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PubMed search strategy (#8% B 20194 58 2H)

#1 | "sepsis"[MeSH Terms] OR "sepsis"[Title/Abstract] OR "systemic
inflammatory response syndrome"[MeSH Terms] OR "systemic
inflammatory response syndrome"[Title/Abstract] OR  "Shock,
Septic"[MeSH Terms] OR "septic shock"[Title/Abstract] OR "intensive
care unit"[Title/Abstract] OR "intensive care units"[Title/Abstract] OR
"critically ill"[Title/Abstract] OR "Head Injuries, Penetrating"[MeSH
Terms] OR "Head Injuries, Closed"[MeSH Terms] OR "Head
Injury"[Title/Abstract] OR  "Head Injuries"[Title/Abstract] OR
neurosurgical[Title/Abstract] OR "Respiration, Artificial"[MeSH Terms]
OR "Respiratory Distress Syndrome, Adult"[MeSH Terms] OR "Acute
Respiratory Distress Syndrome"[Title/Abstract]

#2 | "Anti-Ulcer Agents"[MeSH Terms] OR "anti ulcer

agents"[Title/Abstract] OR "Proton Pump Inhibitors"[MeSH Terms] OR
"proton pump inhibitors"[Title/Abstract] OR "proton pump
inhibitor"[Title/Abstract] OR "histamine h2 antagonists"[MeSH Terms]
OR "histamine h2 antagonists"[Title/Abstract] OR "histamine
antagonists"[Title/Abstract] OR "placebos"[MeSH Terms] OR
placebo[Title/Abstract] OR (Esomeprazole[Title/Abstract] OR
rabeprazole[Title/Abstract] OR omeprazole[Title/Abstract] OR
lansoprazole[Title/Abstract] OR pantoprazole[Title/Abstract] OR
dexlansoprazole[Title/Abstract] OR ranitidine[Title/Abstract] OR
cimetidine[Title/Abstract] OR famotidine[Title/Abstract] OR
roxatidine[Title/Abstract] OR nizatidine[Title/Abstract] OR
Sucralfate[Title/Abstract] OR misoprostol[Title/Abstract] OR
enprostil[Title/Abstract] OR rioprostil[Title/Abstract] OR
Pirenzepine[Title/Abstract] OR propantheline[Title/Abstract] OR
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oxyphenonium[Title/Abstract]) OR "antacids"[MeSH Terms] OR
Antacids[Title/Abstract] OR Antacid[Title/Abstract] OR "sodium
bicarbonate"[Title/Abstract] OR "Enteral nutrition"[MeSH Terms] OR
"Intubation, Gastrointestinal"[MeSH Terms] OR "Nutritional
Support"[MeSH Terms] OR "nasoduodenal tube"[Title/Abstract] OR
"nasogastric tube"[Title/Abstract]

#3 | "peptic ulcer'[MeSH Terms] OR "peptic ulcer"[Title/Abstract] OR 134925
"stomach ulcer"[MeSH Terms] OR "stomach ulcer"[Title/Abstract] OR
"duodenal ulcer"[MeSH Terms] OR "duodenal ulcer"[Title/Abstract] OR
"Gastrointestinal Hemorrhage"[MeSH Terms] OR "Gastrointestinal
Hemorrhage"[Title/Abstract] OR "stomach bleeding"[Title/Abstract] OR
"duodenal bleeding"[Title/Abstract] OR "gastrointestinal
bleeding"[Title/Abstract] OR "stress ulcer"[Title/Abstract]

#4 | (((randomized controlled trial[pt] OR controlled clinical trial[pt] OR | 3890934
randomized[tiab] OR placebo[tiab] OR drug therapy[sh] OR
randomly[tiab] OR ftrial[tiab] OR groups]tiab] NOT (animals [mh] NOT
humans [mh]))))

#5 | #1 AND #2 AND #3 AND #4 404

CENTRAL search strategy (8% H 20194 58 2H)

#1 MeSH descriptor: [Sepsis] explode all trees 4028

#2 | (sepsis):ti,ab,kw 10323

#3 | MeSH descriptor: [Systemic Inflammatory Response Syndrome] 4357
explode all trees

