A PKU TREATMENT THAT HELPS FIND

LESS LIMITS.

MORE POSSIBILITIES.

IMPORTANT SAFETY INFORMATION
What is SEPHIENCE?

SEPHIENCE" (sepiapterin) is a prescription medicine used to lower blood
levels of phenylalanine (Phe) in adults and children 1 month of age and
older with a certain type of Phenylketonuria (PKU). SEPHIENCE is used along
with a Phe-restricted diet. It is not known if SEPHIENCE is safe and effective

in children younger than 1 month of age. sephiencem
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About PKU

Living with Phenylketonuria—better known as PKU—comes with daily challenges, like

managing phenylalanine (Phe) levels. SEPHIENCE is used to help manage Phe levels in
people with PKU, as part of a Phe-restricted diet, allowing you to
focus on what's important to you.

What is PKU?

PKU is a genetic disorder characterized by the body’s inability to break down an amino acid called
Phe. When we consume high-protein foods, the body breaks Phe down into smaller components like
amino acids. In people with PKU, the body has trouble processing Phe properly, causing it to build up
in the blood—which can lead to irreversible brain damage and other serious health problems.

What's it called when blood Phe levels are high? O;; What's the recommended range?

It's called hyperphenylalaninemia— 3 Experts recommend keeping blood
when too much Phe builds up in the blood. Phe levels at or below 360 pmol/L

(6 mg/dL) for brain health.

avoid high-protein foods like meat, fish, eggs, dairy products,

%37 I g Certain foods can raise Phe levels: People with PKU need to
Qe and nuts

IMPORTANT SAFETY INFORMATION (cont'd)
What is the most important information | should know about SEPHIENCE?
SEPHIENCE may cause serious side effects, including:

- increased bleeding problems. SEPHIENCE may increase your risk of bleeding.
Tell your healthcare provider if you develop any symptoms of bleeding including:

— bruising or red or purple skin marks
— menstrual bleeding that is heavier than normal "'\
— bleeding longer than usual or that does not stop

- low blood Phe (hypophenylalaninemia). Low blood Phe levels are ’

\
common during treatment with SEPHIENCE and can be severe. Se hiencem
i
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What is SEPHIENCE™?

SEPHIENCE is a prescription medicine used along with a Phe-restricted diet to lower the
amount of Phe in the blood in adults and children 1 month of age and older with PKU.

How SEPHIENCE works

Taken as an oral powder

which aids Phe breakdown

Ly 5
Converts to natural BH,, > j\‘

83 (I0);

Reduces Phe levels to help
manage PKU

Seth,
Living with PKU

&

SEPHIENCE doesn’t just add BH,—it helps your body make its own,
supporting your natural process.

SEPHIENCE contains sepiapterin, which your body converts into tetrahydrobiopterin (BH,)—
a key molecule that supports the enzyme that breaks down Phe and reduces its buildup.
IMPORTANT SAFETY INFORMATION (cont'd)

What is the most important information | should know about SEPHIENCE? (cont’d)
The most common side effects of SEPHIENCE include: diarrheqg, headache,

stomach (abdominal) pain, yellow or orange stool (feces), and throat pain. )

Tell your healthcare provider if you have any side effect that bothers you or \ )

that does not go away. These are not all the possible side effects of SEPHIENCE.

Call your healthcare provider for medical advice about side effects. Se h ien c BTM
Please see full Important Safety Information on pages 22-23, sep B pteri N
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Clinical trial results

The APHENITY study was a two-part clinical trial of people aged 1-61 years old living with PKU. During
Part 1 of the trial, 156 participants received their age- and weight-specific dosage. In Part 2 of the
trial, 98 people with PKU aged 2 years and older were included. They had responded to SEPHIENCE
in Part 1 and were randomly assigned to receive either SEPHIENCE or placebo for 6 weeks.

In Part 1 of the trial,

SEPHIENCE helped lower blood Phe levels for many people after 2 weeks.

Most people saw substantial

©O O O
[i W1 \/I \\ reductionsin blood Phe levels

» 73% achieved at least a 15% reduction
* 66% achieved at least a 30% retduction

IMPORTANT SAFETY INFORMATION (cont'd)
What is the most important information | should know about SEPHIENCE? (cont’d)

Before taking or giving SEPHIENCE, tell your healthcare provider about all of your medical
conditions, including if you:

« are pregnant or plan to become pregnant. It is not known if SEPHIENCE will harm your
unborn baby.

