INSTRUCTIONS FOR USE
NITYR® (ni-TIR)
(nitisinone)
tablets, for oral use

This Instructions for Use contains information on how to take NITYR tablets using an oral syringe or
mixed in applesauce.

Read this Instructions for Use before you start giving or taking NITYR and each time you get a refill,
since there may be new information. This information does not take the place of talking to your
healthcare provider about your medical condition or your treatment.

¢ People who have a problem swallowing NITYR tablets whole, including children, can take NITYR
tablets mixed with water in an oral (by mouth) syringe or crushed and mixed with applesauce.
NITYR tablets should not be mixed in any other liquid or food.

¢ Follow the diet restrictions for tyrosine and phenylalanine that your healthcare provider has given
you during treatment with NITYR.

¢ NITYR can be taken with or without food.

Important Information You Need to Know Before Taking NITYR Using an Oral Syringe

e Prepare only 1 or 2 NITYR tablets in an oral syringe at one time.

e Each tablet is white to beige in color and can have yellow to brown tiny specks.

e Use a 5 mL oral syringe with a cap (see below) to prepare NITYR tablets in an oral syringe. Ask
your pharmacist for your oral syringe. You may need more than one 5 mL oral syringe if you take
more than 2 NITYR tablets for your prescribed dose.

¢ Use only room temperature water to prepare NITYR tablets in an oral syringe.

e Wash your hands well before preparing NITYR tablets using an oral syringe.

e Talk to your healthcare provider or pharmacist if you have questions about NITYR tablets or how to
use the oral syringe. You can also contact CYCLE VITA by calling the United States (U.S.) toll free
phone number 1-888-360-8482.
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Before preparing NITYR using an oral syringe

Lay out the prescribed number of NITYR tablets and syringes for your dose. Place the tablet or tablets
on a clean flat surface.



How to prepare and take 1 NITYR tablet using a 5 mL oral syringe:

Step 1. Remove the cap from the 5 mL oral syringe.

Step 2. Remove the plunger from the oral syringe and place 1

whole NITYR tablet inside the oral syringe (See Figure A).

Step 3. Replace the plunger (See Figure B).

Step4. Draw up 2.6 mL of room temperature water into the
oral syringe. Each line on the barrel of the syringe is
0.2 mL. There may be some air in the oral syringe. Leave
the air in the oral syringe (See Figure C).

Step 5. Replace the cap on the oral syringe and note the time.
Let the oral syringe sit for at least the length of time below:

e 15 minutes for a 2 mg tablet
e 60 minutes for a 5 mg or 10 mg tablet
(See Figure D)
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30 seconds

Step 6. Turn the oral syringe up and down for at least
30 seconds (See Figure E).

Step7. Check the oral syringe to see if the NITYR tablet has
broken apart into very small pieces and the pieces are
evenly spread through the water (suspension) (See
Figure F). Do not take the suspension if there are any
large pieces of the NITYR tablet in the suspension or if
there are any pieces of the tablet that are not evenly
spread through the water.

small pieces

If there are any pieces of the tablet that are not evenly
spread through the water, let the oral syringe sit for
10 minutes.

Before giving the suspension, turn the oral syringe up and
down for 30 seconds to continue to spread the pieces of F
NITYR tablet in the suspension.

Step 8. Remove the cap from the oral syringe (See Figure G).




Step 9. Place the tip of the oral syringe in the mouth. If giving
to a child, place the tip of the oral syringe along the inner
cheek of the child’'s mouth (See Figure H).

Step 10. While keeping the oral syringe in the mouth, slowly
push down on the plunger until a small amount of air is left
in the oral syringe, between the plunger and the tip of the
oral syringe (See Figure 1). Do not press the plunger all the
way down to the end of the syringe.

Step 11. Draw up an additional 2 mL of water into the oral
syringe (See Figure J).

Step 12. Replace the cap on the oral syringe. Shake well to
spread the remaining tablet pieces evenly through the
water in the oral syringe (See Figure K).




Step 13. Remove the cap from the oral syringe (See Figure L).

Step 14. Place the tip of the oral syringe in the mouth. If giving
to a child, place the tip of the oral syringe along the inner
cheek of the child’s mouth (See Figure M).

Step 15. While keeping the oral syringe in the mouth, slowly
push down on the plunger until the oral syringe is empty
(See Figure N). In case any pieces of the tablet are still
present in the oral syringe, repeat steps 11 through 15.

Step 16. After use, remove the plunger from the syringe barrel. Rinse the syringe and the plunger
with water after each use and let it dry. Do not replace the plunger into the barrel of the oral
syringe until ready to use again to allow it to dry. Do not throw away the oral syringe or plunger.

If you are not taking the water and NITYR tablet suspension as soon as it is prepared, complete steps
1 through 5. When you are ready to take the suspension, complete steps 6 through 16.



How to prepare and take 2 NITYR tablets using a 5 mL oral syringe:

Step 1. Remove the cap from the 5 mL oral syringe.
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Step 2. Remove the plunger from the oral syringe and place 2 -

whole NITYR tablets inside the oral syringe (See
Figure A). l

Step 3. Replace the plunger (See Figure B).
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Step4. Draw up 5 mL of room temperature water into the
oral syringe. Each line on the barrel of the syringe is
0.2 mL. There may be some air in the oral syringe. Leave
the air in the oral syringe (See Figure C).
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Step 5. Replace the cap on the oral syringe and note the
time. Let the oral syringe sit for at least the length of time
below:

¢ 15 minutes for 2 mg tablets
e 60 minutes for 5 mg or 10 mg tablets
(See Figure D)

30 seconds

Step 6. Turn the oral syringe up and down for at least
30 seconds (See Figure E).

