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WHAT IS A UREA CYCLE DISORDER (UCD)?

A urea cycle disorder is a rare disease that affects about 1in
35,000 people. But just because it's rare it doesn’'t mean there
isn’'t information to help you or someone you love who is living
with a UCD. On the contrary. In this brochure, you will find facts
that help you get a better understanding of a UCD and your
treatment with Ravicti.

Why did | get this disease?

A urea cycle disorder is what we call an inherited metabolic disease.
This means something you are born with. You inherit all kinds of
genes from your mother and father, some carry the information

that determines the colour of your hair and eyes, some genes have
information which may be related to a genetic disease. Most UCDs
happen when the mother's egg and the father’s sperm both carry
information about a genetic fault, which is then passed on to the baby.

Itis in the genes

A UCD is an inherited
metabolic disease that
is passed on to a child.
Everybody has 2 copies
of each gene, 1 from
the mother and 1 from
the father.
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UCDs can be passed down in families when a parent gives

the defective gene to the child. UCDs can also be caused by

a spontaneous genetic mutation. The UCD subtype, ornithine
transcarbamylase (OTC) deficiency, is the most common and is
passed along the X chromosome from the mother, who may not
know she is a carrier. Or in rare cases, it can be passed on from a
father to his daughter.

A carrier is a person who has 1 normal copy of a gene and 1 abnormal
copy. Genetic testing can discover if a person is or isn't a carrier
and determine the risks of passing it on.



WHAT HAPPENS IN THE BODY?

The healthy urea cycle

Protein found in food enters the body and
are used by cells for growth and development.
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When our bodies break down protein into amino acids, leftover
nitrogen from the protein is turned into ammonia.

The ammonia is then removed from the blood, turned into urea,
and leaves the body via the urine.

Urea cycle disorder

When someone has a urea cycle disorder, the urea cycle can't
turn the ammonia safely into urea and the ammonia builds up -
the body can't get rid of it.
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The ammonia can reach toxic levels in the blood and
can trigger symptoms like vomiting, confusion, and
swelling in the brain amongst others.

THE HEALTHY LIVER AND THE LIVER WITH A UCD
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SYMPTOMS OF HIGH AMMONIA LEVELS

Normal things in life, like being sick, stressed out, or eating too
much food high in protein, can cause ammonia to rise to levels that
are dangerous. This can trigger a so called hyperammonemic crisis,
which requires immediate medical attention. Please note these

common symptoms of high ammonia levels that could signal a crisis:

D
®
B

Feeling very tired Staring or Nausea
or sluggish “zoning-out” or vomiting
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Losing touch with Unusually irritable Aggression
reality/hallucinating or uncooperative
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Lack of appetite Slurring words Headaches

HANDLING YOUR UREA CYCLE DISORDER

Apart from medical treatment, there are options to help control high levels
of ammonia associated with a UCD. Because every patient’s needs are
different, it's important to talk to your healthcare team and come up with
a personalised plan on how to best manage your ammonia levels.

Low-protein diet

It's important to limit protein when living with a UCD. However,
limiting it too much may harm your body at the same time, because
we need it to grow. Common triggers, like being stressed or getting
sick, can increase ammonia to toxic levels despite your best efforts
to balance protein intake. Low-protein doesn’t automatically mean
“boring” food. There are plenty of tasty dishes low in protein. You can
also modify your favourites to lower their protein level.

Amino acid supplements

Essential nutrients are needed to grow and maintain your health. Amino
acid supplements fill the gap when the amount of protein you can eat is
restricted and supply you with essential vitamins and minerals.

® A dietitian who is part of your healthcare team can help decide
which supplements may be right for you. The dietitian can also help
you with dietary advice such as low protein recipes, cooking etc.
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YOUR TREATMENT WITH RAVICTI

How can Ravicti help treat a urea cycle disorder?

One of the most important goals of managing a urea cycle
disorder (UCD) is to lower the amount of ammonia in your blood
to a safe and normal level. Ammonia levels can go up and down
during the day and can be harmful to the body when they are
too high. Ravicti may help you by controlling elevated levels of
ammonia. Ravicti is an oral medicine, which means it's taken by
mouth. It has little or close to no taste. It can be used in adults
and children aged 2 months and older for chronic management
of elevated levels of ammonia caused by a USD.

Who should not take Ravicti

* Children younger than 2 months should not take Ravicti until
the effects of Ravicti in these patients have been thoroughly
investigated - talk to your doctor to find out more.

