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This brochure is intended for patients or caregivers in the US who have been prescribed NITYR for the treatment
for Hereditary Tyrosinemia Type 1 (HT-1) in combination with dietary restriction of tyrosine and phenylalanine.

Please see Important Safety Information on page 2. Please see full Prescribing Information at www.nityr.com/pi.
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Indications and Important Safety Information

Indications

NITYR® (nitisinone) Tablets are a competitive inhibitor of
4-hydroxyphenyl-pyruvate dioxygenase indicated for the
treatment of adult and pediatric patients with Hereditary
Tyrosinemia Type 1(HT-1) in combination with dietary
restriction of tyrosine and phenylalanine.

Important Safety Information

Do not take NITYR if you are allergic to nitisinone or any other
ingredients. Tell your healthcare provider about any health
problems, and if you are pregnant or planning to become
pregnant and/or breastfeeding, before starting treatment.

Warnings and Precautions:

Eye Symptoms, Developmental Delay and Skin Changes Due To
Elevated Plasma Tyrosine Levels:

Inadequate restriction of tyrosine and phenylalanine intake
can result in elevations of plasma tyrosine. Plasma tyrosine
levels above 500 micromol/L may lead to ocular signs and
symptoms including corneal ulcers, corneal opacities, keratitis,
conjunctivitis, eye pain, and photophobia; intellectual disability
and developmental delay; or painful hyperkeratotic plaques
(thickening of the skin) on the soles and palms.

« Your healthcare provider should not adjust NITYR dosage in
order to lower the levels of tyrosine in the blood.

« Your healthcare provider will obtain a slit-lamp examination
prior to initiating NITYR treatment, regularly during treatment
and may reexamine you if you develop symptoms or if your
tyrosine levels are above 500 micromol/L.

Changes in Blood Profile:

« You may develop leukopenia (reduction in the number of
white blood cells, which form part of the immune system) and
severe thrombocytopenia (abnormally low levels of platelets,
which help the blood to clot).

- Your healthcare provider will monitor platelet and white blood
cell counts and will adjust your medication accordingly.

Most Common Adverse Reactions:

The most common adverse reactions (=1%) in patients with
HT-1taking nitisinone are elevated tyrosine levels, low platelets
(thrombocytopenia) or white cells in the blood (leukopenia),
and complaints related to the eyes, including conjunctivitis,
corneal opacity, inflammation of the cornea, eye pain,
blepharitis, cataracts, granulocytopenia and extreme sensitivity
to light (photophobia), nosebleed (epistaxis), itching (pruritus),
skin inflammation (exfoliative dermatitis), rash (maculopapular
rash), dry skin and alopecia.

Adverse reactions reported in less than 1% of the patients,
included death, seizure, brain tumor, brain disease, excessive
restlessness, bluish skin, abdominal pain, diarrhea, rash on
mucous membranes such as the mouth, gastrointestinal
hemorrhage, black colored stools, elevated liver enzymes, liver
enlargement, low blood sugar levels, sepsis, and bronchitis.

Drug Interactions: Nitisinone can interfere with the effect of
other medicines. Tell your healthcare provider or pharmacist
if you are taking, have recently taken or might take any other
medicines.

Use in Specific Populations:

Pregnancy: The safety of this medicine has not been studied

in pregnancy. Tell your healthcare provider immediately if you
become pregnant or planning to become pregnant.

Lactation: The safety of this medicine has not been studied

in breastfeeding women. Tell your healthcare provider
immediately if you plan to breastfeed.

Pediatric Use: The safety and effectiveness of nitisinone has
been established in pediatric patients for the treatment of
HT-1in combination with dietary restriction of tyrosine and
phenylalanine. Use of NITYR in pediatric patients is supported
by evidence from one open-label, uncontrolled clinical study
conducted with another oral formulation of nitisinone in 207
patients with HT-1ages O to 22 years (median age 9 months).
Geriatric Use: Clinical studies of nitisinone did not include any
subjects aged 65 and over. No clinical studies of nitisinone have
been performed in geriatric patients. Your healthcare provider
will adjust the dose based on your requirements.