- are breastfeeding or plan to breastfeed. It is not known if SEPHIENCE
passes into your breast milk. Talk to your healthcare provider about
the best way to feed your baby if you take SEPHIENCE. ‘.\

Tell your healthcare provider about all medicines you take, \ ,
including prescription and over-the-counter medicines, vitamins, S

and herbal supplements. hiencem
5
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In Part 2 of the trial,

SEPHIENCE™ led to a significant reduction in
blood Phe levels compared to placebo after 6 weeks.

@ Average blood Phe levels

dropped by
63*

Individual results may vary. Living with PKU

IMPORTANT SAFETY INFORMATION (cont’d)

What is the most important information I should know about
SEPHIENCE? (cont’d)

SEPHIENCE and other medicines may affect each other causing side
effects. SEPHIENCE may affect the way other medicines work, and
other medicines may affect how SEPHIENCE works. Especially tell
your healthcare provider if you take:

« a medicine that contains levodopa
« an antifolate medicine
« another medicine also used to lower Phe

- medicines used to treat erectile dysfunction (phosphodiesterase 5
inhibitors or PDE5)

Please see full Important Safety Information on pages 22-23,
and the Full Prescribing Information.
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APHENITY Study

Results across different PKU types

SEPHIENCE was studied in people with different types of PKU, including those with classical PKU—
defined by blood Phe levels at or greater than 1200 pmol/L (20 mg/dL) at birth or historically, even if
current levels are lower—and those who didn't respond to BH, treatment in the past. In both groups,
SEPHIENCE significantly lowered blood Phe levels, demonstrating effectiveness across a wide range
of people with PKU.

Among those who experienced a reduction in blood Phe levels:

For people with For people not helped by BH,
classical PKU treatmentin the past
Average blood Phe levels Average blood Phe levels
were reduced by were reduced by
70

on SEPHIENCE on SEPHIENCE

SEPHIENCE has demonstrated the potential to support people with
PKU regardiess of prior treatment experience or PKU type.

IMPORTANT SAFETY INFORMATION (cont’d)

What is the most important information | should know about SEPHIENCE? (cont’d)
Know the medicines you take. Keep a list of them with you to show your healthcare provider
and pharmacist when you get a new medicine.

How should I take or give SEPHIENCE?
« Take or give SEPHIENCE exactly as your healthcare provider tells you.
« Your healthcare provider will tell you how much SEPHIENCE to take or give.

« Your healthcare provider may change your or your child’s dose of | .3
SEPHIENCE depending on your weight and age. ,

« Take or give SEPHIENCE 1 time each day with food. You must take

\
or give more food after the SEPHIENCE dose. Se hiencem
;
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Achieving recommended Phe levels

SEPHIENCE™ was studied to see how well it helps people with PKU reach blood Phe level targets
recommended by experts. These targets, set by the American College of Medical Genetics and
Genomics, recommend maintaining a blood Phe level at or below 360 pmol/L (6 mg/dL).

In the trial:

More than 4 out of 5 people taking SEPHIENCE reached
£ aﬁr(\)ol L expert-recommended target blood Phe levels.

|
84% with SEPHIENCE vs 9% with placebo reached less than or
equal to 360 pmol/L

Individual results may vary. This information is based on clinical trial data but is not included in the approved full
Prescribing Information for SEPHIENCE. Talk to your healthcare provider if you have any questions.

Maintaining blood Phe levels within this recommended range is important
for supporting brain development and long-term cognitive health.

IMPORTANT SAFETY INFORMATION (cont’d)

How should I take or give SEPHIENCE? (cont'd)
« SEPHIENCE comes as a packet containing oral powder.

- For SEPHIENCE doses less than 1,000 mg: mix SEPHIENCE oral powder with water or apple
juice before giving or taking.

- For SEPHIENCE doses 1,000 mg or greater: SEPHIENCE oral powder can be mixed with water,
apple juice, strawberry jam, or applesauce before taking or giving.

- See the detailed Instructions for Use that comes with SEPHIENCE for
information about the correct way to prepare, take, or give a dose of

SEPHIENCE oral powder. N
« If you or your child miss a dose of SEPHIENCE, take or give it as soon as & ,
possible. Do not take 2 doses in a day. Continue with your normal dosing
schedule the following day. Se hiencem
Please see full Important Safety Information on pages 22-23, pse P B pteri N
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Effects on diet in PKU

Following the APHENITY clinical trial, this extension study looked at the long-term safety and
potential benefits of SEPHIENCE. The goal was to see if SEPHIENCE could help people eat more
natural protein while keeping their blood Phe levels in a healthy range.

