unspecified method Double
Binder 1978 B 1200 mg w716 Peptic ulcers Parallel Unspecified method Double
Binder 1978 C 1200 mg w716 Peptic ulcers Parallel Unspecified method Double
Binder 1978 D 1200 mg w716 Peptic ulcers Parallel Unspecified method Double
Barbezat 1978 1200 mg w717 Peptic ulcers Parallel Unspecified method Double
Bank 1976 1200 mg w718 Peptic ulcers Parallel Unspecified method Double
Dolle1978 1200 mg w719 Peptic ulcers Parallel Unspecified method Double
Collen 1980 B 1200 mg w720 Peptic ulcers Parallel Sealed envelopes Double
Clarke 1980 1200 mg w721 Peptic ulcers Parallel Unspecified method Double
Van Deventer 1985 1200 mg w722 Peptic ulcers Parallel Pharmacy Double
Bodemar 1979 B 1200 mg w442 Peptic ulcers Parallel Unspecified method Double
Hetzel 1978 A 1200 mg w443 Peptic ulcers Parallel Unspecified method Double
Khanna 1989 1200 mg w723 Peptic ulcers Parallel Unspecified method Double
Collen 1980 A 1200 mg w724 Peptic ulcers Parallel Sealed envelopes Double
Englert 1978 1200 mg w725 Peptic ulcers Parallel Other method Double
Dyck 1978 1200 mg w726 Peptic ulcers Parallel Unspecified method Double
Loludice 1981 1200 mg w727 Peptic ulcers Parallel Unspecified method Unknown
Moshal 1977 1200 mg w663 Peptic ulcers Parallel Unspecified method Double
Gaon 1981 1200 mg w728 Peptic ulcers Parallel  Unspecified method Unknown
Isenberg 1983 1200 mg w729 Peptic ulcers Parallel Other method Double
Landecker 1979 1200 mg w730 Peptic ulcers Parallel Unspecified method Double
Sewing 1978 1200 mg w731 Peptic ulcers Parallel  Unspecified method Double
Braverman 1986 1600 mg w655 Peptic ulcers Parallel Unspecified method Double
Barbezat 1978 1600 mg w717 Peptic ulcers Parallel Unspecified method Double
Bank 1976 1600 mg w718 Peptic ulcers Parallel Unspecified method Double
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Availability
of data

Yes

Yes

Yes
Yes
Yes
Yes

Yes

Yes
Yes
Yes

No
Yes
Yes
Yes
Yes

No

Yes
Yes

No
Yes
Yes
Yes
Yes
Yes
Yes

Yes

No
Yes
Yes
Yes
Yes

No

No. of patients

NX NY
59 62
9 9
16 11
21 18
30 24
46 40
36 a4
24 21
78 50
18 19
25 25
24 26
13 9
30 30
10 10
8 6
12 14
30 30
15 15
7 8
12 9
66 63
9 9
87 85
65 67
15 15
45 53
30 30
a1 37
36 36
6 7
8 19
33 34
11 12
15 15
21 20
15 14
43 42
20 20
12 15
60 62
31 32
38 32
17 19
10 10
45 46
25 23
20 20
188 168
10 7
11 19



Webtable 3 (cont.): Details of trials involving a randomised comparison of a histamine-2

receptor antagonists (X) versus control (Y)

Blinding of

Indication Allocation investigators
Trial name Regimen Ref. for treatment Design Concealment and patients
Davies 1986 (gastric ulcer) 1600 mg w732 Peptic ulcers Parallel Unspecified method Double
Blackwood 1976 1600 mg w733 Peptic ulcers Parallel Unspecified method Double
Young 1989 A 1600 mg w656 Peptic ulcers Parallel Unspecified method Double
Davies 1986 (duodenal ulcer) 1600 mg w732 Peptic ulcers Parallel Unspecified method Double
Bardhan 1979 (duodenal ulcer) 2000 mg w702 Peptic ulcers Parallel Unspecified method Double
Machado 1978 Unknown w734 Peptic ulcers Parallel Unspecified method Double
Famotidine vs Control
Simon 1987 B 40 mg w735 Peptic ulcers Parallel Unspecified method Double
Dammann 1985 A 40 mg w736 Peptic ulcers Parallel Unspecified method Double
McCullough 1989 40 mg w737 Peptic ulcers Parallel Unspecified method Double
Dammann 1987 B 40 mg w738 Peptic ulcers Parallel Other method Double
Gitlin 1987 40 mg w739 Peptic ulcers Parallel Telephone Double
Gitlin 1987 40 mg w739 Peptic ulcers Parallel Telephone Double
Dammann 1985 B 40 mg w740 Peptic ulcers Parallel Unspecified method Double
Gitlin 1987 80 mg w739 Peptic ulcers Parallel Telephone Double
Nizatidine vs Control
Dyck 1987 X1 50 mg w741 Peptic ulcers Extension Unspecified method Double
Cloud 1989 A 100 mg w742 Peptic ulcers Parallel Unspecified method Double
Cloud 1992 B 300 mg w743 Peptic ulcers Parallel Other method Double
Cloud 1992 B 300 mg w743 Peptic ulcers Parallel Other method Double
Eliakim 1994 300 mg w744 Peptic ulcers Parallel Unspecified method Double
Cloud 1989 A 300 mg w742 Peptic ulcers Parallel Unspecified method Double
Levendoglu 1986 300 mg w745 Peptic ulcers Parallel Unspecified method Double
Dyck 1987 X2 300 mg w741 Peptic ulcers Extension Unspecified method Double
Dyck 1987 X1 300 mg w741 Peptic ulcers Extension Unspecified method Double
Dyck 1987 X1 300 mg w741 Peptic ulcers Extension  Unspecified method Double
Cloud 1989 B X1 300 mg w549 Peptic ulcers Extension Unspecified method Double
Cloud 1989 B X2 300 mg w549 Peptic ulcers Extension Unspecified method Double
Cloud 1989 B X3 300 mg w549 Peptic ulcers Extension Unspecified method Double
Oxmetidine vs Control
Lam 1985 B 600 mg w746 Peptic ulcers Parallel Unspecified method Double
Ranitidine vs Control
Forssell 1983 (gastric ulcer) 200 mg w747 Peptic ulcers Parallel Unspecified method Double
Dobrilla 1981 A 200 mg w748 Peptic ulcers Parallel Other method Double
Forssell 1983 (duodenal ulcer) 200 mg w747 Peptic ulcers Parallel Unspecified method Double
Berstad 1980 200 mg w749 Peptic ulcers Parallel Unspecified method Double
Darle 1984 B (gastric ulcer + 200 mg w750 Peptic ulcers Parallel Other method Double
prepyloric ulcer)
Darle 1984 B (duodenal ulcer) 200 mg w751 Peptic ulcers Parallel Other method Double
Pan 1987 300 mg w752 Peptic ulcers Parallel Unspecified method Double
Martinez 1988 300 mg w753 Peptic ulcers Parallel Unspecified method Double
Fica 1987 300 mg w670 Peptic ulcers Parallel Unspecified method Unknown
Schulz 1984 300 mg w754 Peptic ulcers Parallel Unspecified method Double
Hirschowitz 1986 A 300 mg w755 Peptic ulcers Parallel Unspecified method Double
Marks 1982 300 mg w756 Peptic ulcers Parallel Closed list Double
Lee 1982 300 mg w757 Peptic ulcers Parallel Closed list Double
Hirschowitz 1986 B X1 300 mg w758 Peptic ulcers Extension Unspecified method Double
Hirschowitz 1986 B X2 300 mg w758 Peptic ulcers Extension Unspecified method Double
Guo-zong 1988 300 mg w759 Peptic ulcers Parallel Unspecified method Double
Hirschowitz 1983 X1 300 mg w760 Peptic ulcers Extension Unspecified method Unknown
Hirschowitz 1983 X2 300 mg w760 Peptic ulcers Extension Unspecified method Unknown
Chatterji 1980 300 mg w761 Peptic ulcers Parallel Unspecified method Double
Ashton 1982 300 mg w762 Peptic ulcers Parallel Unspecified method Double

Page 58 of 91

Availability
of data

Yes

No

Yes

Yes

Yes

No
Yes
Yes

Yes

Yes
Yes

No
Yes
Yes

Yes

Yes
Yes
Yes
Yes
Yes
Yes

Yes

No. of patients

NX NY
11 10
188 168

3 3
72 50
18 17
149 145
34 39
79 78
167 169
96 100
89 100
71 73
99 100
103 101
94 98
153 152
151 152
27 28
92 98
23 19
84 82
106 101
108 101
276 279
28 26
66 72
40 38
15 14
20 20

9 10
25 25

9 13
16 12
27 28
10 10
20 20
25 20
103 103
40 40
62 67
195 187
57 67
10 13
195 187
58 66
15 15
22 20



Webtable 3 (cont.): Details of trials involving a randomised comparison of a histamine-2

receptor antagonists (X) versus control (Y)