For more detailed information, please refer to the full
Prescribing Information at www.nityr.com/pi.

If you get any side effects, talk to your healthcare provider. This
includes possible side effects not listed in this brochure.

You may also report side effects directly by calling Cycle
Pharmaceuticals Ltd at 1-855-831-5413, or the FDA at:
1-800-FDA-1088 or www.fda.gov/medwatch.
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Welcome to
Generation Liberation!

Just like you, more and more people with Tyrosinemia Type 1 (HT-1), and their
caregivers, are discovering the possibility of greater independence when it
comes to their nitisinone medication. NITYR is designed to put your needs first,
both now and in the future.

Whatever stage you are at on your journey with Tyrosinemia Type 1, we
understand that change may be concerning. If you are transitioning to NITYR
from another nitisinone, rest reassured NITYR is bioequivalent to the NTBC
you've always taken.! We are here for you, to answer any questions and ensure
your NITYR Experience is seamless throughout.

This brochure is designed to guide you through how to take NITYR, age specific
considerations, and the product support that may be available to you as an eligible
patient and member of Generation Liberation. \We recognize it only covers a small
part of life with Tyrosinemia Type 1, but we hope it will be a useful resource to you
when taking your nitisinone or giving the medication to a loved one.

CYCLEVITA

If you have any questions, please reach out to Cycle Vita™
on 1-888-360-8482.

Best Regards,

Cycle Veta

This brochure is intended for patients and caregivers in the US who have been prescribed NITYR. It is
provided for information purposes only. It is not intended to be, and should not be used as, a substitute
for medical advice.

Please see Important Safety Information on page 2. 4 Please see full Prescribing Information at www.nityr.com/pi.
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What is HT-1?

Tyrosinemia Type 1, often referred to as HT-1, is an ultra-rare disorder that leaves a person unable to fully break down
the amino acid tyrosine. This causes a dangerous build-up of toxic metabolites in the body - which can lead to serious
liver and kidney problems - those affected require a special diet and medication (nitisinone, sometimes known as
NTBCQ) to control the disorder. It is estimated to affect approximately 1in 100,000 people across the world.?

How is the
condition diagnosed?

What causes
Tyrosinemia Type 1?

Tyrosinemia Type 1is a lifelong disorder. It is an
autosomal recessive genetic condition, which at birth. Newborn screening typically involves
means the baby inherits a defective gene from a heel stick blood test. However, a positive
each parent. Unaffected adults are often unaware screening result may not be definitive. Your
they carry a defective gene until they have an healthcare provider may order additional blood

In the US Tyrosinemia Type 1is mostly diagnosed

affected child. People born with Tyrosinemia Type and urine tests to confirm the diagnosis. Early
1 cannot metabolize the amino acid tyrosine, testing gives the opportunity to start treating your
meaning they are missing an essential enzyme that baby as early as possible, minimizing the risk of

helps to break down protein in the food they eat. further complications.

Important Safety Information?

Tell your healthcare provider about any health problems, and if you are pregnant or planning to become pregnant and/or
breastfeeding, before starting treatment.

Please see Important Safety Information on page 2. 5 Please see full Prescribing Information at www.nityr.com/pi.
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Monitoring and Testing

What to expect:

While managing Tyrosinemia Type 1 can be challenging, you should know that
you are not alone. Your healthcare team, made up of your doctor, dietitian,
genetic counselors, social workers and other clinicians will help you or your
child thrive at every stage of development. Don't hesitate to ask questions or
reach out to them when you have concerns.

a&j What your physician will do:

e Immediately upon diagnosis start therapy with NTBC (e.g. NITYR)
and recommend dietary therapy with medical foods and a
protein-restricted diet to limit phenylalanine and tyrosine intake
while supporting normal growth.*

e Monitor health, including growth and body weight, draw blood
and collect urine to ensure lab values are within expected bounds.*

Important Safety Information?

Inadequate restriction of tyrosine and phenylalanine intake can result in elevations of plasma tyrosine.

Please see Important Safety Information on page 2. 6
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Please see full Prescribing Information at www.nityr.com/pi.

