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Adding Orenitram is proven to delay the progression of PAH and may help

improve symptoms—to help you do more and help control your PAH

IMPORTANT SAFETY INFORMATION for Orenitram

Who should not take Orenitram?

Do not take Orenitram if you have severe liver problems. O
Please see complete Important Safety Information ¢
throughout this brochure and Full Prescribing Information oren i'l'ra m®

and Patient Information for Orenitram at www.orenitram.com. ’rrepros’ri nil
PAH=pulmonary arterial hypertension. EXTENDED-RELEASE TABLETS
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PAH can make you miss out on the
good days you want to capture...

Is it time to consider adding Orenitram?

PAH symptoms such as shortness of breath or feeling tired may mean you
just can't do as many activities in your day-to-day life. Because PAH is a
progressive disease, you may find yourself becoming less active over time.

With Orenitram, you may be able to do more of the
things that matter to you

Your current medicine for PAH may be helping your symptoms, but you
should know that there may be more you can be doing.

Orenitram has been proven to delay the progression of PAH and may help
improve symptoms.

Now is the time to work with your healthcare provider to determine
if Orenitram is right for you.

What is Orenitram?

Orenitram is a prescription medicine used
to treat pulmonary arterial hypertension
(PAH) which is high blood pressure in the
arteries of your lungs. Orenitram can help
slow down the progression of your disease
and improve your ability to exercise. It is
not known if Orenitram is safe and effective
in children.




@@ My 6-minute walk distance
was not improving. My

doctor recommended starting
Orenitram to help me do more
physically and feel better

in my daily lite.

— Angelie, an Orenitram patient

IMPORTANT SAFETY INFORMATION for Orenitram
What should I tell my healthcare provider before taking Orenitram?

Tell your healthcare provider:
If you have liver problems or diverticulosis. O

Please see complete Important Safety Information throughout . o
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How does Orenitram work?

Orenitram is an oral medicine that works
differently from other oral medicines you may
already be taking for PAH. That's why adding

it to your treatment plan may be an important
next step to help you do more and help control
your PAH.

PAH affects 3 substances in the body

PAH symptoms can occur when the blood vessels inside your lungs become
narrow, making it harder for blood to flow. These changes are thought to be
caused by imbalances of natural substances in 3 pathways in your body. There
are medicines that treat each of those 3 pathways.

NITRIC OXIDE _ . _
° Depending on which pathway you are treating, there
ENDOTHELIN may be more you can do. Adding Orenitram may
o . help make sure you don’t miss out on treating the

IMPORTANT SAFETY INFORMATION for Orenitram
What should I tell my healthcare provider before taking Orenitram? (cont)
Tell your healthcare provider:

* If you are pregnant, breastfeeding, and/or plan to become pregnant or
breastfeed. It is not known if Orenitram will harm your unborn baby or if
Orenitram passes into your breast milk. Talk to your healthcare provider
about the best way to feed your baby during treatment with Orenitram.



Why is the prostacyclin pathway important?

When you have PAH, your body may not produce enough prostacyclin, a natural
substance that keeps your blood vessels open and working properly.

Orenitram mimics

the effects of natural
prostacyclin, helping to
open up blood vessels so
it’s easier for your heart

to pump blood through

your lungs.

Orenitram helps to replace the natural prostacyclin you may be missing.
Talk to your healthcare provider to see if Orenitram may help you reach your
treatment goals so you can start to capture more good days.

IMPORTANT SAFETY INFORMATION for Orenitram
What should I tell my healthcare provider before taking Orenitram? (cont)
Tell your healthcare provider:

* About all the medicines you take, including prescription and
over-the-counter medicines, vitamins, and herbal supplements. Orenitram and
other medicines may affect each other causing side effects. Do not start any
new medicine until you check with your healthcare provider. Especially tell
your healthcare provider if you take another medicine
that contains treprostinil, such as Remodulin® or Tyvaso®. O

[ ]
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Orenitram—helping you capture more good days

Orenitram is the tablet form of the same proven and trusted type of medicine
that has been available as a pump therapy for more than 18 years. Adding
Orenitram may help you do more and help control your PAH.

Proven to delay disease progression

In a clinical study, patients who added Orenitram were...

61% LESS LIKELY

TO HAVE THEIR PAH PROGRESS OVER TIME
COMPARED WITH THOSE NOT TAKING ORENITRAM*

*In a clinical study that included 690 patients who were all taking a single oral PAH
medicine (PDE-5i, sGCS, or ERA). At the beginning of the study, these patients added
either Orenitram or placebo to their treatment.

TIn a clinical study that included 349 patients not taking any PAH therapy. At the beginning
of the study, these patients began taking either Orenitram or placebo.

IMPORTANT SAFETY INFORMATION for Orenitram
How should | take Orenitram?

* Do not change your dose or suddenly
stop taking Orenitram without first
talking to your healthcare provider.

