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WHAT IS HYPOPHOSPHATASIA?

HEALTHY BONES
Hypophosphatasia (HPP) is a rare, chronic and AND MUSCLES
inherited metabolic disease characterised by
defective mineralisation (the process that hardens
and strengthens bones and teeth), impaired
calcium and phosphate regulation and functional
impairments, such as muscle weakness, neurologic

symptoms, generalised fatigue and pain.®

When ALP functions normally,
muscles are strong, and calcium
and phosphate bind together to
form healthy, strong bones!

HPP is caused by deficient activity of an enzyme BONE IMPACTED People living with HPP have low ALP

known as alkaline phosphatase (ALP), which is levels, which can impair mineral

important for building healthy bones as well as metabolism and prevent proper bone

proper function of muscles! development. Although more than
half of people with HPP do not have

ALP deficiency can lead to poor growth and apparent bone manifestations, they

development and a variety of skeletal abnormalities can still experience considerable

and functional impairments, including soft bones, disability and reduced quality of life3*

deformity of bones, bone fractures, muscle

. . MUSCLE IMPACTED

weakness, fatigue, abnormal gait, early loss of BY HPP

primary teeth with the root intact and progressive

damage to vital organs.”? Low ALP activity can also cause
functional impairments, including

As a result, the disease can have a debilitating t }} musculoskeletal pain, muscle

impact, including loss of physical function and weakness and fatigue.“s

chronic pain!

The estimated addressable HPP patient population is
13,800 individuals across the US, EU5, Japan and China.®

The severity of HPP can be wide-ranging and may present in many different ways.!

® @ HPPcan affect males and females of all ‘ When signs and symptoms are
ages, with approximately 80% of people ‘ present before 6 months of age,
living with HPP aged 218 years. Certain ‘ HPP is referred to as perinatal or
signs and symptoms of HPP may be more j infantile HPP and can be fatal's

common based on a person’s age."”

People of all ages living with HPP may experience significant disease burden that
impacts their daily life, including the ability to perform daily tasks or walk.'>8

SIGNS AND SYMPTOMS MAY VARY AND CAN IMPACT MANY DIFFERENT
PARTS OF THE BODY, INCLUDING:"*8"

Bones Muscles Ribs and lungs

(abnormally shaped head, e —8 (underdeveloped ribs and
pseudofractures, bone and JOIntS lungst, severe breathing
deformities, softening of (muscle weakness, difficulties*, respiratory
bones, rickets* frequent neurom.uscular RAIY failure¥)

fractures, persistent generalised body pain,

musculoskeletal pain, joint stiffness or
waddling gait) swelling, fatigue,
arthritis, fibromyalgia)

Central nervous Kidneys Teeth
(kidney stones, (early loss of primary

S¥Stem . X decreased kidney teeth with the root

(pain, headaches, vitamin function) intact*, gum disease)

B6-dependent seizurest,
brain fog, depressed mood)

HPP can be progressive, and symptoms may evolve over time,
causing significant disability, impaired mobility or life-threatening complications.

*Signs and symptoms in infants and/or young children
tSigns and symptoms in infants

HOW IS HPP DIAGNOSED?

b

Since HPP shares symptoms with other, more common musculoskeletal diseases, it is
frequently misdiagnosed and diagnosis is often delayed. Diagnostic criteria help to enable
earlier diagnosis and continue to evolve as the scientific understanding of the diverse signs
and symptoms of the disease advances.""

LIIX[X X[ X%

Perinatal or infantile HPP may be diagnosed earlier due to more apparent signs and
symptoms, while children and adults may remain underdiagnosed for decades due
to non-specific and more variable symptoms. Once a person shows signs and

=] symptoms of HPP, a full clinical assessment and blood test for low ALP can help
lead to a correct diagnosis.™"?

Imaging tests may help to evaluate bone injuries and abnormalities (including X-rays,
magnetic resonance imaging (MRI) and computed tomography). Genetic testing may
also be helpful in confirming HPP, but a negative result does not rule out a diagnosis."

‘o o, HPP is a lifelong disease that can result in progressive complications, so an early
\j and accurate diagnosis is critical to ensure appropriate disease management.?
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