Trial name

Dobrilla 1981 B

Dawson 1984 X1

Gibinski 1982 (gastric ulcer)
Gibinski 1982 (duodenal ulcer)
Jhala 1995

Nair 1990

Nelis 1982

Giacosa 1982

Moshal 1981

Murray 1986

Pasquali 1981

Johnson 1993

Tildesley 1993 (gastric ulcer)
Tildesley 1993 (duodenal ulcer)
Korman 1982

Makalinao 1984 (gastric ulcer)
Leroux 1983 (gastric ulcer)
Mach 1995 B

Mach 1995 A

Yap 1985

Roberts 1982

Mach 1992

Dupas 2000

Mach 1991

Lanza 1994

Makalinao 1984 (duodenal ulcer)
Leroux 1983 (duodenal ulcer)
Elizalde 1983 (duodenal ulcer)

Elizalde 1983 (gastric and
duodenal ulcer)

Elizalde 1983 (gastric ulcer)
Robins 1984

Sheers 1982

Massarrat 1998

Tefera 1996 (no metronizadole)
Tefera 1996 (metronizadole)
Lanza 1998

Trautman 1981

Witzel 1981

Roxatidine vs Control

Gilinsky 1992

Cimetidine vs Control
Darle 1984 A

Siddigi 1979

Stiel 1984

Zuckerman 1984

Terés 1980 X2
Carstensen 1980

Hoare 1979

Terés 1980 X1

Olivero 1981

Regimen
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg
300 mg

300 mg

300 mg
300 mg
400 mg
600 mg
600 mg
600 mg
800 mg
Unknown

Unknown

150 mg

800 mg
800 mg
800 mg
900 mg
1000 mg
1200 mg
1200 mg
1200 mg

1200 mg

Ref.
w763
w564
w764
w764
w233
w765
w766
w691
w767
w768
w769
w770
w771
w771
w772
w773
w774
w775
w776
w777
w778
w779
w780
w781
w234
w773
w774
w624

w624

w624
w782
w783
w784
w647
w647
w785
w786

w787

w788

w789
w790
w791
w792
w793
w794
w795
w796

w797

Indication
for treatment

Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers

Peptic ulcers

Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers

Peptic ulcers

Peptic ulcers

Acute Bleeding Trials

Bleeding Peptic Ulcer
UGI bleeding of any cause
Bleeding Peptic Ulcer
UG bleeding of any cause
UGI bleeding of any cause
Bleeding Peptic Ulcer
Bleeding Peptic Ulcer
UGI bleeding of any cause

Bleeding Peptic Ulcer

Design
Parallel
Extension
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Unknown
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel

Parallel
Parallel
Parallel
Extension
Extension
Parallel
Parallel
Extension

Parallel
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Allocation
Concealment

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Other method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Other method

Other method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Other method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Unspecified method

Unspecified method
Unspecified method
Unspecified method
Unspecified method

Closed list

Closed list
Unspecified method
Unspecified method

Unspecified method

Unspecified method

Unspecified method
Unspecified method
Unspecified method
Onsite computer
Unspecified method
Closed list

Closed list
Pharmacy

Unspecified method

) Blinfjing of
investigators
and patients
Double
Single
Double
Double
Double
Double
Double
Open
Double
Double
Double
Double
Double
Double
Double
Double
Double
Open
Double
Double
Double
Double
Double
Unknown
Double
Double
Double
Double

Double

Double
Double
Double
Double
Double
Double
Double
Double

Double

Double

Double

Open
Double
Double
Double
Double
Double
Double

Double

Availability
of data

Yes

Yes

No
Yes
Yes
Yes
Yes

Yes

No

Yes
Yes
Yes
Yes
No
No

No

Yes
Yes

Yes

Yes
Yes

Yes

No. of patients

NX
63
18
40
90
33
28
14
31
25
20
15

152
28
36
25
21
17
21
46
23
39
30

180
24
86
24
20
20

3

25
25
78
34
36
115

25

177

33
58
29
153
20
40
38
20

20

NY
59
20
a1
87
19
32
13
29
25
20
15

116
15
12
25
23
13
18
38
24
a1
26

163
20
a4
27
21

15

28
23
78
39
30
89

25

179

39
55
26
132
20
48
33
20

20



Webtable 3 (cont.): Details of trials involving a randomised comparison of a histamine-2

receptor antagonists (X) versus control (Y)

Blinding of
Indication Allocation investigators
Trial name Regimen Ref. for treatment Design Concealment and patients
Baltas 1984 1200 mg w798 UGI bleeding of any cause Parallel Other method Double
Kang 1977 1200 mg w799 UGI bleeding of any cause Parallel Unspecified method Double
Stadler 1985 (pirenzipine) 1200 mg w800 Bleeding Peptic Ulcer Parallel Unspecified method Unknown
Barer 1983 1600 mg w801 UGI bleeding of any cause Parallel Pharmacy Double
Galmiche 1978 1600 mg w802 Bleeding Peptic Ulcer Parallel Unspecified method Double
Birnie 1984 1600 mg w803 UGI bleeding of any cause Parallel Unspecified method Double
La Brooy 1979 1600 mg w804 UGI bleeding of any cause Parallel Unspecified method Double
Famotidine vs Control
Fullarton 1991 B 70.4 mg w805 Bleeding Peptic Ulcer Parallel Unspecified method Double
Walt 1992 76.8 mg w806 Bleeding Peptic Ulcer Parallel Other method Double
Ranitidine vs Control
Gray 1986 150 mg w807 Bleeding Peptic Ulcer Parallel Unspecified method Double
Ermolov 1995 150 mg w808 Bleeding Peptic Ulcer Parallel Unspecified method Unknown
Stadler 1985 (pirenzipine) 150 mg w800 Bleeding Peptic Ulcer Parallel Unspecified method Unknown
Coraggio 1984 300 mg w809 UGI bleeding of any cause Parallel Unspecified method Unknown
Basso 1986 300 mg w810 UGI bleeding of any cause Parallel Unspecified method Double
Stave 1986 300 mg w811 Bleeding Peptic Ulcer Parallel Unspecified method Double
Dawson 1982 450 mg w812 UGI bleeding of any cause Parallel Unspecified method Double

Availability
of data

Yes

Yes

No. of patients

NX NY
36 36
32 33
18 20

259 260
24 24
106 107
51 50
10 10
497 508
50 52
31 33
20 20
20 20
33 33
32 34
76 75

Design: Parallel=parallel trial. Factorial=Factorial trial. ‘Extension’ studies are studies in which patients are randomised more than once during the
trial (only the parts of the trial that involve a valid randomised comparison for this meta-analysis, labelled X1, X2 etc., are shown in this table).
Data shown for crossover trials reflect only events during the first phase of the trial. The suffixes A, B, C, D are used to distinguish different trials

published by the same author in the same year.

Allocation concealment: IVRS (Interactive Voice Response System); Telephone (telephone central office); Pharmacy (pharmacy coded containers
administered sequentially); Onsite computer (onsite computer accessible only after entering patient details); Sealed envelopes (sequentially
numbered, opaque or without further specification); Closed list (closed list of random numbers); Other (other specified method); Unspecified

(stated as being ‘randomised’ but with no other details).
Blinding of investigators and patients: Single=single-blind; Double=double-blind; Open=open label.

Availability of data: Data available for at least one endpoint of interest in the meta-analyses.

In cases where the number randomised was not reported, the number evaluated was used instead. In addition, for crossover trials, where neither
the number randomised nor the number evaluated was reported, the total number of participants divided by number of arms was used.
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Webtable 4: Details of trials involving a randomised comparison of a proton pump inhibitor
(X) versus a prostaglandin analogue (Y)

Trial name

Lansoprazole vs Misoprostol
Graham 2002

Graham 2002

Lansoprazole vs Rebamipide
Murakami 2003

Omeprazole vs Misoprostol
OMNIUM 1998 X2

OMNIUM 1998 X1 (erosions)
OMNIUM 1998 X1 (erosions)
Omeprazole vs Rebamipide
Thong-Ngam 2010

Kojima 2012

Kojima 2012

Pantoprazole vs Misoprostol

Stupnicki 2003

Rabeprazole vs Rebamipide

Thong-Ngam 2010

Lansoprazole vs Rebamipide

Takayama 2012

Matsui 2012

Nakamura 1995

Omeprazole vs Misoprostol
OMNIUM 1998 X1 GU+DU
OMNIUM 1998 X1 GU+DU
Omeprazole vs Rebamipide

Song 2011

Regimen

15 mg vs 800 ug

30 mg vs 800 ug

30 mg vs 300 mg

20 mg vs 400 ug

20 mg vs 800 ug

40 mg vs 800 ug

20 mg vs 300 mg

Unknown vs Unknown

Unknown vs Unknown

20 mg vs 400 ug

20 mg vs 300 mg

60 mg vs 600 mg

60 mg vs 600 mg

120 mg vs 900 mg

20 mg vs 800 ug

40 mg vs 800 ug

20 mg vs 300 mg

Ref.

