W\-—\ Som CUVRIOR is a prescription medicine indicated for the
Cuvrl OI'® | TABLETS treatment of adult patients with stable Wilson disease
trientine tetrahydrochloride who are de-coppered and tolerant to penicillamine.*

Explore on-the-go
potential with

CUVRIOR® é&

Fridge-Free Freedom: ,
CUVRIOR offers twice-daily _ - "X
dosingin a portable blister
pack that doesn't require
refrigeration.®2

Featured patients were
compensated by Orphalan
for their time

L]

actual WD patien”t

Trientine maintenance therapy designed for portability*

SELECT IMPORTANT SAFETY INFORMATION

CUVRIOR can cause serious side effects. Patients should be aware that their Wilson
disease symptoms could get worse when they start treatment because too much
copper is removed in a short time. In addition, some patients can develop copper or
iron deficiency and patients should have tests done by their doctor to monitor these
levels and adjust the dose of CUVRIOR as necessary. Also, allergic reactions, such as
rash, can occur. Patients should not take CUVRIOR if they are allergic to trientine or
any other ingredient in CUVRIOR.

Please see full Prescribing Information and additional Important Safety
Information on page 10.
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https://cuvrior.com/assets/Cuvrior%20PI_2025.pdf

Living With Wilson Disease

* Wilson disease (WD) is a rare genetic disorder that affects your liver, making it
unable to process and remove excess copper from the body. Over time, this
may lead to copper building up in certain organs, such as the liver and brain.?

+ With the right treatment, dietary management, and ongoing care, many people
with WD are able to manage their copper levels effectively and continue to lead
active, fulfilling lives.*

Ongoing copper management helps support long-term health

Because WD affects how the body processes copper, managing your copper
levels over time is an important part of maintaining overall health, even if
you are feeling well.#

People with WD may experience a range of symptoms, which can vary from
person to person. These may include®:

Liver-related symptoms, such as changes in liver function, or
enlargement of the liver or spleen

Neurological symptoms, such as mild tremors, coordination changes,
or difficulty with speech or swallowing

Emotional or behavioral changes, such as mood shifts or feelings
of depression

Treatment for WD is designed to
help your body remove excess
copper and maintain healthy levels
in the long term.>®

This often includes a combination

of dietary guidance and medication
prescribed by your healthcare
provider.>®

Cu Load

STABLE

After copper levels have - T oses
been lowered, doctors may S

switch patients to a different
maintenance medication.>®

Cu, Copper.




Nutrition Guidance*

Your body requires a small amount of copper to be healthy. Knowing what
types of food can affect your copper levels is important for someone with
WD. Try to avoid foods that are high in copper because they can disrupt your

body's copper levels.*

©

Low Copper’
(<0.08 mg/serving)

O

Medium Copper’
(0.08-0.20 mg/serving)

O,

High Copper”’

(>0.20 mg/serving)

* All-beef hot dogs
- Apples

* Blueberries

* Broccoli

« Carrots

- Chicken (white
meat)

- Coffee
» Cucumbers

+ Dairy (without
chocolate)

- Eggs

* Enoki mushrooms
* Flounder

* Fresh spinach

* Fresh tomatoes

+ Green peppers

+ Haddock

+ Oat- or corn-
based cereals

- Shiitake
mushrooms

*Tea
* Trout
*Tuna

* White bread/white
pasta/white rice

* Avocado

- Beef

- Blackberries

+ Brown or wild rice

+ Canned beans
or chickpeas

» Canned tomato

* Chocolate milk

+ Cooked spinach
or kale

* Juice (prune,
orange, grapefruit,
pineapple)

* Milk chocolate

* Pork

* Pumpkin

* Salmon

* Shrimp

* Turkey (dark meat)

* Wheat bread/
wheat spaghetti

products * Mushrooms (other
Chicken than enoki or
' hiitak
(dark meat) shiitake)
+ Candy (with cocoa - Lentils . Mineral water
or dark chocolate) . |ima beans . Nuts

+ Dried beans
* Dried fruits
- Goose

* Lamb

- Liver and other
organ meats

+ Lobster and
other shellfish

+ Soy flour/soy grits/
soy milk

+ Sweet potatoes
+ Vegetable juices

*Talk with your healthcare provider before making significant changes to your diet. Your healthcare
provider can help determine which dietary recommendations are appropriate for you.

