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TO THE EDITOR: Proton pump inhibitors (PPIs) have been the 
mainstay of treatment of gastroesophageal reflux disease for over 3 
decades. However, PPIs still exhibit limitations, such as a delayed 
onset of action and variable efficacy due to CYP2C19 polymor-
phisms, as well as the requirement for pre-meal dosing.1 Potassium-
competitive acid blockers (P-CABs) represent a new class of acid-
suppressive agents that may address the limitations inherent to 
PPIs.1 Since vonoprazan’s introduction in 2015, 5 P-CABs are now 
available in 22 countries worldwide: vonoprazan (Dakeda, Japan, 
2015), tegoprazan (HK Inno. N, South Korea, 2019), fexuprazan 
(Daewoong, South Korea, 2022), keverprazan (Carepher, China, 
2023), and zastaprazan (Jeil, South Korea, 2024).2 Their adoption 
has grown steadily, particularly in East Asia.

Although P-CABs have demonstrated pharmacologic advan-
tages over PPIs,1 their higher cost raises ongoing debate about 
whether they are truly necessary as a replacement for PPIs in clini-
cal practice.3-6 We propose that this controversy stems, in part, from 
the limited scope of existing clinical studies, which have not con-
vincingly demonstrated the proposed advantages of P-CABs. Most 
comparative studies between P-CABs and PPIs in gastroesopha-
geal reflux disease have focused on mucosal healing and symptom 
improvement, generally showing non-inferiority rather than supe-
riority.7-11 Key patient-centered and practice-relevant parameters––
such as dosing flexibility, time to symptom resolution, medication 
adherence, and health-related quality of life––are rarely assessed. 
Furthermore, the literature has largely overlooked the perspectives 
of prescribers. There is a paucity of data regarding physicians’ clini-
cal preferences, their perceptions of the value of P-CABs versus 
PPIs, and the clinical scenarios in which they prefer P-CABs, 
as well as whether they believe the additional cost is justified. As 
clinical experience with P-CABs continues to expand globally, we 

believe there is a timely need for multicenter, real-world studies that 
address these underexplored dimensions. 

We encourage future studies to evaluate the real-world ef-
fectiveness of P-CABs, including patient adherence, physician 
prescribing behaviors, and satisfaction with clinical outcomes in 
patients with typical, atypical, and refractory symptoms.12,13 Ad-
ditionally, studies assessing both patient- and physician-reported 
outcomes, cost-effectiveness, and treatment satisfaction would 
provide a more comprehensive understanding of the clinical utility 
of P-CABs. Such evidence is essential not only for clinical decision-
making but also for informing formulary policies and reimburse-
ment strategies. We hope this letter will stimulate further research 
that reflects real-world use and integrates the perspectives of both 
patients and prescribers in assessing the role of P-CABs.
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