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INTRODUCTION

Hepatorenal syndrome-acute kidney injury (HRS-AKI) is a potentially reversible, life-threatening deterioration in kidney function
occurring in patients with advanced liver cirrhosis and ascites’

— Ascites is a key feature of HRS-AKI?

Per guidelines from the American Association for the Study of Liver Diseases (AASLD), ascites, in patients with cirrhosis, can be graded
for severity (from grade 1 to 3) according to the amount of fluid accumulated in the abdominal cavity®

Patients with HRS-AKI may present in different weight categories ranging from underweight to obese owing to the severity of ascites?

RESULTS

» Baseline patient demographic and clinical characteristics in the pooled intent-to-treat study population (N = 496;
terlipressin, n = 296; placebo, n = 200) were consistent with the presence of advanced cirrhosis and HRS-AKI (Table 2)

Table 2. Demographic and baseline characteristics, pooled CONFIRM and REVERSE ITT population

Parameter

Terlipressin

(n = 296)

Placebo
(n =200)

 In the terlipressin group, out of the 291 patients with a recorded ascites grade, 79/291 had ascites grade 1, 112/291 had
ascites grade 2, and 100/291 had ascites grade 3, respectively

 In the placebo group, out of the 192 patients with a recorded ascites grade, 41/192 had ascites grade 1, 62/192 had
ascites grade 2, and 89/192 had ascites grade 3, respectively

« Among patients evaluable for BMI (n = 463), HRS reversal was significantly higher among patients in the terlipressin group
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* Among patients evaluable for cBMI (n = 451), HRS reversal was significantly higher in the terlipressin group
versus the placebo group in all 3 cBMI categories (ie, > 30 kg/m? [30% vs 15%, P = .033], = 25 to < 30 kg/m?
[36% vs 15%, P = .008], and < 25 kg/m?[35% vs 21% P = .049]) (Figure 3)

* Notably, within each treatment group (ie, terlipressin or placebo), there were no significant differences in the
incidence of HRS reversal between the BMI and cBMI subgroups > 30 kg/m?, = 25 to < 30 kg/m?, and < 25 kg/m?
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b|f, after Day 3, SCr levels had decreased—but by less than 30%—then the terlipressin dose could be increased to 2 mg Q6H.

°Defined as = 1 SCr value of < 1.5 mg/dL while on treatment (< 24 hours after the last dose of study drug).

AKI, acute kidney injury; BMI, body mass index; HRS-AKI, hepatorenal syndrome-acute kidney injury; IV, intravenous; Q6H, every 6 hours; SCr, serum creatinine.

HRS reversal was defined as = 1 serum creatinine value of < 1.5 mg/dL while on treatment (< 24 h after the last dose of the study drug)

Based on an ultrasound and computerized tomography examination of 60 patients with alcohol-associated hepatitis®, the mean
volume of ascitic fluid was estimated as follows: grade 1 = 796 mL; grade 2 = 3498 mL; and grade 3 = 7648 mL (Table 1)

Further, based on previously published data®, the density of ascitic fluid was estimated as 1 g/mL

Consequently, based on the estimates of mean volume and density, the weight of ascites grades 1, 2, and 3, were estimated to be
0.8 kg, 3.5 kg, and 7.7 kg, respectively (Table 1)

A cBMI for individual patients was calculated as follows:
— (body weight [kg] — weight of ascites [kg])/height [m?]
Screened P values for HRS incidence comparisons were derived from a Chi-square test or a Fisher’s Exact test

Table 1. Ascites grade and weight estimates

CONCLUSIONS

o Patients with HRS-AKI and obesity (cBMI > 30 kg/m?) who were treated with terlipressin had a

significantly higher incidence of HRS reversal versus placebo, similar to patients with a cBMI 2 25 to

< 30 kg/m?, and cBMI < 25 kg/m?

e Terlipressin treatment provides clinical benefit to patients with HRS-AKI, regardless of their BMI category

B

TERLIVAZ® (terlipressin). Full Prescribing Information. Bedminster, NJ:
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