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Nighttime Acid Reflux in Gastroesophageal Reflux
Disease - Is It a Problem That Can Be Solved?
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Patients with gastroesophageal reflux disease (GERD) fre-
quently experience heartburn at night.' This nighttime acid reflux
not only lowers the quality of life through difficulties in sleep in-
duction and frequent awakenings,' but could also increase the risk
of certain diseases including cardiovascular diseases,” esophageal
adenocarcinoma,’ and obstructive sleep apnea syndrome.* Proton
pump inhibitors (PPIs) showed some improvement of nocturnal
symptoms’ but also showed incomplete acid suppression, attribut-
able to the pharmacological characteristics, slow onset of action and
short half-life.*’

Potassium-competitive acid blockers (P-CABs) inhibit H/
K" ATPase in a reversible and K *-competitive manner, and has ad-
vantages such as fast onset of action and longer duration compared
to PPIs.” So far, the efficacy of P-CABs is thought to be com-
parable to PPIs and are recommended as the initial treatment of
GERD." Tegoprazan is a novel P-CAB approved in South Korea
in 2018, which showed effectiveness in improvement of symptoms
of GERD, including resolution of reflux symptom and daytime
heartburn-free days, as well as improvement of erosions in previous
study.”

In this issue of the Journal of Neurogastroenterology and

Motility, Kim et al’ evaluated the efficacy of tegoprazan, a novel
P-CAB, compared to esomeprazole for improving nocturnal
symptoms and sleep disturbances."’ The authors hypothesized that
tegoprazan could inhibit gastric acid secretion rapidly, leading to
faster improvement of nighttime symptoms. Forty-six patients with
erosive esophagitis and GERD-related nocturnal symptoms were
enrolled, randomly assigned and treated with either tegoprazan 50
mg or esomeprazole 40 mg. In results, time to the first nighttime
heartburn-free interval of tegoprazan group was about half shorter
than that of esomeprazole group and the percentage of nighttime
heartburn-free days was also higher in tegoprazan group than in
esomeprazole group. Improvement of symptom scores including
the Korean Gastrointestinal Symptom Rating Scale and the Korean
version of the Epworth Sleepiness Scale were more prominent in
tegoprazan group compared to esomeprazole group, although the
differences between the 2 groups were not statistically significant.
There are some limitations, since it was a pilot study for subse-
quent large-scale studies and it is thought to be difficult to perform
sophisticated sample size calculation since there were no existing
studies to refer to. The statistical significance for the difference

between the 2 groups was not confirmed, and the authors reported

Received: November 23, 2022 Revised: None Accepted: December 19, 2022
® This is an Open Access article distributed under the terms of the Creative Commons Attribution Non-Commercial License (http://creativecommons.
org/licenses/by-nc/4.0) which permits unrestricted non-commercial use, distribution, and reproduction in any medium, provided the original work

is properly cited.
*Correspondence: Yonghoon Choi, MD

Department of Internal Medicine, Seoul Naticonal University Bundang Hospital, 82, Gumi-ro 173 Beon-gil, Bundang-gu,

Seongnam, Gyeonggi-do 13620, Korea

Tel: +82-31-787-7088, Fax: +82-31-787-4051, E-mail: 89796@snubh.org

() 2023 The Korean Society of Neurogastroenterology and Motility

J Neurogastroenterol Motil, Vol. 29 No. 1 January, 2023 1
www.jnmjournal.org


http://crossmark.crossref.org/dialog/?doi=10.5056/jnm22200&domain=pdf&date_stamp=2023-01-30

Yonghoon Choi and Cheol Min Shin

that statistically significant differences could be confirmed with re-
cruitment of 60 or more patients in each group based on the result.
But this study is meaningful that it is the first study to compare
tegoprazan and PPIs in terms of the effectiveness on nocturnal
symptoms, except 1 study showed the sustained night-time acid
suppression of tegoprazan in of healthy subjects.'' The result of this
study suggests the possibility that tegoprazan has a better effect on
nocturnal symptoms than PPIs with rapid onset of action and effec-
tive acid suppression. In summary, tegoprazan would be an effective
treatment option for nighttime reflux symptoms as well as daytime
symptoms of GERD.

Financial support: None.
Conflicts of interest: None.

Author contributions: Yonghoon Choi wrote the manuscript
and Cheol Min Shin supervised the manuscript.

References

1. Shaker R, Castell DO, Schoenfeld PS; Spechler SJ. Nighttime heartburn
is an under appreciated clinical problem that impacts sleep and daytime
function: the results of a Gallup survey conducted on behalf of the Amer-
ican Gastroenterological Association. Am J Gastroenterol 2003;98:1487-
1493.

2. Newman AB, Spickerman CE Enright B, et al. Daytime sleepiness
predicts mortality and cardiovascular disease in older adults. The Cardio-
vascular Health Study Research Group. J Am Geriatr Soc 2000;48:115-

123.

3. Lagergren ], Bergstrom R, Lindgren A, Nyrén O. Symptomatic gastro-
esophageal reflux as a risk factor for esophageal adenocarcinoma. N Engl
J Med 1999;340:825-831.

4. Kurin M, Shibli K Kitayama Y, Kim Y, Fass R. Sorting out the relation-
ship between gastroesophageal reflux disease and sleep. Curr Gastroen-
terol Rep 2021;23:15.

5. Rackoff A, Agrawal A, Hila A, Mainie I, Tutuian R, Castell DO. His-
tamine-2 receptor antagonists at night improve gastroesophageal reflux
disease symptoms for patients on proton pump inhibitor therapy. Dis
Esophagus 2005;18:370-373.

6. Katz PO, Castell DO, Chen Y, Andersson T, Sostek MB. Intragastric
acid suppression and pharmacokinetics of twice-daily esomeprazole:
a randomized, three-way crossover study. Aliment Pharmacol Ther
2004;20:399-406.

7. Jung HK, Tae CH, Song KH, et al. 2020 Seoul consensus on the diag-
nosis and management of gastroesophageal reflux disease. ] Neurogastro-
enterol Motil 2021;27:453-481.

8. Kim SH, Cho KB, Chun HJ, et al. Randomised clinical trial: compari-
son of tegoprazan and placebo in non-erosive reflux disease. Aliment
Pharmacol Ther 2021;54:402-411.

9. Kim JS, Seo SI, Kang SH, et al. Effects of tegoprazan versus esomepra-
zole on nighttime heartburn and sleep quality in gastroesophageal reflux
disease: a multicenter double-blind randomized controlled trial. ] Neuro-
gastroenterol Motil 2023;29:58-64.

10. Yang E, Kim S, Kim B, et al. Night-time gastric acid suppression by
tegoprazan compared to vonoprazan or esomeprazole. Br ] Clin Pharma-
col 2022;88:3288-3296.

11. Inatomi N, Matsukawa J, Sakurai Y, Otake K. Potassium-competitive
acid blockers: advanced therapeutic option for acid-related diseases. Phar-
macol Ther 2016;168:12-22.

2 Journal of Neurogastroenterology and Motility



