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INTRODUCTION: X842 is a new type of gastric acid-suppressing agent with a rapid onset of action and a long duration of

effect. We aim to investigate the efficacy and safety of different doses of X842 vs lansoprazole in the

treatment of patients with erosive esophagitis (EE).

METHODS: This phase 2 study included 90 patients with EE (Los Angeles grades A–D) who were randomized (1:1:

1) to receive oral low-dose X842 (50 mg/d, n 5 31), high-dose X842 (100 mg/d, n 5 31), or

lansoprazole (30mg/d, n530) for 4 weeks. Themain efficacy end point was the EE healing rate, which

was the proportion of patients who achieved endoscopic healing after 4 weeks of treatment.

RESULTS: For intention-to-treat analysis, the EE healing rates at 4 weeks were 93.6% (29/31), 79.3% (23/29),

and80.0% (24/30) for the X84250mg, the X842100mg, and the lansoprazole 30mggroups. For per-

protocol analysis, the EE healing rates at 4 weeks were 93.6% (29/31), 80.8% (21/26), and 82.1%

(23/28) in the3 groups, respectively. TheEEhealing rate did not significantly differ among the3 groups

in either the intention-to-treat (P5 0.2351) or per-protocol (P5 0.3320) analysis. The incidence of

drug-related treatment-emergent adverse events did not differ among groups. No severe drug-related

treatment-emergent adverse events occurred in the X842 group.

DISCUSSION: Our findings confirmed that X842 had efficacy and a favorable safety profile similar to those of

lansoprazole. Therefore, X842, a novel potassium-competitive acid blocker, is expected to become

a promising therapeutic agent for EE.
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INTRODUCTION
Gastroesophageal reflux disease (GERD) is a condition in which
abnormal reflux of gastric contents into the esophagus causes
pathological symptoms and complications (1). It is classified into
erosive esophagitis (EE) with esophageal mucosal injuries and
nonerosive reflux disease with symptoms alone (2). In adults, the
overall prevalence of GERD has been high and has been in-
creasing since 1995 throughout the world (3–5). In general,
heartburn and regurgitation are considered the characteristic
symptoms of EE, which is the phenotypic presentation of GERD
(6). This condition not only has a substantial impact on health-
related quality of life but also places a large economic burden on
social medical resources. Healing EE and controlling GERD-
related symptoms are important goals of diseasemanagement (7).

Gastric acid inhibition is the most effective measure for
treating EE (8). Since 1980s, the most commonly prescribed
gastric acid secretion-inhibitory drugs have been proton-pump
inhibitors (PPIs) (9). However, these drugs can only be activated
under acidic conditions in the stomach and are greatly affected by
gastric emptying (10,11). The serum half-life of single-release
PPIs is extremely short (12), and the onset of efficacy is slow (13).
Efficacy markedly differs between individuals because of the di-
versity of metabolic enzyme phenotypes in the population (14).
Owing to the above limitations of PPIs, potassium-competitive
acid blockers (P-CABs) with different mechanisms of action and
better pharmacokinetic properties have become a new research
focus. P-CABs are reversible, competitive antagonists of
hydrogen-potassium adenosine triphosphatase that inhibit gas-
tric acid secretion by reversing K-competitive ionic binding (15).
P-CABs are currently widely believed to likely have significant
effect on the therapeutic landscape of GERD in the coming de-
cade. However, there are few P-CABs approved for clinical use
worldwide (16–20).

X842 is a new generation P-CAB. It is orally converted to the
active metabolite AZD0865 (Linaprazan) (Figure 1), the phar-
macology and toxicology of which have been well characterized
in vitro and in vivo (21,22). Phase 1 clinical trials involving X842

have been completed in both China and Europe. This study was
a phase 2 clinical trial designed to evaluate whether X842 is
noninferior to lansoprazole regarding efficacy and safety in the
treatment of patients with EE. A further objective of the studywas
to determinewhether the appropriate dose of X842 for EE healing
and safety is 50 mg or 100 mg.

