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and portal hypertension: A randomized, single-blind clinical trial

There were non-significant reductions in HVPG with the 3 therapeutic strategies

Interaction p value = 0.85
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TERLBOL group: Cardiopulmonary and mean arterial pressures significantly 
increased, while cardiac output and heart rate significantly decreased

TERLINF group: Continuous infused terlipressin regimen is well tolerated 
and appears to have a better cardiopulmonary safety profile

Further investigations are warranted to determine the optimal dosing strategy 
for Terlipressin infusion in patients with cirrhosis and portal hypertension

Highlights: Impact and implications:
� Two-hour terlipressin infusion (2–4 mg/day) did not signifi-
cantly reduce portal pressure.

� The continuously infused terlipressin regimen is
well tolerated.

� Terlipressin administered as an infusion has a better car-
diopulmonary safety profile.

� Further strategies of terlipressin infusion for acute variceal
bleeding should be evaluated.
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The results of our study do not show a significant reduction in
portal pressure, at least in the first 2 h after the selected dose.
Although the study was not performed in the setting of acute
variceal bleeding and terlipressin was used as a standard
therapy, these results do not support the treatment strategy of
terlipressin infusion alone at the doses studied for the man-
agement of acute variceal bleeding, where a quick reduction in
portal pressure is thought to play a major role controlling vari-
ceal bleeding. It is important to highlight that the continuously
infused terlipressin regimen is better tolerated and appears to
have a better cardiopulmonary safety profile. Other treatment
strategies of continuous terlipressin infusion, such as initial
bolus administration or higher infusion doses, should be eval-
uated to support its use in managing variceal bleeding.
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Hemodynamic profile of terlipressin and octreotide in
patients with cirrhosis and portal hypertension: a

randomized, single-blind clinical trialq

Valeria Perez-Campuzano1, Pol Olivas1, José Ferrusquía-Acosta2, Sonia Torres1, Roger Borras3,4, Anna Baiges1, Lara Orts1, Pamela Vizcarra1,
Maria-Angeles Falga1, Joana Codina1, Sarah Shalaby1, Asunción Ojeda1, Fanny Turon1, Virginia Hernández-Gea1, Andrés Cárdenas1,*,†, Juan-
Carlos García-Pagán1,*,†

JHEP Reports 2025. vol. 7 j 1–6
Background & Aims: Continuous infusion of terlipressin may result in a more sustained reduction in portal pressure with fewer
adverse effects than administered as a bolus. This study aimed to compare the hepatic and cardiopulmonary hemodynamic
effects and safety profiles of bolus vs. terlipressin continuous infusion.

Methods: This is a single-center, single-blinded, double-dummy, parallel-group, clinical trial in which 38 patients with cirrhosis
and portal hypertension were randomized to receive the following: 1 mg bolus of terlipressin + continuous infusion of placebo
(TERLBOL, n = 12), a bolus of placebo + continuous infusion of terlipressin (2 or 4 mg/day if <10% reduction in hepatic venous
pressure gradient [HVPG] at 30 min of infusion) (TERLINF, n = 14), or a bolus of octreotide (50 lg) + continuous infusion of
octreotide (50 lg/h) (OCTR, n = 12) as an additional control group. HVPG, cardiopulmonary pressures, and cardiac output were
measured at baseline and after 30, 60, and 120 min.

Results: Sixty-eight percent of patients were male, with a median age of 59 years. There were no significant differences in
baseline characteristics. In the TERLBOL group, there was a nonsignificant reduction in HVPG (at 120 min, -4.9%; p = 0.14).
However, cardiopulmonary and mean arterial pressures significantly increased, whereas cardiac output and heart rate significantly
decreased. In the TERLINF group, there were nonsignificant changes in cardiopulmonary hemodynamics or HVPG (NS) despite
doubling the infusion dose after 30 min in 13/14 patients. In the OCTR group, there was a nonsignificant reduction in HVPG (at
120 min, -4.9%; p = 0.08), and pulmonary capillary pressure significantly decreased. All treatments were well tolerated, and no
adverse events were observed.

Conclusions: There were nonsignificant reductions in HVPG with the three therapeutic strategies. Further investigations are
warranted to determine the optimal dosing strategy for continuous infusion of terlipressin in patients with cirrhosis and por-
tal hypertension.

Clinical trial identifier: EudraCT No. 2019-004328-39.

