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RESULTS

PREMISE
• Terlipressin is cleaved, in vivo, to 8-lysine vasopressin
• (8-LVP), a potent agonist of human V1 receptors.
• Approved in Europe for treatment of life-threatening
complications of cirrhosis: Bleeding esophageal varices and
hepatorenal syndrome type 1 administered by intermittent
intravenous (IV) bolus.
• Terlipressin continuous IV infusion may be safer and more
effective and allow for treatment of other complications of
cirrhosis (e.g., control of portal hypertension, prevention of HRS,
reduction of ascites) in the outpatient setting.
• Pharmacokinetics (PK) of terlipressin and 8-LVP during
administration by continuous IV infusion is not known.

Patient Baseline Characteristics

Simulated terlipressin plasma concentrations following IV
bolus of 1 mg every 6 hours and IV continuous infusions
of 2 mg, 3 mg, or 4 mg per day1

1= pre-infusion

Observed and Simulated Terlipressin Plasma Concentrations
from Population PK Modelling

METHODS

CONCLUSIONS

• Six cirrhotic patients with refractory ascites were enrolled
• Open-label single arm trial designed to evaluate the safety and
tolerability and explore the efficacy in refractory ascites of
terlipressin administered as a continuous infusion for 28 days.

PK Parameters and Efficacy

• Serial plasma samples were collected throughout treatment
• Plasma assayed for terlipressin and 8-LVP by LC-MS/MS.
(LLOQ 0.25 and 0.05 ng/mL, respectively)

• Plasma concentration data were fit for each individual by nonlinear regression analysis.

a = Prior to treatment vs during treatment; b = D14 of treatment unless noted otherwise; c = D15; d = D7
Pharmacokinetic parameters: Steady-state average plasma concentration = Css-ave Elimination rate constant (k) =
CL/V, Elimination half-life (t1/2) = 0.693/k.
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• One-compartment model with zero-order input and first-order
elimination best described terlipressin plasma concentrations
during continuous intravenous infusion.
• Terlipressin plasma concentrations closely agreed with values
predicted by the pharmacokinetic model.
• Steady state 8-lysine vasopressin plasma concentrations were
lower than both peak and average plasma concentrations
reported from previous studies following IV bolus
administration.2
• Administration of terlipressin as a continuous infusion prevents
high, potentially harmful, peak concentrations associated with
intermittent IV bolus dosing.
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