Who took part?
o O

Ao Re) As of the data cutoff date of September 2, 2024, a total of 169 people
) with PKU joined this study. Participants ranged in age from ~2 months
o to 55 years old, with a median age of 14. Some people had taken part
‘ in the original APHENITY trial, while others were new to SEPHIENCE. This
study is still in progress, and the results shown are based on the data
collected up to the cutoff date.

How did the study work?

« Everyone took SEPHIENCE once a day for at least one year

« Participants were grouped based on their blood Phe levels at the
start of the study:

- Participants with blood Phe levels lower than 360 pmol/L or
6 mg/dL (n=102) entered a guided dietary Phe tolerance assessment
period, during which healthcare providers gradually increased the
amount of natural protein they could eat and adjusted their diet every
2 weeks over 26 weeks.

- Participants with blood Phe levels at or greater than 360 pmol/L or
6 mg/dL (n=49) continued taking SEPHIENCE, with no changes made to
their diet. All participants had regular check-ins throughout the study.

IMPORTANT SAFETY INFORMATION (cont’d)
How should | take or give SEPHIENCE? (cont’d)

« During treatment with SEPHIENCE, you or your child will have regular q 3
check-ups with your healthcare provider. ,

« Your healthcare provider will do blood tests before and during your

\
treatment with SEPHIENCE to check your blood Phe levels. Se hiencem
5
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With SEPHIENCE™, many people were
able to eat more natural protein

After 26 weeks of treatment, researchers examined changes in the amount of natural protein
participants in the dietary assessment group were able to consume relative to their baseline.

Here’s what they found:

0/ increased their dietary Phe intake
w ﬂ o With SEPHIENCE, nearly all participants could relax
their diet and increase Phe intake during the 26-week

assessment period.
(99/102) P

OI met their daily recommended protein needs
o Two out of three participants met their age-adjusted

natural protein needs while on SEPHIENCE.

(57/81)
N
About 60 grams of natural protein per day. After 26 weeks of
??y @ treatment with SEPHIENCE, a person weighing 110 pounds could
Q consume approximately 60 grams of natural protein per day,
based on their dietary Phe tolerance.
J

Individual results may vary. This information is based on clinical trial data but is not included in the approved full
Prescribing Information for SEPHIENCE. Talk to your healthcare provider if you have any questions.

Study limitations:

This study is “open-label,” meaning both the researchers and participants knew what
treatment was being given. Also, participants reported their own protein intake, which may not
always be exact. Sometimes diary records were incomplete. Because people of various ages
participated and had different starting diets, this may impact our understanding of the results.
The APHENITY Extension Study cannot say for sure whether people with PKU can fully relax their
diet. However, it shows that SEPHIENCE continues to work over the long term to keep blood Phe
levels below 360 umol/L (6 mg/dL), which for some adults and children with PKU may mean
being able to ease dietary restrictions. This is for informational purposes only.

IMPORTANT SAFETY INFORMATION (cont’d)
How should | take or give SEPHIENCE? (cont’d)
« Your healthcare provider may change your dose, temporarily stop, or

permanently stop treatment with SEPHIENCE if you have certain side effects. | .3
« Your healthcare provider may change your diet during treatment. Follow & ,

your healthcare provider’s instructions and do not make any changes to

your diet without first talking to your healthcare provider. Se hiencem
Please see full Important Safety Information on pages 22-23, pse P B pteri N
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What to expect with SEPHIENCE

SEPHIENCE may cause serious side effects, including an increased | »
risk of bleeding or bruising. One person in the APHENITY trial I >
experienced non-life-threatening bruising and prolonged bleeding,
which resolved after treatment was discontinued. Contact your
healthcare provider if you notice any unusual bleeding.

In children with PKU, it can sometimes cause very low levels of Phe

in the blood, so regular monitoring is important. For those taking
levodopa, your healthcare provider should monitor for any side effects
such as seizures, irritability, or feeling overly stimulated.

Side effects with SEPHIENCE may affect each person differently.

Lisa,
Living with PKU

Talk to your healthcare provider about your treatment
and concerns—they’re your best guide to managing PKU.

