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Aim: to present modern data on the efficacy and safety of using potassium-competitive acid blockers (P-CAB) using
tegoprazan as an example in patients with gastroesophageal reflux disease.

Key points. Potassium-competitive blockers of hydrochloric acid secretion, according to clinical studies, have
demonstrated high clinical efficacy and safety in patients with gastroesophageal reflux disease. The advantages
of this class of drugs include a faster and longer-lasting antisecretory effect, which does not depend on food intake,
as well as the absence of the influence of genetic polymorphisms of the CYP2C19 isoenzyme on pharmacokinetics
and the risk of drug interactions. In patients with nocturnal heartburn, the potassium-competitive acid blocker te-
goprazan may be the drug of choice to achieve a faster and longer-lasting clinical effect and improve sleep quality.
Tegoprazan is effective against nocturnal acid breakthroughs. In several studies, tegoprazan was superior to pla-
cebo and proton pump inhibitors (PPIs) in eliminating major symptoms in patients with nonerosive reflux disease
and to PPIs in treating erosive esophagitis. P-CABs are considered the drugs of choice in the treatment of gastro-
esophageal reflux disease refractory to PPIs.

Conclusion. Further studies are needed, including in the Russian Federation, to confirm the high efficacy and safety
of tegoprazan.
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Kanui-KoHKYpeHTHble 6J10KaTopPbl KNCJIOTHOWM NPOAYKLUUU: HOBble BO3MOXXHOCTU

aHTUCeKpeTopHOoI Tepanuu racTpoa3odareasnbHon pedOKCHOW 6one3Hn

A.C. TpyxmaHos, [.E. PymsaHueBa*
®rA0Y BO «[lepsbiti MockoBCkuii rocynapCTBEHHbI MEANLMHCKUE yHuBepcuTteT um. U.M. CeveHoBa» MuHucTepcTaa
3apaBooxpaHeHus: Pocecurickon deaepaumnm (CedyeHoBCckuii YHnBepcuteT), MockBa, Poccuiickass Penepaumsi

Llenb 0630pa: NpeacTaBTb COBPEMEHHbIE AaHHble 06 3hdPEKTUBHOCTN U 6E30MAaCHOCTM MPUMEHEHNUS KaNININ-KOHKY-
PEHTHbIX 6/10KaTOPOB KMCNOTHOM Npoaykumn (K-KBK) Ha npuMepe TeronpasaHa y nauueHToB ¢ racTpod3odareanbHon
pedpOKCHOM 60NE3HbIO.

OCHOBHbIE NoNIoXXeHUs. Kannin-KoHKYpeHTHbIE B/10KaTOPbl CEKPELLMM COJIIHOM KUCOTbI MO AaHHbLIM NPOBEAEHHbIX KN~
HNYECKMX UCCNneaoBaHmii MPOAEMOHCTPUPOBAIN BbICOKYIO KITMHUYECKYO 3 DEKTUBHOCTbL 1 6E30MacHOCTb Y MaUMeHTOB
C racTpoazodareanbHoli pedntokCHOM 6one3Hbio. MNpenmMyliiecTBaMn JaHHOMO Kiacca npenaparToB ciyxat 6onee Obl-
CTPbIA U NPOLOIKUTENBHBIN aHTUCEKPETOPHLIN 3P DEKT, KOTOPLIM HE 3aBMCUT OT NpUemMa NuLLM, a Takke OTCYTCTBUE
BJIUSIHUSI FTEHETUYECKMX MonnMopduramoB nsodpepmeHta CYP2C 19 Ha hapMakoKMHETUKY U PUCKA MEXITEKAPCTBEHHbIX
B3aMMOOENCTBUIA. Y NaumMeHTOB C HOYHOM mnaxoron npeacrasmtens K-KBK TeronpasaH MoxeT 6biTb NpenapaTom Bbl-
6opa ans 4oCcTMXeHUs 6onee BGbICTPOro U NPOAOCIKUTENBHOIO KIIMHMYECKOro addeKkTa 1 yyyLLeHNs KayecTBa cHa. Te-
ronpasaH ap@PEKTUBEH B OTHOLLEHNN HOYHbLIX KMCIOTHBIX MPOPbLIBOB. B psiae nccnenoBaHuia Teronpas3aH NpeBOCXoans
nnauebo 1 MHrMbUTOPLI MPOTOHHOM Nomnbl (UMMIM) B OTHOLLEHMN YCTPaHEHWUSI OCHOBHbIX CUMMTOMOB Y 60JIbHbIX HE3PO-
3nBHOM pedntokcHo 6onesHbto 1 UMMM npu neveHnn apo3meHoro asodparuta. K-KBK paccmartpmBaioTcs kak npenapartsl
BbIOOpA Npu neveHnn ractpoasodareanbHo pediokCHoM 6onesHn, pedpakrepHoi kK UMMT.