The general daily limit for copper is 1 mg.
Reprinted with permission from © Wilson Disease Association.

For additional nutrition tips, scan the
QR code or click here to learn more about

ik The Copper Conscious Cookbook from

|§|i1; FHbE  the Wilson Disease Association (WDA).



https://wilsondisease.org/wilson-disease-association-announces-copper-conscious-cookbook-now-available-on-amazon/

Staying on Treatment Can Be Hard

—You're Not Alone?
Why Staying on Treatment Can Be Challenging?®

* Living with WD means finding a long-term treatment plan.*
+ Some individuals with WD find it difficult to stick to treatment due to side
effects and complex dosing routines.?

- Most maintenance therapies for WD are taken in multiple doses on an
empty stomach.*°

- Timing and proper drug storage — like refrigeration — can feel
burdensome.281°

Staying on your prescribed therapy is an important part of managing WD.*

Room-temperature storage?®
Twice-daily dosing*®

Portable packaging?'™

' Ginta, actual WD pqtiént %




Meet CUVRIOR®:

CUVRIOR contains trientine, a treatment used in WD
for more than 30 years.*#8

What is CUVRIOR?

Helps maintain copper control

&/ CUVRIOR is a prescription trientine copper chelator used to treat
adults with stable WD who are de-coppered and able to take
penicillamine.”

Built on a well-established treatment approach
( CUVRIOR contains trientine, a copper-chelating agent used in WD

treatment for more than 30 years.*8

How does CUVRIOR work?

e Trientine helps lower copper levels by removing excess copper from
(, the body and reducing the amount of copper absorbed from food.!

@ By helping maintain copper balance, CUVRIOR supports long-term
( management of WD." Your healthcare provider can help determine

whether CUVRIOR may be right for you.

IMPORTANT SAFETY INFORMATION

* Do not use CUVRIOR if you are allergic to trientine or to any of the ingredients
in CUVRIOR.

Please see full Prescribing Information and additional Important Safety
Information on page 10.


https://cuvrior.com/assets/Cuvrior%20PI_2025.pdf

CUVRIOR?® Clinical Trial and Safety

CUVRIOR maintained copper levels—similar to
D-penicillamine (DPA)%11

In the CHELATE study, researchers looked at adults (ages 18-75)
with WD whose condition was already stable (or "de-coppered").

All participants had been taking DPA for at least one year before

joining the study.™

* First, all participants continued taking DPA for 12 weeks, with
regular lab testing to confirm their copper levels were stable.

* After 12 weeks, participants either switched to CUVRIOR or
continued DPA treatment for 24 weeks (~6 months).

+ Some participants were followed for an additional 24 weeks
(~6 months) as part of an optional extension to monitor safety.

How was effectiveness measured?

Researchers measured a specific form of copper in the blood called
non-ceruloplasmin bound copper during the 24-week study period.
This helps show how well copper is controlled, which is a key indicator
in managing WD."’

CUVRIOR maintained copper control comparable to DPA."!"

CUVRIOR builds on the established safety of

trientine, a trusted WD therapy in use for over

30 years'42

* No serious adverse events occurred with CUVRIOR during the
study.” However, CUVRIOR can cause serious side effects including

copper and iron deficiency and allergic reactions. If a rash or other
allergic reaction occurs, contact your healthcare provider immediately.’

