Starting Treatment With UPTRAVI®(selexipag)
THE DOSE ADJUSTMENT PHASE1

The recommended starting dose of UPTRAVI® is 200 mcg BID. To reach a patient’s personal dose (highest tolerated dose), increase
the dose in increments of 200 mcg BID, usually at weekly intervals (up to 1600 mcg BID).

Actual size of tablet shown here.

DOSE ADJUSTMENTS IN PATIENTS WITH HEPATIC IMPAIRMENT
For patients with moderate hepatic impairment (Child-Pugh class B), the starting dose of UPTRAVI® Tablets is 200 mcg once
daily. Increase by 200 mcg once daily at weekly intervals, as tolerated. Avoid use of UPTRAVI® in patients with severe hepatic
impairment (Child-Pugh class C).

CO-ADMINISTRATION WITH MODERATE CYP2C8 INHIBITORS
When co-administered with moderate CYP2C8 inhibitors (eg, clopidogrel, deferasirox and teriflunomide), reduce the
dosing of UPTRAVI® to once daily.

MISSED DOSES

CONSIDERATIONS WHEN TAKING UPTRAVI®

If a dose of medication is missed
• Patients should take the missed dose as soon as
possible, unless the next dose is within the next
6 hours
If treatment is missed for 3 days or more
• UPTRAVI® should be restarted at a lower dose and
then retitrated

Tolerability may be improved when UPTRAVI® is taken
with food.
UPTRAVI® tablets should not be split, crushed, or
chewed.

INDICATION
UPTRAVI® (selexipag) is indicated for the treatment of pulmonary arterial hypertension (PAH, WHO Group I)
to delay disease progression and reduce the risk of hospitalization for PAH.
Effectiveness of UPTRAVI® Tablets was established in a long-term study in PAH patients with WHO Functional
Class II-III symptoms.
Patients had idiopathic and heritable PAH (58%), PAH associated with connective tissue disease (29%), and
PAH associated with congenital heart disease with repaired shunts (10%).

IMPORTANT SAFETY INFORMATION
CONTRAINDICATIONS
Concomitant use of strong inhibitors of CYP2C8 (eg, gemfibrozil) with UPTRAVI® is contraindicated.
Hypersensitivity to the active substance or to any of the excipients is contraindicated.
WARNINGS AND PRECAUTIONS
Pulmonary Edema with Pulmonary Veno-Occlusive Disease (PVOD)
Should signs of pulmonary edema occur, consider the possibility of associated PVOD.
If confirmed, discontinue UPTRAVI®

See back cover for information about 1 tablet twice daily dosing with UPTRAVI®.
Please see back cover for additional Important Safety Information.
Please see the full Prescribing Information.
BID=twice daily.
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SIDE EFFECT

INTERVENTION

Dizziness/
Hypotension
(cont’d)

Avoid inadvertent bolus of prostacyclin, increase

Nausea/
Vomiting

Diarrhea

Bolus can lead to hypotension and/or syncope

Decrease dose if needed

Dose-limiting side effect

If presyncopal or syncope event occurs, evaluate in
clinic or hospital

May indicate clinical worsening

Take with food, eat small frequent meals, gingerbased foods (ginger ale)
Antiemetics: ondansetron

Vomiting can lead to vagal event and should
be avoided

For inhaled therapies, swish and spit after each
treatment session, temporarily decrease by one
breath 4 times a day

Swallowing inhaled prostacyclin can
lead to nausea

Rule out pregnancy

Pregnancy can be life-threatening in PH

Refer to gastroenterologist

Rule out other causes

Slow titration or decrease dose

Dose-limiting side effect

Dietary consult

Individualized assessment to calculate
nutritional needs

Increase caloric content, small frequent meals,
nutritional supplement

Smaller, more frequent meals better tolerated

Evaluate for other metabolic causes of weight loss

Thyroid dysfunction and cancer can
contribute to weight loss

Diphenoxylate/atropine
Loperamide
Slow up-titration or decrease dose
low fat, BRAT diet