METHODS
Study design

This was a multicenter, randomized, double‐blind, double-
simulation, parallel‐group, and active‐controlled comparison
study designed to evaluate the efficacy, safety, and dose-effect
relationship of X842 capsules at different dosages for the treat-
ment of EE in comparison with lansoprazole. The study was
conducted at 15 sites in China between January 2019 and De-
cember 2020. The protocol was approved by the Institutional
Review Board of each study site (SND-X842-201). The study was
conducted in accordance withGoodClinical Practice and in strict
compliance with the ethical guidelines of the Declaration of
Helsinki for human medical research. This trial was registered at
ClinicalTrials.gov with the identifier NCT04531475.

Participants

Male or female patients aged between 18 and 75 years with en-
doscopically diagnosed EE from Los Angeles (LA) Grades A to D
were eligible for inclusion in this study. The patients with LA
grade A were included in no more than 60% of the total study
population. The main exclusion criteria included receiving X842
capsules or other P-CAB drugs in previous clinical trials. All
detailed inclusion and exclusion criteria are listed in Table S1
(http://links.lww.com/CTG/B276). All patients fully understood
the contents of the study, participated in the trial voluntarily, and
signed the informed consent forms.

Randomization and masking

This study adopted the method of stratified block randomization
and used the Interactive Web Response System to complete the

Figure 1.Mechanism of X842. After oral administration, X842 can be converted to the active metabolite linaprazan (AZD0865) by enzymes present in the
bloodstream. On aggregation in themural cell acid-excreting tubules, it reversibly inhibits theH1-K1-ATPase on the gastricmural cells in a potassium-ion-
competitive manner, which, in turn, inhibits gastric acid secretion.

Clinical and Translational Gastroenterology VOLUME 16 | APRIL 2025 www.clintranslgastro.com

ES
O
P
H
A
G
U
S

Zhu et al2

http://ClinicalTrials.gov
http://links.lww.com/CTG/B276
http://www.clintranslgastro.com


random allocation of patients and experimental drugs, with 30
patients in each group. The stratification factor was based on the
LA grade of endoscopic esophagitis. After screening patients,
researchers at each center logged on to the Interactive Web Re-
sponse System to obtain subject random numbers and drug
codes, anddispensed experimental drugs based on the drug codes.
We use double-blind and double-simulation techniques. The
physical appearance, shape, specification, and dosage of the test
drug and comparator aswell as the placebowere generally similar.
After database locking and confirmation of statistical analysis
plan, the first unblinding was performed to determine which of
Group A, B, or C the case belongs to. After the finalization of the
statistical analysis report, the second unblinding was conducted
to determine what Group A, B, and C actually were.

Study procedures

A total of 4 visits were scheduled during the study: at the start of
the screening period (visit 1), at the start of the treatment phase
after randomization (visit 2), 2 weeks (visit 3) after treatment, and
4 weeks (visit 4) after treatment. During the screening period
(214 days to 0 days), demographic and other baseline charac-
teristics of the patients were collected and recorded. After com-
pleting the relevant laboratory tests and endoscopic examinations
at screening, patients were randomly assigned to the X842 50 mg
group, X842 100 mg group, or lansoprazole 30 mg group for
4 weeks of treatment. All patients maintained daily diaries to
record erosive esophageal symptoms. Treatment-emergent ad-
verse events (TEAEs) and treatment compliance were also
assessed and recorded. At the second week after treatment, rou-
tine blood examination, blood biochemistry, urinalysis, and
electrocardiogram were performed. Laboratory tests, serum
gastrin, and electronic gastroscopy were evaluated at week 4 or at
the time of early withdrawal. The gastroesophageal reflux disease
questionnaire (Gerd-Q) was used to assess symptoms at baseline,
week 2, and week 4.

Evaluation criteria

The primary end point was the EE healing rate, defined as the
proportion of patients with endoscopically confirmed healing of
the EE after 4 weeks of treatment. The secondary pharmacody-
namic end points were as follows: (i) the proportion of patients
whose EE LA grade decreased by$1, as confirmed by endoscopy
after 4 weeks of treatment; (ii) the changes in the Gerd-Q score
after 2 and 4 weeks of treatment compared with the baseline; (iii)
after 2 and 4weeks of treatment, the proportion of patients whose
heartburn symptoms disappeared and the proportion of patients
whose acid reflux symptoms disappeared; (iv) the disappearance
time of a single symptomof heartburn and acid regurgitation; and
(v) the changes in serum gastrin after 4 weeks of treatment
compared with the baseline. Safety assessment indicators in-
cluded vital signs, physical examination, routine blood tests,
blood biochemistry, routine urine tests, and electrocardiogram.
Adverse events were classified according to severity, outcome,
and relationship to the investigational drug.