Monitoring and Testing

What to expect:

@ What your dietitian will do:

e Recommend a diet that helps restrict phenylalanine and tyrosine
to maintain concentrations within the treatment range*

e Adjust the diet as appropriate as you or your child grows.

e Ensure your diet and nutrition supports normal growth and
development.

Depending on the stage you are at in your journey with Tyrosinemia
Type 1, other providers may be added to your healthcare team (e.g.,
ophthalmologists, neurologists).

We're with you, every step of the way.

Important Safety Information?

.

S

2N

OT ACTUAL PATIENT

Clinical studies of nitisinone did not include any subjects aged 65 and over. No clinical studies of Nitisinone have been
performed in geriatric patients. Your healthcare provider will adjust the dose based on your requirements.

Please see Important Safety Information on page 2. 7

Please see full Prescribing Information at www.nityr.com/pi.
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Newborns, Infants and Young Children
(0-5 years old)

NITYR helps children to be treated, from the start.

Like many parents and caregivers before you, the first few days, weeks

and months after a Tyrosinemia Type 1 diagnosis can be challenging. Please
keep in mind that babies born with Tyrosinemia Type 1 can be treated right
from the start by being compliant with their medication and diet. This is not
always going to be easy, but you are not alone, we will be here every step of
the way to help you.

NITYR has administration options to suit every need:

Give as suspension. Crush and mix Swallow whole.
with applesauce.

Important Safety Information?
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NITYR is very simple.
You can also make
the medicine the
night before in the
syringe and the next
day you can use it. u

Muhammad: Uncle of Alina
(NITYR patient, one year old).

Plasma tyrosine levels above 500 micromol/L may lead to ocular signs and symptoms including corneal ulcers, corneal

opacities, keratitis, conjunctivitis, eye pain, and photophobia; intellectual disability and developmental delay or painful
hyperkeratotic plaques (thickening of the skin) on the soles and palms.

Please see Important Safety Information on page 2. 8

Please see full Prescribing Information at www.nityr.com/pi.

Newborns, Infants and Young
Children (0-5 years old)

Flexible administration.

With NITYR you can create a suspension whenever and wherever
you want:

* Less medication complexities with no refrigeration required.

* Greater flexibility with on the go preparation.

e Accurate dosing each and every time.

When your child is ready, they can swallow the very small baby
aspirin-sized tablet too.> Most children are able to swallow tablets
from the age of three. Talk to your doctor before changing how
your child takes NITYR and about which option is best suited to your
child’s needs.

We're with you, every step of the way

For more information on administering NITYR using an oral
syringe or mixing with applesauce, see the following pages.

Important Safety Information?

Your healthcare provider should not adjust NITYR dosage in order to
lower the levels of tyrosine in the blood.

Please see Important Safety Information on page 2. 9

Please see full Prescribing Information at www.nityr.com/pi.
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How to Give One NITYR Tablet Update Nl'l'.yl"

o o NITYR 2 mg tablets only take 15 minutes Watch the instructive video: For further support or to receive additional oral A
U sSin g an O ra I Syrl n g e to disintegrate in water in an oral syringe www.nityr.com/infant-video syringes, please call Cycle Vita™ on 1-888-360-8482. n|‘t|S|none
compared to previously taking 60 minutes? Tablets

1. Use the reusable syringe provided. Remove the plunger, add one NITYR tablet and replace the plunger.

2. Draw up 2.6 mL of room temperature water. Step1 Step 2 Step 3 Step 4
3. Put the cap back on and let the syringe sit for at least 15 minutes for a 2 mg tablet, or 60 minutes for a 5 mg or T '}Ac::i;nzumﬁangligsff Tu:,g:\,hnefi{ri:,?n?;fj;nd

10 mg tablet. 60 minutes for a5 mg 30 secs

oy ol If lumps visible let sit

4. Once you are ready to administer (you can administer up to 24 hours after adding water to the tablet), turn the R l/"\\ ftuhr:hserriLO ;“L“S;’:l‘eg;:v:‘
oral syringe up and down for at least 30 seconds and check that no large lumps of tablet remain. If there are '\/‘ ot mintmum
large lumps, let the syringe sit for a further 10 minutes, and then reinspect the syringe for any large lumps. Once €26mL =4 30 secs
no large lumps of tablet remain, turn the oral syringe up and down for at least 30 seconds before administering Q ‘) =
the medication. /