IMPORTANT SAFETY INFORMATION (cont'd)
What is the most important information | should know about SEPHIENCE? (cont’d)
SEPHIENCE may cause serious side effects, including:

- increased bleeding problems. SEPHIENCE may increase your risk of bleeding.
Tell your healthcare provider if you develop any symptoms of bleeding including:

— bruising or red or purple skin marks

— menstrual bleeding that is heavier than normal \

— bleeding longer than usual or that does not stop \ ;
- low blood Phe (hypophenylalaninemia). Low blood Phe levels are

common during treatment with SEPHIENCE and can be severe. Se hiencem
Please see full Important Safety Information on pages 22-23, pse P B pteri N
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APHENITY Study

Most common side effects

()
()

Diarrhea Headache Stomach pain
(7%) (7%) (5%)
Throat pain Low levels of Phe in the blood— Unusual-colored
(4% below the healthy range of feces
30-120 pmol/L (0.5-2 mg/dL)— (4%)

also called HypoPhe (4%)

APHENITY Extension Study
Long-term safety consistent with prior study

« In the ongoing extension study, 169 people took SEPHIENCE™ for up to 2.6 years

« The most common side effects (seen in 2% or more of participants) were headache, diarrheq,
unusual-colored feces, vomiting, and tiredness

- No new safety concerns were seen. The safety profile of SEPHIENCE remained consistent
throughout the extension study

These are not all the possible side effects of SEPHIENCE. If you experience
any side effects, talk to your healthcare provider.

IMPORTANT SAFETY INFORMATION (cont'd)
What is the most important information | should know about SEPHIENCE? (cont’d)

The most common side effects of SEPHIENCE include: diarrhea, headache,
stomach (abdominal) pain, yellow or orange stool (feces), and throat pain. [ )

Tell your healthcare provider if you have any side effect that bothers you or \ ,

that does not go away. These are not all the possible side effects of SEPHIENCE.

Call your healthcare provider for medical advice about side effects. Sep h i en c eTM
S
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Comparing SEPHIENCE vs sapropterin

The AMPLIPHY study looked at the safety and potential benefits of SEPHIENCE compared with
another treatment, sapropterin, in people with PKU. This study helped researchers understand
how SEPHIENCE affects blood Phe levels compared with an existing treatment.

Who took part?

Participants 2 years of age and older with PKU took part in the study.

How did the study work?

« In Part 1, participants took SEPHIENCE to see how they responded

» Those who responded with a 20% or greater reduction in their
blood Phe levels moved on to Part 2

* In Part 2, SEPHIENCE was compadred with sapropterin during
4-week treatment periods

IMPORTANT SAFETY INFORMATION
What is the most important information I should know about SEPHIENCE?

Before taking or giving SEPHIENCE, tell your healthcare provider about all of your medical
conditions, including if you:

« are pregnant or plan to become pregnant. It is not known if SEPHIENCE will harm your
unborn baby.

- are breastfeeding or plan to breastfeed. It is not known if SEPHIENCE
passes into your breast milk. Talk to your healthcare provider about the
best way to feed your baby if you take SEPHIENCE.

Tell your healthcare provider about all medicines you take, including -3
prescription and over-the-counter medicines, vitamins, and herbal & |
supplements. SEPHIENCE and other medicines may affect each other ,
causing side effects. SEPHIENCE may affect the way other medicines S

work, and other medicines may affect how SEPHIENCE works. phiencem’
S
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In Part 1 of the trial,

SEPHIENCE™ helped lower blood Phe levels for many people after 2 weeks.
fc—)\ fc—)\ [C—)\ Most people saw substantial
FWIWIHENY reductions in blood Phe levels

O O » 82% achieved at least a 20% reduction
/ l \ \ / I \ \ » 76% achieved at least a 30% reduction

In Part 2 of the trial,

People who responded to SEPHIENCE were assigned to receive both treatments, in one of
two sequences:

Group1 Group 2

« SEPHIENCE for 4 weeks « Sapropterin for 4 weeks
+ 14-day washout period * 14-day washout period
« Sapropterin for 4 weeks « SEPHIENCE for 4 weeks

The washout period allowed the first treatment to clear from the body before starting the
next treatment.