ERA=endothelin receptor antagonist; PDE-5i=phosphodiesterase
type 5 inhibitor; sGCS=soluble guanylate cyclase stimulator.




Orenitram may help you do more and help control
your PAH

In clinical studies, adding Orenitram helped patients improve in several ways:

\ R0

9 out of 10 patients improved Reduced strain on their heart
or maintained their ability to —that means your heart doesn't
do more daily activities with have to work as hard to pump
fewer symptoms, as measured blood to your lungs*
by functional class* — —] —
In as
little as
3 MONTHS

O Increased their

Decreased shortness ability to walk
of breath during farther, as measured
daily activities* by 6-minute walk

distance testt

IMPORTANT SAFETY INFORMATION for Orenitram
How should | take Orenitram? (cont)

e Orenitram is usually taken 3 times a day (about every 8 hours) or 2 times a
day (about every 12 hours). Your healthcare provider will tell you how often
you should take Orenitram. If you have side effects, your healthcare provider

may tell you to change your dose or when you O

take Orenitram. Take Orenitram with food.
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Orenitram may help
iImprove your risk status®

OuUT
9 Patients taking Orenitram either improved or
maintained their risk status—and improvement

IMPROVED OR MAINTAINED Wwas seen as early as 3 months. In fact, more
""""""""""""""""" than 30% of patients improved and were able

GG@@GG@@{} to maintain improvement through week 60.

Why is risk status important?

Your healthcare provider may use risk status to make decisions about your
treatment. It helps them determine how you're doing today and predict how
you will be doing in the future.

Start the conversation

Find a helpful discussion guide at the end of this brochure, with questions
you can ask your healthcare provider about adding Orenitram to your
treatment. Fill it out and bring it with you to your next visit.

*In a clinical study that included 690 patients who were all taking a single oral PAH
medicine (PDE-5i, sGCS, or ERA). At the beginning of the study, these patients added
either Orenitram or placebo to their treatment.

IMPORTANT SAFETY INFORMATION for Orenitram
How should | take Orenitram? (cont)

* Swallow Orenitram tablets whole. Do not split, chew, crush, or break your
Orenitram tablets. Do not take Orenitram tablets that are damaged or
broken. If Orenitram tablets are not taken whole, they may release too
much medicine at one time. This can lead to side effects.

* If you miss your dose of Orenitram, take the missed dose as soon as possible
with food.



@@ With Orenitram, Tm able to

plan more and make more
good memories. I can chare
even the simple things, like
cooking or (avghing, with my
Family and friends.

— Angelie, an Orenitram patient

IMPORTANT SAFETY INFORMATION for Orenitram
How should | take Orenitram? (cont)

If you miss 2 or more doses of Orenitram, call your healthcare provider
to see if you need to change your dose.

If you take too much Orenitram, call your healthcare provider
or go to the nearest hospital emergency room right away. O
[ ]
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Getting started with Orenitram

10

Like other medicines you may be taking, Orenitram is an oral tablet. Orenitram
is taken with food, usually 3 times daily (every 8 hours).*

Your healthcare provider will tell you exactly how to take Orenitram, and
together, you can create a plan that fits into your daily life.

Personalized dosing

Since PAH is a progressive disease, your treatment needs may change over time.
With Orenitram, you may not have to start a new medication. Your healthcare
provider can continue to increase or change your dose to meet your needs so you
may be able to stay with Orenitram for the long term to help control your PAH.

Orenitram is available in 5 tablet strengths, making it easier for your healthcare
provider to adjust your dose.

Ut uT Available in 5 tablet strengths
‘*9'125 ?25 Not shown at actual size.

*Qrenitram may also be taken 2 times a day (every 12 hours). Tablet strength may be
increased depending on how well you tolerate treatment.

TThere is no maximum dose for Orenitram, so your healthcare provider can continue
to increase your dose as long as you are able to tolerate the medication.

IMPORTANT SAFETY INFORMATION for Orenitram
How should | take Orenitram? (cont)

* You may see the tablet shell in your stools (bowel movements). This is usually
normal. The tablet shell is not digested. If you have diverticulosis, the tablet
shell may get stuck in a blind pouch or diverticulum in your intestine.



Knowing what to expect from treatment

Orenitram may cause side effects. The most common side effects with
Orenitram include headache, diarrhea, nausea, vomiting, flushing, and pain
in the arms, legs, and jaw.

Your healthcare provider will talk to you about potential side effects so you
can feel prepared and plan ahead to help address them.

IMPORTANT SAFETY INFORMATION for Orenitram
What are the possible side effects of Orenitram?

Orenitram can cause serious side effects, including worsening
of PAH symptoms.

Stopping Orenitram suddenly may cause worsening of your

PAH symptoms. Do not change your dose or suddenly

stop taking Orenitram without first talking to your

healthcare provider. O
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Support from the start

If you and your healthcare provider decide that Orenitram may
help you reach your treatment goals, United Therapeutics, the maker
of Orenitram, provides support at every step in the process.