Sample size and statistical analysis

The sample size was determined according to the primary end
point. Based on previous studies, the sample size was estimated,
assuming that the complete healing rate of mucosal breaks was
84% at week 4 after treatment with X842 and 30mg lansoprazole.
According to this threshold parameter, the sample size was at

least 29 patients per treatment group using the following con-
ditions: noninferiority margin of 0.21, a 1-sided significance level
of 5%, 80% statistical power, and 1:1:1 randomization.

Primary and secondary efficacy end points were analyzed
using the intention-to-treat (ITT, defined as patients who re-
ceived at least one dose of study medication after randomization
according to the intention-to-treat principle) analysis and the
per-protocol (PP, defined as patients with an evaluable primary
end point who were randomized to study treatment, completed
study treatment, and had no major protocol deviation) analysis.
The safety end point was analyzed using the safety set, defined as
registered patients who received the study medication at
least once.

Continuous variables are described by the mean, median, SD,
maximum, and minimum. Categorical variables are summarized
as frequencies and percentages. The Clopper-Pearson method
was used to calculate 95% confidence intervals (CIs), and the
Cochran-Mantel-Haenszel test was used for differences among
groups. The time to symptom resolution was measured using the
Kaplan-Meier method. A significant difference was set at P ,
0.05. All the statistical analyses were performed with SAS release
9.4 (SAS Institute Inc., Cary, NC).

RESULTS
Study subjects

A total of 118 patients were screened, and 90 patientsmet the study
entry criteria and were randomized to 3 treatment arms: X842
50 mg/d (n 5 31), X842 100 mg/d (n 5 29), and lansoprazole
30 mg/d (n5 30). All enrolled patients (n5 90) were treated with
the respective drugs according to the protocol andwere included in
the ITT analysis and safety set. A total of 88 patients (97.8%)
completed the 4-week, double-blind treatment phase (one patient
assigned to the X842 100 mg/d group was withdrawn due to ad-
verse events; one patient assigned to the lansoprazole 30 mg/
d groupwithdrew consent).Among this population, 85patients (31
in the 50mg/dX842 group, 26 in the 100mg/dX842 group, and 28
in the 30 mg/d lansoprazole group) had no major protocol de-
viation and were included in the PP analysis (Figure 2).

The baseline clinicopathological characteristics of the patients
are depicted in Table 1. No significant differences in baseline
characteristics were observed among the treatment groups.

Efficacy analysis

The primary end point. ITT analysis revealed that the EE healing
rates at 4 weeks were 93.6% (29/31; 95%CI: 78.6%–99.2%), 79.3%
(23/29; 95% CI: 60.3%–92.0%), and 80.0% (24/30; 95% CI:
61.4%–92.3%) for the 50mgX842 group, the 100mgX842 group,
and the 30 mg lansoprazole group, respectively. No significant
differences were observed among the 3 groups (P 5 0.2351). In
the PP analysis, the EE healing rates at 4weeks were 93.6% (29/31;
95% CI: 78.6%–99.2%), 80.8% (21/26; 95% CI: 60.7%–93.5%),
and 82.1% (23/28; 95% CI: 63.1%–93.9%) in the X842 50 mg,
X842 100 mg, and lansoprazole groups, respectively. The PP
analysis also revealed no significant difference in the EE healing
rates at 4 weeks among the 3 groups (P 5 0.3320) (Figure 3).