3aknueHne. HeobxoamMmo npoBeaeHne aanbHENLLINX CccneaoBaHuii, B TOM Yucne B Poccuiickon depepaupn, noa-
TBEPXOAIOLLMX BbICOKYIO 3PPEKTUBHOCTL 1 6€30MacHOCTb TeronpasaHa.
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KniouyeBbie cnoBa: Kanumin-KOHKYPEHTHbIE 610KaTOPbl KMCAOTHOM MPOAYKUMW, TeronpasaH, ractpoasodareanbHas
pedntokcHasa 601e3Hb, 3PO3UBHbIN 330harnT, HOYHAsA n3xora
KOoH®NUKT nHTEepecoB: aBTOPLI 3as9BNAIOT 00 OTCYTCTBUM KOHPIMKTA UHTEPECOB.

Ana yutupoBanusa: TpyxmaHoB A.C., PymsaHuesa [1.E. Kanuin-koHkypeHTHble 610KaToOpbl KUCNOTHOM NPOAYKLIMN: HOBbIE BO3MOX-
HOCTM aHTUCEKPETOPHOM Tepanuun ractpoasodareansHon pediloKCHON 601e3HN. POCCUIACKUIA XYpPHaNn raCTpo3HTEPONOriun, re-
natonoruu, kononpokrtonorun. 2025;35(4):18-26. https://doi.org/10.22416/1382-4376-2025-35-4-18-26

Gastroesophageal reflux disease (GERD) re-
mains one of the most common gastrointesti-
nal (GI) diseases worldwide. According to a
meta-analysis based on data from 102 studies
conducted in 2020, global prevalence of GERD
was 13.98 % (95% confidence interval (95% CI):
12.47—15.56) [1]. In the Russian Federation,
GERD frequency is steadily increasing, and ac-
cording to the latest multicenter study, it reaches
34.2 % among the subjects presenting at outpa-
tient clinics [2].

The relevance of GERD problem is related
not only to its high prevalence, but also to com-
plications such as esophageal strictures, haemor-
rhages, Barrett’s esophagus (BE), which is a risk
factor for esophageal adenocarcinoma (EAC) [3,
4]. According to histopathology data, Barrett’s
esophagus is revealed in 7.2 % patients with
GERD (95% CI: 5.4-9.3) [5]. Not associated
with epithelial dysplasia it increases the risk of
esophageal adenocarcinoma to 0.2—0.5 % [6]. In
patients with Barrett’s esophagus, the presence
of low- and high-grade dysplasia increases the an-
nual risk to 0.7 and 7 %, respectively. The high
prevalence of GERD and obesity are among the
reasons for rapid increase of esophageal adeno-
carcinoma incidence. An analysis of state medical
statistics showed that over 10 years, from 2010 to
2020, the increase in the incidence of esophageal
adenocarcinoma was 10.18 % [7].

Besides severe complications, GERD symp-
toms have a negative impact on the quality of
life of patients, reduce working performance, re-
quire long-term and sometimes lifelong drug ad-
ministration, as well as surgical treatment, which
results in significant social and economic impact.

Studies of the pharmacoeconomic aspects asso-
ciated with GERD demonstrate both high total
direct (appointments, cost of medications, tests,
and hospitalization) and indirect costs (number
of days with total and partial loss of working
productivity). According to reports, the total
losses from GERD are estimated at 1.446 bil-
lion rubles per year [8]. Losses from complicated
GERD, considering the costs of treatment and
temporary disability, are estimated at 674.6 mil-
lion rubles per year.

Nocturnal heartburn has negative impact on
the quality of life of patients, resulting in sleep
disorders with subsequent decrease in daytime ac-
tivity and working productivity [9].

Thus, the main goals in the treatment of pa-
tients with GERD include alleviation of disease
symptoms, healing of erosive esophagitis, preven-
tion of relapses and complications, and improved
quality of life of patients.