w51

w51

w813

wll3

w113

w113

w814

w815

w815

w816

w814

w817

w818

w819

w113

w113

w820

Indication
for treatment

Design

Prevention Trials

Recently healed ulcers

Recently healed ulcers

Gastritis or duodenitis

Recently healed ulcers

Antiplatelet therapy

Antiplatelet therapy

Gastro-oesophageal reflux

Healthy volunteers

Healthy volunteers

Arthritis, rheumatic or
musculoskeletal disorders

Gastro-oesophageal reflux

Parallel

Parallel

Crossover

Extension

Extension

Extension

Parallel

Parallel

Parallel

Parallel

Parallel

Healing Trials

Endoscopic submucosal
dissection

Endoscopic submucosal
dissection

Peptic ulcers

Peptic ulcers

Peptic ulcers

Peptic ulcers

Parallel

Parallel

Parallel

Extension

Extension

Parallel

Allocation
Concealment

Other method

Other method

Unspecified method

Unspecified method

Unspecified method

Unspecified method

Unspecified method

Unspecified method

Unspecified method

Closed list

Unspecified method

Unspecified method

Unspecified method

Unspecified method

Unspecified method

Unspecified method

Unspecified method

Blinding of
investigators
and patients

Double

Double

Unknown

Double
Double

Double

Unknown
Unknown

Unknown

Double

Unknown

Unspecified
method
Unknown
Unknown
Unknown

Double

Double

Double

Availability
of data

No

No

No

Yes

Yes

Yes

Yes

Yes

Yes

Yes

No. of patients

NX NY
136 134
133 134

8 8
274 296
118 97
109 97
25 18
257 258
13 18
31 29
27 27

5 5
190 201
205 201
63 65

DU=duodenal ulcer; GU=gastric ulcer.

Design: Parallel=parallel trial. Factorial=Factorial trial. ‘Extension’ studies are studies in which patients are randomised more than once during the
trial (only the parts of the trial that involve a valid randomised comparison for this meta-analysis, labelled X1, X2 etc., are shown in this table).
Data shown for crossover trials reflect only events during the first phase of the trial. The suffixes A, B, C, D are used to distinguish different trials
published by the same author in the same year.

Allocation concealment: IVRS (Interactive Voice Response System); Telephone (telephone central office); Pharmacy (pharmacy coded containers
administered sequentially); Onsite computer (onsite computer accessible only after entering patient details); Sealed envelopes (sequentially
numbered, opaque or without further specification); Closed list (closed list of random numbers); Other (other specified method); Unspecified
(stated as being ‘randomised’ but with no other details).

Blinding of investigators and patients: Single=single-blind; Double=double-blind; Open=open label.

Availability of data: Data available for at least one endpoint of interest in the meta-analyses.

In cases where the number randomised was not reported, the number evaluated was used instead. In addition, for crossover trials, where neither
the number randomised nor the number evaluated was reported, the total number of participants divided by number of arms was used.
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Webtable 5: Details of trials involving a randomised comparison of a proton pump inhibitor

(X) versus a histamine-2 receptor antagonist (Y)

Trial name

Esomeprazole vs Famotidine
Tunggal 2011
Ng 2012

Esomeprazole vs
Ranitidine

Norman Hansen 2005
Hansen 2006

Kilic 2008
(amoxycillin+moxifloxacine)

Kilic 2008
(amoxycillin+clarithromycin)

Nadeau 2012

Lansoprazole vs
Famotidine

Miyake 2005

Endo 2000

Endo 2000

Mine 2000

Lansoprazole vs Lafutidine
Kim 2008

Lansoprazole vs Nizatidine
Murakami 2003
Lansoprazole vs Ranitidine
Petite 1991 B

Bardhan 1999 A X2

Miiller 1997

Meining 1998

Gough 1996

Peura 2009 B

Richter 2000 C

Spadaccini 1998 (healed
duodenal ulcer)

Spadaccini 1998 (healed gastric
ulcer)

Spadaccini 1998

Petite 1991 B

Plein 1997

Bardhan 1999 A X2

Robinson 1995 A

Bardhan 1995 A

Feldman 1993

Jansen 1999

Jones 1997

Howden 2001

Gough 1996

Sontag 1997 B X1

Richter 2000 C

Sontag 1997

Swarbrick 1996

Bardhan 1995 A

Treiber 1997

Lansoprazole vs Roxatidine
Shimizu 2006

Omeprazole vs Cimetidine

Bate 1998

Regimen

20 mg vs 40 mg

20 mg vs 40 mg

20 mg vs 300 mg
20 mg vs 300 mg

80 mg vs 800 mg

80 mg vs 800 mg

Unknown vs
Unknown

15 mg vs 40 mg
15 mg vs 40 mg
30 mg vs 40 mg

30 mg vs 40 mg

60 mg vs 40 mg

30 mg vs 300 mg

15 mg vs 300 mg
15 mg vs 150 mg
15 mg vs 300 mg
15 mg vs 150 mg
15 mg vs 600 mg
15 mg vs 300 mg
15 mg vs 300 mg

15 mg vs 800 ug

15 mg vs 800 mg

15 mg vs 800 mg
30 mg vs 300 mg
30 mg vs 300 mg
30 mg vs 150 mg
30 mg vs 300 mg
30 mg vs 300 mg
30 mg vs 300 mg
30 mg vs 600 mg
30 mg vs 300 mg
30 mg vs 300 mg
30 mg vs 600 mg
30 mg vs 300 mg
30 mg vs 300 mg
30 mg vs 300 mg
30 mg vs 600 mg
60 mg vs 300 mg

60 mg vs 600 mg

30 mg vs 150 mg

10 mg vs 800 mg

Ref.

w821

w822

w823
w824

w825

w825

w826

w827
w828
w828

w829

w830

w813

w831
w832

w58
w833
w834
w835

w67

w836

w836

w836
w831
w837
w832
w838
w839
w840
w841
w842
w843
w834
w844

w67
w845
w846
w839

w847

w848

w849

Indication
for treatment

Design

Prevention Trials

Acute coronary syndrome

Acute coronary syndrome

Gastro-oesophageal reflux
Gastro-oesophageal reflux

Gastritis or duodenitis

Gastritis or duodenitis

Percutaneous coronary
intervention

Rheumatoid arthritis
Gastro-oesophageal reflux
Gastro-oesophageal reflux

Gastro-oesophageal reflux

Gastritis or duodenitis

Gastritis or duodenitis

Gastro-oesophageal reflux
Recently healed ulcers
Healthy volunteers
Gastritis or duodenitis
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux

Recently healed ulcers

Recently healed ulcers

Gastritis and/or duodenitis
Gastro-oesophageal reflux
Gastro-oesophageal reflux

Recently healed ulcers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux

Oesophageal stricture
Gastro-oesophageal reflux

Gastritis or duodenitis

Asthma

Gastro-oesophageal reflux

Parallel

Parallel

Parallel
Parallel

Parallel

Parallel

Parallel

Parallel
Parallel
Parallel

Crossover

Parallel

Crossover

Parallel
Extension
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel

Parallel
Parallel
Parallel
Extension
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel

Parallel
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Allocation
Concealment

Sealed envelopes

Sealed envelopes

Onsite computer
Unspecified method

Unspecified method

Unspecified method

Unspecified method

Sealed envelopes
Unspecified method
Unspecified method

Unspecified method

Unspecified method

Unspecified method

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Unspecified method

Unspecified method

Unspecified method
Unspecified method
Onsite computer
Unspecified method
Unspecified method
Closed list
Unspecified method
Unspecified method
Other method
Sealed envelopes
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Pharmacy

Closed list

Unspecified method

Unspecified method

Unspecified method

Blinding of
investigators
and patients

Double

Double

Open
Open

Open

Open

Unknown

Unknown
Double
Double

Double

Double

Unknown

Double
Double
Double
Unknown
Double
Double
Double

Open

Open

Open
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double

Single

Double

Double

Availability
of data

Yes

No

No
No

No

Yes

No

Yes
Yes
No
No
Yes
No
No

No

Yes

No

No
Yes
Yes
Yes
Yes

No

No

No
Yes

No

No

No

Yes

No

Yes

No. of patients

NX NY
55 52
164 149
658 610
658 610
30 30
30 30
13 13
23 25
22 25

9 8
112 119

8 8
63 55
121 116
10 10
72 71
96 81
100 106
284 283
18 13

2 2
18 25
59 55
107 58
122 116
119 128
7 77
62 33
68 65
213 219
297 296
89 81
69 36
288 283
105 54
78 80
75 77
20 20
15 15
7 79



Webtable 5 (cont.): Details of trials involving a randomised comparison of a proton pump
inhibitor (X) versus histamine-2 receptor antagonist (Y)