The secondary end points. Regarding the proportion of patients
with a$1 grade reduction inEELAafter 4weeks of treatment, the
proportions of patients in the low-dose X842 group, high-dose
X842 group, and lansoprazole groupwere 100.0% (31/31; 95%CI:
88.8%–100.0%), 96.55% (28/29; 95% CI: 82.2%–99.9%), and
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96.7% (29/30; 95% CI: 82.8%–99.9%), respectively, and no sig-
nificant difference was identified among the 3 groups (P 5
0.5429). The results of the PP analysis were consistent with those
of the ITT (P 5 0.2725).

The changes in theGerd-Q scores frombaseline atweeks 2 and
4 of treatment are presented in Table 2. After 2 and 4 weeks of
treatment, the symptom scores and total Gerd-Q scores were
significantly lower in all 3 groups than at baseline. However, there
was no statistically significant difference in the decrease in the
Gerd-Q score among the 3 groups according to either the ITT
analysis or the PP analysis.

Regarding symptom relief, 62.5%, 83.3%, and 71.4% of the
patients in the X842 50 mg, X842 100 mg, and lansoprazole
groups, respectively, reported that their heartburn symptoms had
disappeared at week 2 (P5 0.9550). At week 4, the percentages of
patients who experienced heartburn symptom resolution were
68.8%, 83.3%, and 76.2%, respectively (Figure 4) (P5 0.6217). At
week 2, 78.6%, 69.2%, and 57.9% of the patients reported reso-
lution of acid regurgitation, respectively (P5 0.7968). At week 4,
78.6%, 92.3%, and 63.2% of the patients reported resolution of
acid regurgitation, respectively (P 5 0.5103). The relief of
heartburn and acid regurgitation was similar in the 3 treatment
groups after 2 and 4 weeks of treatment, irrespective of the

severity at baseline (Figure 5). For the X842 50 mg, X842 100 mg,
and lansoprazole groups, the median duration of heartburn dis-
appearance was 1 day, 1 day, and 9 days, respectively, whereas the
median duration of heartburn disappearance was 1 day, 1 day,
and 11 days, respectively. However, the difference between any 2
groups was not statistically significant (P 5 0.2379).

After 4 weeks of treatment, the serum gastrin levels increased
in the X842 low-dose group, X842 high-dose group, and lanso-
prazole group by 0.7316 24.066 pg/mL, 14.0436 26.607 pg/mL,
and 9.973 6 20.017 pg/mL, respectively, compared with their
initial values. No significant differences were found among the 3
groups (P5 0.0906). The serum gastrin levels of all patients in the
X842 low-dose group and lansoprazole group were within the
normal range (28.1–106.5 pg/mL) at week 4. However, the serum
gastrin levels of 14.3% (4/29) of the patients in the high-dose
group exceeded the upper limit of the normal value.

Subgroup analysis of efficacy. In patients with baseline LA
classification B/C/D, ITT analysis showed that EE healing rates
withX842 50mgwere tended to be higher than the other 2 groups
at week 4 (X842 50mg vs X842 100mg vs lansoprazole5 100.0%
[14/14] vs 81.8% [9/11] vs 84.6% [11/13], P 5 0.089). However,
the difference has not yet reached a statistically significant

Figure 2. Flow diagram showing progression through. ITT, intention-to-treat analysis; PP, per-protocol analysis; SS, safety analysis set.

Table 1. Demographic information and baseline characteristics

X842 50 mg group (N5 31) X842 100 mg group (N5 29) Lansoprazole group (N 5 30) P value

Age, mean (SD), yr 47.42 (13.18) 47.93 (11.61) 46.97 (13.78) 0.9597

Gender (male/female) 25/6 27/2 23/7 0.2110

Height, mean (SD), cm 167.29 (7.00) 169.60 (6.11) 166.77 (6.64) 0.2205

Weight, mean (SD), kg 69.56 (10.41) 72.03 (9.08) 66.63 (9.60) 0.1082

Baseline LA grade (A, B, C, D) 14/14/3/0 11/15/3/0 13/14/3/0 0.8713

Gerd-Q scores, mean (SD) 7.55 (2.25) 7.03 (2.65) 7.80 (3.18) 0.5470

Serum gastrin, mean (SD), pg/mL 57.141 (17.251) 57.818 (19.073) 55.725 (15.724) 0.8942

Gerd-Q, gastroesophageal reflux disease questionnaire; LA, Los Angeles; N, number of patients.
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difference. In patients with baseline LA classification A, EE
healing rates at week 4 were comparable between 3 groups (X842
50 mg vs X842 100 mg vs lansoprazole5 88.2% [15/17] vs 77.8%
[14/18] vs 76.5% [13/17], P 5 0.898). PP analysis demonstrated
similar results as ITT analysis.