* Do not take Ravicti if you are allergic to phenylbutyrate. Call
your doctor or go to the nearest hospital if you have symptoms
of an allergic reaction, such as wheezing, shortness of breath,
cough, low blood pressure, flushing, nausea, or rash while
taking Ravicti.

* Ravicti should not be used to treat an acute crisis of hyper-
ammonemia. Such a crisis requires immediate medical attention.

What are the possible side effects of Ravicti?

Every medical treatment may cause side effects, but which side
effects that occur varies from person to person. The most common
side effects with Ravicti include:

In adults
The most common side effects include diarrhea, gas, headache,
nausea, vomiting, tiredness, decreased appetite, and dizziness.

In children ages 2 to 17 years
The most common side effects include stomach pain, nausea,
vomiting, diarrhea, decreased appetite, and headache.

In children ages 2 months to younger than 2 years

The most common side effects include decreased level of a type
of white blood cell, vomiting, diarrhea, fever, decreased appetite,
cough, nasal congestion, runny nose, and rash.

Tell your doctor if you have any side effect that bothers you or that
does not go away. Your doctor can also give you medical advice
about side effects.
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When to get medical help right away

The breakdown of Ravicti produces the byproduct phenylacetate,
which may cause nervous system side effects. Call your doctor or
get medical help right away if you have any of these symptoms
while taking Ravicti:

* sleepiness

* lightheadedness

* change in taste

* problems with hearing

* confusion

* problems with memory

* worsening of numbness

* tingling, or burning in your hands or feet

* headache, tiredness, nausea or vomiting

Before you take Ravicti
Tell your doctor:

* if you have liver or kidney problems, pancreas or bowel (intestine)
problems, or any other medical conditions.

* if you are pregnant or plan to become pregnant. It is not known if
Ravicti will harm your unborn baby.

* if you are breastfeeding or plan to breastfeed. It is not known
if Ravicti passes into your breast milk. Breastfeeding is not
recommended during treatment with Ravicti. Your doctor can council
you about the best way to feed your baby if you take Ravicti.

* or pharmacist if you are taking, have recently taken or might take
any other medicines, including contraceptives.

HOW TO TAKE RAVICTI

)
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Breakfast Lunch Dinner

Ravicti is usually taken as few as 3 times a day in equal doses, with food
or formula. Take or give Ravicti exactly as your doctor has prescribed it
which can be more than 3 times each day. In small children, this may be 4
to 6 times a day. There must be at least 3 hours between each dose. Your
doctor may change your dose if needed. If too much Ravicti is taken, call a
doctor and go to the nearest hospital emergency room right away.

Missing a dose

For adults: If you forget a dose, take the missed dose as soon as you
remember. If the next dose is in less than 2 hours, then skip it and
take your next dose as normal.

For children: if the next dose is in less than 30 minutes, then skip it
and give the next dose as normal.

Do not take a double dose to make up for a forgotten dose. Tell your
doctor if you have missed a dose, and consult when ever needed.

On the next page, you will find directions for taking Ravicti.
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Open the bottle of
Ravicti. To open, push
down on the cap while
twisting it to the left.

Place the tip of the
oral dosing syringe
into the AdaptaCap
Bottle Adapter.
Your doctor or
pharmacist will
provide you with
the correct syringes.
However, your first
pack of Ravicti will
be a starter pack
which also contains
a7 day supply

of correct oral
syringes.

Get the medicine into the
oral dosing syringe by pulling
the plunger back. Pull until
the first line of the black
rubber stopper is even with
the dosing mark. The dosing
marks are on the barrel

of the oral dosing syringe.
Match the dosing mark to
the amount of medicine
prescribed by your doctor.

EXAMPLE: If your prescribed
dose is 3 mL, the first line of
the rubber stopper should be
even with the 3 mL dosing
mark on the barrel

of the oral dosing syringe.

NOTE: Pull the plunger
slowly. This will help keep
large air bubbles from
forming in the medicine.

Twist the blue
AdaptaCap Bottle
Adapter onto the
bottle. You do this by
turning it to the right.
Make sure it is tightly
on the bottle.

Turn the bottle upside
down with the oral
dosing syringe still
inserted.

Turn the bottle back
to its upright position.

If there are large
air bubbles, push
the medicine back
into the bottle. Do
this slowly. Draw up
the medicine again
(repeat steps 3-6).

After taking Ravicti,
it is suggested to
drink liquid or eat
some food to help
make sure all of

the medicine is
swallowed.

IMPORTANT TO REMEMBER:

» Take the exact amount of Ravicti as
instructed by your doctor.

» Take Ravicti with meals, in equally
divided doses.

» When dosing Ravicti be sure to only use the
oral syringes provide by your pharmacist.

