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Background and Aims Results

« Patients with severe alcohol-associated hepatitis (AAH) often have liver cirrhosis * The study population with AAH, HRS-AKI, and ACLF grades 0-2 Renal replacement therapy Death
and, consequently, may develop acute kidney injury (AKI)' mcludbed 84 patients in the terlipressin arm and 60 patients in the . Incidence of RRT on Days 30, 60, and 90 were . Incidence of death was significantly smaller in the
« Hepatorenal syndrome (HRS) is a potentially reversible form of AKI? placebo arm similar between the terlipressin and placebo arms: terlipressin arm versus placebo by Day 60 (40.5%
« The incidence of HRS reversal was significantly higher in the 23.8% vs 25.0% on Day 30, and 26.2% vs 26.7% vs 58.3% [p = 0.034]), and numerically smaller by

« Terlipressin is the first and only treatment for adult patients with HRS-AKI approved

' : 0 0 : 0 0 —
by the United States Food and Drug Administration and is more likely to be of clinical terllpre§3|r; arFrT_1 vers;s the placebo arm (44.1% vs 11.7%, p < 0.001 both on ngslso art1d Iszo resp4ect|vely (all p values (deyo?:)}) 5?;361(3)/(30\//3[4%3()%%%]) ?F?73|]~Z; E;d Day 90
benefit for those patients with acute-on-chronic liver failure (ACLF) grade 0—23 respectively, Figure 2) were not significant) (Figure 4) 70 D7 1P =Y. 9
. : - - - - Figure 2. Incidence of HRS reversal in patients with AAH and ACLF _ _ _ _ ,
In thIS stuc}y, we determined the effect of terlipressin on renal function among rgde 02 at baseline: Pooled ITT oo url)ation Figure 4. Incidence of RRT in patients with AAH and Figure 5. Incidence of death in patients with AAH and
patients with AAH and HRS-AKI who had ACLF grades 0-2 9 ’ Pop B L - o .
5. b < 0.00" ACLF grade 0-2 at baseline; Pooled ITT population ACLF grade 0-2 at baseline; Pooled ITT population
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« Data were pooled from a subpopulation from 3 Phase |l studies (OT-04014, o Ea _ - _ \ ‘ \ | | < 0070 p'ﬁ — |
REVERSES, and CONFIRMS®) of patients with AAH, HRS-AKI, and ACLF grades 0-2 S @ - |°_ 5 _ 26 20/ 2620, - 00- F—
who received terlipressin or placebo (Figure 1) § 4 - g:: I e ‘§ _ \
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Figure 1. Study design ) @ 15 @
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Key eligibility criteria Treatment % .. k%
e >18 f : : i Patients with AAH AAH, alcohol-associated hepatitis; ACLF, acute-on-chronic liver failure; EOT, end of treatment; | O i
. Eiag:(f:irssoi :ges_Am with a m Terllpreszsgr;; mg~ a:(;TC?_I‘;VIgrade 0-2 HRS, hepatorenal syndrome; ITT, intent-to-treat. L= - < 20
OT-0401 _ 7 R (n = 352) — baseli 5 _
(N = 112) SCr doubling to = 2.25 mg/dL v Q6H via IV bolus o at baseline _ _ _ .
(CONFIRM) or = 2.5 mg/dL -5 = up to 14 days > | Terlipressin (n = 84) Change in renal function from baseline to the end of treatment -
(OT-0401 and REVERSE) S o 2 € |« Placebo (n = 60) . . 0 - . . . 0- . . .
e within 14 days before NoL o  For the 141 patients evaluated, SCr decreased from baseline to Day 30 Day 60 Day 90 Day 30 Day 60 Day 90
randomization "5 28 *§ - Oﬁ;‘;mes | the EOT in both treatment arms (Figure 3)
K lusi iteri €S = N | reversal* _ _ L . o . e
. zdi)(e(;/l:lfjfr;//:zli:)am &’ g Q& Matched placebos § . Change B e _ The decrease N SCF from base“ne tO EOT was Slgnlflcantly :,:_EI,rzlncglhrc()aljjzzliaet:tdtI;:faa;fs, ACLF, acute-on-chronic liver failure; ITT, intent-to-treat, AAH, alcohol-associated hepatitis; ACLF, acute-on-chronic liver failure; ITT, intent-to-treat.
other causes | - |L (n = 256) N - e larger in the terlipressin vs placebo arms in the analyses with
* Presence of shock or sepsis - Q6H via IV bolus s Inc!dence of RRT and without interaction between treatment and day
* In CONFIRM and up to 14 days « Incidence of death _
REVERSE, > 7 mg/dL SCr — The difference in LS mean change in SCr between co n cl usions
terlipressin and placebo was —0.64 mg/dL without interaction
. . o . and —0.76 mg/dL with interaction (both p < 0.001)
2 Concomitant albumin was strongly recommended at a dose of 100 g on Day 1 and then 25 g daily until EOT in OT-0401; 20—40 g/day in o : : : o : : : .
REVERSE; and 1 g/kg to a maximum of 100 g on Day 1 and 20-40 g/day thereafter in CONFIRM. | N | | Terlipressin significantly improved renal function and increased HRS reversal among patients
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. Figure 3. Change IN serum creatinine from baseline to the EOT? in Wlth AAH and HRS_AK' Who had ACLF grades 0_2 Compared Wlth placebo and was
¢ Defined as the percentage of subjects with 2 consecutive SCr values of no more than 1.5 mg/dL obtained at least 2 hours apart, while . . . . . _ _ ’ ’
receiving treatment by Day 14 or discharge. patients with AAH and ACLF grade 0-2 at baseline; Pooled ITT population associated with fewer deaths by Day 60

AAH, alcohol-associated hepatitis; ACLF, acute-on-chronic liver failure; AKIl, acute kidney injury; EOT, end of treatment; HRS, hepatorenal
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d ; IV Y ; Q6H, every 6 h ; RRT, I I h ; SCr, inine. - . . g . . .
pyndrome; T infravenous; TOT, every b hours; R renalreplacement Therapy; Sy serum creatinin® 0.95 el « Although SCr levels decreased significantly more in the terlipressin arm (versus placebo)
. HRS reversal was defined as at least one SCr value of < 1.5 mg/dL while on S | from baseline to the EOT, the incidence of RRT in this population was similar in both
— . 0 E
treatment by Day 14 or discharge 2> -05- T treatment arms
m . .
* Change in renal function was measured as least squares (LS) mean changes in cfm - LEEZL@OSS'” « HRS reversal and improvement in renal function provide patients with AAH time to recover,
ini i - i i _ c 0 . . C s . .
serum cregtlnlne (SCr) with and without interaction between treatment and c_lay g H receive other treatment, or achieve eligibility for liver transplantation’
from baseline through to the end of treatment (EOT)—and was evaluated within £ 5 1.0
and between treatment arms n N
— P_values were calculated from repeated measures ana_lysi§ of co.varianc-e p < 0.001 p < 0.001 References Acknowledgements
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