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ABSTRACT BODY:
Abstract Body : Background:
Linaprazan glurate (LG) is a 2nd generation P-CAB, a prodrug to linaprazan, with promising clinical efficacy in
erosive esophagitis (1). The acid control properties of LG were assessed by the holding time ratio (HTR), i.e.,
percentage of time with intragastric pH>4, during Day 1 and 14 of LG administered once daily (QD) or twice
daily (BID) at 3 dose levels. Pharmacokinetic (PK) profiles for LG and Linaprazan were determined, with PK
parameters area under the plasma concentration time profile (AUC) and peak plasma concentration (Cmax)
derived.
Methods:
73 healthy subjects were randomized into six dosing groups and received IMP; 67 subjects completed the
study and had at least one evaluable pH measurement (Table 1). Intragastric pH was measured during 24
hours on Day 1 and Day 14, using a pH measuring electrode inserted via nasogastric route. Intragastric pH
was measured every second. pH>4 HTR is presented as the mean of the 10 min median per dose group and
day. Blood sampling for PK parameters was also collected.
Results:
A rapid onset of intragastric acid control was achieved after the first dosing of LG, irrespective of dose level,
with a clear dose response as seen in Figure 1. HTRs presented in Table 1 also show a dose response with
pH>4 HTR similar at Day 1 and Day 14. Already on Day 1, pH>4 HTR reaches approximately 90% in the two
highest dosing groups (50 mg and 75 mg BID) with slight differences in acid control seen in steady state.
Linaprazan AUC and Cmax were comparable on Day 1 and Day 14. LG's AUC and Cmax were approximately
10-fold lower than linaprazan's.
A post-hoc analysis of pH>4 HTR excluding the initial 90 min after first dosing (pH>4 HTR 1.5-24h) showed
close resemblance to the Day 14 pH>4 HTR in all dosing cohorts, suggesting near steady state pH-control
already 1.5 hours after first dosing. pH>4 HTR 1.5-24h above 90% was observed not only in the 75 mg BID
group but also in the 50 mg BID group. Comparing 50 mg QD and 25 mg BID, a more sustained pH>4 HTR
was seen with BID dosing, indicating a better pharmacodynamic yield when dividing the dose. One SAE
occurred in the study, a concussion before the first dose of IMP. There was no dose-related increase in AEs or
other findings as assessed by physical examinations, vital signs, ECG, and laboratory parameters.
Conclusion:
A rapid onset of pH>4 HTR was seen with LG with a clear dose response. The two highest dosing groups
achieved above 90% pH>4 HTR excluding the initial 90 min after first dose. Repeated oral doses of LG 25, 50,
and 75 mg QD and BID for 14 days were safe and well tolerated.

Reference:
Linaprazan glurate is highly effective in treating moderate to severe erosive esophagitis: a double-blind,
randomized, dose finding study, Sharma, P et al. Gastroenterology, Volume 164, Issue 6, S-203 - S-204
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Table 1: Descriptive statistics of percentage of time within intragastric pH categories- based on
10-minute medians of pH.

Figure 1: Line plot of mean intragastric pH by treatment in Day 1, A) QD doses, B) BID doses
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