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News release

SCOTTISH MEDICINES CONSORTIUM (SMC) ENABLES ACCESS TO FIRST TREATMENT TACKLING
THE UNDERLYING CAUSE OF X-LINKED HYPOPHOSPHATAEMIA (XLH) IN ADULTS

Crysvita®V the only therapy targeting the underlying pathophysiology of XLH, a rare, life-long genetic
disease that causes abnormalities in the bones, muscles and joints,”23 will be made available in Scotland
via the ultra-orphan pathway.*

GALASHIELS, UNITED KINGDOM (13t February 2023): ) The Scottish Medicines Consortium (SMC) has
completed the initial assessment of Crysvita® (burosumab) and published the ultra-orphan medicine
assessment report for use in adults with a confirmed diagnosis of XLH, who have evidence of persistent,
chronic, symptoms.# Crysvita is the first available treatment to tackle the underlying cause of XLH in adults.®

Prior to this decision, access to Crysvita was provided in 2020, also via the ultra-orphan pathway, for children
with radiographic evidence of bone disease, one year of age and older and adolescents with growing
skeletons.® The introduction of the ultra-orphan pathway has been praised in the Scottish Government’s
Rare Disease Action Plan for ensuring faster access to medicines.”

The ultra-orphan pathway, created to assess medicines for very rare diseases,® allows eligible adults to
access Crysvita whilst Kyowa Kirin collects additional data to strengthen the evidence base for this treatment.
The SMC will review this further evidence after three years and then make a final decision on its routine use
in NHS Scotland.®

Scotland is the first of the four UK nations to enable access to Crysvita for adults with XLH, who are
symptomatic. Kyowa Kirin continue to engage with the health technology authorities across the country to
ensure equity of access across the UK. Meanwhile, Crysvita is available for eligible children in all four UK

nations.10.11.12

XLH is a life-long and progressive disease that typically presents in early childhood, causing bowed legs,
stunted growth, and bone and joint pain.® It is a whole life, whole body, whole family disease, according to
people living with the condition as several family members are often impacted due to the inherited nature.
Adults with XLH continue to experience a wide range of progressively debilitating bone, joint and muscle
symptoms affecting most areas of the body, resulting in pain, stiffness and fatigue that severely limit physical
function and mobility.'® XLH also has an adverse impact on emotional wellbeing primarily due to pain,

uncertainty about the future and financial challenges that may also be associated with XLH.'> XLH does not
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just affect the individuals with the disease themselves, but also their family and friends, who are often
involved in their support and care.

Crysvita is an anti-FGF23 fully human monoclonal antibody, and the first treatment to tackle the underlying
cause of XLH in adults. It received marketing authorisation for adults via the European Commission in
September 2020.5

Oliver Gardiner, Founder and Trustee of XLH UK, said: “| am delighted that adults with symptomatic XLH now
have access to Crysvita in Scotland. Access to a treatment that can reduce some of the most burdensome
symptoms of XLH, which is easily administered, will not only provide a vital step change in the management
of this disease for adults, but also support greater independence.”

Professor Stuart Ralston, Professor of Rheumatology at the University of Edinburgh, said: “Until now, treatment
options for adults living with symptomatic XLH have been limited. This is why it is excellent news that these
patients will now be able to access a treatment that not only tackles the symptoms of XLH, but also targets the
underlying cause of this rare, debilitating disease. | am excited to see the impact Crysvita has on eligible adults

in Scotland.”

Jeremy Morgan, President, Kyowa Kirin International, said: “Kyowa Kirin International is committed to
improving the lives of children and adults across Europe with XLH. Extending access to Crysvita for adults,
following its use for children, will provide a paradigm shift in the management of people living in Scotland with
XLH. We are committed to working with the community to collect more data on the efficacy and tolerability of

the treatment over the next few years.”