Researchers looked at:

@ How much blood 360 How many people
Phe levels changed S pmol/L reached blood Phe levels
during treatment below 360 pmol/L

IMPORTANT SAFETY INFORMATION (cont’d)

What is the most important information | should know about SEPHIENCE? (cont’d)
Especially tell your healthcare provider if you take:

« a medicine that contains levodopa

- an antifolate medicine

» another medicine also used to lower Phe

- medicines used to treat erectile dysfunction (phosphodiesterase 5 (’\
inhibitors or PDE5) \
Know the medicines you take. Keep a list of them with you to show your ’
healthcare provider and pharmacist when you get a new medicine. Se hiencem
Please see full Important Safety Information on pages 22-23, pse P B pteri N
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Clinical trial results

Part 2 of the AMPLIPHY study looked at participants from
Part 1 who had at least a 20% reduction in blood Phe levels.
It compared blood Phe changes with SEPHIENCE versus

sapropterin from the start of treatment through Weeks 3—-4.

!

%
70 greater reduction in blood Phe
levels with SEPHIENCE compared to
sapropterin during the trial period

Study Limitations
AMPLIPHY was an open-label study. This means participants and
researchers knew which treatment was being taken. The treatment
periods were short, with each lasting 4 weeks. Some groups in the study
were small, so results for those groups should be interpreted with caution.

——

SEPHIENCE lowered blood Phe levels significantly \/
more than sapropterin.

IMPORTANT SAFETY INFORMATION (cont’d)
How should I take or give SEPHIENCE?
* Take or give SEPHIENCE exactly as your healthcare provider tells you.

« Your healthcare provider will tell you how much SEPHIENCE to take
or give.

« Your healthcare provider may change your or your child’s dose of q 3
SEPHIENCE depending on your weight and age. ,

« Take or give SEPHIENCE 1 time each day with food. You must take

\
or give more food after the SEPHIENCE dose. Se hiencem
;

Please see full Important Safety Information on pages 22-23, ep B pteri N
and the Full Prescribing Information. 250 mg | 1000 mg Oral Powder


https://www.sephience.com/pi

Consistent reductions in blood Phe levels
across groups

SEPHIENCE™ was also studied in groups with different prior experiences with BH,,
including those who had responded to BH, before or were taking BH, at study
screening. Across these groups, blood Phe levels went down more with SEPHIENCE
than with sapropterin from the start of treatment to Weeks 3-4.

Responded to BH, previously

79% greater reduction with SEPHIENCE

Vs sapropterin

Taking BH, at study entry
% o
l O greaterreduction with SEPHIENCE
Vs sapropterin

Individual results may vary.

IMPORTANT SAFETY INFORMATION (cont’d)
How should | take or give SEPHIENCE? (cont’d)
« SEPHIENCE comes as a packet containing oral powder.

- For SEPHIENCE doses less than 1,000 mg: mix SEPHIENCE oral powder with water or apple
juice before giving or taking.

- For SEPHIENCE doses 1,000 mg or greater: SEPHIENCE oral powder can
be mixed with water, apple juice, strawberry jaom, or applesauce before

taking or giving. q 3
- See the detailed Instructions for Use that comes with SEPHIENCE for \ ,
information about the correct way to prepare, take, or give a dose of
SEPHIENCE oral powder. Se hiencew
Please see full Important Safety Information on pages 22-23, pse P B pte rin
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Achieving guideline levels

More people reached target blood Phe levels with
SEPHIENCE vs sapropterin

Among those starting at or above the recommended target range

69* 39*

VS
with SEPHIENCE with sapropterin
reached blood Phe levels reached blood Phe levels
below 360 pmol/L (6 mg/dL) below 360 pmol/L (6 mg/dL)
(36/52 porticiponts% (20/51 porticiponts?

IMPORTANT SAFETY INFORMATION (cont’d)
How should | take or give SEPHIENCE? (cont’d)

« If you or your child miss a dose of SEPHIENCE, take or give it as soon as possible.
Do not take 2 doses in a day. Continue with your normal dosing schedule the
following day.

« During treatment with SEPHIENCE, you or your child will have regular check- (’\
ups with your healthcare provider.

« Your healthcare provider will do blood tests before and during your ’

\
treatment with SEPHIENCE to check your blood Phe levels. Se hiencem
5
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Safety profile

Side effects with SEPHIENCE™ were similar to
those with sapropterin and in prior studies

No side effects led to stopping treatment, and no deaths were reported.

