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These Clinical Study Results are provided for informational purposes only.

This lay summary is a brief summary of the main results from a clinical study. The study listed
may include approved and non-approved uses, formulations or treatment regimens. It is not
intended to promote any product or indication and is not intended to replace the advice of a
health care professional. The results reported in any single clinical trial may not reflect the
results obtained across the full clinical development program. Only a physician can determine if
a specific product is the appropriate treatment for a particular patient. If you have questions,
please consult a health care professional. Before prescribing any product, healthcare

professionals should consult the regional approved product labeling for indications and proper
use of the product.
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Clinical Study Results

Efficacy and Safety of Burosumab (KRN23) Versus Oral
Phosphate and Active Vitamin D Treatment in Pediatric
Patients with X-Linked Hypophosphatemia (XLH)

Participants in clinical studies belong to a large community of people who take part in clinical
Thank research around the world. Thank you to the children, parents, and caregivers who took part
I in the clinical study for burosumab, also called KRN23. Ultragenyx and Kyowa Kirin, the
you * sponsors of this study, are grateful to those who participated and believe it is important to
share the results.

What does this summary cover?

This study was done to compare burosumab against standard of
care (a combination of oral phosphate and active vitamin D) for

UX023-CL301
X-Linked Hypophosphatemia (XLH).

This summary shows the main results from the UX023-CL301
study and was created to help people learn: NCT02915705
* What XLH i
* Why this study was done o Bl
e Who was allowed to participate in this study * Oral Phosphate
e What medicines the participants of this study received and Vitamin D

e What results were measured in this study

e What side effects were reported during this study

e How this study helped people with XLH and the Ultragenyx
healthcare community and Kyowa Kirin

e Where to find more information about this study

It may be helpful to review this document with your doctor September 2016
or healthcare provider. to July 2019



What is XLH?

XLH is a rare and life-long bone disease that affects the lives of children and adults. XLH is a disease where the
body loses too much phosphate. Phosphate is needed to help create healthy bones. In children these low levels
of phosphate can cause a bone condition called rickets, where the bones become soft and weak and can cause
the bones of the legs to bend away from each other (bowing) or bend towards each other (knock-knees).

Healthy
bones

Knock-knees
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In this study, the researchers wanted to see how well burosumab worked when compared to standard of
care (a combination of oral phosphate and active vitamin D). The researchers also wanted to find out if the
children had any side effects during the study. Side effects are unwanted or unexpected experiences that
children may have that the doctors think might be related to the study treatment.



Where was this study done?

This study took place at 16 clinical sites: 5 in the USA, 3 in Japan, 3 in Canada, 2 in the UK, 1 in Sweden,

1 in South Korea, and 1 in Australia.

Who was allowed to participate in this study?

Children with XLH were allowed to participate in this study if they met specific criteria.
All the criteria can be found here: https://clinicaltrials.gov/ct2/show/NCT02915705.

Below are some key criteria for who could participate in the study:

. Boys or girls, aged 1 to 12
years, with rickets, as
determined by x-rays

[ J
® Laboratory test results
o
showing that children
had XLH

Specific low levels of
phosphate in the blood

Received standard of care
supplements for a certain
amount of time (based on
the child’s age)



What medicines did the children in this study receive?

61

children with XLH took part in this study

Before the start of the study, all children had to stop standard of care
- supplements for 7 days. This step was taken to ensure no amount of
standard medicine remained in the children’s bodies at the start of the study.

This was an open-label study. This means that everyone knew what medicine they were
taking but neither the child nor the study doctor could choose the treatment they
received. Children were put into one of two treatment groups by chance (randomized).
This is like flipping a coin or drawing numbers out of a hat.

Burosumab Group Standard of Care Group
H Itiple d
- Multiple doses per
[ day of phosphate
0.8 mg/kg starting dose and
one or more daily
wods I dosc.as of.active
Given every 2 weeks as an Results were collected. vitamin D
injection under the skin . .
Given daily by mouth
There were: wéé‘ks l There were:
29 children < Results were collected. 32 children
(16 girls, 13 boys) (18 girls, 14 boys)
in this group All children in Japan and Korea In this group

stopped the study at week 64

At week 64 the study was extended and children
taking standard of care supplements switched to
receive burosumab

Children already in the burosumab group continued

to receive burosumab

14
weeks

Results were collected.



Understanding the study results.

This is a result summary of the main question the researchers wanted to answer, and other results that
researchers believe may be interesting to the children and their caregivers. Individual results of each child might
be different and are not in this summary. If you or a child in your care who participated in this study have
guestions about individual results, please contact the doctor or staff at your study site.

What was the main result measured in this study?

Measuring change in rickets at week 40

An important treatment goal in children with XLH is to heal rickets, a
condition where the bones become soft and weak. To measure changes
in rickets, researchers compared x-rays of the children’s wrists and knees
before and after starting treatment (burosumab or standard of care) to
determine the Radiographic Global Impression of Change (RGI-C) score.
This score measures if there was healing, worsening or no change

with treatment.

How did the study medications affect a child’s rickets at week 40?

Rickets severity decreased more in children who received burosumab
compared to children treated with standard of care at week 40.