Trial name
Bate 1990

Meineche-Schmidt 1997
(dyspepsia)

Thorens 1996
Dehn 1990

Bate 1997

Omeprazole vs Famotidine
Shimatani 2007

Yano 2012

J-FOCUS

Fujiwara 2005

Wada 2005

Hu 2003

Kawano 2002

Miner 2006 A

Miner 2006 A

Soga 1999

Guslandi 1994

Kim 2015

Arbel 2013

Omeprazole vs other H2RA

Marks 1994

Omeprazole vs Ranitidine
Kim 2004

Hallerback 1994
Blum 2000

Karnes 1990
Bardhan 1999 B
Jaspersen 1999
Lauritsen 1999
Venables 1997 A
ASTRONAUT X2
Zeitoun 1989
Kaplan-Machlis 2000
Diaz de Rojas 1998
Annibale 1998
Maton 1999

Angelini 1993
Hungin 1993

Di Mario 1994
Armstrong 2005
Bianchi Porro 1992 B
Frame 1991
Festen1999
Hallerback 1994
Blum 2000

Karnes 1990
Savarino 2000
Bardhan 1999 B

Sartori 2000

Smith 1994

Regimen
20 mg vs 1600 mg

20 mg vs 800 mg

20 mg vs 800 mg
40 mg vs 1600 mg

1600 mg vs 400
mg

10 mg vs 40 mg
10 mg vs 20 mg
10 mg vs 20 mg
20 mg vs 40 mg
20 mg vs 40 mg
20 mg vs 20 mg
20 mg vs 40 mg
20 mg vs 40 mg
20 mg vs 20 mg
20 mg vs 40 mg
20 mg vs 40 mg
20 mg vs 40 mg

40 mg vs 80 mg

20 mg vs
Unknown

10 mg vs 300 mg
10 mg vs 300 mg
10 mg vs 150 mg
10 mg vs 300 mg
10 mg vs 300 mg
10 mg vs 300 mg
10 mg vs 150 mg
10 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 150 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 150 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 600 mg
20 mg vs 300 mg
20 mg vs 150 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg

20 mg vs 300 mg

20 mg vs 150 mg

Ref.
w850

w140

w851
w852

w853

w854
w855
w856
w857
w858
w859
w860
w861
w861
w862
w863
w864

w865

w866

w867
w868
w104
w869
w870
w871
w872
w873
w874
w875
w876
w877
w878
w879
w880
w881
w882
w883
w884
w885
w886
w868
w104
w869
w887
w870

wi3l

w888

Indication
for treatment

Gastro-oesophageal reflux

Gastro-oesophageal reflux

Gastro-oesophageal reflux
Gastro-oesophageal reflux

Gastro-oesophageal reflux

Healthy volunteers

Acute coronary syndrome
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastritis or duodenitis
Gastro-oesophageal reflux
Healthy volunteers
Healthy volunteers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux

Antiplatelet therapy

Gastro-oesophageal reflux

Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Healthy volunteers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Recently healed ulcers
Gastro-oesophageal reflux
Recently healed ulcers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Recently healed ulcers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Recently healed ulcers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Healthy volunteers
Gastro-oesophageal reflux
Gastro-oesophageal reflux

Cancer or palliative care (non
gastrointestinal)

Oesophageal stricture

Design
Parallel

Parallel

Parallel
Parallel

Parallel

Crossover
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Crossover

Crossover
Parallel
Parallel
Parallel

Crossover

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Extension
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel
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Allocation
Concealment

Unspecified method

Unspecified method

Unspecified method
Unspecified method

Unspecified method

Unspecified method
Other method
Closed list
Unspecified method
Unspecified method
Unspecified method
Sealed envelopes
Unspecified method
Unspecified method
Sealed envelopes
Unspecified method
Unspecified method

Sealed envelopes

Unspecified method

Unspecified method
Unspecified method
Unspecified method
Closed list

Onsite computer
Unspecified method
Closed list
Unspecified method
Unspecified method
Unspecified method
Sealed envelopes
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Onsite computer
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Closed list

Closed list

Onsite computer

Unspecified method

Unspecified method

Blinding of
investigators
and patients

Double

Double

Double
Double

Double

Unknown
Open
Open

Unknown
Open

Unknown

Unknown

Double
Double
Unknown
Unknown
Double

Single

Open

Unknown
Double
Double
Double
Double

Unknown
Double
Double
Double
Double

Open
Double
Double
Double
Double

Open

Open
Double
Double
Double
Double
Double
Double
Double

Open
Double

Unknown

Double

Availability
of data

Yes

No

No
No

Yes

No

Yes

No
No
No
Yes
Yes
Yes
Yes
No
Yes
No
Yes

No

Yes
Yes
No
Yes
No
Yes
Yes
No
Yes

No

No

No. of patients

NX
138
225

19
31
112

90
142
53
27
39
29
11
11

36

167
21

19

50
133
202

12
227

10
308
338
210

76

215
106
156
51
215
30
196
30
86
222

131

12
30
221

76

180

NY
134
244

18
36
109

90
132
53
27
38
27
11
11

35

162
21

18

50
128
194

12
229

10
312
326
215

80

219
111
161
51
209
12
194
30
86
224
128
194
12
30
229
7

185



Webtable 5 (cont.): Details of trials involving a randomised comparison of a proton pump
inhibitor (X) versus histamine-2 receptor antagonist (Y)

Trial name
Zeitoun 1987
Tham 1996
Richter 1996
Revicki 1998
Dent 1994

Vigneri 1995
Sandmark 1988
Lauritsen 1999
Venables 1997 A
Figura 1995
Cavaljuga 2003
Bianchi Porro 1991 B
Ruth 1988

Bate 1991
Archambault 1996
Silvis 1996
Houben 1995
Green 1995
Bergmann 1995 B
Prewett 1991
Blum 1986
Havelund 1988
Jaspersen 1996
Karnes 1990
Pellegrini 2005 G
Vantrappen 1988
Treiber 1997
Hurlimann 1994
Dammann 1986 B
Lundell 1991
Houben 1995
Klinkenberg-Knol 1988
Klinkenberg-Knol 1987
Ofman 2000

Peters 1999 A
Peters 1999 B

Nadeau 2012

Ahmad 2012

Omeprazole vs Roxatidine
Guslandi 1994

Nakamura 2010

Goh 1994

Pantoprazole vs
Famotidine

Ng 2010

Arbel 2013

Pantoprazole vs Lafutidine
Maity 2014

Pantoprazole vs Nizatidine
Kovacs 2002

Armstrong 2001

Regimen

20 mg vs 300 mg
20 mg vs 1200 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 450 mg
20 mg vs 300 mg
20 mg vs 150 mg
20 mg vs 300 mg
20 mg vs 150 mg
20 mg vs 150 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 450 mg
20 mg vs 300 mg
20 mg vs 600 mg
35 mg vs 525 mg
40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 600 mg
40 mg vs 300 mg
40 mg vs 600 mg
40 mg vs 1200 mg
40 mg vs 300 mg
40 mg vs 600 mg
40 mg vs 600 mg
60 mg vs 300 mg
60 mg vs 300 mg

Unknown vs
Unknown

80 mg vs 300 mg
80 mg vs 300 mg

Unknown vs
Unknown

Unknown vs
Unknown

20 mg vs 150 mg

20 mg vs 150 mg

40 mg vs 300 mg

20 mg vs 80 mg

40 mg vs 80 mg

40 mg vs 10 mg

20 mg vs 300 mg

40 mg vs 300 mg

Ref.
w889
w890
w891
w892
w893
w894
w895
w872
w873
w896

w897

Indication
for treatment

Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Recently healed ulcers
Gastro-oesophageal reflux
Recently healed ulcers
Gastritis or duodenitis
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Oesophageal stricture
Healthy volunteers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Healthy volunteers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Healthy volunteers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastritis or duodenitis
Healthy volunteers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Healthy volunteers
Gastro-oesophageal reflux
Gastro-oesophageal reflux

Barrett's oesophagus

Barrett's oesophagus
Barrett's oesophagus

Percutaneous coronary
intervention

Gastritis or duodenitis

Gastro-oesophageal reflux
Gastro-oesophageal reflux

Gastritis or duodenitis

Recently healed ulcers

Antiplatelet therapy

Gastro-oesophageal reflux

Gastro-oesophageal reflux

Gastro-oesophageal reflux

Design
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Crossover
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Crossover

Crossover
Parallel

Parallel

Parallel
Parallel

Parallel

Parallel

Parallel
Parallel

Parallel

Parallel

Crossover

Parallel

Parallel

Parallel
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Allocation
Concealment

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Closed list

Closed list

Onsite computer
Closed list
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Closed list
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Closed list
Unspecified method
Closed list
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Sealed envelopes
Closed list
Unspecified method
Unspecified method
Unspecified method