Talk to your healthcare provider if you have questions about side effects or
treatment with SEPHIENCE.

Side effects reported in the AMPLIPHY study*

The most commonly reported side effects with SEPHIENCE in Part 2 of the study included:

Q)
()

Upper respiratory Nausea Diarrhea Headache Nasopharyngitis

tract infection SEPHIENCE: 9.7% SEPHIENCE: 9.7% SEPHIENCE: 8.1% SEPHIENCE: 8.1%
SEPHIENCE: 12.9% sapropterin: 3.3% sapropterin: 1.7% sapropterin: 13.3% sapropterin: 6.7%
sapropterin: 15.0%

*Percentages are based on participants who received at least one dose of study drug, including in Part 1 (62 took
SEPHIENCE and 60 took sapropterin in Part 2).

IMPORTANT SAFETY INFORMATION (cont’d)
How should | take or give SEPHIENCE? (cont’d)

« Your healthcare provider may change your dose, temporarily stop, or
permanently stop treatment with SEPHIENCE if you have certain side effects. q 3

« Your healthcare provider may change your diet during treatment. Follow \ ,
your healthcare provider’s instructions and do not make any changes to S

your diet without first talking to your healthcare provider. hiencem
Please see full Important Safety Information on pages 22-23, PS@ P ia pteri 1
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Once-daily dosing

Taking SEPHIENCE

« Take SEPHIENCE once a day with food. Choose a meal or snack that contains fat to help support
absorption. Your dietitian can help you find options that fit your PKU plan

—Additional food intake is required after taking SEPHIENCE
« It's best to take SEPHIENCE at the same time each day

« Your healthcare provider will tell you the right dose based on your (or your loved one's)
body weight and age

Mixing SEPHIENCE

« Comes in 250 mg and 1000 mg powder packets

- Mix with water, apple juice, or soft food (only for doses 1000 mg or greater) like applesauce
or strawberry jam

May cause staining when in contact with certain surfaces. To minimize this risk, use as directed

Personalized dose tracking

Use :che SEPHI!ENCE dosing calculator on our welbsite calculator
(for informational purposes only). This tool does
not replace medical advice. Always follow your \\gl

Try the dosing

healthcare provider’s instructions.

IMPORTANT SAFETY INFORMATION
What is the most important information | should know about SEPHIENCE?
SEPHIENCE may cause serious side effects, including:

- increased bleeding problems. SEPHIENCE may increase your risk of bleeding.
Tell your healthcare provider if you develop any symptoms of bleeding including:

— bruising or red or purple skin marks

— menstrual bleeding that is heavier than normal \

— bleeding longer than usual or that does not stop \ ;
- low blood Phe (hypophenylalaninemia). Low blood Phe levels are

common during treatment with SEPHIENCE and can be severe. Se hiencem
Please see full Important Safety Information on pages 22-23, pse P B pteri N
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Record the dose as discussed with your
healthcare provider and update it as needed

If the daily dose is less than 1000 mg

DAILY
DOSE mg
# of 250 mg # of 1000 mg
packets: packets:
Mix in
of water or
apple juice
PRESCRIBED
VOLUME mi

to be administered

If the daily dose is 1000 mg or greater

DAILY

DOSE mg
# of 250 mg # of 1000 mg
packets: packets:
AND
OR
Mix in
of water,
apple juice,

strawberry jam,
or applesauce

ADMINISTER THE

FULL VOLUME

0D

See the next page for step-by-step instructions
on how to take SEPHIENCE™.

IMPORTANT SAFETY INFORMATION (cont’d)

What is the most important information | should know about SEPHIENCE? (cont’d)

The most common side effects of SEPHIENCE include: diarrhea, headache,
stomach (abdominal) pain, yellow or orange stool (feces), and throat pain. ‘.\

Tell your healthcare provider if you have any side effect that bothers you or

that does not go away. These are not all the possible side effects of SEPHIENCE. ,
Call your healthcare provider for medical advice about side effects. Se

Please see full Important Safety Information on pages 22-23,

and the Full Prescribing Information.

phi_enc_e“‘
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Follow these steps to take SEPHIENCE

~ Prepare
=) Mix the correct number of packets with water, apple juice, or soft food
- (only ford 1000 mg or greater) such I r strawberry jam
i only for doses g or greater) such as applesauce or strawberry jom.
) For additional mixing options, please check with your healthcare provider.
d L] L] L]
Mix until combined

« Stir liquids for at least 30 seconds
« Stir soft foods for at least 60 seconds

Note: Oral powder is not expected to dissolve completely. This is normal.

