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Guidelines/Consensus and Systematic Review/Meta-analysis Reevaluation of Proton Pump Inhibitors in the
Prevention of Drug-induced Gastrointestinal Injury

WEI Ting', DU Saifei', LIU Bin', ZHANG Li', YANG Ning', YU Yuncui’, WANG Xiaoling® (1. Dept. of
Pharmacy, Harbin Children’ s Hospital, Harbin 150010, China; 2. Dept. of Pharmacy, Beijing Children’ s
Hospital of Capital Medical University, Beijing 100045, China)

ABSTRACT OBJECTIVE: To reevaluate the guidelines/consensus, systematic review/Meta-analysis of proton pump inhibitors
(PPIs) in the prevention of drug-induced gastrointestinal injury, and to provide evidence-based reference for its clinical use.
METHODS: The relevant guidelines/consensus and systematic review/Meta-analysis literatures at home and abroad were
systematically reviewed, and the reevaluation was carried out from the effectiveness, safety and economy dimensions to analyze the
current situation of clinical use of PPIs in the prevention of drug-induced gastrointestinal injury in adults and children. RESULTS:
A total of 14 clinical guidelines/consensus and 10 systematic review/Meta-analysis literatures of PPIs for the prevention of
drug-related gastrointestinal injury at home and abroad were sorted out and included. In terms of effectiveness, PPIs could prevent
various drug-related gastric mucosal damage, gastrointestinal bleeding and other damage to the digestive tract, but PPIs had not yet
obtained the indication for children in China; PPIs were widely used in the treatment of children’s digestive tract diseases, which
belonged to off-label medication. In terms of safety, the common adverse reactions of PPIs included headache, gastrointestinal
symptoms, etc. There may be risks of kidney disease and fracture during long-term application. In terms of economy, for some
patients with digestive tract and cardiovascular disease risk, the economic benefit of NSAIDs combined with PPIs were higher;
esomeprazole 20 mg and 40 mg daily were equally effective in preventing ulcer recurrence caused by NSAIDs, but increasing the
dose could not improve the preventive effect. CONCLUSIONS: The preventive effect of PPIs on drug-induced gastrointestinal
injury is supported by evidence-based evidence. It has good safety in adults and has certain economic benefits; but it belongs to
off-label drug use in children in China, and the safety and economy still need to refer to the results of adult studies. In the future, a

number of multicenter prospective clinical studies based on Chinese pediatric population are still needed to provide more support for
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Tab 1 Example for literature search strategy
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SRR #1." proton pump inhibitor” OR “PPIs"OR “PPI"OR “acid-inhibitory drug” OR “antacid” OR *“omeprazole” OR “esomeprazole” OR “pantoprazole” OR “rabeprazole OR “lansoprazole” OR “eplazole”
#2: “adult” OR “infant” OR “adolescent” OR “child” OR “minors” OR “puberty” OR “pediatrics” OR “infant*” OR “newborn*” OR “neonatX” OR “bab*” OR “prematur*” OR “preterm*” OR “toddler*” OR “kid*" OR
“child*” OR “adolescen*”OR “teen*"OR “youth*”"OR “boy*” OR “girl*”"OR “minor"OR “pubert*” OR “pubescent” OR “prepubescen*"OR “peadiatric*”OR “paediatric*” OR “pediatric*”
#3:“drug”OR “NSAIDs" OR “non-steroid anti-inflammatory drug”OR “glucocorticoid” OR “immunosuppressor”OR “antiplatelet drugs”
#4: " gastric mucosal injury” OR “ gastric mucosal lesion” OR “digestive tract injury” OR “stress ulcer” OR “SU” OR “stress related musocal disease” OR “SRMD” OR “ digestive ulcer” OR “gastrointestinal hemorrhage” OR

“gastrointestinal bleeding”

Ly oy . " » oy . " . A . )
#5;"systematlc review OR“Meta-analym OR “evaluation of system OR“wstem assessment” OR “system evaluation OR“systematlc assessment” OR “cost effectiveness” OR “cost utility OR"phammcoecnnomm OR

“saving"OR “cost”

1) PubMed J . #1and#2and#3and#4and#5
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VLR E IR H ] # 1 and#2and#3andtdand#5
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Tab 2 Results of effectiveness evalution in the included clinical guidelines/consensus
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Note: in the level of evidence and recommendation strength, “A” means multiple published and well-controlled randomized controlled trials or
well-designed systematic evaluation and analysis provide strong evidence; “B” means further research is likely to affect the reliability of the efficacy
evaluation results; “C” means further research is probable to affect the reliability of the efficacy evaluation results, and the evaluation results are likely
to change; “B*” means at least one high-quality published randomized controlled trial or published well-designed cohort or case-control study provides
strong evidence; “C*” means expert consensus based on clinical evidence or well-designed but uncontrollable randomized clinical trials or non-ran-
domized clinical trials
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Tab 3 Results of effectiveness evaluation in the included Meta-analysis literatures
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Tab 4 Results of safety evaluation in the included guidelines/consensus
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Note: in the level of evidence and recommendation strength, “medium” means the real effect may be close to the predicted effect; “low” means real

effect may be significantly different from the predicted effect; “very low” means real effect is likely to be significantly different from the predicted ef-

fect; “strong recommendation” means =80% of team members strongly agree or agree but have reservations
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Tab 5 Results of safety evaluation in the included

Meta-analysis literatures
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