© 2025 The Authors. Published by Elsevier B.V. on behalf of European Association for the Study of the Liver (EASL). This is an open access article
under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/4.0/).
Introduction
In patients with cirrhosis, developing portal hypertension and
its associated complications represents a major change in their
prognosis.1 Current management of acute decompensations,
such as hepatorenal syndrome (HRS) and acute variceal
bleeding, includes vasoactive drug therapy. Acute variceal
bleeding (AVB) represents a decompensation that is associated
with a high risk of mortality,2 and lowering portal pressure is the
gold standard treatment. Current pharmacological treatments
of acute decompensation include the use of somatostatin,
q As Co-Editor, VH-G had no involvement in the peer review of this article and had no acc
process for this article was delegated to Deputy Editor Xavier Forns.
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terlipressin, and/or octreotide.3–6 Studies of pharmacological
treatment have not yet revealed significant discrepancies in
efficacy, rebleeding rates, or survival outcomes among vaso-
active agents.7 Octreotide is typically administered via bolus
followed by continuous infusion. Nonetheless, its effects are
transient, lasting approximately 5 min, despite continuous
infusion, and subsequent administrations exhibit shorter dura-
tions and diminished efficacy compared with the initial bolus.6

Terlipressin in AVB is administered by bolus injection every
4–6 h. However, despite an almost immediate portal pressure
ess to information regarding its peer review. Full responsibility for the editorial
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Terlipressin hemodynamic profile in portal hypertension
reduction, this reduction tapers off gradually and usually lasts
less than 4 h.8 In addition, repeated terlipressin bolus is usually
associated with significant increases in arterial pressure and
frequent manifestations of systemic and splanchnic ischemia.
These are potentially serious adverse events (AEs) that can lead
to its discontinuation. In contrast, continuous infusion of terli-
pressin may sustain a more prolonged reduction in portal
pressure with fewer adverse effects, as evidenced by its ben-
efits in conditions such as HRS.9 A recent randomized
open-label trial in the setting of AVB has suggested the effec-
tiveness of continuous terlipressin infusion in reducing hepatic
venous pressure gradient (HVPG).10 However, the impact of
terlipressin infusion requires further evaluation, specifically, its
effects on the acute decrease in portal pressure in patients with
cirrhosis. This study aimed to compare the hepatic and car-
diopulmonary hemodynamic effects and safety of terlipressin
administered as a bolus vs. continuous infusion and octreotide
administered as a bolus followed by continuous infusion.
Patients and methods

We conducted a single-center, single-blinded, double-dummy,
parallel-group clinical trial, enrolling patients meeting specific
criteria. Inclusion criteria included individuals aged 18–75 years
with cirrhosis, as defined by standard clinical, radiological, or
histological criteria, a Child–Pugh score of up to 12 points, and
an HVPG >−12 mmHg during hepatic vein catheterization.
Exclusion criteria included current or recent hepatic decom-
pensation or infection within the past 10 days, use of vasoac-
tive treatments or medications that can prolong QT interval,
presence of hepatocellular carcinoma not fulfilling Milan criteria
for transplant, morbid obesity, decompensated cardiopulmo-
nary disease, history of ischemic heart disease, peripheral
vascular disease or intestinal ischemia, concurrent HIV infec-
tion, decompensated chronic renal disease or under replace-
ment therapy, current extrahepatic malignancies, pregnancy,
plasma sodium <130 mmol/l, serum creatinine >2 mg/dl, serum
bilirubin >5 mg/dl, international normalized ratio >2.5, and
refusal to provide informed consent.

The study was conducted fromMay 2021 to December 2023,
duringwhichpatientswith cirrhosis andportal hypertension,who
were under follow-up care at the outpatient clinic of Hospital
Clinic of Barcelona, were recruited. To increase the quality of our
study, during the performance of the hepatic catheterization, the
physicians in charge of the procedure were not aware of the
medication administered, thus establishing a double-blind
design. Treatment with nonselective beta-blockers as primary
or secondary prophylaxis was held at least 4 days before the
catheterization. After baseline measurements confirming the
presence of HVPG >−12 mmHg, cardiopulmonary pressures and
cardiac output were registered, and patients were randomly
assigned (1:1:1) to three groups via sealed envelopes. Group
allocation entailed receiving the following treatments over a 2-h
period: (1) a bolus of terlipressin (1 mg) followed by continuous
infusion of placebo (n = 12; group TERLBOL), (2) a bolus of pla-
cebo followed by continuous infusion of terlipressin (initially at a
rate of 2 mg/day) (n = 14; group TERLINF) or (3) a bolus of
octreotide (50 lg) followed by continuous infusion of octreotide
(50 lg/h) (n = 12; group OCTR). Subsequent HVPG and cardio-
pulmonary pressure measurements were performed at 30, 60,
and 120 min. At 30 min of treatment, an independent observer,
JHEP Reports, --- 2
aware of the medications groups, reviewed the reduction in
HVPG. In the TERLINFgroup, if less than 10% reduction inHVPG
was observed at 30 min, the infusion rate was increased by
doubling it to 4 mg/day. Thus, the HVPG operator could not
deduce the treatment that the patient was receiving. All hemo-
dynamic measurements were meticulously recorded,11 and as-
sessments were blinded to evaluate the values and quality of
tracings. Patients were prospectively followed up 24 h before
hospital discharge and 1week after with a second clinical visit to
monitor and document any secondary effects. An online registry
was established to collect baseline characteristics, including
age, gender, comorbidities, chronic medications, prior hepatic
decompensations, and previous HVPG measurements.