The SMC'’s initial assessment is based on data including the pivotal Phase 3 international randomized,
double-blind, placebo controlled study of burosumab (1 mg/kg every 4 weeks) in adults with XLH. In this
study, significantly more subjects in the burosumab group than in the placebo group achieved mean serum
phosphate concentrations above the lower limit of normal (LLN) over 24-week treatment (the primary
endpoint). Patients also reported improvements in musculoskeletal symptoms of XLH, assessed by various
patient reported outcome (PRO) measurements. Following the initial 24-week double-blind period, all
subjects continued into a 24-week open-label treatment period, followed by a further 48-week open-label

extension to week 96 where further improvements versus baseline were observed.*

# ENDS #
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About X-linked hypophosphataemia

X-linked hypophosphataemia (XLH) is a rare, genetic disease that causes abnormalities in the bones,
muscles, and joints."23 XLH is not life-threatening, but its burden is life-long and progressive, and it may
reduce a person’s quality of life."3

People with XLH have a genetic defect on the X-chromosome, which causes an excessive loss of phosphate
through the urine and poor absorption from the gut, resulting in chronically low levels of phosphate in the
blood."3'6 Phosphate is a key mineral needed for maintaining the body’s energy levels, muscle function, and
the formation of healthy bones and teeth.'7-'8 While there is no cure for XLH, therapies aimed at helping to
restore phosphate to normal levels within the body may help to improve the symptoms of the disease. !

XLH is the most common form of hereditary rickets.?° It can sometimes appear in individuals with no family
history of the disease but is usually passed down from a parent who carries the defective gene.?’

About CRYSVITA® (burosumab)

CRYSVITA (burosumab) was created and developed by Kyowa Kirin and is a recombinant fully human
monoclonal IgG1 antibody against the phosphaturic hormone fibroblast growth factor 23 (FGF23).22 FGF23
lowers the amount of phosphate in the blood, which may lead to bones that may not harden properly and, in
children and adolescents, cannot grow properly, and result in pain and stiffness in bones and joints.2?
CRYSVITA attaches to FGF23 in the blood which stops FGF23 from working and increases the phosphate
levels in the blood so that normal levels of phosphate can be achieved.??

In 2018, the European Commission granted a conditional marketing authorisation for CRYSVITA for the
treatment of XLH with radiographic evidence of bone disease in children one year of age and older and
adolescents with growing skeletons.?2 In 2020, the European Commission approved an amendment to the
marketing authorisation, extending the indication to include older adolescents, regardless of growth status,
and adults with XLH, meaning that children and adolescents aged 1 to 17 years with radiographic evidence of
bone disease and adults with XLH could be treated with CRYSVITA.# In 2021, CRYSVITA received further
approval from the European Commission for the option of self-administration for the treatment of XLH by
some patients or carers, subject to the recommendation of a treating physician.2® The conditional marketing
authorisation was converted to a standard marketing authorisation in October 2022.°

In 2018, CRYSVITA also received approval from the US Food and Drug Administration (FDA) and Health
Canada for paediatric and adult use.?+25

In 2019, Kyowa Kirin announced that CRYSVITA had received approval from Japan's Ministry of Health,
Labour and Welfare for the treatment of FGF23-related hypophosphataemic rickets and osteomalacia.?®

KKI/UK/XLH/0503
Date of preparation: February 2023



¢syowa KIRIN

In 2020, Swissmedic approved CRYSVITA for the treatment of adults, adolescents and children (one year of
age and older) with XLH.?"

Kyowa Kirin and Ultragenyx Pharmaceutical Inc. (NASDAQ: RARE: Ultragenyx) have been collaborating in
the development and commercialisation of CRYSVITA globally, based on the collaboration and licence
agreement between Kyowa Kirin and Ultragenyx.