Challenges and prospects
of gastroesophageal reflux disease treatment

Today, proton pump inhibitors (PPIs) are
considered as first-line agents in the treatment
of acid-related disorders. Despite significant suc-
cess in using PPIs in patients with GERD, there
are still several unresolved issues remain [10].
Firstly, they include refractory disease course
(no response to a standard PPI dose administered
once daily for 8 weeks) [11]. According to the
literature, a complete or partial lack of response
to antisecretory therapy is observed in 40—50 %
of patients [12, 13]. Despite PPI treatment, 38 %
of patients still have residual GERD manifes-
tations, and 47 % require the addition of other
medications to their therapy to reduce or relieve
symptoms.

The main causes of refractory GERD may be
classified into three groups: patient-related, ther-
apy-related, and not related to GERD [11]. The
first group includes poor treatment adherence,
failure to comply with the time and frequency of
drug administration, genetically determined poly-
morphism of cytochrome P450 isoforms CYP2C19
and CYP3A4, the patient’s cytokine profile, obe-
sity, refluxate character (presence of weakly acid-
ic and weakly alkaline refluxes), impaired upper
gastrointestinal tract motility, and the esophagus
microbiota. The second group includes nocturnal
acid breakthroughs, postprandial acid pocket.
The reasons for persistent symptoms despite the
antisecretory therapy may include other diseases
with similar clinical symptoms (achalasia of car-
dia, eosinophilic esophagitis, Zollinger — Ellison
syndrome, radiation, drug-induced or infectious
esophagitis, esophageal adenocarcinoma, rumina-
tion syndrome, etc.).
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Low patient compliance possesses significant
problems for physicians of all specialties and an
important reason for the treatment failure. It is
known that pharmacokinetics of some PPIs de-
pends on the mealtime and the optimal time for
drug administration is 30—60 min before meals.
This is necessary to achieve the highest PPI
blood levels during the period of maximum pro-
ton pump stimulation associated with food intake.
However, previous studies have shown that 36 %
of physicians do not instruct their patients about
the time of PPI administration or provide incor-
rect instructions [14]. Only half of the patients
do not violate the treatment regimen for drugs of
this group, among others 39 % take PPIs more
than 60 min before meals, 30 % — after meals,
28 % — before bedtime, 4 % — as needed [15].

Therapy-related challenges also arise when
treating patients with non-erosive GERD, with
nocturnal heartburn, severe erosive esophagitis.

Erosive esophagitis is observed in 25—50 % of
patients with GERD and may increase the risk
of complications such as esophageal stricture and
Barrett’s esophagus [16]. Even though PPIs are
the drugs of choice for treatment of all GERD
forms, approximately 10—30 % patients with
Grade C/D (according to the Los Angeles clas-
sification) esophagitis fail to achieve endoscop-
ic remission within 8 weeks of therapy [17, 18].
In another study, this value is even higher and
amounts to approximately 40 % of patients with
severe esophagitis treated for 1.1 years [19].

Previously, a positive correlation was demon-
strated between the erosive esophagitis healing
rate and the proportion of time with intragas-
tric pH > 4.0 [20]. Thus, drugs with the most
pronounced and long-lasting antisecretory effect
should be preferred for treating patients with se-
vere erosive esophagitis.

70 % of patients taking PPIs experience noc-
turnal acid breakthrough (NAB) (gastric pH de-
crease below 4, lasting more than 1 hour) [21].
In some cases, it is accompanied by acidic gastro-
esophageal refluxes. This phenomenon may lead
to nocturnal heartburn, extraesophageal mani-
festations of GERD during sleep, and presents
as an aggravating factor in erosive esophagitis
and Barrett’s esophagus. Of note, occurrence of
a nocturnal acid breakthrough does not depend
on the type of PPI taken by the patient. Not all
H*/K*-ATPases are active in all patients at
the time of PPI administration, and these med-
ications do not act on the inactivated H*/K*-
ATPases, which may explain occurrence of a noc-
turnal acid breakthrough.

Acid-suppressive therapy is still develop-
ing and currently a new promising class of an-
tisecretory drugs, potassium-competitive acid
blockers (P-CABs), undergoes extensive studies.
Tegoprazan (CJ-12420) is one of the P-CABs rep-
resentatives.