* The most common adverse events patients experienced in the
CHELATE study were abdominal pain, change in bowel habits, rash,
hair loss, and mood swings.™""

IMPORTANT SAFETY INFORMATION

* Your Wilson disease symptoms could get worse when you start
treatment. This could happen because too much copper is removed from
the body in a short period of time. Your doctor may need to reduce your
dose or stop CUVRIOR treatment.

Please see full Prescribing Information and additional Important Safety
Information on page 10.



https://cuvrior.com/assets/Cuvrior%20PI_2025.pdf

Could CUVRIOR?® be right for you?

CUVRIOR was designed to offer on-the-go potential to adults managing WD
during the maintenance phase of treatment.?4

P Room-temperature storage
3 CUVRIOR does not require refrigeration, so you can carry it with

you throughout the day.'?

Twice-daily tablets
A twice-daily treatment routine that is taken on an empty

stomach.
Portable blister packaging

&8 Tablets come in portable blister packs that help keep doses
organized.'?

Smaller, scored tablets
Tablets are smaller than most other maintenance options and can
be splitin half if needed.’

tr[E Treatment that goes where life takes you?#

oy ‘.'I.':i Scan the QR code or click here to access a patient discussion
" 1M guide that can help you talk with your healthcare provider
E_ H E:’. about whether CUVRIOR may be right for you.



https://www.cuvrior.com/assets/US-ORPH-CUVR-24029_Cuvrior%20Patient%20Discussion%20Guide.pdf

o oy |

How to take CUVRIOR®

Take CUVRIOR exactly as prescribed by your healthcare provider.
= Take twice daily?

2’ " | = Take on an empty stomach?

- at least 1 hour before or 2 hours after meals

per da 'k

- at least 1 hour apart from other food, milk, mineral
supplements, or other oral medications

You may need to cut a tablet in half to reach your prescribed dose,
but it should never be crushed, chewed, or dissolved.'

7 What should | do if | miss a dose?

If you miss a dose, speak with your healthcare provider about
what to do next. Staying consistent with treatment helps maintain
copper balance.’

IMPORTANT SAFETY INFORMATION

+ Copper deficiency may develop following treatment with CUVRIOR. Your
doctor will do tests to monitor your urine and blood for copper.

* Iron deficiency may develop while taking CUVRIOR. If this happens, your
doctor may tell you to take iron supplements for a limited time.

Please see full Prescribing Information and additional Important Safety
Information on page 10.



https://cuvrior.com/assets/Cuvrior%20PI_2025.pdf

Copper Balance for Life in Motion

CUVRIOR® is for the treatment of adult patients with stable WD who are
de-coppered and tolerant to DPA.
See how real patients incorporate
CUVRIOR into their daily life

Scan the QR code or click here to hear how RJ, Mandy,
and Ginta manage WD with CUVRIOR

2" Mandy, actual Wb patient



https://www.cuvrior.com/patient-stories/

*

CUVRIOR is available
Navigator Program™ \fa exclusively through

Patient Support by Orphalan

ANTHER.  pANTHERx® Rare Pharmacy

Support to help you start and stay on CUVRIOR®

To support people living with WD who are prescribed CUVRIOR, Orphalan developed
the Navigator Program™, a no-cost offering available throughout your whole
treatment journey.

Your dedicated Care Coordinator can help with things like:

° Getting started
They'll work with your doctor, pharmacy, and insurance company so you can
begin treatment.

0 Refills and delivery
From refills to delivery, they'll help make sure your medication gets to you.

Ongoing questions
Your Care Coordinator can connect you with answers and resources about your
treatment and insurance questions.

0 Financial help*
Depending on your insurance and eligibility, programs may be available to help
make treatment more affordable.

a4 N[ N[

~

Co-Pay Program Patient Assistance Quick Start Program
Patients with commercial Program No-cost medication can be
insurance may pay as little as This program helps patients made available to eligible
$0/month for CUVRIOR. who may be uninsured or patients for a limited
have financial concerns. period of time.

