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2.5 Interruptions and Discontinuation

If a dose of medication is missed, the patient should take the missed dose as soon as possible,

with food. If a patient misses two or more doses, restart at a lower dose and re-titrate.

In the event of a planned short-term treatment interruption for patients unable to take oral

medications, consider a temporary infusion of subcutaneous or intravenous treprostinil. To

calculate the total daily dose (mg) of treprostinil for the parenteral route use the following

equation:

Remodulin (ng/kg/min) = 139 X Orenitram total daily dose 1mg!

weight (kg)

When discontinuing Orenitram, reduce the dose in steps of 0.5 to 1 mg per day [see Warnings

and Precautions (5.1)].

3 DOSAGE FORMS AND STRENGTHS

Orenitram (treprostinil) extended-release tablets are available in the following five strengths:

- 0.125 mg [White tablet imprinted with UT 0.125]

- 0.25 mg [Green tablet imprinted with UT 0.25]

- 1 mg [Yellow tablet imprinted with UT 1]

- 2.5 mg [Pink tablet imprinted with UT 2.5]

- 5 mg [Red tablet imprinted with UT 5]

4 CONTRAINDICATIONS

Severe hepatic impairment (Child Pugh Class C) [see Use In Specific Populations (8.6) and

Clinical Pharmacology (12. 3)].

5 WARNINGS AND PRECAUTIONS

5.1 Worsening PAH Symptoms upon Abrupt Withdrawal

Abrupt discontinuation or sudden large reductions in dosage of Orenitram may result in

worsening of PAH symptoms.

5.2 Use in Patients with Blind-end Pouches

The tablet shell does not dissolve. In patients with diverticulosis, Orenitram tablets can lodge in a
diverticulum.

6 ADVERSE REACTIONS

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates

observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of

another drug and may not reflect the rates observed in clinical practice.

In a 12—week, placebo-controlled, monotherapy study (Study 1; WHO Group 1; functional class

11-111), and an event-driven, placebo-controlled, combination therapy study (Study 4;

WHO Group 1; functional class I-III), the most commonly reported adverse reactions that

occurred in patients receiving Orenitram included: headache, diarrhea, nausea, and flushing.
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