


Supplemental materials 
Supplemental methods:
· We used the TriNetX Research Network. Date of data access: November 3, 2025.

· EE cohort definition:
· Age 18-89 years
· Included patients with ICD-10 code K21.0: gastro-esophageal reflux disease with esophagitis, between 1/1/2024 and 12/31/2024
· Excluded patients with ICD-10 code K21.0: gastro-esophageal reflux disease with esophagitis on or before 12/31/2023
· Excluded patients with any of the following, occurring after 1/1/2024:
· ICD-10 code B96.81: Helicobacter pylori [H. pylori] as the cause of diseases classified elsewhere, or
· LOINC 31843-6: Helicobacter pylori Ag [Presence] in stool – Filter applied: Positive, ever
· LOINC 17780-8: Helicobacter pylori Ag [Presence] in stool by immunoassay – Filter applied: Positive, ever
· LOINC 80373-4: Helicobacter pylori Ag [Presence] in stool by rapid immunoassay – Filter applied: Positive, ever
· LOINC 29891-9: Helicobacter pylori [Presence] in stomach by urea breath test – Filter applied: Positive, ever

· Using the Incidence and Prevalence analysis:
· Cohort definition: EE
· Set time window: 
· From 01/01/2024 to 06/30/2024
· From 07/01/2024 to 12/31/2024
· From 01/01/2025 to 06/30/2025
· From 07/01/2025 to 11/02/2025
· Event of interest: RxNorm 2604577 vonoprazan

· Vonoprazan cohort definition:
· Same as EE cohort, AND
· RxNorm 2604577 vonoprazan: any instance occurred on or after EE diagnosis

· PPI cohort: 
· Same as EE cohort, AND
· Any instance of the following, occurring on or after EE diagnosis: 
· RxNorm 114979 rabeprazole, or
· RxNorm 17128 lansoprazole, or
· RxNorm 283742 esomeprazole, or
· RxNorm 40790 pantoprazole, or 
· RxNorm 7646 omeprazole, or
· RxNorm 816346 dexlansoprazole
· Cannot have RxNorm 2604577 vonoprazan on or after 1/1/2024

· Characteristics: extracted in the last 6 months from the time of EE diagnosis:
· Demographics: age, sex, race
· General comorbidities:
· ICD-10 F17: nicotine dependence
· ICD-10 F10.2: alcohol dependence
· Labs TNX Curated 9083: BMI 30-40 kg/m2
· ICD-10 E08-E13 : diabetes mellitus
· ICD-10 I10: essential (primary) hypertension
· ICD-10 I25: chronic ischemic heart disease
· Gastrointestinal comorbidities:
· ICD-10 K44: diaphragmatic hernia
· ICD-10 K22.7: Barrett’s esophagus
· ICD-10 K22.2: esophageal obstruction
· ICD-10 K29: gastritis and duodenitis
· ICD-10 K30: functional dyspepsia
· ICD-10 K92: other diseases of digestive system – includes GI bleed
· ICD-10 Z98.84: bariatric surgery status
· ATC M01A: anti-inflammatory and antirheumatic products, non-steroids
· ATC H02AB: glucocorticoids
· Prior H2-receptor antagonists:
· RxNorm 4278: famotidine
· RxNorm 2541: cimetidine
· RxNorm 42319: nizatidine
· Symptoms
· ICD-10 R12: heartburn
· ICD-10 R10.13: epigastric pain
· ICD-10 R07: pain in throat and chest
· ICD-10 R13.1: dysphagia
· ICD-10 R11: nausea and vomiting
· Extraesophageal manifestations
· ICD-10 R05: cough
· ICD-10 R49.0: dysphonia
· ICD-10 J45: asthma
· ICD-10 J69: pneumonitis due to solids and liquids
· Prior procedures
· CPT 43249: EGD, flexible, transoral; with transendoscopic balloon dilation of esophagus (less than 30mm diameter)
· CPT 43248: EGD, flexible, transoral; with insertion of guide wire followed by passage of dilator(s) through esophagus over guide wire
· CPT 1012772: Esophagus, gastroesophageal reflux test
· CPT 1014645: Esophageal function test, gastroesophageal reflux test with nasal catheter intraluminal impedance electrode(s) placement, recording, analysis and interpretation
· CPT 1014295: Esophageal motility (manometric study of the esophagus and/or gastroesophageal junction) study with interpretation and report

· Analysis specific to the vonoprazan cohort:
· Geographic distribution of patients
· Treatment pathways analysis
· Analysis 1: assessed the following lines of treatment: RxNorm 2604577 vonoprazan – filter applied: 10mg, 20mg or unknown strength
· Analysis 2: assessed the following lines of treatment: RxNorm 2604577 vonoprazan, any PPI (RxNorm 114979 rabeprazole, or RxNorm 17128 lansoprazole, or RxNorm 283742 esomeprazole, or RxNorm 40790 pantoprazole, or RxNorm 7646 omeprazole, or RxNorm 816346 dexlansoprazole)
· Analysis 3: assessed the following lines of treatment: RxNorm 2604577 vonoprazan, RxNorm 114979 rabeprazole, RxNorm 17128 lansoprazole, RxNorm 283742 esomeprazole, RxNorm 40790 pantoprazole, RxNorm 7646 omeprazole, RxNorm 816346 dexlansoprazole




Fig. S1 Position of vonoprazan in the erosive esophagitis treatment sequence and preceding proton pump inhibitor therapy among second-line users
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