#4 | ("systemic inflammatory response syndrome"):ti,ab,kw 1026

#5 | MeSH descriptor: [Shock, Septic] explode all trees 784

#6 | ("septic shock"):ti,ab,kw 2608

#7 | MeSH descriptor: [Intensive Care Units] explode all trees 3288

#8 | ("intensive care unit"):ti,ab,kw 13815

#9 | ("intensive care units"):ti,ab,kw 5161

#10 | MeSH descriptor: [Critical lliness] explode all trees 1859

#11 | ("critically ill"):ti,ab,kw 6016

#12 | MeSH descriptor: [Head Injuries, Closed] explode all trees 332

#13 | MeSH descriptor: [Head Injuries, Penetrating] explode all trees 1

#14 | ("Head Injury"):ti,ab,kw 1368



https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=109

#15 | (neurosurgical):ti,ab,kw 1735
#16 | MeSH descriptor: [Respiration, Artificial] explode all trees 5753
#17 | MeSH descriptor: [Respiratory Distress Syndrome, Adult] 1039
explode all trees
#18 | ("Acute Respiratory Distress Syndrome"):ti,ab,kw 1311
#19 | {OR #1-#17} 38299
#20 | MeSH descriptor: [Anti-Ulcer Agents] explode all trees 2448
#21 | ("anti ulcer agents"):ti,ab,kw 2454
#22 | MeSH descriptor: [Proton Pump Inhibitors] explode all trees 1343
#23 | ("proton pump inhibitors"):ti,ab,kw 2370
#24 | ("proton pump inhibitor"):ti,ab,kw 2252
#25 | MeSH descriptor: [Histamine H2 Antagonists] explode all trees 877
#26 | ("histamine h2 antagonists"):ti,ab,kw 890
#27 | ("histamine antagonists"):ti,ab,kw 265
#28 | MeSH descriptor: [Placebos] explode all trees 23511
#29 | (placebo):ti,ab,kw 271375
#30 | (Esomeprazole):ti,ab,kw 1359
#31 | (rabeprazole):ti,ab,kw 961
#32 | (omeprazole):ti,ab,kw 4229
#33 | (lansoprazole):ti,ab,kw 1487
#34 | (pantoprazole):ti,ab,kw 1115
#35 | (dexlansoprazole):ti,ab,kw 209
#36 | (ranitidine):ti,ab,kw 3068
#37 | (cimetidine):ti,ab,kw 2652
#38 | (famotidine):ti,ab,kw 888
#39 | (roxatidine):ti,ab,kw 97
#40 | (nizatidine):ti,ab,kw 227
#41 | (Sucralfate):ti,ab,kw 793
#42 | (misoprostol):ti,ab,kw 3066
#43 | (enprostil):ti,ab,kw 102
#44 | (rioprostil):ti,ab,kw 73
#45 | (Pirenzepine):ti,ab,kw 647
#46 | (propantheline):ti,ab,kw 142
#47 | (oxyphenonium):ti,ab,kw 12
#48 | (doxepin):ti,ab,kw 445




#49 | (trimipramine):ti,ab,kw 145
#50 | MeSH descriptor: [Antacids] explode all trees 895
#51 | (Antacids):ti,ab,kw 1318
#52 | (Antacid):ti,ab,kw 1153
#53 | ("sodium bicarbonate"):ti,ab,kw 1461
#54 | MeSH descriptor: [Enteral Nutrition] explode all trees 1723
#55 | ("Nasogastric tube"):ti,ab,kw 1361
#56 | MeSH descriptor: [Intubation, Gastrointestinal] explode all trees 654
#57 | MeSH descriptor: [Nutritional Support] explode all trees 3192
#58 | ("nasoduodenal tube"):ti,ab,kw 42
#59 | {OR #20-#58} 298455
#60 | MeSH descriptor: [Stomach Ulcer] explode all trees 1018
#61 | (“stomach ulcer”):ti,ab,kw 1640
#62 | (“duodenal ulcer”):ti,ab,kw 3416
#63 | MeSH descriptor: [Duodenal Ulcer] explode all trees 1922
#64 | MeSH descriptor: [Peptic Ulcer] explode all trees 3731
#65 | ("peptic ulcer"):ti,ab,kw 3498
#66 | MeSH descriptor: [Gastrointestinal Hemorrhage] explode all 1862
trees
#67 | (“Gastrointestinal Hemorrhage”):ti,ab,kw 3395
#68 | (“stomach bleeding”):ti,ab,kw 3
#69 | (“duodenal bleeding”):ti,ab,kw 5
#70 | (“gastrointestinal bleeding”):ti,ab,kw 1805
#71 | (“stress ulcer”):ti,ab,kw 259
#72 | {OR #60-#71} 11598
#72 | #19 AND #59 AND #72 355
EFrh R T search strategy (8% B 20194 58 3H)
#1 | (BXILFE/TH or BRMJE/TA)) and (PT==&5%FR<) 22,465
#2 | (£BMRERGEIERE/TH or £ 51 RE RISEIRE/TA)) and 17,767
(PT=2& k<)
#3 | ((avy-BMEM/TH or BRILEM S 3V 2/TA)) and (PT=% % 6,161
BR<)
#4 | (EELBH/TA) and (PT=iE <) 3,033
#5 | (ICU/TH or ICU/AL)) and (PT=%=&#kFx<) 67,804




