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TREATMENT 

Lifestyle modification

Pharmacological therapy

Endoscopic therapy 

Surgical therapy
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PHARMACOLOGICAL THERAPY

• PPI therapy

• H2 Antagonist

• Sucralfate

• Alginates

• Baclofen

• Domperidone

• *Vanoprazan – Potassium competitive acid blocker 



PPI THERAPY

• Proton pump inhibitors (PPIs) are the most effective treatment for GERD, but lifestyle 
modifications are also recommended for all patients.

• They bind irreversibly to the hydrogen-potassium ATPase in the parietal cells of the 
stomach to prevent acid secretion.

• All PPIs are equally effective in suppressing acid when given at equivalent doses so 
they can be used interchangeably.

• Treat uncomplicated GERD with a once-daily PPI 30 to 60 minutes prior to a meal for 4 to 8 
weeks. 

• If treatment is effective, you’ll want to try to reduce or stop the medication after the 4- to 8-
week period. 
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PPI AND DRUG INTERACTIONS

Reduced Absorption (Acid-Dependent): Medications that require low pH to dissolve have reduced efficacy. This includes 
antifungals (ketoconazole, itraconazole), antivirals (atazanavir), tyrosine kinase inhibitors (erlotinib, dasatinib), and oral iron.

Metabolism Inhibition (CYP450 System): PPIs (especially omeprazole, esomeprazole) inhibit the CYP2C19 enzyme, 
affecting drugs like:

• Clopidogrel (Plavix): Reduced effectiveness.

• Diazepam (Valium): Increased sedation.

• Phenytoin: Toxicity risks.

• Warfarin: Altered anticoagulation levels.

• Other Interactions:

• Methotrexate: Increased toxicity risk.

• Digoxin: Increased absorption.

• Mycophenolate: Reduced efficacy.



Recommendations for Management

Timing: Administer pH-dependent drugs (e.g., antifungals) at least 2 hours before or after a 

PPI.

PPI Selection: Rabeprazole or pantoprazole may have lower potential for metabolic drug 

interactions compared to others.

Clinical Monitoring: Monitor drug levels closely, especially when starting or stopping a PPI 

with narrow therapeutic index drugs.

Use Caution: Avoid long-tem PPI use unless necessary
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KEY FINDINGS FROM 
THE ASPREE 

ANALYSIS REGARDING 
PPIS AND DEMENTIA:

No Increased Risk: Researchers found no association between 
baseline or ongoing PPI use and incident dementia.

Cognitive Function: There was no decline in cognitive test 
scores associated with PPI use over time.

Study Rigor: The study utilized comprehensive in-person 
cognitive assessments and prospectively collected medication 
data, offering more robust evidence than previous studies.

No Association with H2RAs: Similarly, no association was found 
between the use of H2RAs (like ranitidine or famotidine) and 
cognitive decline.

Conclusion: The findings suggest that PPIs do not accelerate 
cognitive decline or trigger dementia in older, community-
dwelling adults.



H2 ANTAGONIST

• Block histamine (H2) receptors on gastric parietal cells, inhibiting acid production.

• Highly effective for mild, intermittent heartburn (over 70% effective), but less effective (40-60%) for 
healing severe erosive esophagitis compared to Proton Pump Inhibitors (PPIs)

• They can be taken before meals or at bedtime to reduce overnight acid reflux.

• Side Effects: Headache, dizziness, diarrhea, and constipation.

• Tachyphylaxis: The effectiveness of H2 blockers may diminish after just a few days of consistent use.

• Most common used drug is Famotidine 

Tougas G, Armstrong D. Efficacy of H2 receptor antagonists in the treatment of gastroesophageal reflux disease and its symptoms. Can J Gastroenterol. 1997 Sep;11 Suppl B:51B-54B. PMID: 9347179.


