
UPTRAVI is indicated for the 
Iong-term treatment of pulmonary 
arterial hypertension (PAH) in adult 
patients with WHO FC II-III, either 
as combination therapy in patients 
insufficiently controlled with an 
endothelin receptor antagonist 
and/or a phosphodiesterase type 
5 inhibitor, or as monotherapy in 
patients who are not candidates  
for these therapies.1

Prescribing information can be 
found on the back page of this 
document.

UPTRAVI (selexipag) dosing

Why one dose 
doesn’t fit all



•• Every patient should have the dose of UPTRAVI 
that’s right for them.

•• Effective maintenance doses of UPTRAVI can vary 
for patients, from 200 micrograms (mcg) twice-
daily to 1600 mcg twice-daily.1,2,3

•• A maintenance dose lower than 1600 mcg  does 
NOT mean the patient isn’t obtaining effective 
treatment with UPTRAVI.

For further information on posology, please refer to the SmPC.

Images posed by models. Patient quotes and images for illustrative purposes only.

Why one dose 
doesn’t fit all

“The right dose for me is 1000 mcg twice a day”

“My twice-daily dose is 400 mcg”

“I’m on 1600 mcg two 
times a day”



* IP: prostacyclin receptor 
** mRNA: messenger ribonucleic acid
† cAMP: cytosolic cyclic adenosine monophosphate

Focus on the IP receptors

•• As UPTRAVI targets the IP (prostacyclin) receptors,1,4 let’s focus on  the IP receptors. 

•• While the clinical relevance of in vitro data is unknown, it has shown that the density  
of IP receptors is different among patients.4

 – People with low IP receptor density require a high IP receptor occupancy,   
so are likely to require a high UPTRAVI dose.4

 – People with high IP receptor density require a low IP receptor occupancy,  
so are likely to require a low dose of UPTRAVI.4

UPTRAVI binds to the IP receptor,* causing the release of mRNA**. This increases cAMP† levels, which mediates the effects  
of UPTRAVI. The full clinical relevance of these in vitro data is unknown. Adapted from Gatfield J, et al, 20164

Someone with a low density 
of IP receptors may need 

>75% receptor occupancy4

Someone with a high density 
of IP receptors may only need 

20% receptor occupancy4
UPTRAVI

IP receptor

This helps explain the need for an individualised maintenance dose for each 
patient. Doing so will ensure each patient is on a dose that is right for them and 

delivers an effective and tolerable treatment for that patient.

Too high a maintenance dose  may result 
in a patient experiencing unnecessary 

side effects which may lead to 
discontinuation of treatment.

Too low a maintenance dose may  
mean that a patient is not receiving an 

effective treatment.



Determining the appropriate dose 
for each patient1

•• To determine a patient’s individualised dose, start with the minimum –  200 mcg  
twice-daily.

•• If the dose is tolerated*, step up to the next dose level.

 – During dose titration some adverse reactions*, reflecting the mode of action of UPTRAVI 
may occur. They are usually transient or manageable with symptomatic treatment. 

 – The dose is usually increased in increments of 200 mcg twice-daily at weekly intervals, 
with the first dose of each up-titration step being taken in the evening.1** 

•• If side effects become intolerable, the dose should be reduced to the  previous  
dose level.

•• If the maintenance therapy over time is less tolerated at a given dose, symptomatic 
treatment and/or a dose reduction to the next lower dose should be considered.

TITRATE UP
slowly to patient’s
individualised dose
(as tolerated)

200 mcg
(twice-daily)

STARTING
DOSE

The patient’s
individualised

dose

MAINTENANCE
DOSE BETWEEN
200 – 1600 mcg

(twice-daily)

TITRATE DOWN
if the current dose
cannot be tolerated

(Tablets are not actual size)(Tablets are not actual size)

*Such as headache, diarrohea, nausea and vomiting, jaw pain, myalgia, pain in extremity, arthraglia, and flushing
** At the beginning of treatment and at each up-titration step it is recommended to take the first dose in the evening. Patients should take their first and second tablets about 
12 hours apart. 

UPTRAVI is available as film-coated tablets in these strengths: 200 mcg, 400 mcg,  
600 mcg, 800 mcg, 1000 mcg, 1200 mcg, 1400 mcg and 1600 mcg.

For further information on dosing in the elderly, those with hepatic and renal impairment,  
and use in paediatric population, please refer to the SmPC.