#6 | ((BEEBSME/TH or BEERSME/TA)) and (PT==:Z8%ER<) 25,555

#7 | (AIFER/TH or AIFFEIR/TA)) and (PT==:Z8%Ex<) 31,446

#8 | #1 or #2 or #3 or #4 or #5 or #6 or #7 141,850

#9 | (CHIEMEBAERI/TH or BB E/TA)) and (PT=5EEkR<) 13,332

#10 | (("Proton Pump Inhibitors"/TH or Ak R TREEHI/TA)) and 7,274
(PT=2&Z k<)

#11 | (("Histamine H2 Antagonists"/TH or H2 7'0vwA—/TA)) and (PT= 5,743
=EERFRC)

#12 | (F51R/TH or F5+1/R/TA)) and (PT=5&ZEkR<) 6,130

#13 | (("Esomeprazole"/TH or TYAF5Y'—)LITA)) and (PT==#&k 226
Bx<)

#14 | (("Rabeprazole"/TH or ST SV —JL/TA)) and (PT=2&8%B&<) 723

#15 | (("Omeprazole"/TH or A A7 —JLITA)) and (PT=2&8%<) 1,555

#16 | (("Lansoprazole"/TH or 5>V 75V —JL/TA)) and (PT=&F 8k 1,669
BR<)

#17 | (("Pantoprazole"/TH or /X2 rFS5Y —)L/TA)) and (PT=%% 8% 37
BR<)

#18 | (("Dexlansoprazole"/TH or 749 RS>V 735V —)L/TA)) and 1
(PT=EEXFR<)

#19 | (("Ranitidine"/TH or S=F > /TA)) and (PT=%Z k<) 688

#20 | (("Cimetidine"/TH or ' AF T /TA)) and (PT=2Z&%ER<) 1,568

#21 | (("Famotidine"/TH or Z7EF T UITA)) and (PT=2Z k<) 1,365

#22 | (("Roxatidine"/TH or AFH T F2/TA)) and (PT==Z#kER<) 254

#23 | (("Nizatidine"/TH or —H#F P U/TA)) and (PT=i8%FR<) 199

#24 | (("Sucralfate"/TH or 2%5)L77—HNTA)) and (PT=252k<) 333

#25 | (("Misoprostol"/TH or 270X k—)L/TA)) and (PT=%:%5%kx<) 374

#26 | (("Enprostil"/TH or T>FRAXT1JLITA)) and (PT=5Z&<) 53

#27 | (("Rioprostil"/TH or YA 7O RXT4JL/TA)) and (PT=%5%FR<) 3

#28 | (("Pirenzepine"/TH or EL>EE/TA)) and (PT=5#& k<) 305

#29 | (("Propantheline"/TH or ZO/8®1J2[TA)) and (PT==:&5k 45
<)

#30 | (("Oxyphenonium"/TH or A% 27x/=r7 Li/TA)) and (PT=%3& 1
FXBR<)

#31 | (("Doxepin"/TH or FFEE/TA)) and (PT=2&#kR<) 35

#32 | (("Trimipramine"/TH or RJSTSI2/TA)) and (PT=&ZEkR<) 8




#33 | (("HIEEFI"/TH or HIEEFI/TA)) and (PT=2&RER<) 2,385
#34 | (("Sodium Bicarbonate"/TH or ExEF+) D L/TA)) and (PT= 1,229
SERERC)
#35 | (("BZEE"TH or #EAEXE/TA)) and (PT=2:&#%ER<) 12,437
#36 | ("BY>T"THor BY2T/TA)) and (PT=&#k<) 1,236
#37 | #9 or #10 or #11 or #12 or #13 or #14 or #15 or #16 or #17 or 41,223
#18 or #19 or #20 or #21 or #22 or #23 or #24 or #25 or #26 or
#27 or #28 or #29 or #30 or #31 or #32 or #33 or #34 or #35 or
#36
#38 | (CHILTER/TH or SHALTEER/TA)) and (PT=25#%ER<) 22,871
#39 | (B/EB/TH or BEB/TA)) and (PT=:&#%k<) 12,786
#40 | (+=488%E%/TH or +Z4885/8%5/TA)) and (PT=2#kFR<) 8,343
#41 | (RFLAMSEE/TH or AL R MEHZ/TA)) and (PT=&i&EkFR<) 19
#42 | (CHIEBEHM/TH or JHILEH IMM/TA)) and (PT==&Z <) 14,695
#43 | (BHIM/TA) and (PT=&Fz<) 286
#44 | (+Z1ERHEI/TA) and (PT=2&EkER<) 128
#45 | #38 or #39 or #40 or #41 or #42 or #43 or #44 42,826
#46 | #8 and #37 and #45 99




PRISMA 7 B —F]

858 of records
identified through

database
searching

107 additional
recards identified
through previous

the Cochrane

review

!