HVPG response was established as a reduction of 10% or
more of baseline measurement. AEs were classified as grade 1
(mild), grade 2 (moderate), grade 3 (severe), and grade 4 (life-
threatening or disabling).

All participants provided informed consent in accordance
with the International Guideline for Ethical Review of Epidemi-
ological Studies and the principles of the Declaration of Hel-
sinki. The study protocol was approved by our ethics
committee and registered at the EU Clinical trial register
(EudraCT No. 2019-004328-39). During the study, we made
two amendments to the protocol: the first was to clarify the
inclusion criteria and the second was to change the final
recruitment date.

Statistical analysis
Continuous variables are presented as the mean ± SD. To
compare baseline measurements between groups, we used
Student’s t test or the Wilcoxon rank sum test, when appro-
priate. Categorical variables are expressed as total numbers
with percentages and were compared between groups using
Pearson’s Chi-square test or Fisher’s exact test, when appro-
priate. We analyzed trajectories between treatment groups in
the longitudinal follow-up using generalized multilevel mixed-
effects (GLMM) models for repeated measures fitting the
time × treatment as fixed effects to assess the different tra-
jectories over time. Residual plots were used to perform model
validation. GLMM models were fitted using the library Lme4 (v.
1.1-35.3), and statistical estimations were performed using
emmeans (v. 1.10.1). All analyses were addressed considering
a two-tailed type I error of 5%. Statistical computations were
performed using R (v. 4.3.3; R Foundation for Statistical
Computing, Vienna, Austria).

Results
We enrolled 57 patients, of whom 40 fulfilled the inclusion
criteria (HVPG >−12 mmHg), with 38 patients undergoing anal-
ysis (Fig. 1). In the overall cohort, 68% of patients were male,
with a median age of 59 years. There were no significant dif-
ferences in age, sex, etiology of liver disease, Child–Pugh
score, or prior HVPG measurements among the three groups
(Table 1). Baseline HVPG values were 18.4 ± 1.5 mmHg in the
TERLBOL group, 18.5 ± 3.6 mmHg in the TERLINF group, and
20.2 ± 5.1 mmHg in the OCTR group.

In the TERLBOL group, there was a nonsignificant reduction
in HVPG from 18.4 to 17.5 mmHg at 120 min (-4.9%; p = 0.14)
(Fig. 2). HVPG reduction of >10% was achieved in 3/12 (25%),
3/12 (25%), and 4/12 (33.3%) patients at 30, 60, and 120 min,
025. vol. 7 j 101325 2



57 patients evaluated

40 patients finished the study

19 Excluded:
•  4: No tolerance to procedure
•  11: HVPG <12 mmHg
•  2: Vein to vein communications
•  2: High cardiopulmonar pressures

38 patients to analyzed

Group OCTR:
12 patients

Group TERLBOL:
12 patients

Group TERLINF:
14 patients

2 Excluded from analysis:
•  1: Uninterpretable tracings of HVPG
•  1: Incomplete cardiopulmonar tracings

Fig. 1. CONSORT diagram of the total study cohort. HVPG, hepatic venous pressure gradient.

Table 1. Baseline characteristics of the overall cohort and the three groups.