Unspecified method

Closed list
Closed list

Unspecified method

Unspecified method

Unspecified method
Unspecified method

Unspecified method

Pharmacy

Sealed envelopes

Unspecified method

Unspecified method

Closed list

) Blinfjing of
investigators
and patients
Double
Single
Open
Double
Double
Single
Double
Double
Double
Unknown
Unknown
Double
Double
Double
Single
Unknown
Double
Open
Unknown
Double
Double
Double
Unknown
Double
Open
Double
Single
Double
Double
Double
Double
Double
Double

Double

Double
Double

Unknown

Unknown

Unknown
Unknown

Unknown

Double

Single

Open

Double

Double

Availability
of data

No

No

No
No
No
Yes
No
No
No
Yes
No
Yes
Yes

No

No
No

No

No

Yes

No

Yes

Yes

No. of patients

NX
76
20

100
156
53
70
75
308
330
14

27
12
143
1001

15

101
294
12
82
80
20
12
48
31

20

89

51

25

33
33

26

17
il

65
21

61

80

111

NY
80
20
97

161
51
70
77

312
326
13

17
10
140
480

18

97
136
12
82
82
18
12
47
30

20

89

a7

26

35
35

20

16
14

65
21

61

82

109



Webtable 5 (cont.): Details of trials involving a randomised comparison of a proton pump
inhibitor (X) versus histamine-2 receptor antagonist (Y)

Trial name

Kovacs 2002

Pare 2003
Pantoprazole vs Ranitidine
Metz 2003

Richter 2004

Talley 2002

Van Zyl 2004
Ramirez-Barba 1999
Metz 2003

Adamek 2001
Dettmer 1998
Kaspari 2001

Van Zyl 2000
Richter 2004
Dulbecco 2003
Duvnjak 2002

Metz 2003

Awad 2001

Teyssen 2001

Koop 1995
Meneghelli 2002
Armbrecht 1997
Richter 2004

Gallo 1998

Miiller 1998

Parri 2011

Demir 2009 (diabetes mellitus)

Demir 2009 (no diabetes
mellitus)

Nadeau 2012

Rabeprazole vs Famotidine
Chan 2014 B

ACCEL-PROTECT

Rabeprazole vs Lafutidine
Dewan 2011

Rabeprazole vs Ranitidine
Jee 2005

Jeong 2006

Farley 2000

Dai 2015

Esomeprazole vs Ranitidine
Astra Zeneca 285

Astra Zeneca 286

Astra Zeneca 285

Astra Zeneca 286
Lansoprazole vs Cimetidine
Aoyama 1995

Lansoprazole vs Famotidine

Tsuji 1995

Regimen
40 mg vs 300 mg

40 mg vs 300 mg

10 mg vs 300 mg
10 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 150 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg

40 mg vs 30 mg
40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 150 mg
80 mg vs 800 mg
80 mg vs 800 mg

Unknown vs
Unknown

20 mg vs 40 mg

20 mg vs 40 mg

20 mg vs 10 mg

10 mg vs 300 mg
20 mg vs 600 mg
20 mg vs 600 mg

20 mg vs 300 mg

20 mg vs 300 mg
20 mg vs 300 mg
40 mg vs 300 mg

40 mg vs 300 mg

30 mg vs 800 mg

30 mg vs 40 mg

Indication
for treatment

Gastro-oesophageal reflux

Gastro-oesophageal reflux

Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Healthy volunteers
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux
Healthy volunteers
Antiplatelet therapy
Diabetes
Gastro-oesophageal reflux

Percutaneous coronary
intervention

Antiplatelet therapy

Percutaneous coronary
intervention

Gastro-oesophageal reflux

Gastro-oesophageal reflux
Gastro-oesophageal reflux
Gastro-oesophageal reflux

Gastro-oesophageal reflux

Design
Parallel

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Crossover
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel

Parallel

Parallel

Parallel

Parallel
Parallel
Parallel

Parallel

Healing Trials

Peptic ulcers
Peptic ulcers
Peptic ulcers

Peptic ulcers

Peptic ulcers

Peptic ulcers

Parallel
Parallel
Parallel

Parallel

Parallel

Parallel
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Allocation
Concealment

Unspecified method

Unspecified method

Unspecified method
Other method
Closed list

Closed list
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Closed list

Other method
Unspecified method
Unspecified method
Unspecified method
Onsite computer
Closed list
Unspecified method
Onsite computer
Unspecified method
Other method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Unspecified method

Unspecified method

Unspecified method

Unspecified method

Unspecified method

Unspecified method
Unspecified method
Unspecified method

Unspecified method

Sealed envelopes
Sealed envelopes
Sealed envelopes

Sealed envelopes

Unspecified method

Unspecified method

Blinding of
investigators
and patients

Double

Double

Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Open
Open
Double
Double
Open
Double
Double
Double
Double
Double
Double
Open
Unknown

Unknown

Unknown

Double

Unknown

Open

Unknown
Open
Double

Unknown

Double
Double
Double

Double

Unknown

Unknown

Availability
of data

Yes

No

No
No
No
No
No
No
No
Yes

Yes

No

No

No
No
Yes
No
Yes

Yes

No

Yes

No

Yes

No
Yes
No

Yes

Yes
Yes
Yes

Yes

Yes

Yes

No. of patients

NX
81
111

89
88
154
167
184
93
199
105
181
101
88
30
100
94
12
10
166
128
11
85
211
16
54
49

58

84

40

101

42
53
169

65

140
150
132

141

70

NY
82
109

95
88
153
171
89
95
104
104
175
100
88
30
84
95
10
10
83
128
13
88
104
16
51
49

58

79

40

101

42
57
169

65

134
149
134

149

23



Webtable 5 (cont.): Details of trials involving a randomised comparison of a proton pump
inhibitor (X) versus histamine-2 receptor antagonist (Y)

Trial name

Sakaguchi 1995

Okai 1995

Hotz 1992

Nema 2010

Nakamura 1995

Lansoprazole vs other H2RA

Nema 2008

Lansoprazole vs Ranitidine
Londong 1991

Licht 1990

Londong 1991

Licht 1990

Agrawal 2000

Jhala 1995

Spadaccini 1998 (duodenal
ulcer)

Lanza 1994
Goldstein 2000
Spadaccini 1998 (gastric ulcer)
Michel 1994
Londong 1991
Licht 1990

Agrawal 2000
Bardhan 1999 A X1
Capurso 1995 A
Jhala 1995

Hawkey 1993
Lazzaroni 1997
Bardhan 1994
Lanza 1994

Russo 1997 X1
Goldstein 2000
Vreer 1999
Hawkey 1993
Bardhan 1994
Lansoprazole vs Roxatidine
Fujino 1995

Imaeda 2011

Omeprazole vs Cimetidine
Bigard 1987

Archambault 1988

Wilairatana 1989
Crowe 1989

Pan 1994

Kim 1994

Bate 1989

Lauritsen 1985

Danish Omeprazole Study

Dahlgren 1988

Lauritsen 1989 B

Regimen
30 mg vs 40 mg
30 mg vs 40 mg
30 mg vs 40 mg
30 mg vs 40 mg

120 mg vs 40 mg

30 mg vs
Unknown

7.5 mg vs 300 mg
7.5 mg vs 300 mg
15 mg vs 300 mg
15 mg vs 300 mg
15 mg vs 300 mg
15 mg vs 300 mg

15 mg vs 800 mg

15 mg vs 300 mg
15 mg vs 300 mg
15 mg vs 800 mg
30 mg vs 300 mg
30 mg vs 300 mg
30 mg vs 300 mg
30 mg vs 300 mg
30 mg vs 300 mg
30 mg vs 300 mg
30 mg vs 300 mg
30 mg vs 300 mg
30 mg vs 300 mg
30 mg vs 300 mg
30 mg vs 300 mg
30 mg vs 300 mg
30 mg vs 300 mg
30 mg vs 300 mg
60 mg vs 300 mg

60 mg vs 300 mg

30 mg vs 150 mg

30 mg vs 150 mg

20 mg vs 800 mg

20 mg vs 1200
mg

20 mg vs 800 mg
20 mg vs 800 mg
20 mg vs 800 mg
20 mg vs 900 mg
20 mg vs 800 mg

30 mg vs 1000
mg

30 mg vs 1000
mg

30 mg vs 800 mg

30 mg vs 1000
mg

Indication
for treatment

Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers

Peptic ulcers

Peptic ulcers

Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers

Peptic ulcers

Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers

Peptic ulcers

Peptic ulcers

Endoscopic submucosal
dissection

Peptic ulcers

Peptic ulcers

Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers

Peptic ulcers

Peptic ulcers

Peptic ulcers

Peptic ulcers

Design
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Extension
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Extension
Parallel
Parallel
Parallel

Parallel

Parallel

Parallel

Parallel

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel

Parallel

Parallel
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Allocation
Concealment

Sealed envelopes
Unspecified method
Other method
Onsite computer

Unspecified method

Onsite computer

Other method
Unspecified method
Other method
Unspecified method
Unspecified method
Unspecified method