681 of records after duplicates
removed

681 of records
screened

153 of full-text
articles assessed
for eligibility

——=

528 of records
excluded

32 of studies
included in
qualitative
synthesis

30 of studies
included in
guantitative
synthesis
{meta-analysis)

121 of full-text
articles excluded,
with reasans

Mo RCT: 7
Different
population: 10
Different I1C: 74

Canference
abstract: 10
Different
language: 20
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Apte 1992

Easso 1981
Ben-Menachem 1994
Burgess 19495
Chan 1995

Cloud 1994
Darlong 2003
Dieter 1996
Eddleston 1994
El-Kersh 2017
El-Kersh 2018
Groll 1986
Halloran 1980
Hanisch 1998
Hastings 1878
Kantorova 2004
Karlstadt 1990
Kaushal 2000
Krag 2018

Lin 2016

Martin 1993

Metz 1993
Mourian 2018
Otsuka 1991
Pinilla 1985
Fowell 1993
Reusser 1990
Ruiz-Santana 1991
Selv 2016

van den Berg 1985

Zinner 1981

Random sequence generation {selaction hias)

Allocation concealment {zelection hias)

Selective reporting {reparting hias)
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Risk of Bias

M
7Y ALD ELEHD

HAMEEE FItA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI A
Apte 1992 ] 16 B 18 5.0% 0.94 [0.35, 2.49] . — ??
Basso 1981 1T 112 g a6 1.8% 0.06[0.01, 049 ———— . -
Een-Menachem 1994 30 200 13 100 T.3% 11580063, 2.11] T .
Burgess 1995 a 16 5 18  1.0% 01000 170 & @
Chan 1995 g9 49 21 52 BS% 0.45([0.23,0.89] — 7?7
Darlang 2003 3 46 4 TO3T% 0.11[0.03,0.41] EE— D€
Eddleston 1994 a 14 1 12 0.9% 0.29[0.01, 6.50] @
El-Kersh 2017 1 a5 1 47 11% 0.85 [0.05, 13.29] — .
El-Kersh 2018 1 62 1 62 11% 1.00 [0.06, 15.63] . ®
Groll 1986 B 114 13 107 8.2% 043017, 1.10] I ??
Hallaran 1980 ] 26 18 24 5.8% 0.26 011, 0.58] I ?
Hanisch 1998 B 101 2 ar 27% 1.68[0.35,8.11] — .
Hastings 1978 2 51 12 43 31% 0.16([0.04, 0.68] S @
Kantarowa 2004 6 M2 1 1% 2121[0.26,17.34] — @
Karlstadt 1990 1 54 7 33 1.8% oog@o, o068 ———————— @
Kaushal 2000 34 50 21 25 95% 0.83[0.65,1.07] = B
Krag 2018 41 1644 69 1647  8.8% 0.60[0.41,0.87] —- ®
Lin 2016 1] [<1n] g 1] 1.0% 009ol 16 @7
Martin 1993 10 65 22 GE 6.8% 0.46[0.24, 0.90] - .
Metz 1993 3 a6 15 =l 3.9% 0.159[0.08, 0.63] — .
MNourian 2018 1 25 1 25 11% 1.00[0.07,15.12] — ?
Otsuka 1991 3 54 ] 54 3T% 0.33[0.10,1.18] —_— 7?7
Pinilla 1985 7 64 ] 61 5.2% 0.73([0.29,1.84] —T ?7?
Powell 1993 0 Kl 1] 10 Mot estimahble -1
Reusser 1990 0 19 0 21 Mot estimahle ?
Ruiz-Zantana 1931 3 43 1 a0 1.6% 2.08[0.23,1817] — ?
Selv 2016 o 108 0 108 Mot estimahble @
van den Berg 1985 ] 14 1 14 1.9% 5.00 [0.67, 37.51] = ??
Zinner 1981 189 200 20 100 4% 0.47[0.27, 0.89] — . -
Total (95% CI) 3592 3017 100.0% 0.50 [0.37, 0.68] L 2
Total events 203 286
Heterogeneity: Tau®= 0.24, Chi® = 56.56, df= 25 (P = 0.0003); F= 56% IU o 051 150 1DD=

Testfor averall effect 2= 4.42 (P = 0.0001)

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

Favours BL/BHESE] Favours [Z 312 F]