Burosumab group

(29 children) Less severe rickets +1.92

Standard of
care group
(32 children)

0.0 0.5 1.0 15 2.0

Unit of Measure: score on a scale called the Radiographic Global Impression of Change (RGI-C)



What were some other results measured in this study?

Measuring bowing and knock-knees at week 64

The RGI-C score from the x-rays of legs of children was also used to measure the
severity of leg bowing and knock-knees.

LI /A

How did the study medications affect the shape of the legs at week 64?

Children who received
burosumab had a greater
reduction in bowing and
Less severe bowing and knock-knees +062 knock-knees compared to
children treated with standard of

care at week 64.

Burosumab group
(29 children)

Standard of
care group
(32 children)

0.0 0.5
Unit of Measure: score on a scale called RGI-C Long Leg Score

1.0

Measuring the height of children at week 64

Height was measured and compared to the height of children of the same age and
sex, who did not have XLH. This provided a height score.

How did the study medications affect a change in height at week 64?

Children who received burosumab had a greater increase in height
compared to children treated with standard of care at week 64.

Burosumab group

(28 children) Increased height

+0.17

Standard of
care group
(32 children)

+0.02

0.0 0.1

Unit of Measure: Change from baseline in height score

0.2



What were some other results measured in this study?

Measuring the general well-being of a child at week 40

Questions from a tool called PROMIS (Patient-Reported Outcomes Measurement
Information System) were used in children 5 years or older to measure their well-being
in terms of mobility, tiredness and how much pain interfered with activities.

How did the study medications affect children’s well-being?

A greater increase in mobility was reported for children who

. received burosumab in comparison to children treated with
Measurement of Mobility standard of care at week 40.

Burosumab group

(15 children) More mobility +278

Standard of

care group +010

(20 children)

0.0 0.5 1.0 1.5 2.0 2.5 3.0
Unit of Measure: Change from baseline in score on a scale called PROMIS specifically for mobility

A greater reduction in being tired was reported for children who
received burosumab in comparison to children treated with Measurement of Tiredness
standard of care at week 40.

_4 29 Burosumab group
: (15 children)
_1 05 Standard of
: care group
(20 children)
-5 -4 -3 -2 -1 0
Unit of Measure: Change from baseline in score on a scale called PROMIS specifically for tiredness
A greater reduction in pain interference was reported for children who
received burosumab in comparison to children treated with standard of Measurement of
care at week 40. Pain Interference

Burosumab group

-5.31 == | ess pain interfering with daily activities .
(15 children)

Standard of
'029 care group

(20 children)

-6 -5 -4 -3 -2 -1 0
Unit of Measure: Change from baseline in score on a scale called PROMIS specifically for pain



What were some other results measured in this study?

Measuring how far a child could walk at week 40

This was measured in children ages 5 or older. Researchers measured the distance
— each child could walk in 6 minutes.

How did the study medications affect how far a child could walk in 6 minutes at week 40?

Children who received burosumab showed a greater increase in how far they could walk in
6 minutes compared to children who received standard of care at week 40.

Burosumab group Able to walk further = +47
(13 children)
Standard of
care group +4
(20 children)
0 25 50

Unit of Measure: Change from baseline in number of meters walked in 6 minutes (1 meter = 3.28 feet)

What side effects were reported up to week 64 of this study?

Side effects may or may not be related to the medicines given in the study. Side effects
may also be related to other medicines taken while in the study, to the child's other
medical conditions, or to any tests performed in the study.

This section is a summary of the side effects that happened during this study that the
doctors thought might be related to the study medicine taken.

A side effect is considered “serious” when it causes death or is life-threatening, causes a
birth defect or disability, or requires hospital care.



What side effects were reported up to week 64 of this study?

Side effects possibly related
to treatment

Number of children reported to have side effects

17 children out of 29 (58.6%)

Burosumab
How many children had side effects?
(all side effects reported by children
including those thought to be serious) Standard
of care 8 children out of 32 (25.0%)
0 children out of 29 (0%)
Burosumab
How many children had
serious side effects? Standard
of care 0 children out of 32 (0%)

No child died during this study or stopped taking the study treatment because of side effects or serious side effects.



What side effects were reported up to week 64 of this study?

The graphic below shows the side effects reported up to week 64 that:
¢ doctors thought might be related to study drug
* happened in more than 10% of all the children in this study
» there were other side effects, but these happened in fewer children

Number of children reported to have side effects

Side effects possibly related Burosumab ll\ = child affected = child not affected
to treatment Standard of care & = child affected = child not affected
» 8 children out of 29 (27.6%)
Reddening of the skin at the rhbdddhd
injection site 0 children out of 32 (0%)

7 children out of 29 (24.1%)

N “‘1, N phbbbbh
x! = Painin arms, hands, legs or feet 2 children out of 32 (6.3%)
4
» 7 children out of 29 (24.1%)
L F e : o rhetdde
x Skin reaction at the injection site

0 children out of 32 (0%)

6 children out of 29 (20.7%)

rheitd

4 children out of 32 (12.5%)

thih

4 children out of 29 (13.8%)

rhid

Infection in tooth 0 children out of 32 (0%)

= @ # Painin joints

3 children out of 29 (10.3%)

b

Itching at the injection site 0 children out of 32 (0%)

3 children out of 29 (10.3%)

, i
NS Rash at the injection site 0 children out of 32 (0%)
. 3 children out of 29 (10.3%)

LAl

Swelling at the injection site 0 children out of 32 (0%)

When reading this information, it is important to remember that the standard of care was given by mouth, and not an injection.