Unspecified method

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Other method
Unspecified method
Unspecified method
Unspecified method
Other method
Unspecified method
Unspecified method
Unspecified method
Closed list
Unspecified method
Other method
Unspecified method
Unspecified method
Unspecified method

Closed list

Sealed envelopes

Other method

Unspecified method

Unspecified method

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Unspecified method

Closed list

Unspecified method

Unspecified method

Blinding of
investigators
and patients
Unknown
Unknown
Double

Unknown

Unknown

Unknown

Double
Double
Double
Double
Double
Double

Open

Double
Double
Open
Double
Double
Double
Double
Double
Double
Double
Double
Single
Double
Double
Double
Double
Double
Double

Double

Unknown

Unknown

Double

Double

Double
Double
Single
Unknown
Double

Double

Double

Double

Double

Availability
of data

Yes

Yes

Yes
Yes
Yes
Yes
Yes

Yes

Yes

Yes

Yes

Yes

Yes
Yes
Yes

Yes

Yes

Yes

No. of patients

NX NY
10 10
12 12
174 90
30 30

5 5
16 14
77 79
45 48
80 79
45 48
119 117
34 33
13 12
87 86
114 116

5 4
79 79
78 79
45 48
117 117
219 217
29 34
33 33
95 98
40 40
82 83
84 86
68 64
112 116
a2 45
96 98
85 83
66 66
65 64
144 154
85 84
129 128
98 91
a4 64
13 12
105 92
67 65
79 82
79 75
90 86



Webtable 5 (cont.): Details of trials involving a randomised comparison of a proton pump
inhibitor (X) versus histamine-2 receptor antagonist (Y)

Trial name

Omeprazole vs Famotidine
Popovic 1990

Lin 1994

Esaki 2002

Delle Fave 1992

Ramesh Kumar 1992

Misra 1993

‘Yamaguchi 2005

Ye 2006

Tomita 2012

Di Mario 1993 A

Goh 1996

Hsu 2001

Omeprazole vs H2RA

Wang 1996 (no amoxycillin)

Omeprazole vs Ranitidine
Hui 1989 A

Hui 1989 B
ASTRONAUT X1

Marks 1991

Valenzuela 1991

Walan 1989

Bergmann 1995 A
Miszputen 1997

Lee 1991 A (gastric ulcer)
Classen 1985 A

Hotz 1995 B (gastric ulcer)
Hallerbéack 1998 A

Arber 1994

Al Karawi 1996

Barbara 1987

Ahmed 1995

Bardhan 1986

Lysy 1992

Chelvam 1989
Archimandritis 1995

Italian Cooperative Group on
Omeprazole

Zaterka 1993
Crowe 1994
Delchier 1989
Choi 1994
Catalano 1991
Pare 1990

Hui 1989 A
Mulder 1989
Hui 1989 B
Rossini 1989
Wang 1992
McFarland 1990
Classen 1985 B
Glise 1991

Regimen

20 mg vs 40 mg
20 mg vs 40 mg
20 mg vs 40 mg
20 mg vs 40 mg
20 mg vs 40 mg
20 mg vs 40 mg
20 mg vs 40 mg
20 mg vs 40 mg

20 mg vs 40 mg

40 mg vs 40 mg
40 mg vs 80 mg

40 mg vs 80 mg

20 mg vs
Unknown

10 mg vs 300 mg
10 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg

20 mg vs 300 mg

20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg

20 mg vs 300 mg

Ref.

Indication
for treatment

Peptic ulcers
Peptic ulcers
Endoscopic mucosal resection
Peptic ulcers
Peptic ulcers
Peptic ulcers
Endoscopic mucosal resection
Endoscopic mucosal resection

Endoscopic submucosal
dissection

Peptic ulcers
Peptic ulcers

Peptic ulcers

Peptic ulcers

Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers

Peptic ulcers

Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers

Peptic ulcers

Design

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel
Parallel

Parallel

Extension

Parallel
Parallel
Extension
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel
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Allocation
Concealment

Unspecified method
Closed list
Unspecified method
Unspecified method
Other method
Unspecified method
Unspecified method
Unspecified method

Unspecified method

Unspecified method
Unspecified method

Unspecified method

Unspecified method

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Onsite computer
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Unspecified method

Unspecified method
Unspecified method
Unspecified method
Other method
Unspecified method
Unspecified method
Unspecified method
Onsite computer
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Unspecified method

Blinding of
investigators
and patients

Double
Unknown
Single
Double
Double
Double
Unknown
Double

Single

Unknown
Single

Unknown

Unknown

Double
Double
Double
Double
Double
Double
Unknown
Double
Double
Double
Unknown
Double
Double
Double
Double
Open
Double
Double
Double
Unknown

Double

Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double

Double

Availability
of data

Yes
Yes

Yes

Yes

Yes
Yes
Yes
Yes

Yes

Yes
Yes
Yes
Yes

No

Yes

Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes

Yes

No. of patients

NX NY
70 69
30 30

8 8
116 125
73 67
30 30
29 28
50 50
79 79
12 7
33 33
60 60
22 21
90 90

3 3
113 117
104 106
151 158
203 205
373 172
92 88
10 6
168 166
15 13
195 198
103 100
67 67
64 64
21 20
34 35
30 30
109 111
126 119
84 83
120 121
117 121
75 76
126 124
22 21
39 a1
90 90
91 20

2 3

9 9
118 108
126 122
84 74
234 240



Webtable 5 (cont.): Details of trials involving a randomised comparison of a proton pump
inhibitor (X) versus histamine-2 receptor antagonist (Y)

Trial name

Sonnenberg 1999

Hotz 1995 B (duodenal ulcer)
Diaz Rubio 1991

Parodi 1992

Lee 1991 A (duodenal ulcer)
Cataldo 1996

Kager 1991

ASTRONAUT X1

Walan 1989

Sonnenberg 1998

Bardhan 1986

Di Mario 1993 A

Pare 1990

Tulassay 1992

Michopoulos 2000

Pellegrini 2005 U

Cooperative Study 1990 (gastric
ulcer)

Cooperative Study 1990
(duodenal ulcer)

Omeprazole vs Nizatidine
Russo 1994

Brummer 1996

Di Mario 1993 A

Other PPl vs Famotidine

Nakashima 2009

Other PPl vs other H2RA

Sasakii 1999

Noh 2013

Kang 2011

Pantoprazole vs Famotidine

Jeon 2010

Oh 2010

Seo 2011

Pantoprazole vs Ranitidine
Papp 1997

Schepp 1995

Cremer 1995

Chen 1999

Meneghelli 2000

Judmaier 1994

Fric 1996

Hotz 1995 A

van Rensburg 1994

Dibildox 1996

Rabeprazole vs other H2RA

Saigenji 2002

Rabeprazole vs Ranitidine

Breiter 2000

Regimen
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
20 mg vs 300 mg
27 mg vs 400 mg
30 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 600 mg
40 mg vs 600 mg

40 mg vs 300 mg

40 mg vs 300 mg

20 mg vs 600 mg
20 mg vs 300 mg

40 mg vs 300 mg

Unknown vs 40
mg

Unknown vs
Unknown

Unknown vs
Unknown

Unknown vs
Unknown

40 mg vs 40 mg

40 mg vs 40 mg

40 mg vs 40 mg

40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 300 mg
40 mg vs 300 mg

40 mg vs 300 mg

10 mg vs
Unknown

20 mg vs 300 mg

Ref.
w1030
w1007
w1031
w1032
w1005
w1033
w1034

w874
w1002
w1035

w1013

w1023

w1036

w1037

w1038

w1038

w1039

w1040

w1041

w1042

w1043

w1044

w1045

w1046

w1047

w1048
w1049
w1050
w1051
w1052
w1053
w1054
w1055
w1056

w1057

w1058

w1059

Indication
for treatment

Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers

Peptic ulcers

Peptic ulcers

Peptic ulcers
Peptic ulcers

Peptic ulcers

Peptic ulcers

Peptic ulcers
Endoscopic submucosal
dissection

Endoscopic submucosal
dissection

Endoscopic submucosal
dissection

Endoscopic submucosal
dissection

Endoscopic submucosal
dissection

Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers

Peptic ulcers

Peptic ulcers

Peptic ulcers

Design
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Extension
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel

Parallel
Parallel

Parallel

Parallel

Parallel

Parallel

Parallel

Parallel

Parallel

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel

Parallel
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Allocation
Concealment

Unspecified method
Closed list
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Onsite computer
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Other method

Unspecified method

Unspecified method

Unspecified method
Unspecified method

Unspecified method

Unspecified method

Unspecified method

Unspecified method

Unspecified method

Unspecified method

Unspecified method

Unspecified method

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method

Closed list

Unspecified method

Unspecified method

Unspecified method

) BIinfiing of
investigators
and patients
Double
Unknown
Double
Unknown
Double
Unknown
Double
Double
Double
Double
Double
Unknown
Double
Unknown
Open

