
 

Direct Healthcare Professional Communication 

 

Terlipressin: Serious or fatal respiratory failure and sepsis/septic 

shock in patients with type 1 hepatorenal syndrome (type 1 HRS) 

Dear Healthcare professional, 

Marketing Authorisation Holders of terlipressin-containing medicines (see list below), in agreement 
with the European Medicines Agency (EMA) and the Medicines and Healthcare product Regulatory 
Agency (MHRA), would like to inform you of the following: 

   

Summary 

• Terlipressin may cause serious or fatal respiratory failure in patients with type 1 hepatorenal 

syndrome (type 1 HRS) at a frequency higher than previously known.  

• Terlipressin may increase the risk of sepsis/septic shock in patients with type 1 HRS.  

• Avoid terlipressin in patients with advanced renal dysfunction (baseline serum creatinine [sCr] ≥ 

442µmol/l (5.0 mg/dl)), due to reduced efficacy, increased mortality and increased risk of adverse 

events observed in these patients, unless the benefit is judged to outweigh the risks. 

• Avoid terlipressin in patients Acute-on-Chronic Liver Failure (ACLF) grade 3 and/or Model for End-

stage Liver Disease (MELD) score ≥39, due to reduced efficacy, increased mortality, and increased 

risk of respiratory failure observed in these patients, unless the benefit is judged to outweigh the 

risks. 

• Stabilise patients with new onset of breathing difficulties or worsening of existing respiratory 

disease prior to administering the first dose of terlipressin. These patients should be closely 

monitored during treatment.  

• If patients develop respiratory symptoms, dose reduction of human albumin should be considered, 

if used. If symptoms are severe or do not resolve, terlipressin should be discontinued. 

• Closely monitor patients for signs and symptoms of infection. 

• Terlipressin can be administered as a continuous intravenous (IV) infusion. Administration of 

terlipressin as continuous IV infusion may be associated with lower rates of severe adverse events 

than with administration by IV bolus. 

 

Background on the safety concern   

Terlipressin is indicated for type 1 hepatorenal syndrome (type 1 HRS), and bleeding oesophageal 

varices.  

The EMA’s Pharmacovigilance Risk Assessment Committee (PRAC) completed a review of the safety of 

terlipressin in the treatment of type 1 HRS, following results from the CONFIRM trial1. 

CONFIRM was a randomised, double-blinded, placebo-controlled trial studying the efficacy and safety 

of terlipressin plus albumin which was conducted in the United States and Canada. In the trial, patients 

received albumin together with terlipressin. 

The trial met its primary efficacy endpoint, with 63 of 199 (32%) patients in the terlipressin arm as 

compared with 17 of 101 (17%) in the placebo arm achieving verified HRS reversal (p= 0.006). 



However, an additional secondary outcome of <90 days mortality did not show benefit with 

terlipressin. By day 90, death occurred in 101 patients (51%) in the terlipressin group and in 45 

patients (45%) in the placebo group. Mortality within 90 days due to all cause respiratory disorders 

occurred in 22 patients (11%) in the terlipressin group and 2 patients (2%) in the placebo group. The 

incidence of all cause respiratory failure was higher in the terlipressin group than in the placebo group 

(20 patients (10%) vs. 3 patients (3%) for respiratory failure; 8 patients (4%) vs. 2 patients (2%) for 

acute respiratory failure). Although respiratory failure is a known side effect of terlipressin, the 

frequency of respiratory failure seen in the study was higher than previously reported in the product 

information. 

In addition, the trial showed an imbalance in all cause sepsis/septic shock events. Fourteen patients 

(7%) in the terlipressin arm were reported with all cause serious adverse events related to sepsis and 

septic shock vs 0 patients (0%) in the placebo arm; 8/14 of the patients with sepsis in the terlipressin 

arm died due to the event. Sepsis/septic shock has not previously been associated with terlipressin and 

the exact mechanism is unknown. 

PRAC also noted that reduced efficacy, increased mortality and increased risks of serious adverse 

events have been observed in clinical trials when terlipressin is used for treatment of type 1 HRS in 

patients with advanced renal dysfunction (baseline serum creatinine [sCr] ≥ 442µmol/l (5.0 mg/dl)) 

and in patients with Acute-on-Chronic Liver Failure (ACLF) grade 3. The risk of developing respiratory 

failure is particularly pronounced in patients with ACLF grade 3 and/or (MELD) score ≥ 39. Despite 

limitations of the CONFIRM data, including the type of data (post hoc analysis) and possible differences 

with the EU clinical practice, the evidence is considered sufficient to support the need to introduce 

recommendations in the product information. 

PRAC also considered data from an open-label randomised controlled trial by Cavallin et al.2 which 

suggested that administration of terlipressin as continuous IV infusion is associated with lower rates of 

treatment-related adverse events than with administration by IV bolus injection. The difference in the 

rate of response to terlipressin between the continuous infusion and bolus groups was not statistically 

significant. Continuous infusion is also recommended within the European Association for the Study of 

the Liver (EASL) guidelines.3 

The product information for Variquel 0.2 mg/ml solution for injection and Terlipressin acetate EVER 

Pharma 0.2 mg/ml solution for injection is being updated to include a warning statement on use of 

terlipressin in patients with sCr ≥ 5 mg/dl and ACLF grade 3 or and/or a Model for End-stage Liver 

Disease (MELD) score ≥ 39); information and guidance about the risk of sepsis/septic shock and 

respiratory failure and the alternative method of administration of terlipressin as a continuous 

intravenous infusion with a starting dose of 2 mg of terlipressin acetate/24 hours and increased to a 

maximum of 12 mg of terlipressin acetate/24 hours. 

 

Call for reporting 

Please continue to report suspected adverse drug reactions (ADRs) to the MHRA through the Yellow 

Card Scheme.  

You can report via:  

• the Yellow Card website https://yellowcard.mhra.gov.uk/   

• the free Yellow Card app available from the Apple App Store or Google Play Store  

• some clinical IT systems (EMIS/SystmOne/Vision/MiDatabank) for healthcare professionals  

https://www.journal-of-hepatology.eu/article/S0168-8278(18)31966-4/fulltext
https://www.journal-of-hepatology.eu/article/S0168-8278(18)31966-4/fulltext
https://yellowcard.mhra.gov.uk/


Alternatively, you can report a suspected side effect to the Yellow Card scheme by calling 0800 731 

6789 for free, Monday to Friday between 9am and 5pm.  

When reporting please provide as much information as possible, including information about medical 

history, any concomitant medication, timing onset, treatment dates, and product brand name. 

 

Company contact point 

 

Marketing 
authorisation 

holder 

Product  Contact details  

Alliance 
Pharmaceuticals 

Limited 

Variquel 0.2 mg/ml, solution 
for injection 

Address: Avonbridge House, Bath Road, 
Chippenham, Wiltshire, SN15 2BB 

Telephone: +44 (0)1249 466 966 

E-mail: medinfo@alliancepharma.co.uk  

EVER Valinject 
GmbH 

Terlipressin acetate EVER 
Pharma 0.2 mg/ml solution for 
injection 

Address: 4866 Unterach, Oberburgau 3.  

Telephone: +43 7665 20 555 

E-mail: drugsafety@everpharma.com   

Distributor: Kent-Athlone Pharma Group 

Address: 2nd floor, Connect 38 1, Dover 
Place, Ashford, Kent, England, TN23 1FB 

Telephone: 0123 350 6574 

Email: medical@kent-athlone.com 
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