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Introduction

* The prostacyclin pathway represents a key foundational pathway in the * Parenteral PPA use may be limited by administration difficulties, including the

treatment of patients with pulmonary arterial hypertension (PAH), with over 30
years of clinical experience—including 10 years with an oral IP receptor agonist™3

* Parenteral prostacyclin pathway agents (PPAs) are often used for the treatment * An alternative route of therapy, such as oral administration, may be a more

of patients at high risk, or for those who remain at intermediate/high risk on
initial therapy*

need for continuous infusion, administration side effects, and complexities of a treatment protocols are lacking

chronic indwelling catheter

favorable option for some patients

* Methods for transitioning to an oral IP receptor agonist remain undefined as

* A systematic literature review revealed a high level of heterogeneity in

approaches to transitioning from a parenteral PPA to an oral IP receptor agonist

(Elwing et al, PH Hope 2025 Poster), highlighting a need for standardized,
evidence-based, practical recommendations for managing this transition
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Objective

* To describe practical considerations for managing
patients who are transitioning from a parenteral PPA to
an oral IP receptor agonist based on the expertise of
two healthcare providers

Results

SELECT PPA BASED ON PROS AND CONS CONSIDERATIONS FOR TRANSITIONING FROM PARENTERAL PPA TO ORAL IP RECEPTOR AGONIST

PARENTERAL

Long-term outcomes data from
registries

Rapid dose-adjustment effects with
no maximum dose

Implied adherence because of
administration route

« Complexities and challenges
associated with continuous infusion and
equipment, including line infections, loss
of lines, line maintenance, and
subcutaneous catheter site pain

* Need for additional care partner, social,
and nursing support; close monitoring;
and management of the pump and lines,
and systemic adverse effects

* Medication side-effects, uptitration,
and administration

 Limited long-term care or rehab
options if facilities are not familiar
with the medication required for
inpatient management

» Education required for care facility
staff and care partners

ORAL IP RECEPTOR AGONIST

Long-term survival outcomes data

Convenience and improved safety
of not having a continuous infusion
or central line, pumps, or catheters
(intravenous or subcutaneous)

Fewer safety concerns if medication

is abruptly discontinued

Well-established dosing with a
personalized goal dose

Manageable side effect profile A
Potential for improved quality of life l

* Frequent management and monitoring
with dose titration

 Potential side effects and adverse
events (AEs) /

* Possible decreased adherence ‘
with intermittent, twice-daily dosing \
schedule

PATIENT SELECTION

* Ensure clinically stable

— Hemodynamically stable and
not decompensating

— Comorbidities adequately managed

—  Well-supported right ventricle on
echocardiogram

— Near normal 6-minute walk test and B-type
natriuretic peptide (BNP)/N-terminal pro
B-type natriuretic peptide (NT-proBNP) test

* Determine validated risk score status

— Low/intermediate-low risk (elective patients
who choose to transition)

— Intermediate-high/high risk (some
non-elective patients who must transition)

* Review patient circumstances

— Benefit/risk ratio (e.g., side effects,
complications, access)

Patient factors (e.g., cognitive, social
support, physical, emotional)
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EXPECTATION SETTING

* Ensure patient has knowledge of disease and risk

Review patient journey—including understanding
their disease symptom burden, risk category at
time of diagnosis and with each intervention or
PAH medication strategy, medication tolerance,
adherence, and any difficulties accessing/
continuing medications—to enable the selection
of the most appropriate medication for
individual patients

* Use a shared decision-making approach to develop
a flexible, individualized plan and to set realistic
treatment goals, including the possibility of
returning to parenteral PPAs if clinically indicated

* Explain setting and speed of transition, and
ongoing monitoring

e Qutline potential AEs and management
strategies for AEs

* Discuss long-term expectations

* Review roles and support provided
by the PAH multidisciplinary team
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TRANSITION SETTING

* Determine outpatient or inpatient
setting based on

\

— Speed of transition (overlapping
medications)

—Ability of the patient to follow complex dosing
instructions, communicate, and monitor

— Level of support at home
— Access to emergency care

e Inpatient setting

— Patients who are ineligible for long-term
parenteral PPAs may be considered for
inpatient parenteral PPAs followed by rapid
transition to an oral IP receptor agonist

e QOutpatient setting
Set plans for AE management

Confirm availability of care partner or social
support during transition

Evaluate the capabilities of the multidisciplinary
care team, including specialty pharmacy