Enrollment and financial
K / Kassessment required. K /

We're here to help

Connect with a Care Coordinator to help you
start and stay on therapy.

Call: 1-877-995-ORPH (6774)
Visit: www.cuvrior.com/patient-support

Terms and conditions apply.


https://www.cuvrior.com/patient-support/
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INDICATION

CUVRIOR is a prescription medicine used to treat adults with stable Wilson disease who are
de-coppered and able to take penicillamine. Wilson disease is a condition where the body
stores too much copper. CUVRIOR is a chelating medicine which binds copper in the blood
stream and eliminates it in the urine to help reduce excess copper in the organs.

IMPORTANT SAFETY INFORMATION
+ Do not use CUVRIOR if you are allergic to trientine or to any of the ingredients in CUVRIOR.

* Your Wilson disease symptoms could get worse when you start treatment. This could
happen because too much copper is removed from the body in a short period of time. Your
doctor may need to reduce your dose or stop CUVRIOR treatment.

* Copper deficiency may develop following treatment with CUVRIOR. Your doctor will do
tests to monitor your urine and blood for copper.

* Iron deficiency may develop while taking CUVRIOR. If this happens, your doctor may tell
you to take iron supplements for a limited time.

* Allergic reactions, such as a rash can occur. If a rash or other allergic reaction occurs,
contact your doctor immediately or get emergency help.

* The most common side effects are pain in the abdomen, change in bowel habits, rash, hair
loss (alopecia), and mood swings.

Take CUVRIOR at least 1 hour apart from any other oral medicine. Tell your doctor about

all the medicines you're taking, including over-the-counter medicines, vitamins, and herbal
supplements. Avoid taking supplements when taking CUVRIOR. Taking CUVRIOR with
mineral supplements (e.g., iron, zinc, calcium, magnesium) can reduce the effectiveness of
CUVRIOR. If iron supplementation is necessary, take CUVRIOR at least 2 hours before or 2
hours after taking iron; for other mineral supplements (e.g., zinc, calcium, magnesium), take
CUVRIOR at least 1 hour before or 2 hours after. Do not start or stop any medicines while
taking CUVRIOR without talking to your doctor.

These are not all the possible side effects of CUVRIOR. You are encouraged to report
negative side effects of prescription drugs. Contact Orphalan at 1-800-961-8320 or FDA at
1-800-FDA-1088 or www.fda.gov/medwatch.

Please see full Prescribing Information.
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CUVRIOR?®: Helps Maintain Copper Balance®!!

CUVRIOR is a prescription medicine for the treatment of adult patients
with stable WD who are de-coppered and able to take DPA."

It helps manage copper by:
@ Eliminating absorbed copper from the body"
@ Helping reduce copper absorption from foods'

Treatment that goes where life takes you?#
@ Twice-daily dosing on an empty stomach'’

@ Room-temperature storage (no refrigeration required)’
@ Portable blister packaging'

You Don't Have To Do This Alone

If your doctor prescribes CUVRIOR, the Navigator Program™ may help you
get started and stay on treatment, including help with insurance questions,
programs to reduce cost, and medication refills.

Scan the QR code or click here to learn more.

SELECT IMPORTANT SAFETY INFORMATION

CUVRIOR can cause serious side effects. Patients should be aware that their
Wilson disease symptoms could get worse when they start treatment because
too much copper is removed in a short time. In addition, some patients can
develop copper or iron deficiency and patients should have tests done by their
doctor to monitor these levels and adjust the dose of CUVRIOR as necessary.
Also, allergic reactions, such as rash, can occur. Patients should not take CUVRIOR
if they are allergic to trientine or any other ingredient

in CUVRIOR.

Please see full Prescribing Information and additional Important Safety
Information on page 10.

CUVRIOR® is a registered trademark of Orphalan. © 2026 Orphalan. a Or hqlqn }2?‘3’?;}';’;‘
All rights reserved. US-ORPH-CUVR-26078 August 2026 Diseases
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