Consistent efficacy at each patient’s 
individualised maintenance dose

•• GRIPHON is an event-driven, randomised, double-blind, placebo-controlled Phase III  
trial assessing the safety and efficacy of UPTRAVI in 1156 patients with pulmonary  
arterial hypertension.2

 – The primary endpoint was a composite of death or a complication related  to  
pulmonary arterial hypertension.2

•• This graph, taken from the GRIPHON study, shows how the efficacy of UPTRAVI is similar, 
regardless of whether the patient is taking a low, medium or high maintenance dose.2,3‡¶

 – The event-free rates were consistent across the low, medium and high-dose groups.2,3

Selexipag maintenance doses

Low  
200, 400 μg twice-daily

Medium  
600, 800, 1000 μg twice-daily

High  
1200, 1400, 1600 μg twice-
daily

A total of 133 patients (23.2%) 
received a maintenance dose 
of selexipag in the low-dose 
stratum, 179 (31.2%) received 
a maintenance dose in the 
medium-dose stratum, and 
246 (42.9%) received a 
maintenance dose in the high-
dose stratum.

‡GRIPHON: Prostacyclin (PGI2) Receptor agonist In Pulmonary arterial HypertensiON trial. 
¶As measured by a composite primary endpoint where the result was driven by a reduction in hospitalisations 
due to PAH and other disease progression events and does not apply to mortality on its own. In the overall study 
population, UPTRAVI reduced the risk of a morbidity-mortality event by 40% compared with placebo (HR 0.60  
[99% CI: 0.46-0.78];2 ARR at 36 months 16.5%).3

Clinical data from the study support the approach of individually titrating each 
patient’s dose of UPTRAVI to reach a maintenance dose that is right for them, that 

is effective and at which any side effects experienced are tolerable.2,3
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No at risk
Placebo 582 433 347 220 149 88
UPTRAVI low-dose stratum 133 84 68 41 29 19
UPTRAVI medium-dose stratum 180 52 116 84 52 28
UPTRAVI high-dose stratum 246 219 177 121 90 54



Safety profile

Please refer to the SmPC for a full list of adverse reactions and information regarding 
precautions and drug interactions.

•• Safety Information1

 – The most common adverse reactions reported in association with UPTRAVI are consistent 
with the known side effects of prostacyclins, which are headache, diarrhoea, nausea and 
vomiting, jaw pain, myalgia, pain in extremity, arthralgia, and flushing. The majority of 
these reactions are mild to moderate, and are more frequent in the up-titration phase 
and/or manageable with symptomatic treatment.

 – The approximate rate of adverse reactions that were serious was 2.3% in the UPTRAVI 
group and 0.5% in the placebo group. 

•• The majority of adverse reactions were mild to moderate and manageable with  
symptomatic treatment

 – In clinical practice, gastrointestinal (GI) events have been observed to respond to 
antidiarrheal, antiemetic, and antinauseant medications and/or drugs for functional GI 
disorder. Pain-associated events have been frequently treated with analgesics (paracetemol).1

 – 14.3% of all patients in the UPTRAVI group and 7.1% of patients in the placebo  
group prematurely discontinued their study regimen due to an adverse event2;  
7.5% of patients receiving UPTRAVI discontinued treatment due to a prostacyclin-like  
associated adverse reaction.1

UPTRAVI N=509*

*Only includes patients who reached 
their individualised maintenance dose. 
Patients who prematurely discontinued 
treatment due to an adverse reaction  
are not included. 

Prostacylic-like associated adverse events (titration vs maintenance)
Titration (≤ 12 weeks) Maintenance ( ≥ 12 weeks)

UPTRAVI Placebo UPTRAVI Placebo
Headache 64% 28% 40% 20%
Diarrhoea 36% 12% 30% 13%
Nausea 29% 13% 20% 10%
Jaw pain 26% 4% 21% 4%
Myalgia 15% 5% 9% 3%
Pain in extremity 14% 5% 13% 6%
Vomiting 14% 4% 8% 6%
Flushing 11% 4% 10% 3%
Arthralgia 7% 5% 9% 5%

The safety of UPTRAVI has been evaluated in the GRIPHON study enrolling 1156 patients  
with symptomatic PAH. The mean treatment duration was 76.4 weeks (median 70.7 weeks)  
for patients receiving UPTRAVI versus 71.2 weeks (median 63.7 weeks) for patients on  
placebo. The exposure to UPTRAVI was up to 4.2 years.1

Adverse reactions associated with the mode of action of UPTRAVI have been observed frequently,  
in particular during the phase of individualised dose titration, and are tabulated below:1



In summary

•• Just because a patient’s maintenance dose is lower than 1600 mcg,  
this doesn’t mean they aren’t receiving an effective treatment with UPTRAVI.

