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Abstract

Background and Aims: Terlipressin reverses hepatorenal syndrome-acute kidney injury
(HRS-AKI) by increasing mean arterial pressure (MAP). To further characterize the
relationship between terlipressin and MAP and their impact on HRS-AKI reversal, we used
patient-level data from phase 3 clinical trials REVERSE and CONFIRM.

Approach and Results: In this post hoc analysis we employed a linear mixed-effects model to
assess terlipressin’s impact on MAP, exploring the relationship between MAP, treatment
group, and time, incorporating a random intercept for individual patients. Time-dependent
Cox models analyzed MAP’s role in HRS-AKI reversal. We conducted a mediation analysis to
evaluate how time-weighted MAP mediated HRS-AKI reversal. This analysis included 487
patients (60% terlipressin, 40% placebo). At baseline, there were no differences in median
MAP between terlipressin and placebo (77 mm Hg vs. 76 mm Hg, p = 0.3); the terlipressin
group had significantly higher MAPs after randomization (day 1: 85 mm Hg vs. 75 mm Hg;
day 3: 81 mm Hg vs. 76 mm Hg; all: p < 0.001). In mixed-effects models, terlipressin was
associated with a 6.0 mm Hg increase in MAP over placebo occurring on day 1, with no
significant interaction between the treatment group and time (p > 0.05). In time-dependent
Cox models, each 5 mm Hg increase in MAP was associated with 1.17x the hazard of HRS-AKI
reversal (95% Cl: 1.11-1.22). In mediation analysis, MAP significantly mediated HRS-AKI
reversal, regardless of treatment group (average proportion mediated: 33%, 95% Cl: 14-76).

Conclusions: These data highlight that terlipressin leads to an early, sustained increase in
MAP, which is a key pharmacodynamic target for HRS-AKI reversal.
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Consistent with the clinical data presented here, terlipressin treatment leads to an early,
sustained increase in MAP, which is a key pharmacodynamic target for HRS-AKI reversal

* CHRSR was defined as verified HRS reversal in the CONFIRM trial (ie, the percentage of patients with 2 consecutive SCr values < 1.5 mg/dL at least 2 hours apart, while on treatment, by Day 14 or discharge [patients must have been alive
without RRT for at least 10 days after achieving verified HRS reversal); or confirmed HRS reversal in the REVERSE trial (ie, 2 SCr values of s 1.5 mg/dL, collected at least 48 hours apart, while on treatment [within 24 hours of the last dose of
study treatment], and without intervening RRT or liver transplant). The primary outcome for both trials was treated as equivalent and referred to as CHRSR.

CHRSR, confirmed HRS reversal; Cl, confidence interval; HR, hazard ratio; HRS-AKI, hepatorenal syndrome-acute kidney injury; MAP, mean arterial pressure; RRT, renal replacement therapy; SCr, serum creatinine; SEM, standard error of the mean.
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H pehétn emibiwée va mpoodlopioel tnv enibpaon tng Bepaneiog pe TepAnpeoaoivn otn HéEon
aptnplakn mieon (MAM) kot otnv enayopevn unootpodn tng ofeiag vedpikng PAAPNg emi
edadoug nnatovedppikol cuvdpopou (HRS-AKI). AvaAuBnkav dedopéva amo SU0 HeyAAeg
TUXOLLOTIOLNLEVEG LEAETEG TIOU CUVEKPLVAV TNV TEPALTTPECTivn Evavtl placebo otnv Bepaneia
tou HRS-AKI (CONFIRM kot REVERSE). Ta amoteAéopata £6elfav OTL n tepAumpeoaivn
TPpoKaAel apeon Kot eppévouoa avgnon otn MATM, n onola daivetal va amotelel évav ano
TOUG PBaoclkolC PNXAVIoUoUG Tou odnyolv otnv unootpodr tou HRS-AKI. Iuykekpluéva,
umoAoyiotnke OtL avodog tng MAIM katd 5mmHg cuoxetiotnke e avfnon Katd 17% tou
puBbuol umootpodng tou nmatovedpplkou ocuvdpopou (HR: 1.17, 95% Cl: 1.11-1.22).
Mepinmou To €va TPLTO TNG EUEPYETIKAG eMibpaong tng Bepameiag pe tepAMpeooivn otnv
unootpodn tou HRS-AKI e€nyeitat amoé tnv avénon thg MATI (average proportion mediated:
33%, 95% Cl: 14-76). Ta eupruata oUTA UTIOSNAWVOUV OTL N HEON APTNPLOKA Tieon
anoteAel évav onpavtiko GapuakoSUVOULIKO OTOXO Kal N mapakoAouBnon tng unopel va
OVTAVOKAQ TNV QTMOTEAECHATIKOTNTA TWV BEPATEVTIKWY TAPEUBACEWV OTO NMATOVEDPLKO
cuvépopo.
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