About Kyowa Kirin

Kyowa Kirin strives to create and deliver novel medicines with life-changing value. As a Japan-based global
specialty pharmaceutical company with a more than 70-year heritage, we apply cutting-edge science,
including an expertise in antibody research and engineering, to address the needs of patients and society
across multiple therapeutic areas including Nephrology, Oncology, Immunology/Allergy and Neurology.
Across our four regions — Japan, Asia Pacific, North America and EMEA/International — we focus on our
purpose, to make people smile, and are united by our shared values of commitment to life, teamwork,

innovation, and integrity. You can learn more about Kyowa Kirin International at: https://international.kyowa-

kirin.com/uk/

Contact for Kyowa Kirin Co., Ltd.:

Media

Victoria Hayes

Director Public Affairs, Northern Cluster (UK, Ireland, Nordics & Baltics)
+44 (0)7771107406

Email: victoria.hayes@kyowakirin.com

KKI/UK/XLH/0503
Date of preparation: February 2023



https://international.kyowa-kirin.com/uk/
https://international.kyowa-kirin.com/uk/
mailto:media@kyowakirin.com

¢syowa KIRIN

References

" Linglart A, Biosse-Duplan M, Briot K, et al. Therapeutic management of hypophosphatemic rickets from
infancy to adulthood. Endocr Connect. 2014;3:R13-30.

2 Orphanet. X-linked hypophosphatemia. Available at: https://www.orpha.net/consor/cgi-
bin/OC_Exp.php?Expert=89936. Last updated: January 2012. Last accessed: February 2023

3 Haffner D, Emma F, Eastwood DM, et al. Consensus Statement. Evidence-based guideline. Clinical

practice recommendations for the diagnosis and management of X-linked hypophosphatemia. Nat Rev
Nephrol. 2019;15;435-455.

4 Scottish Medicines Consortium. Burosumab 10mg, 20mg and 30mg solution for injection (Crysvita).
Available at: https://www.scottishmedicines.org.uk/medicines-advice/burosumab-crysvita-ultra-orphan-

smc2514/ Last accessed February 2023.

5 Electronic Medicines Compendium. Crysvita 10mg, 20mg, 30mg solution for injection. Available at:
https://www.medicines.org.uk/emc/product/9779/smpc#garef. Last updated: October 2022. Last accessed
February 2023.

6 Scottish Medicines Consortium. February 2020 decisions news release. Available at:

https://www.scottishmedicines.org.uk/about-us/latest-updates/february-2020-decisions-news-release/. Last

updated: February 2020. Last accessed: February 2023
7 Scottish Government. Rare Disease Action Plan. Available at:
https://www.gov.scot/binaries/content/documents/govscot/publications/strategy-plan/2022/12/rare-disease-

action-plan/documents/rare-disease-action-plan/rare-disease-action-plan/govscot%3Adocument/rare-

disease-action-plan.pdf. Last updated: December 2022. Last accessed: February 2023

8 Scottish Government. Ultra-orphan medicines pathway: guidance. Available at:
https://www.gov.scot/publications/ultra-orphan-medicine-pathways-guidance/. Last updated: May 2019. Last

accessed: February 2023
9 Scottish Medicines Consortium. Ultra-orphan medicines for extremely rare conditions. Available at:
https://www.scottishmedicines.org.uk/how-we-decide/ultra-orphan-medicines-for-extremely-rare-conditions/.

Last updated: June 2018. Last accessed: February 2023
0 NICE. Burosumab for treating X-linked hypophosphataemia in children and young people. Available at:
https://www.nice.org.uk/quidance/hst8. Last updated: October 2018. Last accessed: February 2023.