Mechanism of action
of potassium-competitive acid blockers

Tegoprazan is a highly selective gastric pro-
ton pump inhibitor, and unlike PPIs, it competi-
tively and reversibly interacts with the ionic K*-
binding domain of H*/K*-ATPase. One of the
advantages of P-CABs as a new class of acid-sup-
pressive drugs is the lack of need for activation in
acidic environment and stability in parietal cell
tubules. This results in faster effect and a pro-
nounced inhibition of hydrochloric acid secretion.
P-CAB binds to the active and inactive forms of
H*/K*-ATPase, which results in longer duration
of action [22].

Studies of tegoprazan pharmacokinetics and
antisecretory activity have shown a dose-depen-
dent antisecretory effect. At single oral adminis-
tration, rapid drug absorption was observed, and
the time to maximum blood concentration (t )
was on average 1 h (0.5 to 1.5 h) [22, 23].

Dose-dependent antisecretory activity and
rapid onset of action were demonstrated by
N. Takahashi et al. [24]. Tegoprazan oral ad-
ministration to dogs at the dose of 1.0 mg kg
resulted in complete inhibition of histamine-in-
duced gastric secretion of hydrochloric acid after
60 min. After tegoprazan administration at the
dose of 1 mg/kg, percentage of time with gastric
pH > 4 was 54 %, and after administration at the
dose of 3 mg/kg it was 89 %.

Tegoprazan has effect on gastric motility, as
was demonstrated by the authors of this work,
which is a matter of interest and requires further
studies. Tegoprazan oral administration at the
dose of 3 mg/kg to a dog resulted in resumption
of the migrating motor complex phase III after
its inhibition with pentagastrin [24].

An important characteristic of the new mole-
cule is the independence of its pharmacokinetics
from food intake. After administration of single
dose 200 mg tegoprazan after meal or at fasting,
median gastric pH was 5.71 and 5.41, respective-
ly, according to 24-hour pH-metry [25]. The time
share with gastric pH > 4 was also comparable
(85.7 % and 74.4 %, respectively).

The area under the ‘concentration — time’
curve from the time 0 to the last measurable plas-
ma concentration at the time point t (AUC )
and t1/2 of the compounds were comparable,
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although plasma C_  of tegoprazan and its me-
tabolite M1 were decreased by 47 % after meal,
compared to 43 % at fasting. Thus, no clinically
relevant effect of food intake on the drug absorp-
tion was observed.

Another advantage of P-CABs is absence of
CYP2C19 phenotype effect (“fast”, “intermedi-
ate”, “slow” metabolizers) on tegoprazan phar-
macokinetics and clinical efficacy [26]. A ran-
domized clinical trial by E. Yang et al. has shown
a rapid increase in intragastric pH > 4 based on
daily pH-metry after administration 50 mg tego-
prazan at bedtime, compared to PPI and vono-
prazan. Percentage of time with pH > 4 after
tegoprazan administration was significantly
higher, 66 %, compared to 36.1 % for PPI and
60.5 % for vonoprazan. This study has demon-
strated not only a more pronounced nocturnal
acid breakthrough inhibition by P-CAB com-
pared to PPI, but also the absence of CYP2C19
phenotype effect on the duration and level of
acid suppression [26].

To date, data on anti-inflammatory properties
of tegoprazan have been obtained. In vitro use
of tegoprazan 100 pg/mL resulted in decreased
proinflammatory cytokines (interleukin-1 (IL-1),
IL-6, tumor necrosis factor alpha (TNF-a)) ex-
pression and increased anti-inflammatory cyto-
kine (IL-4, IL-10, transforming growth factor p
(TGF-B)) gene expression [27]. Decreased ni-
tric oxide production by cells and stimulation of
macrophage differentiation to the M2 phenotype,
which contribute to the production of anti-in-
flammatory cytokines, tissue remodeling and re-
pair, were also observed.

Tegoprazan anti-inflammatory effects in pa-
tients with GERD were confirmed in a study
by S.Y. Kim et al [28]. Tegoprazan 30 pmol /L
significantly inhibited the expression of proin-
flammatory cytokines (IL-6, IL-8, IL-1b, TNF-a)
in normal esophageal epithelial cells (Het-1A)
treated with hydrochloric acid.