Q% T Use as directed

s « Drink or swallow the full amount

2 « For doses less than 1000 mg: Use an oral syringe to draw up the
prescribed dose and administer

—O— Rinse & finish
9 » Rinse the cup or syringe with water or juice
3 + Swallow the rinse until clean to make sure you get the full dose

—gs  If youneed to store it
« If not taken right away, cover and store the mix:
—In the refrigerator (36°F to 46°F/2°C to 8°C) for up to 24 hours

—At room temperature (68°F to 77°F/20°C to 25°C) for up to 6 hours

- Stir again before using (see step 2) for at least 30 seconds for liquids
and 60 seconds for soft foods

Refer to the Instructions for Use enclosed.

IMPORTANT SAFETY INFORMATION (cont’d)

What is the most important information | should know about SEPHIENCE? (cont’d)
Before taking or giving SEPHIENCE, tell your healthcare provider about all of your medical
conditions, including if you:

« are pregnant or plan to become pregnant. It is not known if SEPHIENCE
will harm your unborn baby. ‘.\

- are breastfeeding or plan to breastfeed. It is not known if SEPHIENCE ,
passes into your breast milk. Talk to your healthcare provider about

\
the best way to feed your baby if you take SEPHIENCE. Se hiencem
!

Please see full Important Safety Information on pages 22-23, ep B pteri N
and the Full Prescribing Information. 250 mg | 1000 mg Oral Powder
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familiesliving with PKU. To get started SImpIy acce§s and
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-Notactualpatients.

How we can help with PKU treatment costs

Our Case Managers explore various options to help access the PKU medication your healthcare
provider prescribes. PTC Therapeutics offers several programs to help those enrolled in PTC Cares.

M) The Copay Assistance Program*t

May help qualified families who have commercial insurance get help covering
out-of-pocket costs associated with treatment. Patients who qualify may pay
aslittle as $0 copay.

s\

The Bridge Program*

May provide patients currently ona PTC medication with atemporary supply free
of charge while they await verification of insurance coverage.

Patient Assistance Program (PAP)
@ May help patients without insurance, who are eligible, get access to treatment.

Your Case Manager (Insurance Coverage & Support): Helps you and your doctorwork through the
process of gaining and continuing coverage of SEPHIENCE—works with insurance on prior
authorizations and appeals, connects you to financial assistance (if eligible), and coordinates with
the specialty pharmacy formonthly shipments.

Your Patient Support Specialist (Helps you Start and Stay on Track): Available to patients at any
time during theirjourney on SEPHIENCE. Answers clinical questions based on ourapproved
Prescribing Information, assists with dosing and administration questions, adherence, and provides
tips fortaking SEPHIENCE as prescribed.

*Low to no out-of-pocket costs for most patients who qualify.

Not valid for prescriptions eligible to be reimbursed, in whole or in part, by
Medicaid or Medicare (including Medicare Part D), or where prohibited by law.

PTC

Have questions?
Contact PTC Cares at
1-844-4PTC-CARES (1-844-478-2227) v

Monday to Friday, 8am to 6pm (EST) STRONGER TOGETHER



https://ptccares.com/econsent-pku/
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Important Safety Information

What is SEPHIENCE?

SEPHIENCE™ (sepiapterin) is a prescription medicine used to lower blood levels of

phenylalanine (Phe) in adults and children 1 month of age and older with a certain type of
Phenylketonuria (PKU). SEPHIENCE is used along with a Phe-restricted diet. It is not known if SEPHIENCE
is safe and effective in children younger than 1 month of age.

What is the most important information | should know about SEPHIENCE?

SEPHIENCE may cause serious side effects, including:

- increased bleeding problems. SEPHIENCE may increase your risk of bleeding. Tell your healthcare
provider if you develop any symptoms of bleeding including:

— bruising or red or purple skin marks
— menstrual bleeding that is heavier than normal
— bleeding longer than usual or that does not stop
« low blood Phe (hypophenylalaninemia). Low blood Phe levels are common during treatment with
SEPHIENCE and can be severe.

The most common side effects of SEPHIENCE include: diarrhea, headache, stomach (abdominal)
pain, yellow or orange stool (feces), and throat pain.