After Week 64, children who took standard of care switched to receive burosumab for up to week 140. Children who had been taking
burosumab continued receiving burosumab for up to week 140. Overall, the side effects were the same as during the first 64 weeks.



How has this study helped people with XLH and researchers?

— Burosumab

Overall, the researchers found that burosumab
was more effective than standard of care in
reducing the severity of rickets, bowing or
knock-knees, and tiredness and increased
growth and the ability to walk further, in
children with XLH.

The results presented here are for one study.
Other studies may provide new information
or different results. Always talk to a doctor
before making any treatment changes.

There were more side effects considered
related to burosumab than standard of
care supplements. These side effects were
most often related to injecting burosumab
under the skin.

Further clinical research with
burosumab is ongoing.



Where can | find more information about this study?

You can find more information about this study including a report of the study’s results on these websites:
e https://clinicaltrials.gov/ct2/show/NCT02915705
e https://www.clinicaltrialsregister.eu/ctr/ Search: 2016-000600-29

If you have questions about the results, please speak with your doctor or staff at the study site.

The phone number for Ultragenyx is: 415-483-8800 and the email is: patientadvocacy@ultragenyx.com

Thank you

At Ultragenyx, our focus is developing medicines for people who live with rare and ultra-rare diseases. But it
takes more than scientific knowledge and research to develop medications. Your involvement is essential and
ensures that the research process moves forward. Thank you for your participation in this study and
commitment to research.

ultfragenyy
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Ultragenyx is a biopharmaceutical company committed to bringing products to patients
for the treatment of rare and ultra-rare diseases, with a focus on serious, debilitating
genetic diseases.

60 Leveroni Court ® Novato, CA 94949
415-483-8800 * www.ultragenyx.com

(Gyowa KIRIN

Kyowa Kirin commits to innovate drug discovery driven by state-of-the-art
technologies. The company focuses on creating new values in the four therapeutic
areas: nephrology, oncology, immunology/allergy and neurology.

www.kyowakirin.com
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Clinical Study Results

Efficacy and Safety of Burosumab (KRN23) Versus Oral
Phosphate and Active Vitamin D Treatment in Paediatric
Patients with X-Linked Hypophosphataemia (XLH)

Participants in clinical studies belong to a large community of people who take part in clinical
Thank research around the world. Thank you to the children, parents and carers who took part
I in the clinical study for burosumab, also called KRN23. Ultragenyx and Kyowa Kirin, the
you * sponsors of this study, are grateful to those who participated and believe it is important to
share the results.

What does this summary cover?

This study was done to compare burosumab against standard of
care (a combination of oral phosphate and active vitamin D) for

UX023-CL301
X-Linked Hypophosphataemia (XLH).

This summary shows the main results from the UX023-CL301
study and was created to help people learn: NCT02915705
* What XLH i
* Why this study was done o Bl
e Who was allowed to participate in this study * Oral Phosphate
e What medicines the participants of this study received and Vitamin D

e What results were measured in this study

e What side effects were reported during this study

e How this study helped people with XLH and the Ultragenyx
healthcare community and Kyowa Kirin

e Where to find more information about this study

It may be helpful to review this document with your doctor September 2016
or healthcare provider. to July 2019



What is XLH?

XLH is a rare and life-long bone disease that affects the lives of children and adults. XLH is a disease where the
body loses too much phosphate. Phosphate is needed to help create healthy bones. In children these low levels
of phosphate can cause a bone condition called rickets, where the bones become soft and weak and can cause
the bones of the legs to bend away from each other (bowing) or bend towards each other (knock-knees).
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In this study, the researchers wanted to see how well burosumab worked when compared to standard of
care (a combination of oral phosphate and active vitamin D). The researchers also wanted to find out if the
children had any side effects during the study. Side effects are unwanted or unexpected experiences that
children may have that the doctors think might be related to the study treatment.



Where was this study done?

This study took place at 16 clinical sites: 5 in the USA, 3 in Japan, 3 in Canada, 2 in the UK, 1 in Sweden,

1 in South Korea, and 1 in Australia.

Who was allowed to participate in this study?

Children with XLH were allowed to participate in this study if they met specific criteria.
All the criteria can be found here: https://clinicaltrials.gov/ct2/show/NCT02915705.

Below are some key criteria for who could participate in the study:

. Boys or girls, aged 1 to 12
years, with rickets, as
determined by x-rays

[ J
® Laboratory test results
o
showing that children
had XLH

Specific low levels of
phosphate in the blood

Received standard of care
supplements for a certain
amount of time (based on
the child’s age)



What medicines did the children in this study receive?

61

children with XLH took part in this study

Before the start of the study, all children had to stop standard of care
- supplements for 7 days. This step was taken to ensure no amount of
standard medicine remained in the children’s bodies at the start of the study.

This was an open-label study. This means that everyone knew what medicine they were
taking but neither the child nor the study doctor could choose the treatment they
received. Children were put into one of two treatment groups by chance (randomised).
This is like tossing a coin or drawing numbers out of a hat.