Tegoprazan safety profile, including hepato-
toxicity (liver toxic injury, hepatitis, hepatic
failure, liver transplantation and other hepatic
diseases), was studied in a large retrospective
population-based cohort study including 50 mil-
lion subjects in South Korea [29]. Tegoprazan
use was not associated with a higher risk of hepa-
totoxicity compared to six PPIs (dexlansoprazole,
esomeprazole, lansoprazole, omeprazole, panto-
prazole, and rabeprazole) (risk ratios (RRs): 0.70
(95% CI: 0.69-0.72), 0.81 (0.79—0.83), 0.61
(0.59-0.63), 1.17 (1.13—1.20), 0.61 (0.59—0.62),
and 0.73 (0.71—0.75), respectively). Hazard ratio

(HR) for tegoprazan compared to six available
PPIs was 0.73 (95% CI: 0.72—0.75). Moreover,
it was noted that tegoprazan treatment reduced
the risk of hepatotoxicity by approximately 27 %
compared to PPIs.

Evidence base for tegoprazan efficacy
in gastroesophageal reflux disease

Tegoprazan demonstrated high clinical effi-
cacy in patients with nocturnal heartburn. In
a double-blind randomized study conducted by
J.S. Kim et al., the proportion of heartburn-free
nights over 14 days of treatment with a standard
dose of PPI and 50 mg of tegoprazan was 43.1
and 57.8 %, respectively [30]. Decreased pro-
portion of patients with sleep disorders due to
GERD-related symptoms was also observed with
both PPIs and P-CABs. However, time to the
first reported elimination of nocturnal heartburn
with tegoprazan was 1.5 days, and with PPI it
was 3 days. Thus, considering the comparable
safety profile of PPIs and P-CABs, in patients
with nocturnal heartburn, tegoprazan may be the
treatment of choice for achieving a faster and
long-lasting clinical effect and improving sleep
quality.

S. Han et al. have studied tegoprazan efficacy
for nocturnal acid breakthrough [23]. At tego-
prazan 50 to 200 mg administration in the eve-
ning, mean intragastric pH of > 4 was achieved
within two hours, while in subjects taking PPIs,
a similar effect was achieved within 7 hours. In
this study, a dose-dependent increase in the time
with gastric pH > 4 was also observed: 58.55 %
with tegoprazan 50 mg, 70.07 % with 100 mg,
and 81.73 % with 200 mg. Thus, tegoprazan has
demonstrated a rapid acid-suppressing effect, to-
gether with the long-term maintenance of gastric
pH > 4 for the first 12 hours after drug admin-
istration.

In another study conducted by E. Yang et al.,
a single 50 mg dose of tegoprazan at bedtime
resulted in rapid and pronounced inhibition of
hydrochloric acid secretion [26]. Percentage of
time with gastric pH > 4 during the night, mea-
sured by daily pH-metry, was 66 %, compared to
36.1 % for PPIs. Mean intragastric pH level in
subjects treated with P-CABs was 4.6 + 0.7 for
the entire time of night measurement.

Tegoprazan clinical efficacy and safety in pa-
tients with non-erosive reflux disease was evalu-
ated in a prospective, randomized, double-blind,
placebo-controlled study by S.H. Kim et al. [31].
324 patients with non-erosive GERD were allo-
cated into three groups: Group 1 received tego-
prazan 50 mg, Group 2 — tegoprazan 100 mg
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and Group 3 — placebo, during one month. The
symptoms (frequency and severity of heartburn,
belching, dyspeptic complaints) were evaluated
using the Reflux Disease Questionnaire (RDQ)
before treatment and after 2, 4 and 6 weeks of
therapy. In the fourth week, complete elimina-
tion of symptoms was observed in 42.5 % of pa-
tients treated with tegoprazan 50 mg, in 48.9 %
treated with tegoprazan 100 mg, and in 24.2 % of
patients received placebo (p = 0.0058, p = 0.0004,
respectively, compared to placebo). Thus, this
P-CAB was significantly superior to placebo in
eliminating the major symptoms in patients with
non-erosive GERD.

In 2024, a meta-analysis of 12 RCTs evaluating
the P-CABs and PPIs efficacy and safety in the
treatment of acid-related disorders was published
[32]. In patients with erosive esophagitis, erosion
healing rates associated with use of tegoprazan 50
and 100 mg/day were 72.1 and 58.3 %, respec-
tively, compared to 40.7 and 28.9 % with fex-
uprazan 40 mg/day or esomeprazole 40 mg/day,
respectively.