5. Take the cap off, place the syringe in the child’s mouth, and push down on the plunger until a small amount of air
remains in the syringe. Do not press the plunger all the way to the end. Step 5 Step 6 Step 7

6. Rinse the syringe by drawing up another 2 mL of water. Replace the cap and shake the syringe well. T Y/

It is so simple.
7. Take the cap off, place the syringe in the child’s mouth and push down on the plunger until it is completely empty. P

The water "
: : : : — = [ ]
Full Instructions for Use (IFU) are available at www.nityr.com/ifu [M ‘} does the JOb'
€2me Q Sana: Mom of Alina

H 3
Important Safety Information (NITYR patient, one year old).

Your healthcare provider will obtain a slit-lamp examination prior to initiating NITYR treatment, regularly during treatment and
may reexamine you if you develop symptoms or if your tyrosine levels are above 500 micromol/L.

Please see Important Safety Information on page 2. 10 Please see full Prescribing Information at www.nityr.com/pi. Please see Important Safety Information on page 2. il Please see full Prescribing Information at www.nityr.com/pi.
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How to Give Two NITYR Tablets
Using an Oral Syringe

Nityr
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Follow the same instructions on the previous page, except: Step 1

In step one, remove the plunger from the syringe and insert two
tablets, then replace the plunger and in step two, draw up 5 mL of
water at room temperature.

Note: More than two tablets should
NOT be prepared in the same syringe.

If your healthcare provider advises you to give three tablets, follow the

instructions to prepare one syringe with one tablet and another syringe Step 2
with two tablets.
The same instructions apply to more than three tablets.

Full Instructions for Use are available at www.nityr.com/ifu

Important Safety Information?

Nitisinone can interfere with the effect of other medicines. Tell your

healthcare provider or pharmacist if you are taking, have recently taken or
might take any other medicines.

Please see Important Safety Information on page 2. 12

¢5mL

Please see full Prescribing Information at www.nityr.com/pi.

How to Give NITYR Tablets
with Applesauce

1. Crush one NITYR tablet at a time by placing it between two teaspoons
and pushing down lightly on the top spoon. Press, rotate, and look at
the tablet. If large particles are still there, repeat until finely crushed.

2. Add all the crushed tablet powder to one full teaspoon of applesauce
in a clean glass or bowl.

3. If giving more than one tablet, repeat the process above, adding the
powder to the same applesauce.

4. Mix well.
5. Feed the mixture to your child using a teaspoon.

6. To make sure you give your child all the medicine, add another full
teaspoon of applesauce to the same glass or bowl and stir. Again,
feed the mixture to your child.

7. Use the NITYR-applesauce mixture within two hours of preparation.

Important Safety Information?

The safety and effectiveness of nitisinone have been established in

pediatric patients for the treatment of HT-1in combination with dietary
restriction of tyrosine and phenylalanine.

Please see Important Safety Information on page 2. 13

For further support or to receive
a tablet crusher, please call Cycle
Vita™ on 1-888-360-8482.

Step 1 Step 2

—
-

Step 3 Step 4
Step 5 Step 6

Please see full Prescribing Information at www.nityr.com/pi.
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Children 6 to 12 Years of Age

Gaining independence. NITYR helps children
transition seamlessly to tablets.

Now that your child is a little older, he or she may be ready to start
swallowing tablets whole. In fact, many children prefer baby aspirin-sized
tablets over solutions and suspensions.®

This marks one of the first steps in giving your child a little more
responsibility so they can begin controlling their condition for themselves.

NITYR tablets:

e Are very small, easy to carry, and can be discreetly carried in a backpack.®
Can be taken with an empty stomach or with your meal, you choose.

 Can be taken once daily for qualified patients five years and older, which
may provide additional flexibility to your day.*

Of course if you and your child feel more comfortable, you can use the
medication to create a suspension or mix with applesauce (see previous
pages for details).