Burosumab Group Standard of Care Group
H Itiple d
- Multiple doses per
[ day of phosphate
0.8 mg/kg starting dose and
one or more daily
wods I dosc.as of.active
Given every 2 weeks as an Results were collected. vitamin D
injection under the skin . .
Given daily by mouth
There were: wéé‘ks l There were:
29 children < Results were collected. 32 children
(16 girls, 13 boys) (18 girls, 14 boys)
in this group All children in Japan and Korea In this group

stopped the study at week 64

At week 64 the study was extended and children
taking standard of care supplements switched to
receive burosumab

Children already in the burosumab group continued

to receive burosumab

14
weeks

Results were collected.



Understanding the study results.

This is a result summary of the main question the researchers wanted to answer, and other results that
researchers believe may be interesting to the children and their carers. Individual results of each child might be
different and are not in this summary. If you or a child in your care who participated in this study have questions
about individual results, please contact the doctor or staff at your study site.

What was the main result measured in this study?

Measuring change in rickets at week 40

An important treatment goal in children with XLH is to heal rickets, a
condition where the bones become soft and weak. To measure changes
in rickets, researchers compared x-rays of the children’s wrists and knees
before and after starting treatment (burosumab or standard of care)

to determine the Radiographic Global Impression of Change (RGI-C)
score. This score measures if there was healing, worsening or no

change with treatment.

How did the study medication affect a child’s rickets at week 40?

Rickets severity decreased more in children who received burosumab
compared to children treated with standard of care at week 40.

Burosumab group

(29 children) Less severe rickets +1.92

Standard of
care group
(32 children)

0.0 0.5 1.0 15 2.0

Unit of Measure: score on a scale called the Radiographic Global Impression of Change (RGI-C)



What were some other results measured in this study?

Measuring bowing and knock-knees at week 64

The RGI-C score from the x-rays of legs of children was also used to measure the
severity of leg bowing and knock-knees.

LI /A

How did the study medication affect the shape of the legs at week 64?

Children who received
burosumab had a greater
reduction in bowing and
Less severe bowing and knock-knees +062 knock-knees compared to
children treated with standard of

care at week 64.

Burosumab group
(29 children)

Standard of
care group
(32 children)

0.0 0.5
Unit of Measure: score on a scale called RGI-C Long Leg Score

1.0

Measuring the height of children at week 64

Height was measured and compared to the height of children of the same age and
sex, who did not have XLH. This provided a height score.

How did the study medication affect a change in height at week 64?

Children who received burosumab had a greater increase in height
compared to children treated with standard of care at week 64.

Burosumab group

(28 children) Increased height

+0.17

Standard of
care group
(32 children)

+0.02

0.0 0.1

Unit of Measure: Change from baseline in height score

0.2



What were some other results measured in this study?

Measuring the general well-being of a child at week 40

Questions from a tool called PROMIS (Patient-Reported Outcomes Measurement
Information System) were used in children 5 years or older to measure their well-being
in terms of mobility, tiredness and how much pain interfered with activities.

How did the study medication affect children’s well-being?

A greater increase in mobility was reported for children who

. received burosumab in comparison to children treated with
Measurement of Mobility standard of care at week 40.

Burosumab group

(15 children) More mobility +278

Standard of

care group +010

(20 children)

0.0 0.5 1.0 1.5 2.0 2.5 3.0
Unit of Measure: Change from baseline in score on a scale called PROMIS specifically for mobility

A greater reduction in being tired was reported for children who
received burosumab in comparison to children treated with Measurement of Tiredness
standard of care at week 40.

_4 29 Burosumab group
: (15 children)
_1 05 Standard of
: care group
(20 children)
-5 -4 -3 -2 -1 0
Unit of Measure: Change from baseline in score on a scale called PROMIS specifically for tiredness
A greater reduction in pain interference was reported for children who
received burosumab in comparison to children treated with standard of Measurement of
care at week 40. Pain Interference

Burosumab group

-5.31 == | ess pain interfering with daily activities .
(15 children)

Standard of
'029 care group

(20 children)

-6 -5 -4 -3 -2 -1 0
Unit of Measure: Change from baseline in score on a scale called PROMIS specifically for pain



What were some other results measured in this study?

Measuring how far a child could walk at week 40

This was measured in children ages 5 or older. Researchers measured the distance
— each child could walk in 6 minutes.

How did the study medication affect how far a child could walk in 6 minutes at week 40?

Children who received burosumab showed a greater increase in how far they could walk in
6 minutes compared to children who received standard of care at week 40.

Burosumab group Able to walk further = +47
(13 children)
Standard of
care group +4
(20 children)
0 25 50

Unit of Measure: Change from baseline in number of metres walked in 6 minutes (1 metre = 3.28 feet)

What side effects were reported up to week 64 of this study?

Side effects may or may not be related to the medicines given in the study. Side effects
may also be related to other medicines taken while in the study, to the child's other
medical conditions, or to any tests performed in the study.

This section is a summary of the side effects that happened during this study that the
doctors thought might be related to the study medicine taken.