NOTE: You should use 1 oral syringe for all
doses each day, but after the last dose of
each day, dispose of the oral syringe.

« You can also choose to use a new oral
dosing syringe with each dose.

« Do not rinse the AdaptaCap Bottle Adapter
or oral dosing syringe between doses.

Place the oral
dosing syringe into
the mouth. Push the
plunger to squirt the
medicine into the
mouth. Make sure
all of the medicine
is pushed out of the
oral dosing syringe.
. Put the cap on the
oral dosing syringe.

Close the tab on the
AdaptaCap Bottle
Adapter. Make sure
it is closed tightly.

If you take too much Ravicti, call your doctor
or go to the nearest hospitalemergency room
right away.

Do not stop taking Ravicti unless your doctor
tells you to stop.

« If you miss a dose of Ravicti,
take it as soon as possible.

« Do not take 2 doses of Ravicti
at the same time.

« If you miss more than 1 dose and are not
feeling well, call your doctor or nurse
right away.

If you still have questions about how to take
Ravicti with an oral dosing syringe, please
contact your doctor for more information.
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HOW TO TAKE RAVICTI

IF YOU HAVE A NASOGASTRIC OR
GASTROSTOMY FEEDING TUBE

Follow steps 1 through 7
on the previous page,
then continue with step 8
on this page.

Slowly and carefully
push the medicine
into the feeding
tube. Make sure all
of the medicine is
pushed out of the
oral dosing syringe.

Close the tab on the
AdaptaCap™ Bottle
Adapter. Make sure it
is closed tightly.

NOTES

Place the tip of the
oral dosing syringe
into the smaller port

of the feeding tube.
The smaller port is

used for medicine.
ASK YOUR DOCTOR
if you are not sure

which port to use.

Remove the oral
dosing syringe from
the feeding tube.

Put the cap on the
oral dosing syringe.

IMPORTANT: Use a
separate large syringe
to flush water into the

feeding tube. Flush
once with 30 mL of
water and allow the

flush to drain. Flush
a second time with
an additional 30 mL

of water to clear
the tube.

NOTE: A large syringe
should have come in
the box containing

your feeding tube.
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QUESTIONS YOU MAY HAVE

Am | different (from everybody else)?
Everyone is different. Everyone is unique. A person with a UCD just has
a medical problem needing treatment with medication and a special diet.

Why do | have to be on a special diet?

Why do | have to keep taking medicines?

The special diet controls the amount of harmful substances in the body
and keeps you as well as possible. It may be hard to stick to the special
diet and keep taking the medicines, but not taking them will make you
feel sick and unwell and may have harmful effects on your body.

How long do | have to keep taking the diet and medicines?
You will have to keep taking the diet and medicines all your life.
This is much better than feeling sick and unwell.

What will happen if | stop taking my diet and medicines

and eat whatever | want?

The levels of ammonia in your body will build up and you may feel
very ill and could require lifesaving care! You may need to come

into hospital for special medicines. So, it is very important that you
continue to take your medication and stick to your diet as prescribed
by your doctor and dietitian!

Will my problem get better or worse?

The problem is due to a mistake in the genes, so it remains throughout
life. Medicines and your special diet help you deal with it so you feel
well. There may be some times when the body produces more ammonia
than usual - this usually happens when you have another illness, such
as a cold or fever or in a particularly stressful situation. This happens for
a short time and you may feel unwell during this time. Always contact
your doctor if this happens.

Do other people need to know?

It is probably best that people around you (such as colleagues,
teachers etc) know that you have this problem to be able to
understand what happens and what to do in case of an emergency.

Do my friends need to know?
It is usually best to tell your friends that you've got a medical problem,
so they understand why you need a special diet and medicines.

How do | stay safe during cold and flu season?

It's important to try avoid getting sick if you have a UCD, a sickness
can trigger ammonia levels to start rising to dangerous levels. Here are
a few ways to help avoid getting sick during cold and flu season.

* Stay home and work from home if possible

* Get vaccinated against influenza, which can be very serious when
living with a UCD

* Stay hydrated

* Take vitamins, multivitamins can replace essential nutrients
needed to fight of sicknesses

* Wash hands, it's the best way to keep germs away

Ammonia levels are different for every person living with a UCD.
Talk to your doctor before starting taking vitamin upplements or
getting vaccinations.
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Adverse events should be reported. Reporting forms and
information can be found at: www.mhra.gov.uk/yellowcard

® Immedica Pharma AB
H Norrtullsgatan 15
®W Immedica 113 29 Stockholm
Sweden
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