*For patients 5 years of age and older who have undetectable serum and urine succinylacetone
concentrations after a minimum of 4 weeks on a stable dosage of nitisinone. Ask your healthcare provider
for more information.

Important Safety Information?

Use of NITYR in pediatric patients is supported by evidence from one open-label,

uncontrolled clinical study conducted with another oral formulation of nitisinone
in 207 patients with HT-1ages O to 22 years (median age 9 months).

Please see Important Safety Information on page 2. 14

We're with you,
every step of the way

Connect with Cycle Vita™
anytime you have a
question or concern.

Call 1-888-360-8482.

Please see full Prescribing Information at www.nityr.com/pi.
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13 to 18 Years of Age

Embracing independence. NITYR helps teenagers
to become healthy adults.

The teenage years are marked by increasing freedom, the start of real
independence, responsibility, and hectic schedules that include plenty of time
spent with friends, at school, and doing extracurricular activities. Teenagers
also want to control what they eat and how they manage their Tyrosinemia
Type 1. NITYR may make it easier for them to control their condition.

NITYR can help teenagers to start self-managing and become more

independent with:

« Very small and discreet tablets, giving teenagers the possibility to take NITYR
on the go.®

 Stable at room temperature, so teenagers don't have to worry about
refrigeration - ideal for school life, trips to the beach or holidays with friends.

e Can be taken with an empty stomach or with your meal, you choose to suit
your schedule.

* Qualified patients can take NITYR tablets once daily, which may give
teenagers more flexibility in their lives.*

*For patients 5 years of age and older who have undetectable serum and urine succinylacetone concentrations after

a minimum of 4 weeks on a stable dosage of nitisinone. Ask your healthcare provider for more information.

Important Safety Information?

You may develop leukopenia (reduction in the number of white blood cells, which form part of the immune system) and severe
thrombocytopenia (@bnormally low levels of platelets, which help the blood to clot).

Please see Important Safety Information on page 2. 15

Please see full Prescribing Information at www.nityr.com/pi.
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Embracing responsibility. NITYR gives

adults one less thing to worry about.
As part of Cycle Vita's product support platform, NITYR patients and caregivers

will receive individualized, straightforward and seamless support, which includes:

Y — 0e

Balancing college, work, home life, children, bills... The
responsibilities of adulthood can seem overwhelming. Designed
for convenience, NITYR may help make things easier by providing
the flexibility adults need to spend more time with their studies,

family or advancing their careers, without the burden of “take Insurance coverage and Uninterrupted, rapid supply Clinical support

with food” restrictions or refrigeration requirements. financial assistance* of treatment*

NITYR can help adults with: Co-pay Assistance Program*: Bridge Program*: The Cycle Vita Clinical Education

« The convenience of once-daily dosing for qualified patients, Commercially insured eligible A free supply of NITYR that allows eligible* team provides product support
may give more flexibility in their busy schedule.* patients may pay as little as $0. patients to begin therapy immediately to assist YOLiW;th matr;]aglng ,

: : ; : . hile Cycle Vita secures appropriate every aspect ot your therapeutic
e Very small lets which m rovi iscretion when takin w . o .
© é.s t«.‘:l tab Etsd f .C d ayg ° ”de discret ?:h eS taking Reimbursement Research Support: Benefit Verification and assists with Prior routine, such as C|II’1‘IC‘a| education

medication around friends and colleagues on the go. Including Benefit Investigation Authorization. The Bridge Program may and one-to-one training.

* Stable at room temperature, so there’s no need to worry and Prior Authorization support. also be requested for existing patients who

are temporarily experiencing disruption in
therapy due to insurance coverage.

about refrigeration.

e Can be taken with an empty stomach or with your meal,

its your choice. We're with you,

every step of the way

*Some areas of support may not be accessible to all patients. Eligibility criteria may apply to ensure compliance with all applicable federal and state requirements, and
benefits may be limited to commercially insured patients only. For more detailed information about eligibility, terms and conditions, please contact the Cycle Vita team
at 1(888) 360-8482.

