REMODULIN® (treprostinil sodium) Injection Therapy
For Patients with Pulmonary Arterial Hypertension
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During the course of Studies 04/05, patients in the trepros-
tinil group not only experienced a progressive increase in
the distance traversed but also a progressive decrease in
the shortness of breath symptoms experienced during the
&-minute walk test (as measured by the Borg Dyspnea
Scores),

Significant improvement in exercise tolerance (walk
distance) occurred when effective doses were reached.

Remodulin Therapy Offers:

* Decreased shortness of breath symptoms and increased
exercise ability.

* Reduced invasiveness of delivery route (subcutaneous
infusion versus intravenous infusion),

+ Long hali-life (2 to 4 hours).

* Reduced risk of inlection related to administration.

* Uses an Infusion system that is lightweight and easily
concealed.

Remodulin is only available from

these U.S. Specialty Pharmacies:

* Accredo 1-866-344-4874 (1-866 FIGHT PH).

* Caremark RX 1-B66-879-2348.

* Priority Healthcare 1866-474-8326 (1-866 4 PH TEAM).
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* Uncontrolled site pain or reaction management may
require the use of an alternate therapy.

* Infusions must be continuous without interruption.

* Contraindicated in patients with known hypersensitivi-
ties to the drug or structurally related compounds.

* Drug interactions with antihypertensive compounds
may exacerbate blood pressure reduction.

* Remodulin inhibits platelet aggregation. Use caution
when combining with anticoagulants

Visit our website at www. REMODULIN.com

Please see briel summary of prescribing information on
the lollowing page.

{Photo courtesy of Medtronic Minihed®™)
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Remodulin® Medical
Frequently Asked Questions

An FAQ that covers medical issues

regarding the PH drug Remodulin
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D What is Remodulin?

p Remodulin (treprostinil sodium) Injection is a man-made chemical cousin
(analogue) to prostacyclin (a naturally occurring chemical in the body that helps
to regulate the size or diameter of the blood vessels). It is given as a continuous
subcutaneous (into the skin) infusion by a small portable electronic infusion pump.

D What is Remodulin used for?

D Remodulin was approved in May 2002 for the treatment of pulmonary arterial
hypertension (PAH) in patients with New York Heart Associate Classes II. 11T, and [V
to diminish or reduce symptoms associated with exercise. The classes refer to the
severity of heart failure measured by physical activity of exercise tolerance. (Class 1is
the most mild, and Class IV the most severe.

D Who can prescribe Remodulin?

D Remodulin can be prescribed by any physician, but it is highly recommended
the physician be well trained in treating PAH and have experience using Remodulin
or with prostacyclin infusions. In addition, the physician should perform a variety of
diagnostic tests to confirm the presence of PAH and to measure the severity. No
medications for treating PAH should be started until a measurement of the
pulmonary artery pressures are made by means of a heart catheterization.

o How is Remodulin Therapy different from Flolan Therapy?

D Remodulin and Flolan are similar chemically, but they are not "generic” or
identical. Both are prostacyclins, and both are injections requiring an electronic
portable pump. Flolan is given by a continuous (24 hours a day, 7 days a week)
intravenous infusion into a surgically placed catheter (tube) into the chest while
Remodulin is given by a continuous infusion directly into the skin (subcutaneous).

Although both therapies use a portable infusion pump, the pump used for Flolan
therapy is fairly large and not easy to conceal. Also, if the medication container
(called a cassette) is to be used for more than 8 hours, ice packs need to be

placed into the pump’s carry pouch
to keep Flolan cold. This adds to the
weight of the set-up. The infusion
pump for Remodulin is small, about
the size of a pager/beeper, is light
weight, and is easily concealed
under clothing, Since Remodulin is
stable at room temperature, there is
no need for ice packs or other
refrigerants. With special devices
that go over the pump, patients can
shower or bathe.

