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ARTICLE INFO ABSTRACT

Keywords: Continuous infusion of intravenous epoprostenol (EPO) improves exercise capacity and survival in pulmonary
Pulmonary hypertension arterial hypertension (PAH); however, it is associated with side effects. This study aimed to describe our expe-
EP.OP“’S"E“"] rience on safe EPO withdrawal with the aid of an exercise stress test.

‘é‘;‘;‘g::wal This retrospective review included patients with PAH who were successfully withdrawn from EPO. Haemo-

dynamic data were obtained before EPO administration, at withdrawal, and after discontinuation. After the mean
pulmonary arterial pressure (mPAP) decreased to <25 mmHg for at least 1 year, an exercise test under right
heart catheterisation was performed. If exercise pulmonary hypertension was not record (mPAP - cardiac output
slope < 3), EPO was withdrawn.

Of the 99 patients who received EPO, ten were identified as having undergone withdrawal or termination.
mPAP decreased from 61 (54-71) mmHg before treatment to 19 (17-21) mmHg before withdrawal and remained
unchanged, at 19 (14-23) mmHg, 1 year after EPO discontinuation. After a median follow-up of 32 months, all
the patients survived.

Patients with PAH who recovered their normal haemodynamic function were safely withdrawn from EPO with
the aid of an exercise stress test.

1. Introduction

Epoprostenol (EPO) was the first therapy to be approved for the
treatment of pulmonary arterial hypertension (PAH). In 20 years since
the introduction of EPO, which was approved in 1999 in Japan, the
survival of patients with PAH has greatly improved compared to the era
before the development of this disease-specific treatment [1]. Several
effective oral PAH-specific drugs are currently available. Furthermore,
upfront triple combination therapy has dramatically improved the
prognosis of PAH [2]. There have been some cases in which haemody-
namics normalised for a certain period under EPO infusion.

There is a paucity of published data on how to safely transit patients
on ambulatory EPO drip infusion to oral therapy in the event of com-
plications and problems during parenteral administration of prostacy-
clins, including frequent bloodstream infections, inability to set an
adequate dosage of EPO or intolerable side effects such as severe thyroid
disorder and unpleasant vasodilatory symptoms. EPO withdrawal and
transition to subcutaneous or oral prostacyclin alternatives in selected

patients with PAH have also been reported. However, the criteria for
withdrawal or decrease in the amount of EPO remain unclear [3,4].

In contrast, exercise pulmonary hypertension (pH) is considered to
reflect early pulmonary vascular disorder and may be used to evaluate
the degree of pulmonary vascular abnormality in patients with very mild
PH [5]. In patients with PAH who recovered near-normal haemody-
namics and were eligible for EPO withdrawal, a near-normal exercise
response would signify an achievement of reverse remodelling of the
pulmonary arteries and healed vascular dysfunction.

We report our experience with patients who achieved normalised
haemodynamics at rest and succeeded in weaning the EPO dosage to
termination using the exercise stress test.

2. Methods
A retrospective review was performed on consecutive patients with

PAH treated at our hospital (2009-2019) who were successfully weaned
off EPO. This study complied with the Declaration of Helsinki and was
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