Safety analysis

Among the 90 patients, 97 TEAEs were reported in 53 patients
(Table 3). The percentages of drug-related TEAEs were 19.4%
(6/31, 8 events) in the 50mg X842 group, 34.5% (10/29, 16 events)
in the 100 mg X842 group, and 36.7% (11/30, 15 events) in the
30 mg lansoprazole group. One serious TEAE was reported in the
50mgX842 group, and onewas reported in the 30mg lansoprazole
group; however, none were causally related to the study drug
treatment. No deaths occurred during the entire study. The most
common TEAE in all 3 groups classified by system organ class was

gastrointestinal disorders; the incidence rateswere 19.4% (6/31) for
50 mg X842, 24.1% (7/29) for 100 mg X842, and 20.0% (6/30) for
30 mg lansoprazole. The details of the drug-related TEAEs are
listed inTable S2 (http://links.lww.com/CTG/B277). The incidence
of any TEAEs did not differ among the 50 mg X842 group, the
100 mg X842 group, or the 30 mg lansoprazole group.

DISCUSSION
This work was the first randomized, double‐blind, controlled
phase 2 study that evaluated the efficacy and safety of X842 in EE
patients. It revealed that EE healing rates at 4 weeks were statis-
tically similar between the lansoprazole group (30 mg q.d.) and
both the X842 groups (50 and 100 mg q.d). Patients in the low-
dose X842 group tended to heal faster than patients in the lan-
soprazole group. Similarly, the proportion of patients who ex-
perienced acid regurgitation or heartburn relief during the 2 and
4 weeks of treatment did not significantly differ between the X842
and lansoprazole treatment groups. Our findings suggest that
X842 has potential as a new option for the treatment of EE in the
clinical setting.

Figure 3. EE healing rate during the 4-week treatment period in the X842
50 mg group, the X842 100 mg group, and the lansoprazole group. EE,
erosive esophagitis; ITT, intention-to-treat analysis; PP, per-protocol analysis.

Table 2. Distribution of changes in Gerd-Q score from baseline at week 2 and 4

X842 50 mg group

(N 5 31)

X842 100 mg group

(N 5 29)

Lansoprazole group

(N 5 30) P value

Total Gerd-Q score change

Week 2 after treatment—baseline, mean (SD) 21.6 (2.4) 21.3 (3.4) 21.0 (3.4) 0.7424

Week 4 after treatment—baseline, mean (SD) 20.9 (2.3) 21.2 (3.4) 21.1 (3.0) 0.9468

Positive symptom score change

Week 2 after treatment—baseline, mean (SD) 21.7 (1.9) 21.5 (2.3) 21.4 (1.9) 0.8525

Week 4 after treatment—baseline, mean (SD) 21.5 (2.1) 21.6 (2.1) 22.1 (1.9) 0.4295

Negative symptom score change

Week 2 after treatment—baseline, mean (SD) 0.8 (1.5) 0.7 (1.9) 1.0 (2.3) 0.8206

Week 4 after treatment—baseline, mean (SD) 1.2 (1.8) 0.8 (2.0) 1.7 (1.9) 0.2244

Positive impact score change

Week 2 after treatment—baseline, mean (SD) 20.7 (1.0) 20.4 (0.7) 20.5 (0.9) 0.5109

Week 4 after treatment—baseline, mean (SD) 20.6 (1.1) 20.4 (0.9) 20.7 (1.0) 0.5151

Gerd-Q, gastroesophageal reflux disease questionnaire; N, number of patients.

Figure 4. The percentage of resolution of heartburn during the 2-week and
4-week treatment in the X842 50 mg group, the X842 100 mg group, and
the lansoprazole group.