Dose-limiting side effect
Decrease motility

Probiotic
Decrease diuretic

Avoid hypovolemia

Rule out other causes, such as C. diff

Flushing/
Rash

Refer to GI

Rule out other conditions/complications

Reassurance

Reduce anxiety

Slow down up-titration only if absolutely needed

Not considered a dose-limiting side effect

Cold packs, compress at back of neck

Relieve feeling of warmth

Inhaled therapies: if severe, can decrease by one
breath 4 times a day and then increase again when
symptom improves

Decrease vasodilation

BRAT, bananas, rice, applesauce, toast; GI, gastrointestinal; INR, prothrombin time international normalized ratio; LFT, liver function test; PH, pulmonary hypertension; RBC, red blood cell.
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CONSIDERATION/RATIONALE

1 Tablet Twice Daily With UPTRAVI®(selexipag)
THE DOSE ADJUSTMENT PHASE (cont’d)1

With each dose adjustment during this phase, you can easily add or remove a single tablet to increase or decrease your patient’s
dose as needed. See the table below for the different tablet combinations at each dose.

THE MAINTENANCE PHASE1

Once the patient’s personal dose is achieved, a single-tablet equivalent will be dispensed BID. There are 8 different single-tablet
strengths of UPTRAVI®, each a unique color.

UPTRAVI® is available in the following

200 mcg
Light yellow

400 mcg
Red

600 mcg
Light violet

800 mcg
Green

1000 mcg
Orange

1200 mcg
Dark violet

1400 mcg
Dark yellow

1600 mcg
Brown

Actual size of tablet shown here.
In the pivotal GRIPHON Trial, the treatment effect of UPTRAVI® was consistent regardless of the dose achieved.3

IMPORTANT SAFETY INFORMATION (cont’d)
ADVERSE REACTIONS
Adverse reactions more frequent compared to placebo (≥3%) seen with UPTRAVI® Tablets are headache (65% vs 32%),
diarrhea (42% vs 18%), jaw pain (26% vs 6%), nausea (33% vs 18%), myalgia (16% vs 6%), vomiting (18% vs 9%), pain in
extremity (17% vs 8%), flushing (12% vs 5%), arthralgia (11% vs 8%), anemia (8% vs 5%), decreased appetite (6% vs 3%),
and rash (11% vs 8%).
These adverse reactions are more frequent during the dose titration phase.
Hyperthyroidism was observed in 1% (n=8) of patients on UPTRAVI® Tablets and in none of the patients on placebo.
DRUG INTERACTIONS
CYP2C8 Inhibitors
Concomitant administration with gemfibrozil, a strong inhibitor of CYP2C8, doubled exposure to selexipag
and increased exposure to the active metabolite by approximately 11-fold. Concomitant use of UPTRAVI®
with strong inhibitors of CYP2C8 is contraindicated.
Concomitant administration of UPTRAVI® with clopidogrel, a moderate inhibitor of CYP2C8, had no relevant
effect on the exposure to selexipag and increased the exposure to the active metabolite by approximately
2.7-fold. Reduce the dosing of UPTRAVI® to once daily in patients on a moderate CYP2C8 inhibitor.
CYP2C8 Inducers
Concomitant administration with an inducer of CYP2C8 and UGT 1A3 and 2B7 enzymes (rifampin)
halved exposure to the active metabolite. Increase UPTRAVI® dose, up to twice, when co-administered
with rifampin. Reduce UPTRAVI® when rifampin is stopped.
Please see the full Prescribing Information in pocket.
References: 1. UPTRAVI® (selexipag) full Prescribing Information. Actelion Pharmaceuticals US, Inc.
2. Kingman M, Archer-Chicko C, Bartlett M, et al. Management of prostacyclin side effects in adult patients
with pulmonary arterial hypertension. Pulm Circ. 2017;7(3):598-608. 3. Sitbon O, Channick R, Chin KM, et al.
Selexipag for the treatment of pulmonary arterial hypertension. N Engl J Med. 2015;373:2522-2533.
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