Open

Double

Double

Open
Open

Unknown

Unknown

Open

Unknown

Unknown

Unknown

Unknown

Unknown

Double
Double
Double
Double
Double
Double
Double
Double
Double

Double

Open

Double

Availability
of data

No

Yes

No

No

No

No

No

Yes
Yes
Yes

Yes

Yes
Yes
Yes

Yes

Yes

No. of patients

NX NY
279 263
13 12
79 79
10 10
21 16
20 20
74 73
114 117
194 205
279 263
36 35
12 23
38 41
22 23
78 78
27 28
21 25
96 98
15 16
11 12
12 12
20 20
116 196
92 98
11 13
31 31
74 74
160 166
177 89
137 139
80 80
111 111
98 104
47 48
166 82
102 97
89 89
7 76
188 188



Webtable 5 (cont.): Details of trials involving a randomised comparison of a proton pump
inhibitor (X) versus histamine-2 receptor antagonist (Y)

Blinding of No. of patients
Indication Allocation investigators  Availability
Trial name Regimen Ref. for treatment Design Concealment and patients of data NX NY
Rabeprazole vs Roxatidine
Takeuchi 2011 10mgvs 150 mg w1060 Endoscopic submucosal Parallel Sealed envelopes Unknown No 30 30
dissection
Acute Bleeding Trials
Esomeprazole vs Cimetidine
Bai 2015 192 mgvs 1440 mg w1061 Bleeding Peptic Ulcer Parallel Closed list Double Yes 111 111
Lansoprazole vs
Roxatidine
Ashida 2007 60mgvs 150 mg w1062 UG bleeding of any cause Parallel Unspecified method Double Yes 135 135
Omeprazole vs
Cimetidine
Chua 1996 40 mgvs 1200 mg w1063 Bleeding Peptic Ulcer Parallel Sealed envelopes Unknown Yes 10 10
Chua 1996 80 mgvs 1200 mg w1063 Bleeding Peptic Ulcer Parallel Sealed envelopes Unknown Yes 10 10
Lin 2006 80mgvs 800 mg  wl064 Bleeding Peptic Ulcer Parallel Sealed envelopes Open Yes 66 67
Lin 2006 160 mgvs 800 mg w1064 Bleeding Peptic Ulcer Parallel Sealed envelopes Open Yes 67 67
Lin 1998 160 mg vs 1200 mg w1065 Bleeding Peptic Ulcer Parallel Sealed envelopes Unknown Yes 50 50
Omeprazole vs
Ranitidine
Fasseas 2001 40mgvs 200 mg w1066 Bleeding Peptic Ulcer Parallel Unspecified method Single Yes 45 47
Artal 1996 79.2 mg vs 300 mg w1067 Bleeding Peptic Ulcer Parallel Unspecified method Unknown No - -
Artal 1996 79.2 mg vs 300 mg w1067 Bleeding Peptic Ulcer Parallel Unspecified method Unknown No - -
Lanas 1995 80mgvs300mg w1068 Bleeding Peptic Ulcer Parallel Unspecified method Open Yes 28 23
Sheu 2002 80mgvs 150 mg w1069 Bleeding Peptic Ulcer Parallel Unspecified method Unknown Yes 86 89
Cardi 1997 80mgvs400 mg w1070 Bleeding Peptic Ulcer Parallel Sealed envelopes Double Yes 21 24
Coraggio 1998 80 mg vs 200 mg w1071 Bleeding Peptic Ulcer Parallel Unspecified method Unknown Yes 24 24
Artal 1996 80mgvs300mg w1067 Bleeding Peptic Ulcer Parallel Unspecified method Unknown No - -
Artal 1996 80mgvs300mg w1067 Bleeding Peptic Ulcer Parallel Unspecified method Unknown No - -
Orti 1995 96 mgvs 200 mg w1072 Bleeding Peptic Ulcer Parallel Unspecified method Open Yes 267 252
Villanueva 1995 120 mgvs 200 mg w1073 Bleeding Peptic Ulcer Parallel Sealed envelopes Unknown Yes 48 48
Artal 1996 120 mgvs 300 mg w1067 Bleeding Peptic Ulcer Parallel Unspecified method Unknown No - -
Artal 1996 120 mgvs 300 mg w1067 Bleeding Peptic Ulcer Parallel Unspecified method Unknown No - -
Labenz 1997 A 272mgvs 530 mg w1074 Bleeding Peptic Ulcer Parallel Sealed envelopes Unknown Yes 20 20
Pantoprazole vs
Ranitidine
Hsu 2004 80mgvs 150 mg w1075 Bleeding Peptic Ulcer Parallel Sealed envelopes Unknown Yes 52 50
van Rensburg 2009 192mgvs312mg w1076 Bleeding Peptic Ulcer Parallel Other method Double Yes 625 631
Jensen 2006 192 mgvs 150 mg w1077 Bleeding Peptic Ulcer Parallel Onsite computer Double Yes 72 77
Gashi 2012 Unbnr.l)(wn vs w1078 Bleeding Peptic Ulcer Parallel Unspecified method Double No 60 62
nknown

Design: Parallel=parallel trial. Factorial=Factorial trial. ‘Extension’ studies are studies in which patients are randomised more than once during the

trial (only the parts of the trial that involve a valid randomised comparison for this meta-analysis, labelled X1, X2 etc., are shown in this table).
Data shown for crossover trials reflect only events during the first phase of the trial. The suffixes A, B, C, D are used to distinguish different trials
published by the same author in the same year.

Allocation concealment: IVRS (Interactive Voice Response System); Telephone (telephone central office); Pharmacy (pharmacy coded containers
administered sequentially); Onsite computer (onsite computer accessible only after entering patient details); Sealed envelopes (sequentially
numbered, opaque or without further specification); Closed list (closed list of random numbers); Other (other specified method); Unspecified
(stated as being ‘randomised’ but with no other details).

Blinding of investigators and patients: Single=single-blind; Double=double-blind; Open=open label.

Availability of data: Data available for at least one endpoint of interest in the meta-analyses.

In cases where the number randomised was not reported, the number evaluated was used instead. In addition, for crossover trials, where neither
the number randomised nor the number evaluated was reported, the total number of participants divided by number of arms was used.
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Webtable 6: Details of trials involving a randomised comparison of a histamine-2 receptor
antagonist (X) versus a prostaglandin analogue (Y)

Trial name

Famotidine vs Misoprostol
Yildiz 1996

Famotidine vs Rebamipide
FORCE

Ranitidine vs Enprostil
Lauritsen 1987

Bardhan 1989

Heijerman 1990

Ranitidine vs Misoprostol
Goldin 1991

Raskin 1996

Valentini 1995

Bianchi Porro 1997

Bianchi Porro 1997

Ranitidine vs Rioprostil
Rampal 1989

Businger 1989 B

Roxatidine vs Misoprostol

Mdller 1994 B

Cimetidine vs Enprostil
Frexinos 1989

Winters 1986

Jazrawi 1988

Carling 1987

Unge 1989 A

Villalobos 1987
Cimetidine vs Misoprostol
Wang 1991

Dajani 1992

Aenishanslin 1985
Aenishanslin 1985
Rachmilewitz 1986
Rachmilewitz 1986
Nicholson 1985

Nicholson 1985

Baccaro 1987

Fich 1985 B

Fich 1985 B

Fich 1985 A

Fich 1985 A

Petersen 1987

O'Keefe 1985

O'Keefe 1985

Cimetidine vs Rioprostil
Bianchi Porro 1989
Famotidine vs Rebamipide

Nakamura 1995

Regimen

40 mg vs 400 ug

20 mg vs 300 mg

150 mg vs 35 ug
150 mg vs 35 ug

300 mg vs 70 ug

150 mg vs 400 ug

300 mg vs 800 ug

300 mg vs 400 ug

300 mg vs 600 ug

300 mg vs 400 ug

150 mg vs 300 ug

150 mg vs 600 ug

150 mg vs 400 ug

800 mg vs 70 ug
800 mg vs 70 ug
800 mg vs 70 ug
800 mg vs 70 mg
1000 mg vs 70 ug

1200 mg vs 70 ug

800 mg vs 800 ug

800 mg vs 800 ug
1200 mg vs 200 ug
1200 mg vs 800 ug
1200 mg vs 200 ug
1200 mg vs 800 ug
1200 mg vs 200 ug
1200 mg vs 800 ug
1200 mg vs 800 ug
1200 mg vs 800 ug
1200 mg vs 200 ug
1200 mg vs 800 ug
1200 mg vs 200 ug
1200 mg vs 800 ug
1200 mg vs 200 ug

1200 mg vs 800 ug

800 mg vs 600 ug

40 mg vs 900 mg

Ref.