Tell your healthcare provider if you have any side effect that bothers you or that does not go away.
These are not all the possible side effects of SEPHIENCE. Call your healthcare provider for medical
advice about side effects.

Before taking or giving SEPHIENCE, tell your healthcare provider about all of your medical

conditions, including if you:

« are pregnant or plan to become pregnant. It is not known if SEPHIENCE will harm your unborn baby.

- are breastfeeding or plan to breastfeed. It is not known if SEPHIENCE passes into your breast milk.
Talk to your healthcare provider about the best way to feed your baby if you take SEPHIENCE.

Tell your healthcare provider about all medicines you take, including prescription and
over-the-counter medicines, vitamins, and herbal supplements. SEPHIENCE and other medicines
may affect each other causing side effects. SEPHIENCE may affect the way other medicines work,
and other medicines may affect how SEPHIENCE works. Especially tell your healthcare provider if
you take:

« a medicine that contains levodopa
« an antifolate medicine
« another medicine also used to lower Phe

« medicines used to treat erectile dysfunction 3
(phosphodiesterase 5 inhibitors or PDE5) ;

Know the medicines you take. Keep a list of them with you to
show your healthcare provider and pharmacist when you get Se hienceTM
psepiapterin

a new medicine.
250 mg | 1000 mg Oral Powder



How should | take or give SEPHIENCE?

- Take or give SEPHIENCE exactly as your healthcare provider tells you. Your healthcare provider
will tell you how much SEPHIENCE to take or give.

« Your healthcare provider may change your or your child’s dose of SEPHIENCE depending on
your weight and age.
« Take or give SEPHIENCE 1 time each day with food. You must take or give more food after the
SEPHIENCE dose.
« SEPHIENCE comes as a packet containing oral powder.
— For SEPHIENCE doses less than 1,000 mg: mix SEPHIENCE oral powder with water or apple
juice before giving or taking.
- For SEPHIENCE doses 1,000 mg or greater: SEPHIENCE oral powder can be mixed with water,
apple juice, strawberry jam, or applesauce before taking or giving.
- See the detailed Instructions for Use that comes with SEPHIENCE for information about
the correct way to prepare, take, or give a dose of SEPHIENCE oral powder.

« If you or your child miss a dose of SEPHIENCE, take or give it as soon as possible. Do not take
2 doses in a day. Continue with your normal dosing schedule the following day.

« During treatment with SEPHIENCE, you or your child will have regular check-ups with your
healthcare provider.

« Your healthcare provider will do blood tests before and during your treatment with
SEPHIENCE to check your blood Phe levels.

« Your healthcare provider may change your dose, temporarily stop, or permanently stop
treatment with SEPHIENCE if you have certain side effects.

« Your healthcare provider may change your diet during treatment. Follow your healthcare
provider’s instructions and do not make any changes to your diet without first talking to
your healthcare provider.

To report an adverse event, please call 1-866-562-4620 or email at usmedinfo@ptcbio.com.
You may also report side effects to FDA at 1-800-FDA-1088 or at www.fda.gov/medwatch.

Please see Full Prescribing Information.
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250 mg | 1000 mg Oral Powder
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A PKU TREATMENT THAT HELPS FIND

MORE POSSIBILITIES.

SEPHIENCE MAY OFFER:

. Shown to lower blood Phe
_ Once-daily oral treatment Studied across a wide range

A powder taken once a day of ages and PKU types
J
4 N

. @ Support and
Proven safety profile ~ Resources Available
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Visit SEPHIENCE.com or
speak with your healthcare
provider for more information

IMPORTANT SAFETY INFORMATION (cont’d)
What is the most important information | should know about SEPHIENCE? (cont’d)

Tell your healthcare provider about all medicines you take, including prescription and
over-the-counter medicines, vitamins, and herbal supplements. SEPHIENCE and other medicines
may affect each other causing side effects. SEPHIENCE may affect the way other medicines work,
and other medicines may affect how SEPHIENCE works. Especially tell your healthcare provider if
you take:

« a medicine that contains levodopa

« an antifolate medicine

« another medicine also used to lower Phe

- medicines used to treat erectile dysfunction (phosphodiesterase 5 inhibitors or PDE5)

Know the medicines you take. Keep a list of them with you to show your healthcare provider and
pharmacist when you get a new medicine.

Please see full Important Safety Information on pages 22-23,
and the Full Prescribing Information.
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