S. Seo et al. compared the efficacy of P-CAB
with PPI in various GERD phenotypes [33]. The
authors have noted that in patients with erosive
esophagitis, especially severe, the use of P-CABs
resulted in a faster therapeutic effect during
initial and maintenance therapy. This group of
medicines may be considered as an effective al-
ternative to PPIs in the treatment of non-erosive
GERD and PPI-resistant GERD.

A systematic review and meta-analysis of
4 RCTs (n = 1834) by Q. Zhuang et al. have
shown that maintenance P-CAB therapy in pa-
tients with severe erosive esophagitis (Grades C
and D according to the Los Angeles classifica-
tion) was more effective compared to other an-
tisecretory agents [34].

A systematic review and meta-analysis
of 14 RCTs (4868 patients) have shown that
P-CABs was not inferior to PPIs [35]. Odds ratio
(OR) for erosive esophagitis healing frequency at
weeks 2, 4, and 8 with P-CAB compared to PPI/
placebo was 2.10 (95% CI: 1.53—2.88), 1.09 (1.05—
1.14), 1.03 (1.00—1.06), and 1.03 (0.99—1.06), re-
spectively. Of note, overall odds ratio (OR) for ad-
verse events at P-CAB treatment compared to PPI/
placebo was 1.08 (95% CI: 0.88—1.12). The results
of this meta-analysis demonstrate high efficacy of
P-CAB, comparable to that of PPI, together with
similar safety profile.

In a multicenter, randomized, double-blind,
comparative study, K.J. Lee et al. studied tego-
prazan and esomeprazole efficacy and safety in

patients with erosive esophagitis [36]. 300 pa-
tients (181 men, 119 women, aged 20—75 years)
with endoscopically confirmed erosive esophagitis
Grades A—D according to the Los Angeles classi-
fication were divided into three groups: Group 1
received tegoprazan 50 mg/day, Group 2 — te-
goprazan 100 mg/day, and Group 3 — esome-
prazole 40 mg/day. The primary endpoint of
the study was the proportion of patients with
esophagus erosions healing after 8 weeks of ther-
apy. The cumulative rate of esophagitis healing
was 98.9 %, 98.9 % and 98.9 % for tegoprazan
50 mg/day, 100 mg/day, and esomeprazole
40 mg/day, respectively. The authors have re-
ported comparable efficacy, together with safety
and good tolerability, for all three regimens.

Another multicenter, randomized, double-blind,
parallel, controlled phase III study was conduct-
ed to evaluate tegoprazan efficacy in patients
with erosive esophagitis [37]. 248 patients were
divided into two groups: tegoprazan 50 mg/day
group and esomeprazole 40 mg/day group. After
4 weeks of therapy, the frequency of esophagi-
tis healing based on endoscopy data, changes
in Reflux Disease Questionnaire (RDQ) and
GERD-HROQL scores, and symptom improvement
were assessed. The cumulative index of erosion
epithelialization after two months from treatment
initiation was also compared. According to RDQ,
both groups have shown a comparable decrease
in the disease symptoms intensity and frequency,
and a comparable improvement in quality of life
of patients (according to GERD-HRQL). The
frequency of adverse events associated with PPIs
and P-CAB was also similar, which further em-
phasizes similar safety and good tolerability of
these drug groups. The cumulative erosion heal-
ing index according to endoscopic examination
after 8 weeks of treatment was 91.1 and 92.8 %
in the tegoprazan and esomeprazole groups, re-
spectively. This study further confirms non-infe-
riority of tegoprazan compared to esomeprazole
in terms of efficacy and safety in treatment of
patients with erosive esophagitis.

In a double-blind, multicenter, phase III trial
Y.K. Cho et al. studied the efficacy of mainte-
nance therapy with tegoprazan in patients with
endoscopically confirmed healed erosive esoph-
agitis [38]. All patients were divided into two
groups: Group 1 received tegoprazan 25 mg,
Group 2 — lansoprazole 15 mg/day for 6 months.
The study purposes included assessment of endo-
scopic remission frequency after 12 and 24 weeks,
evaluation of adverse events, clinical laboratory
investigations, and gastrin and pepsinogen 1/1I
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serum levels. At tegoprazan treatment, endo-
scopic remission frequency after 6 months was
90.6 %, which was comparable to lansoprazole
(89.5 %), regardless of the erosive esophagitis
grade (p = 0.47). Baseline serum gastrin level in
patients from tegoprazan group before the main-
tenance therapy initiation was 91.27 pg/mL, in
lansoprazole group — 102.20 pg/mL. After 4, 8
and 24 weeks, gastrin and pepsinogen 1/11 levels
were lower compared to baseline levels in the
tegoprazan group.