POSSIBILITY TO RETURN TO PARENTERAL PPA IF CLINICALLY INDICATED

LONG-TERM FOLLOW-UP

e Perform routine follow-up (e.g., repeat
6-minute walk test, BNP/NT-proBNP test,
echocardiogram, and risk assessment)

3 months after transition

Consider RHC 3-6 months after transition,
as needed

Continue monitoring, risk assessment, and
re-evaluation of tolerability per protocol

* Manage patients’ ongoing expectations with
shared decision-making

e Continue to provide patient education
around the disease and treatment plan
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e Titrate oral IP receptor agonist dose and
adjust speed of titration based on patient
tolerability

!
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* Work with specialty pharmacy nurses,
pharmacists, and nursing/physician support
teams to identify potential dose-related AEs

and assist with AE management

Review AE management strategy
with patients

\

REASSESSMENT OF
ADEQUACY

* Routinely monitor symptoms, oxygen levels,
vital signs, and weight

Recommend that patients self-monitor vital
signs and weight daily

Schedule echocardiogram, 6-minute walk
test, laboratory tests (e.g., BNP/NT-proBNP),
and right heart catheterization (RHC) when
clinically indicated

e Perform clinical reassessment within 1-2
l weeks of transition

* Review adherence and tolerability early

* Allow adequate time to assess
possible need for reinitiation of
parenteral PPA therapy before
removal of tunneled central line
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TRANSITION SPEED

* |ndividualize dose titration

— Prevent decompensation from abrupt
withdrawal

— Achieve optimal dose based on efficacy
and tolerability

e Inpatient
— Quick transition (2-5 days)

— Minimize length of stay to reduce burden
on patient

e Outpatient
— Longer transition (several days to weeks)
— Make small changes to minimize AEs

— Consider patients’ motivation/ability to
adjust infusion

-
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Titration duration?

24 hours to 5.5 months

Uptitration
increments?®

200 pg
twice daily

Maximum
dose?

] . 1600 ug
Starting dose twice daily
Oral IP S
receptor patient’s
agonist, tolerance
200 ug
twice daily
Parenteral
PPA

Stop
parenteral
PPA

?Based on publications specifying transition protocols, which generally
followed GRIPHON trial/FDA label recommendations, with doses starting

at 200 pg twice daily and titrating by 200 pg twice-daily increments to a
maximum dose of 1600 pg twice daily. However, there was reported variability
and flexibility in the transition approach, allowing for adjustments based on
the individual needs of the patient (Elwing et al, PH Hope 2025 Poster).

FDA, US Food and Drug Administration.

Presented at PHenomenal Hope 2025: Knowledge, Research & Advocacy in PH; Boston, MA, USA; December 5, 2025

REFERENCES:

1. Del Pozo R, et al. Expert Rev Respir Med. 2017;11:491-503. 2. Robbins IM and Hemnes AR. Pulm Circ. 2025;15:e70059. 3. UPTRAVI® (selexipag) tablets, for oral use. Prescribing Information, July 2022. https://www.janssenlabels.com/package-insert/product-monograph/
prescribing-information/UPTRAVI-pi.pdf (accessed September 1, 2025). 4. Humbert M, et al. Eur Heart J. 2022;43:3618-731. Erratum in: Eur Heart J. 2023;44:1312.

Key takeaway

¢O Transitioning from a
parenteral PPA to an oral
IP receptor agonist can
be a challenging and
complex process.
However, a patient’s
opportunity for a
successful transition is
maximized through
careful planning,
setting transparent
expectations, and an
individualized approach
with close monitoring
and long-term follow-up

Conclusions

Careful selection of
patients is imperative to
successfully transition
from a parenteral PPA to
an oral IP receptor agonist

It is important to set
transparent and realistic
expectations through an
individualized, shared
decision-making approach
with patients and
involvement of a
multidisciplinary team

Patients should be
informed of the possibility
of returning to parenteral
PPAs throughout the
process, if clinically
indicated

Close monitoring during
the transition,
immediately after
completion, and
long-term follow-up

are essential for
successful transition
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