2000900900 0000000900P00P00PORO-

=
77 rAHLD E{ELEM (Low RoB)
HiRIEEE Fot Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI CDEFG
Basso 1981 1 12 8 56 3.8% DOB[0.01,049] ——— ®@7272@®
Burgess 1995 0 16 5 18  22% 0A0[0.01,1.70] & — 2@
Chan 1985 ] 49 21 52 15.2% 0.45[0.23,0.89] —_ 7@
Eddleston 1994 0 14 1 12 1.8% 0.29[0.01, 6.50] 7@
El-kersh 2017 1 a5 1 47 23% 0.85 [0.04, 13.24] '..
El-Kersh 2018 1 62 1 62 23% 1.00[0.06, 15.63] e
Groll 1986 6 114 13107 11.4% 043[047,1.10] - 2@
Halloran 1980 ] 26 18 24 129% 026011, 0.58] — 7@
kantorova 2004 6 22 1 TE O 3E% 212 [0.26,17.34] T 7@
Karlstadt 1950 1 a4 7 33 3.8% oog[ot, 068 ————— ? .
krag 2018 41 1644 69 1647 20.2% 0.60[0.41, 0.87] - e
Metz 1993 3 86 15 81 8.5% 0.19[0.06, 0.63] — 7@
Otsuka 19581 3 a4 9 a4 81% 0.33[0.10,1.16] — ? .
Sely 2016 0 108 0 106 Mot estimatle @8
van den Berg 1985 5 14 1 14 39% 5.00 [0.67, 37.51] - 2@
Total (95% CI) 2620 2388 100.0% 0.40[0.26, 0.62] <>
Total events g2 170
Heterogeneity: Tau®=0.21; Chi®= 2140, df =13 {P=0.07);, F=39% 'D.D1 DH 1'0 100'

Test for overall effect: Z=4.09 (P = 0.0001)

Favours FLBESE] Favours [F 312 4]



Risk of Bias

M — >
77 MHLO EEEHEM (H2vs 75 &R)
H2 otz Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI A
Apte 18992 a 16 B 18 6.5% 0.94 [0.35, 2.49] T ?
Basso 1981 i 60 8 a6 1.4% 0.05[0.00,083] @2
Ben-Menachern 1994 16 100 13 100 89% 1.23[063, 2.42] b @
Burgess 1995 i 16 ] 18 1.4% 010[0.01,1.70) & @
Chan 1995 ] 49 24 52 91% 0.40[0.21, 0.77] — ? 7
Darlong 2003 3 24 4 7 5.0% 0.22 [0.06, 0.75] e — ? 7
Groll 1986 6 114 11 107 BT7% 0.51[0.20,1.34] T D€
Halloran 1980 5 26 18 24 7% 0.26[0.11, 0.58] —_— ? 72
Hanisch 1998 K] a7 2 a7 3% 1.80 [0.26, 8.64] I @®
kantorova 2004 2 71 1 s 1.8% 2.11[0.20,22.79] ] @
Karlstadt 1930 1 a4 7 33 2.4% 0.09 [0.01, 0.68] .
kaushal 2000 148 25 21 28 MT7% 0.71[0.50,1.03] - B
Martin 1993 10 65 22 66 9.0% 0.46[0.24, 0.90] —— @2
Metz 1993 K] 26 14 a1 5.2% 019 [0.06, 0.63] — @
Mourian 2018 1 24 1 28 1.5% 1.00[0.07,15.132] ?
Otsuka 19581 3 a4 9 a4 4.9% 0.33[010,1.16] E— ?
Powell 1993 1} 11 1] 10 Mot estimable ¢
Reusser 1990 1} 19 1] al Mot estimable 77
Ruiz-Santana 1991 2 19 1 o 1.9% 316 [0.31, 32.48] I ?
van den Berg 1985 ] 14 1 14 4% 5.00 [0.67, 37.51] T ?
Finner 1981 14 100 20 100 9.4% 0.70[0.37,1.31] -7 .
Total (95% CI) 1005 973 100.0% 0.54 [0.38, 0.76] L 2
Total events 103 184
Heterogeneity: Tau®=0.23; Chi®= 36.49, df= 18 (F = 0.006); F=51% '0.01 0'1 1'0 100'

Test for overall effect 2= 3.48 (P = 0.0005)

77 kh LD

Study or Subgroup

Favours [H2] Favours [ 31z 4]

El-Kersh 2017
El-Kersh 2018
Kantorova 2004
Krag 2018

Lin 2016
Powell 1993
Selv 2016

Total (95% CI)
Total events

M — >
HEEMm (PPlvs 75 4R)
PPI Fotzd Risk Ratio Risk Ratio
Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
1 a5 1 47 1.8% 0.85 [0.048, 13.29] —
1 62 1 62 1.8% 1.00 [0.06, 15.63]
1 72 1 75 1.8% 1.04 [0.07, 16.34]
41 1644 B9 1647  93.0% 0.60[0.41,0.87] .
a G0 ] 60 1.6% 0.09 [0.01, 1.61] —
0 20 1} 10 Mot estimable
o 108 o 106 Mot estimable
2021 2007 100.0% 0.59 [0.41, 0.85] L
44 T
Heterageneity: Tau®= 0.00; Chi®=2.03, df=4 (FP=073), F=0% Yo o1 A o0

