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Introduction - Resuts
« Hepatorenal syndrome-acute kidney injury (HRS-AKI, formerly known as HRS type 1 Baseline Demographics and Characteristics * There was a similar decrease from baseline to the EOT (up to Day 14) in mean MELD scores (+ SD) among patients who
[HRS-1]) is a dangerous but potentially reversible form of AKI occurring in patients . Atotal of 125 patients (terlipressin, n = 66; placebo, n = 59) satisfied achieved HRS reversal in either treatment arm (terlipressin, -4.4 + 2.95; placebo, -5.6 £ 4.12; P = .503)
with advanced cirrhosis that can cause early mortality without treatment or a criteria for this analysis « Among patients who achieved HRS reversal (n = 21/125), survival outcomes progressively diminished over time from

liver transplant!? Day 30, 60, and 90 for the placebo group; whereas, in the terlipressin group at Day 90, 100% (12/12) of patients were alive

*  Patient demographics and clinical characteristics at baseline were and RRT-free, compared to only 55.6% (5/9) of patients in the placebo group (Figure 1)

* Advanced AKI that requires renal replacement therapy (RRT) is associated with very similar between treatment arms (Table 1)
poor patient survivall2 _ o , » Survival outcomes progressively worsened as response status diminished from complete response/HRS reversal to PR, NR,
* Baseline mean MELD scores (+ standard deviation [SD]) in the or the need for RRT (Figure 1)
* The American Association for the Study of Liver Diseases (AASLD) recommends use terlipressin and placebo arms were similar (33.16 + 6.16 and 32.67 * _ , , _ ,
of the synthetic vasopressin analog terlipressin, in combination with albumin, for 5.13, respectively) * Roughly 50% of partial responders were alive without RRT at Day 90 (terlipressin, 47.1% [8/17]; placebo, 50.0% [4/8])
the treatment of patients with HRS-AKI2?3 ’ compared to < 20% of non-responders (terlipressin, 13.6% [3/22]; placebo, 19.4% [6/31]) (Figure 1)
. _ . L _ Table 1. Baseline Patient Demographics and Clinical Characteristics, REVERSE » Among patients who received RRT (n = 18), the percent of patients alive on Day 90 without a liver transplant was 10.0%
* Inthe ,RE\{ER,SF clinical study (NCT01143246,)’ terhprgssm n comb!natlon with Population Subset® (1/10) for patients in the terlipressin arm and 0% (0/8) for those in the placebo arm (Figure 1)
albumin significantly lowered serum creatinine (SCr) in patients with HRS compared Ter,,pressm Placebo .
with albumin alone (P <.001); furthermore, survival was significantly correlated with Figure 1. Clinical Status at the End of Follow-Up (Day 30, Day 60, and Day 90) by Renal Outcomes During Treatment, REVERSE
a decrease in SCr (P < .001)* Age (years), median (range) 57.5(34.8-68.4) 55.9(30.6-69.3) Population Subset
* Successful pharmacological treatment of HRS improves Model for End-Stage Liver Male sex, n (%) 32 (48.5) 36 (61.0) 162 Dav 30 Dav 60 Dav 90
Disease (MELD) score components (eg, SCr); and, as a result, lowers patient liver SCr, mg/dL 3.6 +0.98 3.8+1.20 322 ay y y
transplant prioritization? Total bilirubin, mg/dL 10.3 + 10.54 11.8 +12.59 479 HRSR PR NR RRT HRSR PR NR RRT HRS R PR NR RRT = Alive without RRT
MAP, mm Hg 745+1218  74.8+10.57 889 100- 100 - 100 - ¥ - _ j\:‘i\‘jewv';i*t‘si::gp'a”t
. Child-Pugh score, median (range) 10 (7-15) 10 (7-15) .558 I and with Transplant
Aim of the StUdy MELD score 33.216.16 32.7+5.13 656 1L == Al WRRT
* To determine the impact of terlipressin on liver transplantation, RRT Data are presented as the mean £ SD unless otherwise noted. | | 7o 758 75 Zﬂvew\:vitgl;anSp o
requirement, and survival in a subgroup of patients with HRS-AKI who were oo ot o those aged > 7O years, not I the USA, orwith hepatocelluar carcinom or and with Transplant
enrolled in the REVERSE StUdy and potentially ellglble for liver transplantation ® P values were determined using a Fisher’s exact test or a Chi-square test. mm Dead

