
Prokinetic Agents in GERD: Enhancing Gastric Motility and Esophageal 
Clearance to Complement Acid Suppression

George Limon*

Department of Gastroenterology, University of Chile, Santiago, Chile

ABOUT THE STUDY
Advances Gastro Esophageal Reflux Disease (GERD) represents 
a prevalent and challenging condition characterized by the 
backflow of stomach contents into the esophagus, causing 
symptoms such as heartburn and regurgitation. Treatments such 
as Proton Pump Inhibitors (PPIs) and Histamine 2 (H2) receptor 
antagonists remain base of therapy but exhibit variable efficacy, 
particularly in patients with refractory GERD. Novel drugs aim 
to enhance acid suppression through alternative mechanisms or 
combination approaches. Potassium-Competitive Acid Blockers 
(P-CABs) have developed as potent alternatives to PPIs, 
providing rapid and sustained acid suppression with fewer 
dosing limitations. By directly inhibiting the potassium-binding 
site of the Hydrogen+Potassium+Adenosine Triphosphatase (H
+/K+ ATPase) enzyme, P-CABs circumvent some limitations of 
PPIs, including delayed onset of action and nocturnal acid 
breakthrough. These advantages make them suitable for a 
broader patient population, including those with severe or 
refractory symptoms.

Another innovative pharmacological target involves addressing 
esophageal hypersensitivity and impaired motility. Research has 
identified Transient Lower Esophageal Sphincter Relaxations 
(TLESRs) as a key contributor to GERD pathophysiology. 
Agents that modulate TLESRs, such as Gamma-Amino Butyric 
Acid (GABA) receptor agonists, have the ability to lessen reflux 
symptoms without having an impact on acid secretion. The role 
of the gut microbiome in GERD pathogenesis is another 
expanding field of research. Dysbiosis, or microbial imbalance, 
has been implicated in the development of GERD and its 
complications. Probiotic and prebiotic formulations modified to 
restore microbial balance are being investigated as adjunctive 
therapies. These approaches aim to modulate local and systemic 
inflammation, enhance mucosal integrity, and reduce 
esophageal sensitivity.

Additionally, non-pharmacological therapies are evolving 
significantly, with a focus on food and lifestyle changes that go 
above conventional advice. Behavioral therapies, such as 
diaphragmatic breathing exercises, are gaining recognition for

their ability to reduce TLESRs and improve symptoms. These 
techniques enable patients to actively engage in their treatment 
while minimizing reliance on medications. Similarly, dietary 
modifications customized to individual triggers and metabolic 
needs are being optimized through digital health tools and 
artificial intelligence. Mobile applications and wearable devices 
enable real-time monitoring of symptoms, dietary intake, and 
lifestyle factors, providing personalized insights that guide 
therapeutic decisions.

Advances in endoscopic therapies represent a significant leap 
forward in GERD management. Techniques such as Transoral 
Incisionless Fundoplication (TIF) and radiofrequency energy 
delivery to the lower esophageal sphincter offer minimally 
invasive options for patients unresponsive to conventional 
treatments. These procedures aim to restore the natural barrier 
function of the gastroesophageal junction without the risks 
associated with traditional surgery. TIF utilizes specialized 
devices to create a partial fundoplication through the esophageal 
lumen, effectively reducing reflux episodes while preserving 
normal swallowing function. Similarly, radiofrequency energy 
delivery induces localized tissue remodeling and increases 
sphincter tone, providing symptom relief with minimal 
downtime.

Magnetic sphincter augmentation is another innovative 
approach gaining traction in GERD treatment. This technique 
involves the implantation of a ring of magnetic beads around the 
lower esophageal sphincter to strengthen its closure while 
allowing normal physiological functions such as belching and 
vomiting. Early studies demonstrate promising outcomes in 
symptom control, patient satisfaction, and durability, making it 
an attractive option for patients seeking alternatives to 
pharmacological or endoscopic interventions. The treatment of 
GERD is changing due to personalized medicine, which has 
been supported by developments in multi-omics and 
computational biology. By integrating genomic, transcriptomic, 
proteomic, and metabolomic data, researchers can identify 
biomarkers that predict treatment response and disease 
progression. This knowledge enables customized interventions 
that align with individual patient profiles, optimizing efficacy
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can inform the selection of specific pharmacological agents or 
dosing regimens, enhancing therapeutic precision.
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and minimizing adverse effects. For example, genetic poly- 
morphisms affecting drug metabolism or esophageal  sensitivity
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