Test for overall effect Z= 2.80 (P = 0.005)

77 kh LD

Favours [PPI] Favours [Z 212 F]

HibEEMm (Sucralfate/Antacid vs 75+ R)

Risk of Bias




sucralfate/Antacid FatzA Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI ABCDEFG
Basso 1981 1 52 8 56 48% 0.13[0.02,1.04] 02002720
Ben-Menachemn 1994 14 100 12100 17.8% 1.08(0.53,2.17] — 200090
Daflong 2003 3 21 47 102% 0.25[0.07, 0.55] —_— 77 @
Eddleston 1994 0 14 112 23% 0.29[0.041, 6.50] @@
Hastings 1978 2 51 1248 83% 0.16 [0.04, 0.68] EE— [T B
Kantarova 2004 3 69 175 42% 3.26 [0.35, 30.61] — 0020
Kaushal 2000 10 25 M 15 4% 0.48[0.29,0.79] —-— @
Pinilla 1985 7 65 5 & 141% 0.73[0.28, 1.54] — @28
Ruiz-Santana 1981 1 24 1 a0 30% 1.25[0.08, 19.96] [ 1 B ]
Zinner 1981 5 100 0100 13.9% 0.25[0.10, 0.64] —_— L1
Total (95% CI) 521 515 100.0% 0.47 [0.29, 0.78] &>
Total events 46 90

TalEe (199 AR Camo AT e , , ‘ ,
Heterageneity: Tau®=0.23; Chi*=15.86, df=9{P=0.07); F=43% 'D.D1 DH 1‘0 100'

Testfor overall effect: Z= 2.95 (F = 0.003)

77 NALD ik

Favours [sucral./Antacid] Favours [ Sz 4]

HamE FotEd Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
Apte 1992 14 16 1M 18 98% 1.43 [0.95, 2.16] F— 72729000720
Ben-Menacherm 1894 25 200 B 100 2.3% 2.08[0.88, 4.91] — 0008 ®
Chan 1985 18 49 11 82 41% 1.74[0.92, 3.30] —— 10908907 @®
Cloud 1994 7ooe 4 38 1.2% 0.82 [0.26, 2.64] —_—T 100820
Eddlestan 1894 114 012 0.2% 260 [0.12, 58.48] @000
Hanisch 1998 20 101 12 57 41% 0.94 [0.50,1.78] — 2@
Kantorova 2004 21 212 5 75 1.9% 1.49 [0.58, 3.80] —_ 2@
Karlstadt 1880 1 54 033 0.2% 1.85 [0.08, 44.24] @@
Krag 2018 266 1644 266 1647 68.8% 1.00 [0.86,1.17] [ | ee
Lin 2016 4 B0 6 B0 1.1% 0.67 [0.20, 2.24] — eee
Martin 1993 0 &6 4 B 0.2% 012[0.01,2.20) 4—————————T— (11 ]
Metz 1993 12 84 15 79 315% 0.75 [0.38, 1.51] — @
Maurian 2018 a 25 725 2.5% 1,29 [0.57, 2.91] - eee
Selv 2016 2 108 1106 0.3% 2.00 048, 21.72] — eee
Total (95% CI) 2702 2363 100.0% 1.07 [0.94,1.22] 4

Total events 400 348

Heterogeneity, Tau®= 0.00; Chi*=12.68, df=13 (P=047); F=0%

Testfor averall effect Z2=1.07 (P=0.25)

T bHLD Fz (H2vs 7Z 1K)

oot od 10
Favours FLEEEE] Favours [J 312

100

]



H2 Fotk Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI A
Apte 1992 14 16 ih 18 33.1% 1.43[0.95, 2.16] i B
EBen-Menachem 1934 13 100 6 100 T 4% 217 [0.86, 5.47] T .
Chan 1995 18 44 ih 52 149% 1.74[0.92, 3.30] T 7?7
Cloud 1994 T Eal 4 38 4.7% 0.82[0.26, 2.64] . .
Hanisch 1998 10 ar 12 a7 11.0% 0.83[0.39,1.77] T .
Kantorowa 2004 T Il ) 75 5.3% 1.48[0.49, 4.45] T @
larlstadt 1990 1 54 0 33 0.6% 1.85[0.08, 44.24] ] @
Martin 1993 i} hila] 4 61 0.8% 012[001,2200 & — . 5
Metz 1993 12 24 19 T 12.8% 0.75([0.38,1.51] T .
Mourian 2018 9 25 7 25 9.4% 1.28[0.57, 2.91] e ?
Total {95% CI) 593 538 100.0% 1.25[0.97,1.62] "
Total events a1 7a
Heterogeneity: Tau?= 0.01; Chi*=9.37, df= 9 (P =040}, F= 4% ) t t |
Testforgovergll effect Z= 1|.T2 P= D.DEII) ( g 0.01_ 01 1D —1 DD--
Favours [H2] Favours [ZF Stz ]