•• Different people have different IP receptor densities, which may explain  
why some patients need higher or lower doses of UPTRAVI than others.1,4

•• Careful titration of UPTRAVI is very important – paying particular attention  
 to the patient’s tolerability of UPTRAVI.1

•• UPTRAVI has been shown to deliver similar efficacy across different 
maintenance doses.2,3



References: 1. UPTRAVI Summary of Product Characteristics. 2. Sitbon O, et al. New Eng J Med 2015. 373:2522-2533. 3. Sitbon O, et al. New Eng J Med 2015. 
373:2522-2533. Suppl App. 4. Gatfield J, Menyhart K & Nayler O. Am J Respir Crit Care Med 2016;193:A2239. 
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UPTRAVI® 200-1600 µg film-coated tablets 
PRESCRIBING INFORMATION
ACTIVE INGREDIENT(S): selexipag 
Please refer to the Summary of Product Characteristics (SmPC) before 
prescribing.
INDICATION(s): Long-term treatment of pulmonary arterial hypertension 
(PAH) in adult patients with WHO FC II-III, either as combination therapy in 
patients insufficiently controlled with an endothelin receptor antagonist and/
or a phosphodiesterase type 5 inhibitor, or as monotherapy in patients who 
are not candidates for these therapies. Efficacy has been shown in idiopathic 
and heritable PAH, PAH associated with connective tissue disorders, and PAH 
associated with corrected simple congenital heart disease.
DOSAGE & ADMINISTRATION: Individualised dose titration: Only a PAH 
experienced physician should initiate and monitor treatment. Up-titrate patients 
to the highest individually tolerated dose, which can range from 200 to 1600 
microgram (µg) given twice daily (BD). The recommended starting dose is 200 
µg BD approximately 12 hours apart. Increase dose in increments of 200 µg BD, 
usually at weekly intervals, based on tolerability. During titration some adverse 
reactions reflecting the mode of action of Uptravi may occur, these are usually 
transient or manageable with symptomatic treatment. If a patient reaches a 
dose that cannot be tolerated, the dose should be reduced to the previous 
dose level. Individualised maintenance dose: Maintain the highest tolerated 
dose a patient can take with tolerable adverse events. If it is necessary to stop 
treatment withdraw gradually. Administration: Take each tablet orally, morning 
and evening with food to improve tolerability. During the uptitration phase take 
the first increased dose in the evening. Interruptions and discontinuations: 
Missed doses should be taken as soon as possible, unless the next dose 
is scheduled within 6 hrs. If treatment is missed for 3 days or more, restart 
at a lower dose and then uptitrate. There is limited experience with abrupt 
discontinuation. No evidence for acute rebound has been observed. Dosage 
Adjustment with Co-administration of Moderate CYP2C8 Inhibitors: 
When co-administered with moderate CYP2C8 inhibitors (e.g., clopidogrel, 
deferasirox and teriflunomide), reduce the dosing of Uptravi to once daily. If 
the therapy is not tolerated at a given dose, symptomatic treatment and/or a 
dose reduction to the next lower dose should be considered.  Revert to twice 
daily dosing frequency of Uptravi when co-administration of moderate CYP2C8 
inhibitor is stopped. 
Elderly (≥65 yrs): No dose adjustment required. There is limited clinical 
experience in patients over 75 yrs, therefore Uptravi should be used with 
caution in this population.
Paediatric population (< 18 years): No data are available. Not recommended 
to use selexipag in paediatric population. 
Hepatic impairment: Do not treat patients with severe liver impairment (Child-
Pugh class C). Moderate hepatic impairment (ChildPugh class B):  the starting 
dose of Uptravi should be 200 micrograms once daily,  and increased at weekly 
intervals by increments of 200 micrograms given once daily until adverse 
reactions, reflecting the mode of action of selexipag, that cannot be tolerated 
or medically managed are experienced. Mild hepatic impairment (ChildPugh 
class A): No dose adjustment required.
Renal impairment: Mild/moderate: No dose adjustment required. Severe: 
Caution should be exercised during dose titration.
CONTRAINDICATIONS: Hypersensitivity to active substance/excipients, severe 
coronary heart disease, unstable angina, myocardial infarction within 6 months, 
decompensated cardiac failure, severe arrhythmias, cerebrovascular events 
within 3 months, congenital or acquired valvular defects, concomitant use with 
strong CYP2C8 inhibitors (e.g. gemfibrozil).
SPECIAL WARNINGS & PRECAUTIONS: Hypotension: Vasodilatory properties 
may reduce blood pressure. Before prescribing Uptravi, carefully consider 
whether patients with certain underlying conditions could be adversely 
affected by vasodilatory effects. Hyperthyroidism: has been observed, monitor 
thyroid function if clinically indicated. Pulmonary venoocclusive disease: If signs 
of pulmonary oedema occur consider possibility of pulmonary veno-occlusive 
disease which has been reported with vasodilators (mainly prostacyclins), if 
confirmed discontinue treatment.
SIDE EFFECTS: Very common: Headache, flushing, nasopharyngitis, 
diarrhoea, vomiting, nausea, jaw pain, myalgia, arthralgia & pain in extremity. 