" Welsh Health Specialised Services Committee. Burosumab for treating X-linked hypophosphataemia in
children and young people. Available at: https://whssc.nhs.wales/commissioning/whssc-policies/all-policy-

documents/burosumab-for-treating-x-linked-hypophosphataemia-in-children-and-young-people-pdf/. Last
updated: May 2019. Last accessed: February 2023.
2 Scottish Medicines Consortium. Burosumab (Crysvita). Available at:

https://www.scottishmedicines.org.uk/medicines-advice/burosumab-crysvita-uoia-smc2240/. Last updated:

KKI/UK/XLH/0503
Date of preparation: February 2023


https://www.orpha.net/consor/cgi-bin/OC_Exp.php?Expert=89936
https://www.orpha.net/consor/cgi-bin/OC_Exp.php?Expert=89936
https://www.scottishmedicines.org.uk/medicines-advice/burosumab-crysvita-ultra-orphan-smc2514/
https://www.scottishmedicines.org.uk/medicines-advice/burosumab-crysvita-ultra-orphan-smc2514/
https://www.medicines.org.uk/emc/product/9779/smpc#gref
https://www.scottishmedicines.org.uk/about-us/latest-updates/february-2020-decisions-news-release/
https://www.gov.scot/binaries/content/documents/govscot/publications/strategy-plan/2022/12/rare-disease-action-plan/documents/rare-disease-action-plan/rare-disease-action-plan/govscot%3Adocument/rare-disease-action-plan.pdf
https://www.gov.scot/binaries/content/documents/govscot/publications/strategy-plan/2022/12/rare-disease-action-plan/documents/rare-disease-action-plan/rare-disease-action-plan/govscot%3Adocument/rare-disease-action-plan.pdf
https://www.gov.scot/binaries/content/documents/govscot/publications/strategy-plan/2022/12/rare-disease-action-plan/documents/rare-disease-action-plan/rare-disease-action-plan/govscot%3Adocument/rare-disease-action-plan.pdf
https://www.gov.scot/publications/ultra-orphan-medicine-pathways-guidance/
https://www.scottishmedicines.org.uk/how-we-decide/ultra-orphan-medicines-for-extremely-rare-conditions/
https://www.nice.org.uk/guidance/hst8
https://whssc.nhs.wales/commissioning/whssc-policies/all-policy-documents/burosumab-for-treating-x-linked-hypophosphataemia-in-children-and-young-people-pdf/
https://whssc.nhs.wales/commissioning/whssc-policies/all-policy-documents/burosumab-for-treating-x-linked-hypophosphataemia-in-children-and-young-people-pdf/
https://www.scottishmedicines.org.uk/medicines-advice/burosumab-crysvita-uoia-smc2240/

¢syowa KIRIN

February 2020. Last accessed: February 2023.

3 Skrinar A, Dvorak-Ewell M, Evins A, et al. The lifelong impact of X-linked hypophosphatemia: Results from
a burden of disease survey. J Endocr Soc. 2019;3:1321-1334.

4 ResearchGate. Whole Body, Whole Life, Whole Family: Patients’ Perspectives on X-Linked
Hypophosphatemia. Available at:

https://www.researchgate.net/publication/361267778 Whole Body Whole Life Whole Family Patients' Per
spectives_on_X-Linked Hypophosphatemia. Last updated: June 2022. Last accessed: February 2023.

5 Kyowa Kirin. The Unrecognized burden of XLH in adults. Available at:
https://www.medicines.org.uk/emc/product/9779/smpc#gref. Last updated: June 2020. Last accessed:
February 2023.

6 Beck-Nielsen SS, Mughal Z, Haffner D, et al. FGF23 and its role in X-linked hypophosphatemia-related
morbidity. Orphanet J Rare Dis. 2019;14:58.

7 Pesta D, Tsirigotis DN, Befroy DE, et al. Hypophosphatemia promotes lower rates of muscle ATP
synthesis. The FAESB Journal. 2016;39:3378-3387.

8 Unnanuntana A, Rebolledo BJ, Khair MM, et al. Diseases affecting bone quality: beyond osteoporosis. Clin
Orthop Relat Res. 2011;469:2194-2206.

% Insogna KL, Rauch F, Kamenicky P, et al. Burosumab improved histomorphometric measures of

osteomalacia in adults with X-linked hypophosphatemia: a Phase 3, single-arm, international trial. J Bone
Miner Res. 2019;34:2183-2191.