ITT, intent-to-treat; MAP, mean arterial pressure; MELD, Model for End-Stage Liver Disease; SCr, serum creatinine;
SD, standard deviation; USA, United States of America.
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25 25 - 25-
e REVERSE was a Phase lll, randomized, double-blind, placebo-controlled study that . L : : : S neNESpense
enrolled a total of 196 patients with HRS in North America (terlipressin, n = 97; Renal outcomes at the EOT indicated that numerically more patients in StSlplrenatieplacement
laceb ; ’ ’ the terlipressin arm had a confirmed HRS reversal (18.0% vs 16.4%, I I therapy
placebo, n =99) P =.8122) or an improvement in SCr (34.4% vs 23.6%, P = .2024) 0- 0- 0-
* This post hoc analysis included patients from REVERSE who were potential liver compared to placebo (Table 2) TP TP TP TP TP TP TP TP TP TP TP TP
t_ra n,zzlea(’?tsc;a(;lsle(larzes as per the follow ng criteria: Table 2. Outcomes at the EOT (up to Day 14)’ REVERSE Population Subset? Eigprll:fea;;e.r:st\;vrclei;er:;cil:ded: in the terlipressin arm, 3 were not treated, and 2 received 1 dose of treatment and only had a baseline SCr value; in the placebo arm, 3 were not treated.
— Absence of hepatocellular carcinoma (n = 61) (n = 55) h hird of oati , h Table 3. Last M < of MELD S 4SCr Prior t
_  Absence of alcohol-related hepatitis _—_— By Day 90, mgret an one-third o patle.nts in eac trfatment LﬁlereTrénisIanteai?g;e?lze\?E;gE " UIaticgr:eSargsetar rior to
pationt uated for thei out uring treat ¢ (up to 24 h Scrlower than baseline 21 (34.4) 13 (23.6) 2024 arm had received a liver transplant: terlipressin, 34.8% P ) P
. ients were ev r their ren m ring treatmen r — - :
a?te(: thz Iaestedzsae L:)?‘ setudcy)/ drueg) aendaca?clcjagcc;)rizszl alsJ follgowia SR S Scrsame;orhigherthanbaseline 22(36.1) 24143.6) 4052 (23/66), and placebo, 42.4% (25/59) (P = 388) m Tirhprle;)s';n Tacest;g
. . . . . . . . n= n=
— HRS reversal (defined as > 1 SCr value < 1.5 mg/dL while on treatment) RRT 7 (11.5) 7 (12.7) 8363 — Prior to liver transplantation, patients in the terlipressin E—— —— T 0976
: ) . Dead 0 2 (3.6) 2226 and placebo arms had comparable MELD scores (Table 3) ’ = =
— Partial response (PR, defined as a SCr decrease > 0.3 mg/dL from baseline) - Soon 00 MELD score 342+541 317 +5.96 0.365
. . . . ata are presented as n (%). . . . s e :
— No Response (NR' deflned as worsening [Increase In SCF], no Change' or 2 ITT population excluding those aged > 70 years, not in the USA, or with hepatocellular carcinoma or alcohol-related hepatitis. Limitations Data are presented as the mean £ SD.
mlnlmally imprOVEd SCr [decrease <0.3 mg/d L] from baseline to the end of bNim'a patiepts were excluded from this analysis: 6 patients did not receive treatment '(terlipres:sin, n= 3; EJIa.cebo, n=3);_and e These results are derived from a retrospective analysis with a Z::\-Ir-c-!-i:c?r?ﬂil?)tnjzrllcg)r(\ccillj-?jarllftgc]lolfee aagt(iat(ijs.> 70 years, not in the USA, or with hepatocellular
treatment [EOT] ‘ No RRT) 3 patients did not have a postbaseline SCr values on/before the treatment stop date/time (terlipressin, n = 2; placebo, n = 1). i . P
A ¢ p values were determined using a Fisher’s Exact Test or Chi-square test, small sample size; therefore, the data should be interpreted b The data were missing for some patients who had received a liver transplant.
— RRT (thOSE patients who Stopped treatment due to RRT) d Confirmed HRS reversal (2 SCr values of < 1.5 mg/dL collected = 40 hours apart while on treatment). with caution © A Kruskal-Wallis test or ANOVA was used to calculate the P value.
.. . . . ] . . T _to- . . ANOVA, analysis of variance; ITT, intent-to-treat; MELD, Model for End-Stage Liver Disease;
e (Clinical status mcludlng Su rVIVaI, liver tra nsplant status, and RRT reqUIrement were izzt?r::::;ftjrseztlr]qr:ai?:dI-;Ft{aséer;eéofa;?‘:eer:;:yndrome, T, intent-to-treat; RRT, renal replacement therapy; SC, serum ° Add|t|0na||y’ Iong-term fO”OW-Up data were not collected SCr, serum creatinine; SD, standard deviation; USA, United States of America.
assessed at 30-day, 60-day, and 90-day post treatment and categorized as follows:
— Alive without liver transplantation, without RRT
— Alive with liver transplantation, without RRT Conclusions
— Alive with liver transplantation, with RRT ) . . , _ Roushlv 50% of partial g i thout RRT at Dav 90 d to < 20% of
—  Alive without liver transplantation, with RRT * This subgroup analysis of the REVERSE study demonstrated clinical benefits among patients ougnly SU% ot partial responaders were alive withou at Day JU comparead to CRY
_ Dead who achieved HRS reversal non-responders
. MELD score and SCr value prior to liver transplantation were evaluated by — Patients who achieved HRS reversal had a higher survival rate by Day 90 compared with * Without liver transplantation, patients who received RRT had low rates of survival
treatment group those who had a partial response or no response, or those who received RRT e Although MELD scores decreased with HRS reversal, the overall rate of liver transplantation did
not seem to be adversely affected
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