Step 7. Check the oral syringe to see if the NITYR tablets
have broken apart into very small pieces and the pieces
are evenly spread through the water (suspension) (See
Figure F). Do not take the suspension if there are any
large pieces of the NITYR tablets in the suspension or if
there are any pieces of the tablets that are not evenly
spread through the water.

If there are any pieces of the tablets that are not evenly
spread through the water, let the oral syringe sit for
10 minutes.

Before giving the suspension, turn the oral syringe up and
down for 30 seconds to continue to spread the pieces of
NITYR tablets in the suspension.




Step8. Remove the cap from the oral syringe (See Figure G).

Step 9. Place the tip of the oral syringe in the mouth. If giving
to a child, place the tip of the oral syringe along the inner
cheek of the child’s mouth (See Figure H).

Step 10. While keeping the oral syringe in the mouth, slowly
push down on the plunger until a small amount of air is
left in the oral syringe, between the plunger and the tip of
the oral syringe (See Figure 1). Do not press all the way
down on the plunger.

Step 11. Draw up 2 mL of water into the oral syringe (See
Figure J).




Step 12. Replace the cap on the oral syringe. Shake well to
spread the remaining tablet pieces evenly through the
water in the oral syringe (See Figure K).

Step 13. Remove the cap from the oral syringe (See Figure L).

Step 14. Place the tip of the oral syringe in the mouth. If giving
to a child, place the tip of the oral syringe along the inner
cheek of the child’s mouth (See Figure M).
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Step 15. While keeping the oral syringe in the mouth, slowly
push down on the plunger until the oral syringe is empty
(See Figure N). In case any pieces of the tablets are still
present in the oral syringe, repeat steps 11 through 15.
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Step 16. After use, remove the plunger from the oral syringe barrel. Rinse the oral syringe with water
after each use and let it dry. Do not replace the plunger into the barrel of the oral syringe until
ready to use again to allow it to dry. Do not throw away the oral syringe.

If you are not taking the water and NITYR tablets suspension as soon as it is prepared, complete
steps 1 through 5. When you are ready to take the suspension, complete steps 6 through 16.



How to prepare and take more than 2 NITYR tablets using an oral syringe:
If more than two NITYR tablets are needed for the prescribed dose follow the instructions for “How to
prepare and take 1 NITYR tablet using an oral syringe” and “How to prepare and take 2 NITYR

tablets using an oral syringe” until you get your prescribed dose. You should not add more than 2
tablets to one syringe at a time.

How to prepare and take NITYR tablets in applesauce:

¢ Wash your hands well before preparing NITYR tablets in applesauce.
e Crush only 1 NITYR tablet at a time.

Step 1. Measure about 1 teaspoon of applesauce and put it into a clean container, such as a glass or
bowl.

Step2. Place 1 NITYR tablet onto a metal teaspoon (See

Figure A).
A
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Step 3. Crush 1 tablet at a time between two spoons (See Figure B

B) until the tablet is crushed to a fine powder (See Figure C).
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Step4. Carefully place all of the NITYR tablet powder from the
teaspoon into the clean container of applesauce. Be sure that
no tablet powder remains on the teaspoon (See Figure D).

Step 5. If the prescribed dose is more than 1 tablet, repeat Steps
2 and 3, placing all of the NITYR tablet powder together in the
container with the applesauce. You do not need to add more
applesauce at this time if you take more than 1 tablet.

Step 6. Stir the NITYR tablet powder and the applesauce until all
of the tablet powder is mixed well in the applesauce (See
Figure E). E




Step 7. Remove the NITYR tablet powder and applesauce
mixture from the container using a teaspoon and swallow the
mixture right away or within 2 hours of mixing (See Figure F).
Repeat this step until no mixture is left in the container.

Step 8. Measure another 1 teaspoon of applesauce and place it
in the container used to mix the NITYR tablet powder and
applesauce (See Figure G).

Step 9. Stir the fresh applesauce with the remaining NITYR tablet
powder and applesauce mixture until they are mixed well
(See Figure H).

Step 10. Remove the NITYR tablet and applesauce mixture from
the container using a teaspoon and swallow the mixture right
away (See Figure I). Repeat this step until no mixture or
powder is left in the container.

Storing NITYR

NITYR tablets do not need to be refrigerated.

Store NITYR tablets at room temperature between 68°F to 77°F (20°C to 25°C).

Store NITYR tablets in the container that it comes in and keep the container tightly closed.
Keep NITYR tablets and NITYR that has been prepared in an oral syringe with water or in
applesauce out of direct sunlight.

After adding water to the tablet in the oral syringe you can keep NITYR tablet suspension at room
temperature for 24 hours. Store the suspension in the oral syringe with the cap on and out of direct
sunlight until use. The suspension does not need to be refrigerated. Throw away any suspension that
is not used within 24 hours after adding water to the tablets in the oral syringe. Empty the syringe in
the drain and throw away (dispose of) the syringe by placing it in a trash can.

Take the NITYR tablet and applesauce mixture within 2 hours after adding the NITYR tablet powder
to the applesauce. Store the NITYR tablet and applesauce mixture at room temperature and out of
direct sunlight until use. The mixture does not need to be refrigerated. Throw away any mixture that is
not used within 2 hours after mixing in a trash can.



Keep NITYR and all medicines out of the reach of children.

What are the ingredients in NITYR?

Active ingredient: nitisinone
Inactive ingredients: glyceryl dibehenate and lactose monohydrate

Talk to your healthcare provider or pharmacist if you have questions about NITYR tablets or how to
use the oral syringe. You can also contact the CYCLE VITA on the U.S. toll free number 1-888-360-
8482.

For more information visit: www.nityr.us
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