A side effect is considered “serious” when it causes death or is life-threatening, causes a
birth defect or disability, or requires hospital care.



What side effects were reported up to week 64 of this study?

Side effects possibly related
to treatment

Number of children reported to have side effects

17 children out of 29 (58.6%)

Burosumab
How many children had side effects?
(all side effects reported by children
including those thought to be serious) Standard
of care 8 children out of 32 (25.0%)
0 children out of 29 (0%)
Burosumab
How many children had
serious side effects? Standard
of care 0 children out of 32 (0%)

No child died during this study or stopped taking the study treatment because of side effects or serious side effects.



What side effects were reported up to week 64 of this study?

The graphic below shows the side effects reported up to week 64 that:
¢ doctors thought might be related to study drug
* happened in more than 10% of all the children in this study
» there were other side effects, but these happened in fewer children

Number of children reported to have side effects

Side effects possibly related Burosumab ll\ = child affected = child not affected
to treatment Standard of care & = child affected = child not affected
» 8 children out of 29 (27.6%)
Reddening of the skin at the rhbdddhd
injection site 0 children out of 32 (0%)

7 children out of 29 (24.1%)

N “‘1, N phbbbbh
x! = Painin arms, hands, legs or feet 2 children out of 32 (6.3%)
4
» 7 children out of 29 (24.1%)
L F e : o rhetdde
x Skin reaction at the injection site

0 children out of 32 (0%)

6 children out of 29 (20.7%)

rheitd

4 children out of 32 (12.5%)

thih

4 children out of 29 (13.8%)

rhid

Infection in tooth 0 children out of 32 (0%)

= @ # Painin joints

3 children out of 29 (10.3%)

b

Itching at the injection site 0 children out of 32 (0%)

3 children out of 29 (10.3%)

, i
NS Rash at the injection site 0 children out of 32 (0%)
. 3 children out of 29 (10.3%)

LAl

Swelling at the injection site 0 children out of 32 (0%)

When reading this information, it is important to remember that the standard of care was given by mouth, and not an injection.

After Week 64, children who took standard of care switched to receive burosumab for up to week 140. Children who had been taking
burosumab continued receiving burosumab for up to week 140. Overall, the side effects were the same as during the first 64 weeks.



How has this study helped people with XLH and researchers?

— Burosumab

Overall, the researchers found that burosumab
was more effective than standard of care in
reducing the severity of rickets, bowing or
knock-knees, and tiredness and increased
growth and the ability to walk further, in
children with XLH.

The results presented here are for one study.
Other studies may provide new information
or different results. Always talk to a doctor
before making any treatment changes.

There were more side effects considered
related to burosumab than standard of
care supplements. These side effects were
most often related to injecting burosumab
under the skin.

Further clinical research with
burosumab is ongoing.



Where can | find more information about this study?

You can find more information about this study including a report of the study’s results on these websites:
e https://clinicaltrials.gov/ct2/show/NCT02915705
e https://www.clinicaltrialsregister.eu/ctr/ Search: 2016-000600-29

If you have questions about the results, please speak with your doctor or staff at the study site.

The phone number for Ultragenyx is: 415-483-8800 and the email is: patientadvocacy@ultragenyx.com

Thank you

At Ultragenyx, our focus is developing medicines for people who live with rare and ultra-rare diseases. But it
takes more than scientific knowledge and research to develop medications. Your involvement is essential and
ensures that the research process moves forward. Thank you for your participation in this study and
commitment to research.

ultfragenyy
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Ultragenyx is a biopharmaceutical company committed to bringing products to patients
for the treatment of rare and ultra-rare diseases, with a focus on serious, debilitating
genetic diseases.

60 Leveroni Court ® Novato, CA 94949
415-483-8800 * www.ultragenyx.com

(Gyowa KIRIN

Kyowa Kirin commits to innovate drug discovery driven by state-of-the-art
technologies. The company focuses on creating new values in the four therapeutic
areas: nephrology, oncology, immunology/allergy and neurology.

www.kyowakirin.com
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Kliniska studieresultat

Effekt och sdkerhet av Burosumab (KRN23) jamfort med
oralt fosfat och aktiv D-vitaminbehandling hos pediatriska
patienter med X-bunden hypofosfatemisk rakit (XLH)

Deltagare i kliniska studier tillhér en stor grupp av manniskor som deltar i klinisk forskning runt

hela varlden. Tack till barn, foraldrar, och vardgivare som deltog i den kliniska studien av
TaCk! burosumab, som dven kallas KRN23. Ultragenyx och Kyowa Kirin, sponsorerna for denna

studie, ar tacksamma for dem som deltog och anser att det ar viktigt att dela resultaten.

Vad tacker denna sammanfattning?

Denna studie genomfordes for att jamfora burosumab med Protokollnummer:
vardstandarden (en kombination av oralt fosfat och aktivt
D-vitamin) for X-bunden hypofosfatemisk rakit (XLH).