Another multicenter, randomized, double-
blind comparative study enrolling 218 pa-
tients with endoscopically confirmed erosive
esophagitis (Grades A—D according to the
Los Angeles classification) has shown the advan-
tages of tegoprazan [39]. One group of study sub-
jects received tegoprazan 50 mg/day, the other —
lansoprazole 30 mg. CYP2C19 genotypes of the
respondents were studied, drug tolerability was
assessed, and the safety profile of the drug prod-
ucts was compared. After 14 days of therapy, the
cumulative rate of the esophagus erosions heal-
ing was 88.4 % (91,/103) and 82.6 % (90,/109)
(95% CI: 5.78 [-3.66—15.22], p = 0.0005) in the
first and second groups, respectively. By week
4, the proportion of patients with healed erosive
esophagitis according to esophagogastroduodenos-
copy in tegoprazan group was 95.2 % (98,/103),
and in lansoprazole group — 86.2 % (94,/109)
(95% CI: 8.91 [1.22—16.39], p < 0.0001). The
authors have shown tegoprazan superiority in re-
lation to esophagus erosion healing, regardless of
CYP2C19 genetic polymorphism. A significant
relief of disease symptoms was also observed. The
major GERD symptom, heartburn, was evaluated
daily for two weeks. No statistically significant
difference was reported between the tegoprazan
and lansoprazole groups regarding proportion of
patients without heartburn and proportion of
days without heartburn. Comparable clinical ef-
ficacy and tolerability of the drug products stud-
ied have been shown.

A meta-analysis of 34 studies (25,054 patients)
was conducted by Y. Liu et al. to compare the
efficacy of various PPIs, P-CABs, and placebo
in terms of the erosive esophagitis healing [40].
Among all patients included in the analysis, se-
vere erosive esophagitis was observed in approx-
imately 10 % cases. It was shown that the use of
most P-CABs resulted in higher esophagus ero-
sion healing rate compared to PPIs, especially
in patients with severe erosive esophagitis. The
rate of erosions healing with tegoprazan 50 or
100 mg/day was higher compared to that with

PPI (ilaprazole, esomeprazole, pantoprazole, lan-
soprazole, omeprazole, rabeprazole) in standard
or double doses, both at weeks 4 and 8. It should
be noted that for most treatment regimens, the
cumulative rate of erosion healing after 8 weeks
of therapy was significantly higher than the rate
after 4 weeks.

Position of tegoprazan in modern
clinical guidelines for GERD
diagnostics and treatment

In the guidelines for GERD diagnostics
and treatment of Russian Gastroenterological
Association (2024), P-CABs are considered as
promising antisecretory agents for the treatment
of acid-related disorders in the future [4].

In the GERD guidelines of Japanese Society
of Gastroenterology (2021), the use of P-CABs
(vonoprazan) is recommended as initial/main-
tenance therapy in severe reflux esophagitis
[41], and in mild reflux esophagitis use PPIs or
P-CABs is proposed.

In the Seoul Consensus on the GERD diag-
nostics and treatment (2021), P-CABs have been
recommended as initial treatment for GERD and
erosive esophagitis [42]. It has been emphasized
that this drug class is not inferior to PPIs in
terms of efficacy.

The guidelines on GERD management of the
Asia-Pacific Consensus (2021) also outline the
advantages of using P-CABs in GERD, especially
in severe erosive esophagitis [43].

Conclusion

Tegoprazan belongs to a new class of potas-
sium-competitive blockers of hydrochloric acid
secretion, and according to clinical study data,
it possesses several advantages in the treatment
of acid-related disorders. P-CABs are not prod-
rugs, which results in faster and longer-lasting
antisecretory effect that does not depend on food
intake. Tegoprazan mechanism of action is not af-
fected by CYP2C19 genetic polymorphisms, and
there is no risk of drug interactions. These factors
determine the advantage of P-CABs in patients
with nocturnal heartburn, nocturnal acid break-
throughs, non-erosive GERD, erosive esophagitis.

The results of previous studies demonstrate
high potential of this class of drugs in the treat-
ment of acid-related disorders. However, further
studies to confirm long-term efficacy and safety
data are required, including that in the Russian
Federation.
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