Additional files
File name: Additional file 1
File format: .docx
Title of data: Definitions of variables used in the TriNetX analysis
Description of data: Diagnoses were ascertained using International Classification of Diseases, Tenth Revision, Clinical Modification (ICD-10-CM) codes. Medication use was identified using RxNorm, Veterans Affairs National Drug File terminology, or the Anatomical Therapeutic Chemical (ATC) Classification System. Laboratory test data were identified using Logical Observation Identifiers Names and Codes (LOINC), a standardized coding system for laboratory and clinical observations, and Current Procedural Terminology (CPT) codes, which describe medical procedures and diagnostic services, including laboratory testing.

File name: Additional file 2
File format: .docx
Title of data: Study design flowchart
Description of data: The index date was defined as the date of PPI initiation. Baseline covariates, including demographic characteristics, comorbidities, medication use, and healthcare utilization, were assessed during the same 365-day period preceding PPI initiation.
CDI, Clostridioides difficile infection; PPI, proton pump inhibitor.


File name: Additional file 3
File format: .docx
Title of data: OE based on the percentage of time with intragastric pH > 4
Description of data: Omeprazole-equivalent doses for individual PPIs, derived from a comprehensive assessment of the dose-dependent effects of PPIs on intragastric pH [8]
OE, omeprazole equivalent; PPI, proton pump inhibitor.

File name: Additional file 4
File format: .docx
Title of data: Outcome definitions
Description of data: ICD-10-CM, International Classification of Diseases, Tenth Revision, Clinical Modification; LOINC, Logical Observation Identifiers Names and Codes





File name: Additional file 5
File format: .docx
Title of data: Distribution of antibiotic classes before and after propensity score matching
Description of data: Individual antimicrobial classes were presented descriptively and were not included as separate covariates.
OE, omeprazole equivalent; SMD, standardized mean difference.

File name: Additional file 6
File format: .docx
Title of data: Incidence proportion of the composite CDI outcome within 4 weeks after PPI initiation by OE dose category in the unmatched cohort
Description of data:
The x-axis shows PPI OE dose categories (OE <20 mg/day, 20–29 mg/day, and ≥30 mg/day), and the y-axis shows the incidence proportion of the composite CDI outcome during the 4-week (days 1–28) period following PPI initiation. 
CDI, Clostridioides difficile infection; OE, omeprazole equivalent; PPIs, proton pump inhibitors

File name: Additional file 7
File format: .docx
Title of data: Incidence proportion of the composite CDI outcome within 4 weeks after PPI initiation stratified by age group and OE dose category in the unmatched cohort
Description of data:
The bar chart shows the incidence proportion (%) of the composite CDI outcome within 4 weeks after initiation of a PPI, stratified by age group and daily PPI dose. The x-axis presents 5-year age categories from 0–4 years to >85 years, while the y-axis displays the incidence proportion of the composite CDI outcome. White bars represent doses of <20 mg/day, gray bars represent 20–29 mg/day, and black bars represent ≥30 mg/day.
CDI, Clostridioides difficile infection; OE, omeprazole-equivalent; PPI, proton pump inhibitor.