UX023-CL301

NCT-nummer

Denna sammanfattning visar huvudresultaten fran
UX023-CL301-studien, och skapades for att hjalpa NCT02915705
personer att fa reda pa:

Behandlingar

e \/ad XLH ar som studerats
e Varfor denna studie genomfordes e Burosumab
¢ Vem fick delta i denna studie * Oralt fosfat och

* Vilka mediciner deltagare i denna studie fick vitamin D

e Vilka resultat som mattes i denna studie
e Vilka biverkningar som rapporterades under denna studie
e Hur denna studie hjalpte personer med XLH och sjukvarden Ultragenyx och

Studiens sponsorer

* Var man hittar mer information om denna studie Kyowa Kirin
Det kan vara anvandbart att granska detta dokument med

din lakare eller vardgivare. september 2016
till juli 2019



Vad ar XLH?

XLH &r en séllsynt och livslang bensjukdom som paverkar livet for barn och vuxna. XLH &r en sjukdom dar
kroppen forlorar for mycket fosfat. Fosfat ar nodvandigt for att kunna skapa friskt skelett. Hos barn kan dessa
I3ga nivaer av fosfat orsaka ett skelettillstand som kallas rakit, dar skelettet blir mjukt och svagt och kan goéra
att skelettet i benen bojs bort fran varandra (hjulbenthet) eller bojs mot varandra (kobenthet).

Friskt
skelett
Kobenthet
Hjulbenthet

%’ \% l "\“&\ / \

Varfor utfordes denna studie?

—_ Burosumab jamfort - +
med

| denna studie ville forskarna se hur val burosumab fungerade jamfort med vardstandarden (en kombination
av oralt fosfat och aktivt D-vitamin). Forskarna ville ocksa ta reda pa om barnen hade nagra biverkningar

under studien. Biverkningar ar oonskade eller ovantade upplevelser som barn kan ha, som ldakarna tror
kan vara forknippade med studiebehandlingen.



Var utfordes denna studie?

Denna studie dgde rum pa 16 kliniker: 5i USA, 3 i Japan, 3 i Kanada, 2 i Storbritannien, 1 i Sverige,
1i Sydkorea, och 1 i Australien.

v
hd

Vem fick delta i denna studie?

Barn med XLH kunde delta i denna studie om de uppfyllde specifika kriterier.
Samtliga kriterier finns har: https://clinicaltrials.gov/ct2/show/NCT02915705.

Nedan visas nagra huvudkriterier for vem kunde delta i studien:

. Pojkar eller flickor, i aldern 1 N _
till 12 ar, med rakit, enligt vad Specifika laga nivaer
som faststills av rontgen av fosfat (phosphate)
i blodet
° . Fick standardvardtillskott
® Laboratorieprovsvar

under en viss tid (baserat

som visar att barn pa barnets alder)

hade XLH




Vilka lakemedel fick barnen i denna studie?

61

barn med XLH deltog i denna studie

Innan bdrjan av studien, var alla barn tvungna att sluta med
- vardstandardtillskott i 7 dagar. Detta steg vidtogs for att sakerstalla att ingen
mangd standardlakemedel fanns kvar i barnens kroppar i bérjan av studien.

Detta var en 6ppen studie. Detta innebar att alla visste vilket lakemedel
de tog men varken barnet eller studielakaren kunde valja vilken behandling de fick.
Barn tilldelades slumpmassigt till en av tva behandlingsgrupper (randomiserades).
Detta ar som att singla slant eller dra lott.

Burosumab-grupp Vardstandardgruppen
I S Flera doser perd
- Flera doser per dag
[ ] av fosfat
0,8 mg/kg startdos och
en eller flera dagliga
ve%gorl doser av aktivt
. D-vitamin
Ges varannan vecka som Resultat samlades in.
en injektion under huden . .
Ges dagligen via munnen
Det fanns: ve%ﬁorl Det fanns:
29 barn < Resultat samlades in. 32 barn

(16 flickor, 13 pojkar) (18 flickor, 14 pojkar)
i denna grupp Alla barn i Japan och i denna grupp

Korea avbrot sitt deltagande
i studien vid Vecka 64

Vid Vecka 64 utokades studien och barn som fick
vardstandardtillskott vaxlade till att fa burosumab

Barn som redan var i burosumab-gruppen
fortsatte att fa burosumab

vedkor

Resultat samlades in.



Forsta studieresultaten.

Detta ar en resultatsammanfattning av huvudfragan som forskarna ville besvara, och andra resultat som
forskare tror kan vara intressanta for barnen och deras vardgivare. Individuella resultat for varje barn kan

vara annorlunda och inkluderas inte i denna sammanfattning. Om du eller barnet i din vard som deltagit

i denna studie har fragor om individuella resultat, ska du kontakta ldkaren eller personalen pa din studieklinik.

Vilken var det huvudsakliga resultatet som mattes i denna studie?

Mater forandringen av rakit vid Vecka 40

Ett viktigt behandlingsmal hos barn med XLH &ar att laka rakit, ett tillstand
dar skelettet blir mjukt och svagt. For att mata forandringar i rakit,
jamforde forskarna rontgenbilder av barnens handleder och knan,

fore och efter paborjad behandling (burosumab eller vardstandarden)
for att faststdlla RGI-C-poangen (Radiographic Global Impression of
Change). Detta resultat mater om behandlingen medforde en ldkning,
forvarring eller ingen férandring.

Hur paverkade studieldikemedlet ett barns rakit vid Vecka 40?