20 Carpenter TO, Imel EA, Holm IA, et al. A clinician's guide to X-linked hypophosphatemia. J Bone Miner
Res. 2011;26:1381-8.

21 National Center for Advancing Translational Sciences. X-linked hypophosphatemia. Available at:
https://rarediseases.info.nih.gov/diseases/12943/x-linked-hypophosphatemia. Last updated: February 2018.

Last accessed: February 2023.
22 European Medicines Agency. CRYSVITA EPAR product information. Summary of Product Characteristics.

Available at: https://www.ema.europa.eu/en/documents/product-information/crysvita-epar-product-

information_en.pdf. Last updated: March 2020. Last accessed: February 2023.
23 Kyowa Kirin. Kyowa Kirin Announces EU Approval for the Self-Administration of CRYSVITA® ¥
(burosumab) to Treat X-Linked Hypophosphataemia (XLH). Available at:

https://www.businesswire.com/news/home/20210719005252/en/Kyowa-Kirin-Announces-EU-Approval-for-
the-Self-administration-of-CRYSVITA%C2%AE-%E2%96%BC-burosumab-to-Treat-X-Linked-
Hypophosphataemia-XLH. Last updated: July 2021. Last accessed: February 2023.

24 CRYSVITA Prescribing Information. Available at:
https://www.ultragenyx.com/file.cfm/29/docs/Crysvita_Full_Prescribing Information.pdf. Last updated: June
2020. Last accessed: February 2023.

KKI/UK/XLH/0503
Date of preparation: February 2023


https://www.researchgate.net/publication/361267778_Whole_Body_Whole_Life_Whole_Family_Patients'_Perspectives_on_X-Linked_Hypophosphatemia
https://www.researchgate.net/publication/361267778_Whole_Body_Whole_Life_Whole_Family_Patients'_Perspectives_on_X-Linked_Hypophosphatemia
https://www.medicines.org.uk/emc/product/9779/smpc#gref
https://rarediseases.info.nih.gov/diseases/12943/x-linked-hypophosphatemia
https://www.ema.europa.eu/en/documents/product-information/crysvita-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/crysvita-epar-product-information_en.pdf
https://www.ultragenyx.com/file.cfm/29/docs/Crysvita_Full_Prescribing_Information.pdf

¢syowa KIRIN

25 Health Canada. Regulatory Decision Summary — CRYSVITA. Available at: https://hpr-rps.hres.ca/reg-
content/regulatory-decision-summary-detail.php?linkID=RDS00463. Last updated: April 2020. Last accessed:
February 2023.

26 Kyowa Kirin. Kyowa Kirin Announces Approval of Crysvita® (burosumab) for the Treatment of FGF23-
related Hypophosphatemic Rickets and Osteomalacia in Japan. Available at:

https://www.kyowakirin.com/media_center/news_releases/2019/€20190920 01.html Last Updated:
September 2019. Last Accessed: February 2023.
27 Swissmedic. Crysvita®, injektionslésung (burosumabum). Available at:

https://www.swissmedic.ch/swissmedic/en/home/humanarzneimittel/authorisations/new-medicines/vrysvita-
injektionsloesung _burosumabum.html. Last updated: January 2020. Last accessed: February 2023.

KKI/UK/XLH/0503
Date of preparation: February 2023



https://hpr-rps.hres.ca/reg-content/regulatory-decision-summary-detail.php?linkID=RDS00463
https://hpr-rps.hres.ca/reg-content/regulatory-decision-summary-detail.php?linkID=RDS00463
https://www.kyowakirin.com/media_center/news_releases/2019/e20190920_01.html
https://www.swissmedic.ch/swissmedic/en/home/humanarzneimittel/authorisations/new-medicines/vrysvita-injektionsloesung_burosumabum.html
https://www.swissmedic.ch/swissmedic/en/home/humanarzneimittel/authorisations/new-medicines/vrysvita-injektionsloesung_burosumabum.html