w1079

w1080

w1081
w1082

w1083

w278

w1084

w1085

w1086

w1086

w1087

w1088

w653

w1089
w1090
w1091
w1092
w1093

w1094

w1095
w1096
w1097
w1097
w1098
w1098
w1099
w1099
w1100
w1101
w1101
w1102
w1102
w1103
w1104

w1104

w1105

w819

Indication
for treatment

Design

Prevention Trials

Antiplatelet therapy

Antiplatelet therapy

Recently healed ulcers
Recently healed ulcers

Cystic fibrosis

Recently healed ulcers
Arthritis, rheumatic or
musculoskeletal
disorders

Cancer pain

Arthritis, rheumatic or
musculoskeletal
disorders

Arthritis, rheumatic or

musculoskeletal
disorders

Recently healed ulcers

Recently healed ulcers

Healthy volunteers

Parallel

Parallel

Parallel

Parallel

Crossover

Parallel

Parallel

Parallel

Parallel

Parallel

Parallel

Parallel

Parallel

Healing Trials

Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers

Peptic ulcers

Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers

Peptic ulcers

Peptic ulcers

Peptic ulcers

Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel

Parallel

Page 70 of 91

Allocation
Concealment

Unspecified method

Unspecified method

Closed list
Unspecified method

Unspecified method

Closed list

Unspecified method

Unspecified method

Closed list

Closed list

Unspecified method

Unspecified method

Unspecified method

Closed list

Other method
Unspecified method
Unspecified method
Unspecified method

Closed list

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Closed list

Closed list

Closed list

Closed list

Other method
Closed list

Closed list

Closed list

Closed list
Unspecified method
Unspecified method

Unspecified method

Unspecified method

Unspecified method

Blinding of
investigators
and patients

Unknown

Single

Double
Single
Double

Double

Double

Unknown

Double

Double

Double

Double

Single

Double
Double
Double
Double
Double

Single

Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double
Double

Double

Double

Unknown

Availability
of data

No

Yes

Yes

Yes

Yes

Yes
Yes
Yes

Yes

Yes
Yes

Yes

Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes

Yes

Yes

Yes

No. of patients

NX NY
16 16
66 63
71 71
64 64

4 4
24 25
269 269
31 30
24 23
24 23
95 95
110 97
12 12
39 41
181 188
59 61
52 54
24 28
19 21
106 94
106 94
39 38
39 38
208 166
208 208
240 228
240 235
45 54
11 11
11 10
24 24
24 23
21 22
22 22
22 22
127 130

5 5



Webtable 6 (cont.): Details of trials involving a randomised comparison of a histamine-2
receptor antagonist (X) versus prostaglandin analogue (Y)

Trial name

Kim 2010

Ranitidine vs Enprostil
Lartigue 1994

Bianchi Porro 1992 A
Bunce 1986

Bardhan 1988 B

Bardhan 1991

Dammann 1986 A
Morgan 1990

Mackinnon 1987
Lauritsen 1986
Ranitidine vs Misoprostol
Goldin 1988

Simjee 1987

Gonvers 1987
Ranitidine vs Rioprostil
Lavignolle 1989

Lauritsen 1989 A
Dammann 1989

Quinton 1989

Dammann 1987 A
Coremans 1989

Businger 1989 A

Rutgeerts 1989

Regimen

40 mg vs 300 mg

300 mg vs 70 ug
300 mg vs 70 ug
300 mg vs 70 ug
300 mg vs 70 ug
300 mg vs 70 ug
300 mg vs 70 ug
300 mg vs 140 ug
300 mg vs 70 ug

300 mg vs 70 ug

300 mg vs 800 ug
300 mg vs 800 ug

300 mg vs 800 ug

300 mg vs 600 ug
300 mg vs 200 ug
300 mg vs 600 ug
300 mg vs 600 ug
300 mg vs 600 ug
300 mg vs 600 ug
300 mg vs 600 ug

300 mg vs 600 ug

Ref.

w1106

w1107
w1108
w1109
w1110
willll
w1112
w1113
willl4

wllls

w1116
w1117

w1118

w1119
w1120
w1121
w1122
w1123
w1124
w1125

w1126

Indication
for treatment

Endoscopic mucosal
resection

Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers

Peptic ulcers

Peptic ulcers
Peptic ulcers

Peptic ulcers

Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers
Peptic ulcers

Peptic ulcers

Design

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Parallel
Parallel

Parallel

Parallel
Parallel
Parallel
Parallel
Parallel
Parallel
Parallel

Parallel

Allocation
Concealment

Unspecified method

Unspecified method
Unspecified method
Unspecified method
Unspecified method
Unspecified method
Other method
Closed list
Unspecified method

Unspecified method

Other method
Unspecified method

Unspecified method

Unspecified method
Closed list
Unspecified method
Other method
Unspecified method
Unspecified method
Unspecified method

Closed list

Blinding of
investigators
and patients

Unknown

Double
Double
Double
Double
Double
Double
Double
Double

Double

Double
Double

Double

Double
Double
Double
Double
Double
Double
Double

Double

Availability
of data

Yes

No. of patients

NX NY
31 32
318 324
22 21
10 7
155 158
85 71
46 47
49 47
75 67
90 90
34 37
30 30
42 45
80 76
30 30
107 105
48 43
104 104
153 157
119 118
100 94

Data shown for crossover trials reflect only events during the first phase of the trial. The suffixes A, B are used to distinguish different trials

published by the same author in the same year.

Allocation concealment: IVRS (Interactive Voice Response System); Telephone (telephone central office); Pharmacy (pharmacy coded containers
administered sequentially); Onsite computer (onsite computer accessible only after entering patient details); Sealed envelopes (sequentially
numbered, opaque or without further specification); Closed list (closed list of random numbers); Other (other specified method); Unspecified

(stated as being ‘randomised’ but with no other details).

Blinding of investigators and patients: Single=single-blind; Double=double-blind; Open=open label.

Availability of data: Data available for at least one endpoint of interest in the meta-analyses.

In cases where the number randomised was not reported, the number evaluated was used instead. In addition, for crossover trials, where neither
the number randomised nor the number evaluated was reported, the total number of participants divided by number of arms was used.
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Webtable 7: Details of trials involving a randomised comparison of combinations of
gastroprotectants

Blinding of No. of patients
Indication Allocation investigators  Availability
Trial name Regimen Ref. for treatment Design Concealment and patients of data NX NY
Prevention Trials
Misoprostol + Ranitidine vs Ranitidine
Yang 1996 800 ug vs Unknown w1127 Renal transplant Parallel Unspecified method Open Yes 25 28
Rebamipide + Lansoprazole vs Lansoprazole
Yoshida 2010 900 mg vs 0 w1128 Gastro-oesophageal reflux Parallel Unspecified method Open Yes 20 21
Rebamipide + Omeprazole vs Omeprazole
Mizukami 2011 300 mg vs Unknown w1129 Healthy volunteers ~ Crossover Pharmacy Double Yes 6 6
Healing Trials
Enprostil + Cimetidine vs Cimetidine
Murata 2005 50 ug vs Unknown w1130 Peptic ulcers Parallel Sealed envelopes Unknown Yes 85 86
Rebamipide + Lansoprazole vs Lansoprazole
Saita 1996 300 mg vs Unknown w1131 Peptic ulcers Parallel Unspecified method Unknown No 33 27
Rebamipide + Other PPl vs Rebamipide + Other H2RA
Jang 2012 Unknown vs Unknown w1132 Endoscopic submucosal Parallel Unspecified method Unknown No 40 37
dissection
Rebamipide + Other PPI vs Other PPI
Araki 2012 300 mg vs Unknown w1133 Endoscopic submucosal Parallel Unspecified method Unknown Yes 51 49
dissection
Kobayashi 2012 300 mg vs Unknown w1134 Endoscopic submucosal Parallel Closed list Unknown Yes 85 85
dissection
Jang 2012 Unknown vs Unknown w1132 Endoscopic submucosal Parallel Unspecified method Unknown No 40 44
dissection
Acute Bleeding Trials
Misoprostol + Other PPl vs Other PPI
Yilmaz 2007 600 ug vs Unknown w1135 UGI bleeding of any cause Parallel Unspecified method Unknown Yes 56 67

Design: Data shown for crossover trials reflect only events during the first phase of the trial.

Allocation concealment: IVRS (Interactive Voice Response System); Telephone (telephone central office); Pharmacy (pharmacy coded containers
administered sequentially); Onsite computer (onsite computer accessible only after entering patient details); Sealed envelopes (sequentially
numbered, opaque or without further specification); Closed list (closed list of random numbers); Other (other specified method); Unspecified
(stated as being ‘randomised’ but with no other details).

Blinding of investigators and patients: Double=double-blind; Open=open label.

Availability of data: Data available for at least one endpoint of interest in the meta-analyses.

In cases where the number randomised was not reported, the number evaluated was used instead. In addition, for crossover trials, where neither
the number randomised nor the number evaluated was reported, the total number of participants divided by number of arms was used.
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