Svarighetsgraden av rakit minskade mer hos barn som fick burosumab
jamfort med barn som behandlades med vardstandarden vid Vecka 40.

Burosumab-grupp . : .
(29 barn) Mindre allvarlig rakit g +1’92

Vardstandard

gruppen
(32 barn)

+0,77

0,0 0,5 1,0 1,5 2,0
Mattenhet: podng pa en skala som kallas RGI-C (Radiographic Global Impression of Change)



Vilka andra resultat mattes i denna studie?

Matning av hjulbenthet och kobenthet vid Vecka 64

RGI-C poangen fran rontgen av ben hos barn anvandes ocksa for att mata
svarighetsgraden av hjulbenthet och kobenthet.

LI /A

Hur paverkade studielikemedlet formen av benen vid Vecka 64?

Barn som fick burosumab hade
en storre minskning av
hjulbenthet och kobenthet
jamfort med barn som
behandlades med

Burosumab-grupp

(29 barn) Mindre kraftig hjulbenthet och kobenthet +0,62

vardstandarden vid Vecka 64.
Vardstandard
gruppen
(32 barn)
0,0 0,5 1,0
Mattenhet: podng pa en skala som kallas RGI-C Long Leg-poang
M : Madtning av langden av barn vid Vecka 64

(]

Langden mattes och jamfordes med langden hos barn i samma alder och koén,
som inte hade XLH. Detta gav en langdpodng.

Hur paverkade studieldkemedlet en forandring av langd vid Vecka 64?

Barn som fick burosumab hade en storre 6kning av langd jamfort
med barn som behandlades med vardstandarden vid Vecka 64.

Burosumab-grupp

(28 barn) Okad langd el

+0,17

Vardstandard

gruppen
(32 barn)

+0,02

0,0 0,1 0,2

Mattenhet: Férandring fran baslinjen i langdpoang



Vilka andra resultat mattes i denna studie?

Matning av ett barns allmanna védlbefinnande vid Vecka 40

Fragor fran ett verktyg som heter PROMIS (Patient-Reported Outcomes Measurement
Information System) anvandes for barn fran 5 ars alder for att mata deras
valbefinnande nar det géller rorelseformaga, trotthet och hur mycket smarta

storde aktiviteter.

Hur paverkade studielikemedlet barns vilbefinnande?

En 6kning av rorlighet rapporterades hos barn som
. L fick burosumab jamfért med barn som behandlades
Métning av rorlighet med vardstandarden vid Vecka 40.

Burosumab-grupp

Mer rérlighet mmp +2,78

(15 barn)
Vardstandard
gruppen +O’ 10
(20 barn)
0,0 0,5 1,0 1,5 2,0 2,5 3,0

Mattenhet: Forandring fran baslinjen i podng pa en skala som kallas PROMIS, specifikt fér rérlighet

En minskning av trotthet rapporterades hos barn som
fick burosumab jamfort med barn som behandlades Mitning av trotthet
med vardstandarden vid Vecka 40.

Burosumab-grupp

_4 29 == Mindre trott
) (15 barn)

Vardstandard
gruppen
(20 barn)
-5 -4 -3 -2 -1 0
Mattenhet: Férandring fran baslinjen i podng pa en skala som kallas PROMIS, specifikt for trotthet
En storre minskning av smartstorning rapporterades hos barn
som fick burosumab jamfort med barn som behandlades med Mitning av
vardstandarden vid Vecka 40. smartstorning

Burosumab-grupp

—5 3 1 == \indre smarta som stor dagliga aktiviteter
) (15 barn)

Vardstandard
'0,29 gruppen

(20 barn)

-6 -5 -4 -3 -2 -1 0
Mattenhet: Férandring fran baslinjen i podng pa en skala som kallas PROMIS, specifikt for smarta



Vilka andra resultat mattes i denna studie?

Matning av hur langt ett barn kunde ga vid Vecka 40

Detta méttes hos barn i aldern 5 ar eller dldre. Forskarna matte avstandet som varje
— barn kunde ga pa 6 minuter.

Hur paverkade studieldkemedlet hur langt ett barn kunde ga pa 6 minuter vid Vecka 40?

Barn som fick burosumab visade en stérre 6kning av hur langt de kunde ga pa 6 minuter,
jamfort med barn som fick vardstandarden vid Vecka 40.

Burosumab-grupp Kunde ga langre wp
(13 barn) +47
Vardstandard

gruppen +4
(20 barn)

0 25 50

Mattenhet: Forandring fran baslinjen i antal meter som barnen gick pa 6 minuter

Vilka biverkningar rapporterades upp till Vecka 64 i denna studie?

Biverkningar kan vara eller eventuellt inte vara forknippade med de lakemedel som ges

i studien. Biverkningar kan ocksa vara forknippade med andra lakemedel som tas under
deltagande i studien, med barnets andra medicinska tillstand, eller med eventuella tester
som utfors i studien.

Detta avsnitt ar en sammanfattning av de biverkningar som férekom under denna studie,
som lakarna trodde kunde vara forknippade med studielakemedlet som togs.

En biverkning anses vara "allvarlig” nar den orsakar dodsfall eller ar livshotande, orsakar
en medfodd missbildning eller funktionsnedsattning, eller kraver sjukhusvard.