Baseline characteristics Overall cohort (N = 38) TERLINF (n = 14) OCTR (n = 12) TERBOL (n = 12)

Sex (male) 26 (68%) 7 (50%) 11 (91.7%) 8 (66.7%)
Age (years) 59.2 ± 9.4 60.5 ± 11.9 57.9 ± 8.2 58.8 ± 7.5
No comorbidities 7 (18%) 2 (14.3%) 2 (16.7%) 3 (25%)
Arterial hypertension 13 (34%) 6 (42.9%) 5 (41.7%) 2 (16.7%)
Diabetes mellitus 13 (34%) 6 (42.9%) 4 (33.3%) 3 (25%)
Dyslipidemia 9 (24%) 4 (28.6%) 4 (33.3%) 1 (8.3%)
Cardiopathy 2 (5.3%) 2 (14.3%) 0 0
Medication PHT
Beta-blocker treatment 24 (63%) 9 (64.3%) 8 (66.7%) 7 (58.3%)
Diuretic treatment 20 (53%) 9 (64.3%) 6 (50%) 5 (41.7%)

Etiology of cirrhosis
ALD 24 (63.2%) 8 (57.1%) 8 (66.7%) 8 (66.7%)
HCV on SVR 4 (10.5%) 0 1 (8.3%) 3 (25.0%)
MASLD 5 (13.2%) 4 (28.6%) 0 1 (8.3%)
MetAld 5 (13.2%) 2 (14.3%) 3 (25.0%) 0

Liver disease
Child–Pugh score 7.5 ± 1.9 7.7 ± 1.5 7.6 ± 2.3 7.2 ± 2.0
MELD 12.4 ± 4.7 12.8 ± 4.6 12.5 ± 5.6 11.8 ± 4.1
MELD-Na 13.7 ± 5.5 14.5 ± 6.3 14.0 ± 5.6 12.6 ± 4.7
Baseline HVPG 19.0 ± 5.1 18.5 ± 3.6 20.2 ± 5.1 18.4 ± 1.5

PHT
Esophageal, gastric, or ectopic varices 30 (81%) 11 (78.6%) 11 (91.7%) 8 (66.7%)
Previous portal hypertension bleeding 17 (45%) 6 (42.9%) 4 (33.3%) 7 (58.3%)
Ascites at inclusion 28 (74%) 12 (85.7%) 10 (85.7%) 6 (50%)

Quantitative variables are expressed as mean ± SD, and Student’s t test or the Wilcoxon rank sum test was used. Qualitative variables are expressed as n and relative frequencies
(percentage), and Pearson’s Chi-square test or Fisher’s exact test was used. ALD, alcohol-related liver disease; HVPG, hepatic venous pressure gradient; MASLD, metabolic
dysfunction-associated steatotic liver disease; MetAld, metabolic dysfunction- and alcohol-related liver disease; MELD, model for end-stage liver disease; MELD-Na, model for end-
stage liver disease–sodium; PHT, portal hypertension; SVR, sustained virological response.

Research article
respectively. However, most cardiopulmonary measurements
significantly increased at 30 and 60 min, tending to return to
baseline values at 120 min, pulmonary artery pressure (PAP)
increased from 17.2 to 19.5 mmHg (+13.4%; p = 0.03) at
30 min, peaked at 20.2 mmHg (+17.4%; p = 0.0065) at 60 min,
and then returned to baseline at 120 min (17.0 mmHg).
JHEP Reports, --- 2
Pulmonary capillary pressure (PCP) increased from 11.9 to
14.7 mmHg at 30 min (+23.5%; p = 0.0097), reached
15.5 mmHg at 60 min (+30.2%; p = 0.0097), and returned to
12.2 mmHg at 120 min. Right atrial pressure (RAP) increased
from 7.2 to 8.2 mmHg at 30 min, peaked at 8.6 mmHg at 60 min
(+19.5%; p = 0.0.15), and reduced to 6.9 mmHg at 120 min
025. vol. 7 j 101325 3



Interaction p value = 0.85
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Fig. 2. HVPG changes during 2 h of treatment administration in the three
groups. Treatment groups were analyzed in the longitudinal follow-up using
generalized multilevel mixed effects models with an interaction p value of 0.85.
HVPG, hepatic venous pressure gradient.

Terlipressin hemodynamic profile in portal hypertension
(Figs S1–S3). Mean arterial pressure increased significantly at
30 min from 91.1 to 101.4 mmHg (+11.3%; p = 0.02). Cardiac
output decreased significantly from 5.6 to 4.8 L/min at 30 min
(-14.3%; p = 0.002), further decreased to 4.9 L/min at 60 min
(-12.5%; p = 0.008), and remained at 4.5 L/min at 120 min
(-19.6%; p <0.001). Heart rate significantly decreased at
120 min from 69.5 to 60.8 bpm (-12.5%; p = 0.0104) (Table S1).