Common: Anaemia, decreased haemoglobin, hyperthyroidism, decreased 
thyroid-stimulating hormone, decreased appetite, weight decrease, 
hypotension, nasal congestion, abdominal pain, rash, urticaria, erythema, pain. 
Refer to SmPC for other side effects.
PREGNANCY: There are no data from the use of selexipag in pregnant women. 
Women of childbearing potential should practise effective contraception. 
Uptravi is not recommended during pregnancy and in women of childbearing 
potential not using contraception. 
LACTATION: It is unknown if selexipag or its metabolites are excreted in 
human milk. Uptravi should not be used during breast-feeding.
INTERACTIONS: Consider adjustment of selexipag dose in case of co-
administration with CYP2C8 inducers (rifampicin, carbamazepine, phenytoin). 
Use caution with concomitant use of Uptravi with strong inhibitors of UGT1A3 
and UGT2B7 (valproic acid, probenecid, fluconazole). 
Dosing frequency of Uptravi should be reduced to once daily when co-
administered with moderate CYP2C8 inhibitors (e.g. clopidogrel, deferasirox, 
teriflunomide) . Dosing frequency of Uptravi should be reverted to twice daily 
when co-administration of moderate CYP2C8 inhibitor is stopped. 
Refer to SmPC for full details of interactions.
Ability to drive and use machines: Uptravi has a minor influence on the ability 
to drive and use machines. 
LEGAL CATEGORY: POM
PRESENTATIONS, PACK SIZES, MARKETING AUTHORISATION NUMBER(S) 
& BASIC NHS COSTS 

PRESENTATIONS PACK SIZES MARKETING 
AUTHORISATION 
NUMBER(S)

BASIC NHS 
COSTS

200 μg tablets  
(Titration pack) 140 tablets EU/1/15/1083/003 £ 7000

200 μg tablets 60 tablets EU/1/15/1083/002 £ 3000

400 μg tablets 60 tablets EU/1/15/1083/004 £ 3000

600 μg tablets 60 tablets EU/1/15/1083/005 £ 3000

800 μg tablets 60 tablets EU/1/15/1083/006 £ 3000

1000 μg tablets 60 tablets EU/1/15/1083/007 £ 3000

1200 μg tablets 60 tablets EU/1/15/1083/008 £ 3000

1400 μg tablets 60 tablets EU/1/15/1083/009 £ 3000

1600 μg tablets 60 tablets EU/1/15/1083/010 £ 3000

MARKETING AUTHORISATION HOLDER: Janssen-Cilag International NV, 
Turnhoutseweg 30, B 2340 Beerse, Belgium.
FURTHER INFORMATION IS AVAILABLE FROM: Janssen-Cilag Limited,  
50-100 Holmers Farm Way, High Wycombe, Buckinghamshire, HP12 4EG, UK. 
Prescribing information last revised: April 2020 

Adverse events should be reported. 

This medicinal product is subject to additional  
monitoring and it is therefore important to report any  

suspected adverse events related to this medicinal product. 
Reporting forms and information can be found at  

www.mhra.gov.uk/yellowcard or search for  
MHRA Yellow Card in the Google Play or Apple App Store. 

Adverse events should also be reported to Janssen-Cilag Limited  
on 01494 567447 or at dsafety@its.jnj.com.