Flolan comes as a dry powder that
must be mixed with a special liquid
(diluent) and most patients on
Flolan mix up more than one vial of
drug a day. Mixed Flolan must use
ice packs attached to the pump if it
isn't all going to be used within

8 hours. Remodulin doesn't need
mixing and is stable at room
temperature and uses a smaller
purmp that is easily concealed.
Finally, since Remodulin is given
into the skin, there have been no
reported infections associated with
the drug delivery system. Surgically
placed catheters have a risk of
developing an infection over a
period of time. Since Remodulin
has a longer half-life (the time it
takes to remove the dose from the

body) of 2-4 hours than Flolan
which is 2-7 minutes, the risk of
rebound PAH symptoms is much
less with Remodulin. Although
both Remodulin and Flolan control
the symptoms of PAH, there have
been no clinical studies of efficacy
comparing one drug to the other.
Physicians need to make individual
decisions on which therapy is right
for their patients, but both Flolan
and Remodulin require patients
and their loved ones to be
committed to managing

the therapy.

How soon will | feel better once
| start using Remodulin?

p Changes in exercise tolerance
(your ability to have more physical
activity) or improvements of PAH
symptoms will vary from person

to person. In Remodulin’s clinical
trials, walking distance increased by
about 10 meters (slightly over 30
feet) and their symptoms of PAH
improved (shortness of breath and
fatigue) after 12 weeks of therapy.




| heard there is pain associated with Remodulin. How bad is it?

b Because Remodulin is a prostacyclin molecule and is similar to prostaglandin
which is known to cause inflammation, Remodulin can cause local pain where the
subcutaneous (in the skin) catheter is placed during or shortly after the infusion
starts. However, the severity of pain differs from person to person. Some patients
describe it similar to the pain of a tooth ache, others describe it more severely. It
should be noted, there have been patients who are not able to tolerate the infusion
site pain, no matter what medications or other pain relieving techniques are used.
However, there are quite a few patients who have some pain at the start of their
therapy but the longer they receive Remodulin, the pain diminishes especially as their
PAH symptoms improve and they begin to feel better.

Q If | have pain with Remodulin, what can | do to treat the pain?

D There are a variety of pain relief techniques that can be tried Your doctor and
their PAH nurse can prescribe or recommend a pain management therapy that’s right
for your needs. Unfortunately, there is no one method that works well for everyone.
Treatments that have been used that don't involve medicine are hot or cold
compresses to previously used site and relaxation techniques. If medicine is needed,
doctors have prescribed several medicines you take by mouth like over the counter
analgesics (ibuprofen, Tylenol), stronger prescription pain relievers, and medicines
that alter the sensation of pain.

There is a topical gel that is made up by a pharmacist called Pleuronic Lecithin
Organogel ("PLO") which has also been called the Wisconsin Protocol. PLO Gel has
several different types of medicines in very low concentrations that are applied to
the skin to decrease pain and inflammation. It has worked for infusion sites that
were previously used, but it is difficult to use on current or active infusion sites
where pain is present because the gel doesn't allow the semi-clear dressing/tape to
hold the needle in place from sticking to the skin.

For active site pain, many doctors are using the allergy drug Nasocort which is a mild
steroid. Nasocort is actually a nasal spray, but when you spray it on the skin, it leaves
no greasy residue and allows the dressing/tape to stick to the skin. Combining
Nasocort for the active sites, and PLO Gel for the older/previously used sites is
another good option to consider for patients.

There is a commercially available local anesthetic patch (called Lidoderm) which
contains the drug lidocaine HCL It is placed on the skin at the spot where the
infusion needle/catheter will be placed. The infusion needle is placed through the
patch, then covered with a transparent dressing to hold everything in place. Several
physicians have tried this process, so you should check with your physician for more
information about using Lidoderm.

Finally, other methods being considered or tried are different types of dressings/tapes
that better stick to the skin so that gels or creams can be used on the active site.
Keeping the needle in the skin longer than three days but no more than a week

(to prevent the risk of a skin infection) has worked for patients with "hot-spots”
limiting the choices of sites to place a needle.

You should always talk to your PAH Healthcare professional before attempting or
trying any pain treatment. It is very important to know that infusion site pain and
reaction are not in any way related to the dose or rate of infusion.