In the TERLINF group, a mild reduction in cardiac output
was observed at 60 min from 6.3 to 5.8 L/min (7.9%; p = 0.01)
(Table S2). There were no significant changes in cardiopul-
monary pressures (Figs S1–S3). Only one patient achieved an
HVPG response with a reduction of 17.9% at 30 min of
administration, but, overall, there were no significant changes
in HVPG values despite doubling the dose after 30 min of
infusion in 13/14 no-responder patients (Fig. 2). HVPG
reduction of >10% was achieved in only 1/14 (7.1%), 3/14
(21.4%), and 3/14 (21.4%) patients at 30, 60, and 120 min,
respectively (Table S2).

In the OCTR group, there was a nonsignificant reduction in
HVPG from 20.2 to 19.2 mmHg at 120 min (-4.9%; p = 0.08)
(Fig. 2). However, significant changes were observed in the
wedged hepatic vein, decreasing from 29.2 ± 1.7 to 27.8 ± 1.7
and 28.2 ± 1.7 mmHg at 60 (-4.8%; p <0.01) and 120 min
(-3.4%; p = 0.032), respectively. PCP also significantly
decreased at 120 min from 12.4 to 10.3 mmHg (-16.9%; p =
0.0045) (Figs S1–S3). No significant changes in other cardio-
pulmonary parameters were noted (Table S3). HVPG reduction
of >10% was achieved in 4/12 (33.3%), 5/12 (41.7%), and 5/12
(41.7%) patients at 30, 60, and 120 min, respectively.

The difference in HVPG reduction between the groups was
not significant (p = 0.85). We found no predictive factors
associated with reduced HVPG between groups. All treatments
were well tolerated; only one patient in the TERBOL group
experienced desaturation during the measurement of cardio-
pulmonary parameters at the end of the procedure. At the 7-
day follow-up, all patients reported good general condition,
with no gastrointestinal alterations or AEs observed.

Discussion
In the management of acute decompensations in cirrhosis, the
use of vasoactive agents represents a cornerstone of medical
therapy, as underscored by multiple practice guidelines.2 The
application of such therapies is particularly critical in AVB, a
JHEP Reports, --- 2
life-threatening complication. In this situation, terlipressin,
administered as a bolus every 4/6 h, has been shown to be
clinically effective.4 The bolus of terlipressin promotes a quick
but transient reduction in HVPG, returning to baseline values at
4 h. This decrease in HVPG, however, can be achieved again
with a new bolus administration. This hemodynamic profile is
associated with a similar pattern in changes in systemic pa-
rameters with fast, and sometimes significant, increases in
arterial and cardiopulmonary pressures.8 This pulse vasocon-
strictive effect of terlipressin bolus is thought to be responsible
for most of its ischemic AEs, which can be potentially severe
and life-threatening. This prompted to test, in the setting of
HRS, the efficacy and safety of continuous intravenous
administration of terlipressin, aiming for a more homogeneous
and targeted hemodynamic effect with fewer systemic AEs.9 As
a result, it is used as a continuous infusion with a stepwise
increase to achieve HRS reversal.9 However, the adequate
dose regimen of continuous infusion of terlipressin and its ef-
fects on HVPG and cardiopulmonary pressures have not been
properly evaluated. This study aimed to evaluate the splanchnic
and systemic hemodynamic profile of terlipressin when deliv-
ered as a continuous infusion, thereby assessing whether these
doses and regimens could achieve an early and optimal
reduction in portal pressure. To maintain a blinded evaluation of
the effects of terlipressin infusion, we also included two addi-
tional groups: one receiving a bolus of terlipressin followed by a
continuous infusion of placebo and another receiving octreo-
tide administered as an initial bolus followed by a contin-
uous infusion.

Our findings revealed that continuous infusion of terlipressin
did not significantly reduce HVPG or modify systemic hemo-
dynamics, despite doubling the initial dose after 30 min of
treatment. With respect to the other groups, both TERBOL and
OCTR did not significantly decrease HVPG. It is worth noting
that the TERBOL group was associated with significant sys-
temic hemodynamic effects, including a notable increase in
PCP (to 30%) after 1 h of administration.