77 bHLD fiz (PPlvs 75 4R)

PPI FItEd Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI ABCDEFG
Kantorova 2004 8 72 5 75 20% 1.67 [0.57, 4.56] [TEL T
Krag 2018 266 1644 266 1647 06.0% 1.00[0.86,1.17] [T 1T TT1TT]
Lin 2016 4 60 B 60 1.6% 0.67[0.20,2.24] 1
Selv 2016 2 108 1 106 0.4% 1.96[0.18, 21.33] ]
Total (95% CI} 1884 1888 100.0% 1.01 [0.87,1.17] [
Tatal events 280 278
Heterogeneity: Tau®= 0.00; Shi*= 1.60, df= 3 (P = 0.68), F= 0% ID o 051 150 1uu=
Test for overall effect: Z=0.11 {F=0.91) : Favo.urs [PPI] Favours [55tz #]
Py . — N
7 b H LD % (Sucralfate/Antacid vs 75t iR)

sucralfate/Antacid FotAk Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
Een-Menachem 19494 12 100 6 100 &65% 2.001[0.78,513]
Eddleston 1594 1 14 012 52% 2.601[0.12,58.48)
Kantorova 2004 6 69 5 76 394% 1.30(0.42, 4.08] @979087
Total (95% CI) 183 187 100.0% 1.72[0.85, 3.49]
Total events 14 11
Heterogeneity Tau®= 0.00; Chi®= 0.38, df= 2 (F = 0.82); = 0% i o 1 i o0

Testfor overall effect: Z=1.51 (P =0.13) Favours [Sucral/antacid] Favours [ #]

7 bHLB JRETIETEEX

HAMEEE FItA Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Apte 1992 11 16 7 18 156% 177091, 3.44] ™
Een-Menachem 1994 45 200 189 100 30.2% 1180073, 1.91] -
Chan 19585 1] 44 1 a2 0.7% 0.35[0.01, 8.47]
Dieter 1996 a 9 1 11 0.7% 0.401[0.02,8.78]
El-Kersh 2017 7 55 8 47 TO% 0.75([0.29,1.91] T
Kantarowa 2004 |8 M2 13 75O 191% 076 [0.42,1.39] =
Pinilla 1985 20 64 13 61 19.0% 1.44[0.79, 2.64] T
Reusser 1990 ] 19 B hal 6.8% 0.92[0.33, 2.53] T
Total (95% CI) 625 385 100.0% 1.12 [0.86, 1.46] 1’
Total events 116 68

e 2 R = _ _ . | | , )
Heterogeneity: Tau®= 0.00; Chi*= 596, df=7 (P=0454) F=0% o o i 100

Testfor averall effect 2= 086 (P=0.39) Favours HICBEEE] Favours [ 542 ]



77 hHLR WEHRIETEE (H2vs 75 +R)

H2 Fotzk Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Apte 1992 " 16 T 18 251% 1.77[0.91, 3.44] -
Een-Menachem 1994 28 100 19 100 42.4% 1.47[0.88, 2.46] T
Chan 1395 a 49 1 52 1.1% 0.35[0.01, 8.47] —
Dieter 1996 i} 9 1 11 1.2% 0.40([0.02, 8.79] ——
Kantorowa 2004 10 il 13 Ta 19.4% 0.81[0.38,1.73] —
Reusser 1990 i 14 B 21 109% 0.92[0.33, 2.53] T
Total {95% CI) 264 277 100.0% 1.27 [0.91,1.77] »
Total events a4 a7

o 2 — . i = - — SR = : : l l
e Sy om0 i

Favours [H2] Favours [ZF Stz ]

77 HL® WBRFETX (PPlvs 75+4R)

PPI FIatrd Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI ABCDEFG
ElKersh 2017 T 8 47 413% 0.75 [0.29, 1.91] [ITTIITIIT]
Kantorova 2004 g 72 13 75 A87% 0.72[0.33, 1.58] @909 0
Total {95% Cl} 127 122 100.0% 0.73[0.40, 1.34]
Total events 16 al

e TapEe AhiE= _ _ = I ; . ,
Heterogeneity: Tau = 0.00; Chi*=0.00, df=1 (P =085); F=0% ho o1 1 10 100
Test for overall effect Z=1.02 {P=0.31) Favours [PPI] Favours [2 Sz #]