D If my Remodulin Infusion is interrupted, how long can | be off of it?

b You should attempt to restart your Remodulin infusion as quickly as possible
even though Remodulin has a longer half-life (longer effect of 2-4 hours) than
Flolan (2-7 minutes). This is the main reason to have a back-up infusion pump and
additional supplies with you at all times just in case. If you don't think your
Remodulin infusion can be restarted fairly quick, you should immediately contact
your doctor or seek emergency medical services for help.




D Can | just restart Remodulin after any interruption?

b Normally yes and at the same dose or infusion rate. However, if you experience
shortness of breath or other symptoms of PAH, you should contact your doctor.

D. How often will | need to adjust my Remodulin dose?

D Every patient is dosed individually to their symptoms. In other words, no one
particular dose is used by all patients depending on their severity of the disease or
response to the therapy. Your doctor from time to time will adjust your dose to
adequately control your PAH symptoms while preventing side effects of receiving
too much medication.

Also, it has been found that the side effects of experiencing pain is NOT related to
any dose of Remodulin you are receiving,

D How long will | have to use Remodulin?

D Since currently there is no cure for PAH, your treatments will be indefinite.
There needs to be a strong commitment by the patient and their families for any
treatment, especially an infused therapy like Remodulin. Your doctor, may at times,
add or change additional medications to treat your individual PAH symptoms.

D What are Remodulin’s common side effects?

p Patients receiving Remodulin have reported a wide variety of side effects, many
however, might be related to their underlying PAH disease (such as shortness of
breath, fatigue, and chest pain). The most common side effects reported are infusion
site pain and reaction, headache, diarrhea, nausea, rash, and jaw pain. You should
discuss any side effects with your doctor or nurse.

Depending on the severity or ability to control the side effects, your doctor may
choose to switch you to another therapy.

D Can | go through airport security

with my Remodulin infusion
pump on?

D Yes, there are no reported
mishaps with the x-ray of airport
security systems erasing the pump’s
program or stopping the pump. If
you do travel by airplane, you
should keep your back-up pump,
supplies, and additional Remodulin
vials with you in your carry-on
luggage so you have immediate
access to them in case of problems
during the flight. Depending on the
airport, you may need a letter or
note signed by your doctor
explaining your pump and needles.
Your nurse or doctor can provide
you with a letter to give to the
airline ahead of time to allow you to
carry these supplies. You can check
with the airport or the Federal
Aviation Administration (FAA) for
more information.

D What if | get my Remodulin

infusion pump wet?

D There are no medication
infusion pumps that are waterproof
s0 you must avoid submersing the
pump in any liquid. If the pumps
exterior gets wet, immediately dry
the pump with a cloth (don't use a
hairdryer, oven, microwave, or place
the pump near high heat such as a

fire). The maker of the MiniMed
407¢ infusion pump used in
Remodulin therapy does make

a special disposable shower pack
that the pump is placed into to
minimize the risk of a pump getting
wet when taking a shower or bath.
MiniMed makes a “swim pack” that
can protect the pump for swimming
purposes, however, this costs extra
and is not covered by insurance. You
should check with your Remodulin
pharmacy provider for additional
information and always check

with your doctor before starting any
strenuous exercise, like swimming,

D How do you start Remodulin?

h Every center is different,
however, once you and your doctor
decide this is the treatment to use,
the nurse coordinator orders the
drug It can take as little as 24
hours or as long as six weeks or
more to approve it through the
insurance company. Once it is
approved, a nurse can come to your
home to start "pre-teaching”. The
drug needs to be started in the
doctor’s office the first time. This
visit can last anywhere from 2 to 8
hours, depending on what your
needs are.




A home care nurse can continue to see you for the "re-injections” every three days for
several visits, again depending on your insurance company.

D Can | switch from Flolan to Remodulin?

> Yes, in fact there were published results of a study where patients were
successfully switched from Flolan to Remodulin. Switching from one drug to another
requires your doctor to be very knowledgeable about both drugs and switching drugs
will require hospitalization to wean you off Flolan as you start Remodulin. This

way your doctor can determine which Remodulin dose is right for your particular
condition. Patients on Remodulin compared to Flolan have more freedom of
movement and activities due to a smaller pump and no surgically placed catheter

to administer the drug, However, there are side effects of site pain and infusion site
reaction when using that can occur when using Remodulin which doesn't occur
with Flolan.
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