A recent open-label study by Arora et al.,10 performed in
patients with AVB, showed a higher reduction in HVPG after
tailored continuous terlipressin infusion than after the standard
bolus administration. The total dose of terlipressin administered
during the treatment period was lower after the intravenous
infusion than after the bolus administration, and this fact was
also associated with fewer AEs. Several relevant differences
between the two studies may explain the discrepancies in the
obtained results. Among those, our study was blinded, whereas
the study by Arora et al.10 was open label. All patients in the
study by Arora et al.10 received a bolus dose of 2 mg at a mean
time of approximately 3 h before the first HVPG. Therefore, the
“baseline HVPG” may not represent a “true” baseline HVPG.
However, most importantly, the terlipressin infusion group had
a different dose and timing for HVPG response assessment.
Indeed, our initial-dose terlipressin infusion of 2 mg/day, which
is effective in the treatment of HRS,9 was lower than the 4 mg/
day used in the study by Arora et al.10 We doubled the dose to
4 mg/day in most of our patients after 30 min. However, our
HVPG measurements were performed 90 min after doubling the
dose (total terlipressin dose in 120 min of 290 lg), whereas the
first HVPG measurement in the study by Arora et al.10 was done
12 h after the 4 mg/day dose (total terlipressin dose of 2 mg).
This dosing strategy in the setting of AVB likely explains the
025. vol. 7 j 101325 4
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differences from our findings and strongly suggests that,
especially in the setting of AVB where a fast HVPG reduction
would be desirable to control bleeding, it would be necessary
to initiate terlipressin infusion at a higher dose (4 or even 6 mg/
24 h) to produce a faster and significant reduction in HVPG. It
should also be noted that in the study by Arora et al.,10 the
influence of hemodynamic stability on HVPG measurements,
secondary to hemorrhage and anemia, was not evaluated.
Other studies, such as the one performed by Jha et al.12 in AVB,
also conclude that continuous infusion of terlipressin may be
more effective than intermittent infusion to prevent treatment
failure in patients with variceal bleeding, although no cardio-
pulmonary or hepatic hemodynamics were evaluated in this
study. Similarly, the randomized clinical trial of bolus vs.
continuous infusion delivery of terlipressin by Ding et al.,13

evaluating changes in direct portal pressure in the setting of
TIPS (transjugular intrahepatic portosystemic shunt) place-
ment, reported a rapid and stable reduction in portal pressure
compared with bolus delivery and a significant reduction in
heart rate and increase in mean arterial blood pressure in the
bolus group. However, most of the patients included in this
study did not have cirrhosis.

Our observations, albeit limited by a small sample size,
indicate that both octreotide and terlipressin, when adminis-
tered as bolus over 120 min, yield modest reductions in HVPG.
Considerably, terlipressin at a 1-mg dose induces pronounced
systemic hemodynamic changes. However, the continuous
infusion of terlipressin did not demonstrate a significant impact
on cardiopulmonary or hepatic hemodynamics. A longer infu-
sion regimen could have an effective decrease in portal pres-
sure. However, in the context of AVB, as the greatest risks
occur in the first hours of presentation, the continuous infusion
used in our study is not adequate. We acknowledge the
JHEP Reports, --- 2
limitation of the lack of information on flexible or increasing
doses of continuous terlipressin in this specific protocol. Thus,
we believe that our findings demonstrate that the strategy
usually used in patients with HRS does not achieve an imme-
diate effect on HVPG and that for at least 2 h (even at double
the usual dose) this does not change. This indicates that if we
want to use terlipressin as an infusion for AVB, either higher
doses or an initial bolus may be required. Although in patients
with HRS, the dose is gradually increased, and in some cases,
it is started at a higher dose (i.e. arterial hypotension), this
approach is not backed up by evidence. The findings of this
study could have been optimized with a larger sample size.
However, the current sample size should be large enough to
detect the expected effect (at least an HVPG reduction of 10%
from baseline) that it is supposed to be clinically relevant in the
setting of variceal bleeding. Exploring different dosing regimens
or combination therapies (including the hemodynamic profile of
somatostatin instead of octreotide) could yield different results.
However, the main objective of this clinical trial was to compare
the hemodynamic effects of terlipressin in bolus vs. continuous
infusion. These findings, although preliminary, underscore the
need for further research to optimize terlipressin regimens for
patients with cirrhosis, potentially involving combinations and
varied dosing strategies to enhance therapeutic efficacy.

In conclusion, the safety profile observed in our study, with
no serious AEs reported, provides a preliminary indication of
the tolerability of these treatments. However, the safety of
higher doses or different administration routes requires further
investigation. The potential clinical relevance of the hemody-
namic changes observed, despite their lack of statistical sig-
nificance, warrants additional exploration in larger, more
extended studies to ascertain their implications in the man-
agement of portal hypertension in patients with cirrhosis.
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