*For patients 5 years of age and older who have undetectable serum and urine
succinylacetone concentrations after a minimum of 4 weeks on a stable dosage of
nitisinone. Ask your healthcare provider for more information.

Connect with Cycle Vita™
Important Safety Information? anytime you have a

Your healthcare provider will monitor platelet and white blood cell counts, and question or concern.
will adjust your medication accordingly. Call 1-888-360-8482.

Important Safety Information?

The safety of this medicine has not been studied in pregnancy. Tell your healthcare provider immediately if you become
pregnant or planning to become pregnant.

NOT ACTUAL PATIE

Please see Important Safety Information on page 2. 16 Please see full Prescribing Information at www.nityr.com/pi. Please see Important Safety Information on page 2. 17 Please see full Prescribing Information at www.nityr.com/pi.
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Nutrition Information
A vital part of controlling Tyrosinemia Type 1 is following a low-protein diet.

Published medical guidelines recommend patients with Tyrosinemia Type 1 follow a low-protein diet to avoid
complications associated with elevated plasma tyrosine levels.* However, nearly all foods contain protein, and you
need protein to grow and thrive and stay healthy, so following a low-protein diet can be challenging. The following
may help, just remember to always follow your dietitian’s advice:

Carefully monitor the intake of natural protein.

e Take medical food/formula as you have been advised.

« If you have any questions, check with your dietitian.

 Consider a food diary or app to help your dietitian better understand your response.
e Plan your meals in advance.

e Make it fun: be inventive, find and create your own recipes.

Generally, a low protein diet means:

« Eating vegetables, fruit and low-protein manufactured products;

* Moderating starches e.g., pasta, ri d potatoes; and .
oderating starches €.g. pasta, rice and potatoes, an Always seek advice from your dietitian

* Avoiding meat, fish, soya, nuts and dairy products. before altering your diet plan.

Important Safety Information?

The safety of this medicine has not been studied in breastfeeding women. Tell your healthcare provider immediately if you
plan to breastfeed.

Please see Important Safety Information on page 2. 18 Please see full Prescribing Information at www.nityr.com/pi.

Please see Important Safety Information on page 2. 19
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Our Patient Nutrition Program reinforces your clinic’s dietary plan.*

Cycle recognizes the critical role of a carefully tailored low-protein diet in a complete treatment plan for
patients with Tyrosinemia Type 1.

Our Patient Nutrition Program supports your treatment plan and provides eligible patients* with:

@ Guidance to understand nutrition food labels.

@ Information about introducing solid foods. Contact Cycle Vita™ if you are interested

in the Patient Nutrition Program*
@ Low protein recipe ideas.

. . on 1-888-360-8482.
@ Low protein grocery lists.

You and your family can receive weekly, then monthly, telephone or video consultations from a Registered
Dietitian. Discussion topics are tailored to meet your, or your child’s individual nutrition goals set and agreed
upon by your healthcare team in advance.

*Some areas of support may not be accessible to all patients. Eligibility criteria may apply to ensure compliance with all applicable federal and state requirements, and
benefits may be limited to commercially insured patients only. For more detailed information about eligibility, terms and conditions, please contact the Cycle Vita team
at1(888) 360-8482.

Important Safety Information?

The most common adverse reactions (=1%) in patients with HT-1 taking nitisinone are elevated tyrosine levels, low platelets
(thrombocytopenia) or white cells in the blood (leukopenia), and complaints related to the eyes, including conjunctivitis.

Please see full Prescribing Information at www.nityr.com/pi.
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» Network of Tyrosinemia Advocates (NOTA) » National Organization for Rare Disorders (NORD)
www.notacares.org www.rarediseases.org
e About Tyrosinemia: New Parents’ Guide e Cook For Love
www.depts.washington.edu/tyros/abouttyr.htm www.cookforlove.org

If you get any side effects, talk to your healthcare provider. This includes possible side effects not listed in this brochure. You may also

report side effects directly by calling Cycle Pharmaceuticals at 1-855-831-5413 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

& www.nityr.com f NityrUSA
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