American College of Gastroenterology Clinical and Translational Gastroenterology

ES
O
P
H
A
G
U
S

Randomized, Comparative Trial of a P-CABs 5

http://links.lww.com/CTG/B277


P-CABs are emerging as novel treatments of acid-related
disorders. Previous studies have shown that P-CAB-based triple
therapy is more effective than PPI-based triple therapy as a first-
line H. pylori eradication treatment (23). Daisuke Asaoka et al
identified the potential of P-CAB as a new therapeutic agent for
GERD (24). Several types of P-CABs have been developed to date.
Revaprazan (YH-1885) was the first P-CAB used in clinical
practice. However, the acid suppression effect of revaprazan was
not superior to that of conventional PPIs. The pH . 4 holding
time of the dose of revaprazan (200 mg) selected for clinical use
was less than 12 hours (25), which was similar or even inferior to
the value reported for conventional PPIs. The second P-CAB in
clinical use is vonoprazan fumarate (TAK-438). Compared with
conventional PPIs, it has become the most widely used P-CAB
due to its rapid onset and longer duration of action, sustained acid
inhibition independent of CYP2C19, and stronger acid in-
hibition. A number of multicenter clinical trials evaluating the
efficacy and safety of vonoprazan in GERD therapy have been
conducted. The endoscopic healing rate of vonoprazan-induced
erosive esophagitis at 8 weeks after the administration of

vonoprazan at a dose of 20 mg once daily was 92.4%–99.0%
(26–28), which was not inferior to that of lansoprazole. Tego-
prazan (CJ-12420) was approved for the treatment of EE by the
Ministry of Food and Drug Safety of South Korea in July 2018. A
randomized, double-blind, placebo-controlled phase I clinical
trial showed that tegoprazan was well tolerated and exhibited
rapid and potent gastric acid suppression (29). Once daily tego-
prazan 50 or 100mg showed noninferior efficacy to esomeprazole
40 mg in healing EE (30). Fexuprazan (DWP-14012) and
keverprazan (KFP-H008) are the latest P-CABs developed and
approved for marketing. One phase III clinical trial of fexuprazan
for treating EE showed a esophageal mucosal healing rate of
99.1% at week 8, and fexuprazan was well tolerated. In addition,
fexuprazan resulted in faster and better resolution of moderate-
to-severe symptoms than esomeprazole (31). Another phase III
multicenter study demonstrated the noninferior efficacy of
keverprazan to lansoprazole in treating EE (32). Our results will
greatly advance the acid inhibition revolution and promote the
commercialization of X842 as a new type of P-CAB in Asia.

Symptom relief is another, perhaps more important, end point
in GERD treatment. A previous randomized controlled trial from
Japan indicated that complete sustained heartburn relief was ach-
ieved sooner with vonoprazan than with lansoprazole (33). In our
study, patients in the 2 X842 groups had earlier resolution of acid
regurgitation and heartburn than those in the lansoprazole group,
although the difference has not yet reached statistical significance.
Currently, the degree of reflux reduction or acid suppression
needed to produce a clinically significant improvement in GERD
symptoms is unclear. The evaluation of treatment response in
patients with GERD warrants more comprehensive symptom as-
sessment than simply quantifying acid regurgitation or heartburn.
Therefore, our study also compared the changes in the Gerd-Q
score after treatment among the 3 groups of patients. Encourag-
ingly, the reduction in the Gerd-Q score was similar across the 3
groups, providing strong evidence for the effectiveness of X842.

The safety of P-CAB is a point of concern in clinical practice.
In this study, all therapies were well tolerated, and the incidences

Figure 5. The percentage of resolution of acid regurgitation during the 2-
week and 4-week treatment in the X842 50 mg group, the X842 100 mg
group, and the lansoprazole group.