7 b AHLR ¥EBEFET-X (Sucralfate/Antacid vs 775+ R)

sucralfate/Antacid FotzA Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Ben-Menacherm 1994 17 100 19 100 39.4% 0.89 [0.49, 1.62] —a—
lantarova 2004 ] 59 13 78 22.7% 0.75[0.34, 1.65] —
Finilla 1985 20 65 13 61 37.9% 1.44 [0.79, 2.64] T
Total (95% CI) 234 236 100.0% 1.03 [0.71, 1.50] <
Total events 46 45

; 2_ kiR _ _ e I } } |
Heterageneity: Tau®=0.00; Chi*=2.03, df=2 (P = 0.36), P= 2% 007 B 10 100

Testfor overall effect: 2= 0.16 (P = 0.87) Favours [Sucral/Antacid] Favours [z #]



T NHL® BEELEWER

2
@
=
=4
@
=
w

HiRIEEE Fot Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Chan 1885 1] 49 0 52 Mot estimable
Kantarova 2004 o 22 i} 78 Mot estimable
Karlstadt 1990 1] 54 0 33 Mot estimable
krag 2018 7T 1644 BE 1647 936% 1.17[0.85, 1.61] .
Ctsuka 1991 1] 58 0 64 Mot estimable
FPowell 1993 4 kil a 1m 1.2% 3.09[0.18, 52.87] ]
Sely 2016 3 108 6 106 52% 0.49[0.13,1.81] e
Total (95% CI) 2156 1987 100.0% 1.13[0.83, 1.54] L 2
Total events g4 72

PP0000080

Heterogeneity: Tau®= 0.00; Chi®=1.897 df=2{P=037),F=0%
Testfor overall effect Z=077 (F=0.44)

k
0.m

T MHLD BELEWER (H2vs 75R)

t t
0.1 10

100

Favours FLBESE] Favours [F 312 4]

H2 Fotzd Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Chan 1984 0 49 1} 52 Mat estimable
kantorova 2004 a 71 a 74 Mot estimable
Karlstadt 1990 0 54 1} 33 Mot estimable
Otsuka 1991 0 58 1} 64 Mot estimable
Paowell 1993 1] 11 1] 10 Mot estimahle
Total (95% CI) 243 234 Not estimable

Total events 0 1}

Heterogeneity: Mot applicahle
Test for overall effect: Mot applicable

n.m

7 MHL® BELREWER (PPlvs 75+tR)

t t
0.1 10

Favours [H2]

100
Favours [Z Stz K]

PPl FSF Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI ABCDEFSG
Kantorova 2004 072 L Mot estimable [T EXT L]
Krag 2018 771644 66 1647  002.9% 117 [0.85, 1.61] LI 111}
Powell 1993 3020 010 2.2% 367 [0.21, B4.80] — 11, 2
Selv 2016 3108 6 106 9.5% 0.48[0.13,1.91] — LI T L1 1 1]
Total (95% CI) 1844 1838 100.0% 1.10 [0.72, 1.70] >

Total events g3 72

Heterogeneity, Tau®=003; Chi*=213, df=2{F=034); F= 6%
Testfar overall effect Z=0.45 (P = 0.65)

k
0.m

77 bHL® FTEELREIWER (Sucralfate/Antacid vs

t 1
0.1 10

100

Favours [PPI] Favours [ 542 #]

75 1R)



sucralfate/Antacid FItA Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
Kantorova 2004 0 60 b 78 Mot estimable LT
Total {95% CI} 69 75 Hot estimable

Total events 1] 0

?etf;ogenemfl:lrﬂfuftatppNI|ctabIe|_ o oo 01 P o0

estioroverall efiect. Mot applicable Favours [Sucral/Antacid] Favours [ 54z ]

Ty rALE ORI DY LR

HLiRE FItzA Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 85% Cl ABCDEFG
El-kersh 2017 1 a5 3 47 6.0% 0.28[0.03, 2.65]
El-kersh 2018 1 62 3 62 6.0% 0.33[0.04,317]
Krag 2018 19 1644 25 1647 B51% 0.76[0.42, 1.38]
Selv 2016 1 108 0 106 2.9% 294012, 71.49]
Total {95% Cl) 1869 1862 100.0% 0.71 [0.41,1.23]
Total events 22 Kl
Heterogeneity: Tau®= 0.00; Chi*=1.90, df= 3 (P =0.549); F= 0% I t T t |
Test fo?uvergll effect Z= 1I.22 F= U.22I) ( g oo D'L 1 10 = 1qu

Favours FiBEZE] Favours [F 5127

X EREIZTRTPPlvs 72 tR
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