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* The rate of RRT in the terlipressin group compared with the placebo group was 28% versus

Background Figure 1. Study design 46% (P = .094) by Day 30; 32% versus 54% (P = .038) by Day 60; and 36% versus 54%
» Hepatorenal syndrome-acute kidney injury (HRS-AKI), a form of AKI, occurs in patients Key eligibility criteria Terlipressin (n = 296) Post hoc analysis: (P =.087) by Day 90 (Table 1)
. . . . o> .

with advanced cirrhosis and ascites .Bigz,fii‘ifo‘fﬁgé_AK. N u?20Q164Hd\g$S|a\,ﬁ Subdroup of patients *However, the LT rate was similar in the terlipressin and placebo groups, respectively, at all time
« HRS-AKI has a poor prognosis and without treatment, median survival is between with a SCr doubling to WS at baseline pohntg;/ssessed:653?:;/0(\I/Dersu7s6€)3?3A) D(P =9.(€))(2I): by Da)é )30; 66% versus 57% (P = .40) by Day 60;

7 and 10 days? > 2.25 mg/dL By X terlipressin (n = 53) an o Versus o (P =. y Day igure

CONFIRM N lacebo (n = 35

* Liver transplantation (LT) is the definitive treatm_ent for the underlying disease’**; and (22_5 mg/dl_) (OI'\EEVERSE) —> £ E § T ? Halgg-:lélnrevergalc — _ _

first-line treatment is with albumin and terlipressin® within 14 days before TS - Durable HRS-AKI Table 1. The incidence of RRT through Day 90 for patients who were LT listed at
- Terlipressin, a vasopressin analogue, is US Food and Drug Administration (FDA)-approved randomization RERS reversal’ baseline; pooled (CONFIRM + REVERSE) ITT label-specific population

to treat adult patients with HRS and a rapid reduction in kidney function® +No ongoing shock or Placebo (n = 200) *RRT rate . .

patients wi and a rapid reauction in kianey function uncontrolled bacterial > Q6H via IV bolus LT rate Parameter Terlipressin (n = 53) | Placebo (n = 35) | Total (N =88) | P value?

* reatment with terlipressin can reverse HRS-AKI, leading to improved renal function that is infection for up to 14 days? RRT by Day 14, n (%) 6 (11.3) 5 (14.3) 11 (12.5) 681

associated with better clinical outcomes after LT%° i , p
- However, there are concerns that HRS-AKI reversal and the consequent decrease in serum CONFIRM. - I after Day 3, SCr had decreasert Ut by loss han 30% then the terlpressin dose couid be nereased to 2 mg G, « HRS-AKI reversal was defined s the porcentage of RRT by Day 30, n (%) 15 (28.3) 16 (45.7) 31(39.2) 09

Creat|n|ne (SCr) |eve|S may redUCe Model fOr End'Stage Liver D|Sease (MELD) score and Eztlznésa\;vgc()).achlevedaSCrvaIues1.5 mg/dL while on treatment up to 24 hours after the final dose of study drug, by Day 14, or discharge. ¢ Defined as HRS-AKI reversal without RRT RRT by Day 60, N (%) 17 (321) 19 (543) 36 (409) 038

thereby negahvely affeC‘t I_T pr|0r|t|zat|0n7a8 AKIl, acute kidney injury; HRS, hepatorenal syndrome; |V, intravenous; LT, liver transplantation; Q6H, every 6 hours; RRT, renal replacement therapy; SCr, serum creatinine. RRT by Day 90, " (0/0) 19 (359) 19 (543) 38 (432) 087
* The FDA recommends the use of terlipressin in patients with SCr < 5 mg/dL, acute-on- + P values were derived from a Fisher's Exact test or a Chi square test.

ChrOn|C Iiver fa|lure grade 0_2, and 2 MELD score < 35 (If transplant I|Sted)5 Resu Its IP: :Iaa5t?el-specific population included patients with an ACLF grade 0-2 and SCr < 5 mg/dL at baseline and excludes patients who were LT listed at baseline with a baseline MELD score

—The SUbgrOup Of patlents WhO met these Crlterla W|” SUbsequentIy be referred tO aS the ° In LT_IISted patlentS |n the pooled |ntent't0'treat (ITT) Iabel_speCIfIC pOpUIat|On (terl|preSS|n ACLF, acute-on-chronic liver failure; ITT, intent-to-treat; LT, liver transplantation; MELD, Model for End-Stage Liver Disease; RRT, renal replacement therapy.

“label-specific population” n = 53; placebo: n = 35), the rate of HRS-AKI reversal was significantly higher in the terlipressin
P POP _ !
group compared with the placebo group (43% vs 20%, P = .023) (Figure 2) C | )
. . onciusions

Objective Figure 2. Incidence of HRS-AKI reversal and LT rate among patients listed for LT at - - - -

» To assess the rates of HRS-AKI reversal, durable HRS-AKI reversal, renal replacement therapy baseline; subgroup of patients who met US FDA treatment criteria from the pooled Compared V\_”th plgcebo, terlipressin Increaseq .the rate O_f HRS-AKl reversal in
(RRT), and LT up to 90 days in patients from the label-specific population who were LT listed at ITT population in CONFIRM and REVERSE LT-listed patler)ts In .the pOc?Ied ITT label-specific population and reduced the
baseline in 2 Phase lll, placebo-controlled studies of terlipressin in patients with HRS-AKI | | need for RRT in patients with HRS-AKI at Days 30, 60, and 90

80 — B Terlipressin Placebo P= 40 P= 78 | | | | | |

Methods : \ \ ‘ * Importantly, the increase in HRS-AKI reversal in the terlipressin group did not

- Data from patients from 2 Phase IlI studies (ie, REVERSE [NCT01143246]° and CONFIRM 2 60- ‘P =90 630 negatively impact the LT rate in patients listed for LT at baseline in the subgroup
[NCT02770716]2), who were LT listed at baseline and met the FDA criteria for terlipressin use < Ij‘ ) P = .023 ‘ 579% 0 of patients who met the FDA label criteria for ter]ipressin treatment
(le, the label-specific population), were pooled for the analysis % o ! 51%

— This retrospective analysis of pooled data was based on a mitigation strategy that reduced - © 40— References
the risk of adverse events by identifying the subpopulation of patients who would have a oo - 1 Gines P. et al. Nat Rev Dis Primers. 2018.13:4:23, 6.Restuccia T, et al. J Hepatol. 2004;40:140-146.
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- In these studies, patients with HRS-AKI| were treated with terlipressin at 1-2 mg every 6 hours o O _ 20% >-Bera & and Wong I Ther Adv Gastroenterol. 222,151 -15 o Boyor 70, ot . Gostoumorology. 2016:150-1575.1586.
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* The study design is shown in Figure 1 HRS-AKl reversal nay 30 bay 60 pay 90
N LT
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