Table 3. Summary of treatment-emergent adverse events (TEAEs) (SS)

X842 50 mg group (N5 31) X842 100 mg group (N 5 29) Lansoprazole group (N 5 30)

P value

Time of

cases

Number of

cases

Incidence

rate (%)

Time of

cases

Number of

cases

Incidence

rate (%)

Time of

cases

Number of

cases

Incidence

rate (%)

TEAEs 28 16 51.6 34 18 62.1 35 19 63.3 0.6171

Drug-related TEAEs 8 6 19.4 16 10 34.5 15 11 36.7 0.2640

Severe TEAEs 1 1 3.2 0 0 0.0 1 1 3.3 1.0000

Drug-related severe

TEAEs

0 0 0.0 0 0 0.0 0 0 0.0 1.0000

Serious TEAEs 0 0 0.0 1 1 3.5 1 1 3.3 0.5433

Drug-related serious

TEAEs

0 0 0.0 1 1 3.5 1 1 3.3 0.5433

TEAEs leading to exit 0 0 0.0 1 1 3.5 0 0 0.0 0.3222

Drug-related TEAEs

leading to exit

0 0 0.0 1 1 3.5 0 0 0.0 0.3222

TEAEs leading to death 0 0 0.0 0 0 0.0 0 0 0.0 1.0000

N, number of patients; SS, safe analysis set; TEAEs, treatment-emergent adverse events.
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of drug-related TEAEs were similar between the X842 group
(both doses) and the lansoprazole group. No serious drug-related
adverse events occurred in the 2 X842 groups. Similar to
SCH28080, the ancestor of P-CABs in the early 1980s (34), X842
still has the classical imidazopyridine structure, which can be
combined with the E2 or E2-P structure of the proton-pump and
can exert acid inhibition without activation of the proton pump.
X842 can be quickly metabolized into the active metabolite
linaprazan (AZD0865) in vivo without obvious hepatotoxicity.
Furthermore, a number of previous studies have reported that
P-CABs inevitably induce hypergastrinemia in patients treated
with vonoprazan (27,35) due to its sulfopyrrole structure, which
has a high pKa. Careful monitoring for endocrine cell hyperplasia
and potential development of endocrine cell tumors may be
necessary when continuous use of vonoprazan is needed. Re-
assuringly, patients receiving X842 not only exhibited ideal acid
suppression but also did not exhibit extreme increases in serum
gastrin levels in our study. Indeed, patients in the X842 low-dose
group all had serum gastrin levels within the normal range.

Our study was subject to several limitations. First, the study
was conducted only at Chinese institutions, and the number of
patients was small. A larger-scale, multinational confirmatory
trial will be needed to generalize the findings to a broader spec-
trum of populations, and increasing the sample size might be
powered to obtain a significant difference. Second, the number of
patients with high-grade esophagitis was relatively small in this
study. Although the reflux burden is relatively low in Asian
countries, with high-grade esophagitis accounting for 1%–13% of
esophagitis (36–38), the therapeutic efficacy of X842 in high-
grade esophagitis deserves to be continued to be explored in
subsequent trials, which have great clinical significance. Third,H.
pylori status was not evaluated in this study, whichmight have an
impact on the EE grade and the state of esophageal mucosal
healing. In addition, only short‐term effects were evaluated, and
EE patients did not receive maintenance treatment in this study.
The efficacy and safety of X842, in the long run, need to be
clarified. Despite these limitations, the results of this study could
facilitate the clinical application of P-CABs and expand the choice
of clinical acid-suppressing drugs, as well as provide a basis for the
clinical use and dosage selection of X842.

In summary, this comparative study demonstrated that X842
had efficacy and a favorable safety profile similar to those of
lansoprazole. Therefore, X842, a novel P-CAB, is expected to
become a promising therapeutic agent for EE. The encouraging
results provided in this study support further investigation of the
full therapeutic potential of X842 in patients with GERD. X842 is
highly likely to become an important drug for the treatment of
GERD in the future and is even expected to have a potential role as
a first-line therapy.
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Study Highlights

WHAT IS KNOWN

3 Gastric acid inhibition is pivotal for the successful treatment of
erosive esophagitis.

3 Both potassium-competitive acid blockers and proton-pump
inhibitors have potent acid inhibition effects.

WHAT IS NEW HERE

3 X842 (a novel potassium-competitive acid blockers) was
noninferior to lansoprazole for erosive esophagitis healing
with a good safety profile.

3 There was no statistically significant difference in the efficacy
of X842 50 mg once daily dose and X842 100 mg once daily
dose in erosive esophagitis.
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