Assistance from a Specialty Pharmacy
':E:' When you take Orenitram, you don't get it from your local
pharmacy. United Therapeutics works with Specialty Pharmacies
(SP) that specialize in PAH to supply your medication.
Your SP will help you at each step of your treatment with Orenitram, such as:

* Scheduling nurse visits to get you started with treatment

» Offering ongoing assistance through in-person or virtual visits and 24-hour
phone support

e Coordinating the delivery of your medicine

ASSIST is a team at United Therapeutics committed
to helping you with your prescription, from answering
questions about your prescription to explaining your
insurance coverage, and much more. To learn more,
visit www.orenitram.com.

assist

Access Solutions and Support Team

IMPORTANT SAFETY INFORMATION for Orenitram
What are the possible side effects of Orenitram? (cont)

* The most common side effects of Orenitram include headache, diarrhea,
nausea, vomiting, flushing, and pain in arms, legs, and jaw. These are not all of
the possible side effects of Orenitram. Tell your healthcare provider if you have
any side effect that bothers you or does not go away.


https://www.orenitram.com/cost-assistance-resources#assist

DISCUSSION GUIDE

Talking to your healthcare provider about Orenitram

5

PER CO-PAY

Cost savings Orenitram Connect

With our co-pay program, To learn more about adding Orenitram to
eligible patients may pay as your PAH treatment plan, join Orenitram

little as $5 per prescription Connect. With this program, you'll receive

for Orenitram.* Learn more at e-newsletters, helpful information, and other
www.UTcopay.com. useful tools. Sign up at www.orenitram.com.

*TO ENROLL IN THIS PROGRAM, YOU MUST UNDERSTAND AND AGREE TO COMPLY WITH THE
ELIGIBILITY REQUIREMENTS AND TERMS OF USE.

Eligibility requirements for this program are:

Patients must be 18 years or older to use this Program. The Program is valid only for patients with
commercial (also known as private) insurance who are taking the medication for an FDA-approved
indication. Patients using Medicare, Medicaid, or any other state or federal government program to
pay for their medications are not eligible. Patients who start utilizing government coverage during
the term of the Program will no longer be eligible. Eligible patients must be residents of the United
States or Puerto Rico.

For full program details and Terms and Conditions, visit www.UTcopay.com.

IMPORTANT SAFETY INFORMATION for Orenitram
What are the possible side effects of Orenitram? (cont)

* Call your healthcare provider for medical advice about
side effects. You may report side effects to the FDA at
www.fda.gov/MedWatch or call 1-800-FDA-1088. O
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Capture more good
days with Orenitram

/

Orenitram may be just what you need
to reach your treatment goals

e Orenitram is proven to delay the progression of
PAH and may help reduce symptoms that can
impact your day-to-day life

* Personalized dosing means you may stay with
Orenitram for the long term to help control your PAH*

* United Therapeutics offers support throughout
your treatment journey with Orenitram

*There is no maximum dose for Orenitram, so your healthcare provider can continue
to increase your dose as long as you are able to tolerate the medication.

Ask your healthcare provider if adding Orenitram may help
you do more and help control your PAH. ;

To learn more about Orenitram, visit www.orenitram.com.

IMPORTANT SAFETY INFORMATION for Orenitram

The risk information provided here is not comprehensive. To learn more about
Orenitram, talk with your healthcare provider. Please see Full Prescribing
Information and Patient Information at www.orenitram.com or call Customer
Service at 1-877-UNITHER (1-877-864-8437).

OREISIconOCT19

Please see complete Important Safety Information throughout

this brochure and Full Prescribing Information and Patient O
Information for Orenitram at www.orenitram.com. o
Orenitram is a registered trademark of United Therapeutics Corporation. O re n |1-ra m
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DISCUSSION GUIDE

Talking to your healthcare provider about Orenitram

Your healthcare team is your best source of information about your treatment
options. Having open, honest discussions with them about your treatment
goals can help determine if Orenitram may be right for you. Included below
are some things to think about and questions you can ask about adding
Orenitram to your treatment plan.

First, think about whether you are getting the most out of your current
treatment and if it might be time to do more to help you feel better.

Fill in or write down what your goals are for treatment and your future
(for example, taking a family vacation or being able to do more daily errands):

O.

orenitram
treprostinil

EXTENDED-RELEASE TABLETS



Next, ask your healthcare provider the following
questions and fill in or write down their responses:

How may Orenitram help me meet my treatment goals?

How may Orenitram help improve my symptoms?

How is Orenitram different from my current medicine?

What can | expect from treatment?

Talk to your healthcare provider to see if Orenitram is right for you.

© 2020 United Therapeutics Corporation. All rights reserved.
US/ORE/0465
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