Vilka biverkningar rapporterades upp till Vecka 64 i denna studie?

ijerkningar som mojligtvis Antalet barn som rapporterades ha biverkningar
forknippas med behandlingen

5 b 17 barn av 29 (58,6 %)
Hur manga barn fick biverkningar? urosuma
(alla biverkningar som rapporterades
av barn, inklusive de biverkningar  virdstandarden
som ansags vara allvarliga) 8 barn av 32 (25,0 %)
0,
Burosumab 0 barn av 29 (0 %)
Hur manga barn fick
allvarliga biverkningar? Virdstandarden
0 barn av 32 (0 %)

Inget barn dog under denna studie eller slutade ta studiebehandlingen pa grund av biverkningar eller
allvarliga biverkningar.



Vilka biverkningar rapporterades upp till Vecka 64 i denna studie?

Bilden nedan visar biverkningarna som rapporterats fram till Vecka 64, som:
e |dkarna trodde kunde vara relaterade till studielakemedlet
e intraffade hos mer an 10 % av alla barn i studien
e det forekom andra biverkningar, men dessa drabbade farre barn

Antal barn som rapporterades ha biverkningar

Biverkningar som maoijligtvis Burosumab ll\ = barn som péverkades /= barn som inte paverkades
forknippas med behandlingen Vardstandarden & = barn som paverkades = barn som inte paverkades
» 8 barn av29 (27,6 %)
Rodnad av huden rhbdddhd
pa injektionsstallet 0 barn av32 (0 %)

7 barn av 29 (24,1 %)

T 4 bbbt
x! = Smarta i armar, hander, ben eller fétter 2 barn av32 (6,3 %)
th
» 7 barn av 29 (24,1 %)
Y Fphbbh

Hudreaktion vid injektionsstallet
0 barn av32 (0%)

6 barn av29 (20,7 %)

rheitd

4 barn av32 (12,5 %)

thih

4 barn av 29 (13,8 %)

rhid

Infektion i tdnder 0 barn av32 (0 %)

= @ F Smartaileder

3 barn av 29 (10,3 %)

b

Kldda vid injektionsstallet
0 barn av32 (0%)

* 3 barn av 29 (10,3 %)
, thé
W Hudutslag vid injektionsstallet 0 barn av32 (0%)

3 barn av 29 (10,3 %)

LAl

Svullnad vid injektionsstallet 0 barn av32 (0%)

Na&r du laser denna information, ar det viktigt att komma ihag att vardstandarden gavs via munnen, och inte som en injektion.

Efter Vecka 64, vaxlade barn som fick vardstandarden till att fa burosumab upp till Vecka 140. Barn som tagit burosumab fortsatte
att ta burosumab upp till Vecka 140. Totalt sett var biverkningarna desamma som under de forsta 64 veckorna.



Hur har den har studien hjalpt manniskor med XLH och forskare?

- Burosumab
Totalt sett fann forskarna att burosumab var mer Fler biverkningar ansags vara forknippade
effektivt an vardstandarden for att minska med burosumab an vardstandardtillskott.
svarighetsgraden av rakit, hjulbenthet eller Dessa biverkningar var oftast relaterade
kobenthet, samt trotthet och dkad tillvaxt och till injektion av burosumab under huden.

féormagan att ga langre, hos barn med XLH.

Resultaten som presenteras har ar for Ytterligare klinisk forskning
en studie. Andra studier kan ge ny information med burosumab pagar.

eller annorlunda resultat. Tala alltid med
en lakare innan du gor nagra
behandlingsférandringar.



Var kan jag fa mer information om denna studie?

Du hittar mer information om denna studie, inklusive en rapport om studiens resultat, pa dessa webbplatser:
e https://clinicaltrials.gov/ct2/show/NCT02915705
e https://www.clinicaltrialsregister.eu/ctr/ Search: 2016-000600-29

Om du har fragor om resultaten, tala med din ldkare eller personalen pa studiekliniken.

Telefonnumret till Ultragenyx ar: +1 415 483 8800, och e-postadressen ar: patientadvocacy@ultragenyx.com

Hos Ultragenyx fokuserar vi pa att utveckla lakemedel for personer som lever med séllsynta och mycket
sallsynta sjukdomar. Men det kravs mer an vetenskaplig kunskap och forskning for att utveckla lakemedel.
Ditt engagemang ar vasentligt och sakerstaller att forskningsprocessen gar framat. Tack for ditt deltagande
i denna studie och ditt engagemang i forskningen.

ultfragenyy

pharmaceutical

Ultragenyx ar ett biofarmaceutiskt foretag som ar engagerade i att framstalla
produkter till patienter for behandling av sallsynta och mycket sdllsynta
sjukdomar, med fokus pa allvarliga, forsvagande, genetiska sjukdomar.

60 Leveroni Court ® Novato, CA 94949
+415 483 8800 * www.ultragenyx.com

(Gyowa KIRIN

Kyowa Kirin engagerar sig i att fornya lakemedelsupptackter som drivs av toppmodern
teknik. Foretaget fokuserar pa att skapa nya anvandningar inom de fyra
terapiomradena: nefrologi, onkologi, immunologi/allergi och neurologi.

www.kyowakirin.com
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