BUR-CL207: An open-label, multicentre, non-randomised study to assess the safety, tolerability, P2-98
pharmacokinetics and efficacy of burosumab in paediatric patients from birth to less than 1 year
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X-linked hypophosphataemia (XLH) is a hereditary disorder caused by genetic Patients’ Starting dose' Endpoints
' the oh hat Iati d tid " loe X-linked (PHEX) Male or female paediatric subjects, aged <1 year.
Varla.n sinthe p OSp. ate-reguiating endopeptidase NOMOIog AN _e _ gene Cohort 1: 2 PHEX mutation or variant of uncertain significance in i
that increase serum fibroblast growth factor 23 (FGF23) concentrations, leading to Subjects aged Primary either the subject or a directly related family member 5
phosphate wasting, chronic hypophosphataemia and rickets/osteomalacia’? >6 months to <12 * Safety : \Smth appr:opnﬁte Xl-lmklecilo Ir;he”tt?nce . x
months . Serum phosphate levels below the age-specific LLN at v
* Early initiation of treatmgnt in children W|th XLH is known to improve height and Secondary: screening. o
prevent skeletal deformities, and may also improve dental and musculoskeletal Cohort 2 e PK assessments
outcomest34 Subjects ag.ed  Change from baseline in
*  Burosumab is a recombinant fully human immunoglobulin G1 monoclonal antibody >6 months to <12 ~ serum phosphate anad EXCLUS'ON CRITERIA ,
: . : : 1,25(0H),D ’ |
licensed by the European Medicines Agency for the treatment of XLH in children months . Clinical eff X
156 Inical effects on growt Unable to stop treatment with oral phosphate and/or S
aged >1 year and adults™> * Prevention and/or healing pharmacologlcal active vitamin D metabolite or
By selectively inhibiting FGF23, burosumab improves serum phosphate and active Cohort 3: of rickets and skeletal analogue for at least 1 week before planned <
vitamin D levels as well as radiographic evidence of rickets severity, and has Subjects aged deformities* treatment start and for the duration of the study.
, o , o , _ _ <6 months /. Patients born before 37 weeks of pregnancy with a
previously demonstrated significantly improved clinical outcomes in children with v oo e off <45 s o s,
XLH aged 1-12 years compared with those continuing on conventional therapy!-3°-3 , 3. Impairment of renal function.
. . o o Exploratory endpoints: Presence and appearance of bone/skeletal XLH-related 4. Presence of nephrocalcinosis on renal ultrasound
* The safety profile assessed in clinical trials is favourable for burosumab; the most abnormalities in infants starting treatment aged <1 year; anthropometric and motor c Hypocalcaemia or hypercalcaemia |
common adverse reactions reported in children with XLH aged >] year across three development in infants with XLH; immunogenicity of burosumab following administration & Presence of a concurrent disease or condition that J
clinical trials included injection-site reactions, headache, cough and pyrexia3’3 (D Ijeime Wit Alls would interfere with study participation or affect
Figure 1: Trial design for BUR-CL207 including patient populations, treatment schedules subject safety.
and endpoints. /. Predisposition to infection or known

*Final number per cohort will depend on ages of eligible patients as enrolled — at least 20 infants are to lmmunodefluency.. N _
AI M be enrolled in total 8. Severe dermatological conditions over the available

Injection sites.

. : : : "Burosumab dose adjustments will be determined by monitoring serum phosphate levels — intra-subject 9 Useofanyi ot : —
) ) . y investigational product or investigational
* Thisisa mU|tlcentre’ Open label’ non-randomised phase I/” StUdy de5|gned to dose titration within each cohort will be considered on a case-by-case basis and will depend on the

evaluate the safety, tolerability, pharmacology and efficacy of burosumab in individual subject’s response to treatment. Burosumab dose may be escalated by 0.4 mg/kg up to a
S - maximum of 2.0 mg/kg every 2 weeks if not clinically contraindicated, to reach serum phosphate levels
<
paEdlatrIC patients agEd 1 yedr above age-specific LLN. Hyperphosphataemia will be closely monitored, and burosumab doses may be
decreased if necessary.

medical device within 30 days prior to screening, or
requirement for any investigational agent prior to
study completion.

10. Metabolic bone disease, nutritional rickets and/or

osteopenia of other origin than XLH at screening

*Incidence, frequency and severity of AEs and SAEs, including clinically significant changes in laboratory, and/or baseline.

STU DY M ETH O D physical examinations, vital signs, ECGs and imaging assessments (echo, RUS, X-ray) from baseline to 11. Serum levels of 25-hydroxyvitamin D below the LLN 7 8 4 7

scheduled time points (measured throughout the study up to week 48), and dose-limiting toxicities. that are clinically significant in the opinion of the

* This StUdy IS Currently enm”ing (in Europe Only) and will include apprOXimate'V 20 Y Change from baseline in radiographic appearance of rickets as assessed by the RGI-C scoring system at Investigator. sites sites patients participating
infants with XLH (<1 year O|d) with confirmed PHEX genetic variants week 48. Change from baseline in rickets severity assessed by Rickets Severity Score at week 48. Change 12. Evidence of any hyperparathyroidism not associated + ' lled i
.. . A . o from baseline in lower extremity skeletal abnormalities as determined by RGI-C long leg score at week i i i i recruiting set up enrolie countries
* Infants receiving conventional therapy will discontinue medications >1 week before 15 Y Y 58 e €L s et Loy e st geion

Figure 2: Current study status of the BUR-CL207 trial.

commencing burosumab treatment and for the duration of the study
» All enrolled patients will receive burosumab (the trial does not contain a placebo

e et of westment . SUMMARY REFERENCES ACKNOWLEDGEMENTS

* The duration of treatment will be 48 weeks, with a follow-up 8 weeks after
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completion of treatment on study — enrolled patients will be offered long-term This study Is actively recruiting in Europe; turther ) Beck-Nielsen S, et al. Orphanet J Rare Dis. 2019;14:58. This study is sponsored and funded by Kyowa Kirin International plc in partnership with
follow-up in the Kyowa Kirin Registry upon consent enrolment of patients who meet the inclusion criteria 3. CarpenterT, etal. N EnglJ Med. 2018:378:1987—98 Ultragenyx Pharmaceutical Inc. Medical writing support was provided by Dr A Rushton at “
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» A Data Safety Monitoring Board will review safety and efficacy data accrued in each at one of the participating sites will allow further 4. Mikitie O, et al. J Clin Endocrinol Metab. 2003:88:3591—7. Nexfenkl-lljeal\l;clhgsre Co]rcnml:]anatlons.and func?lsd !oy Kyowa Iﬂrmhl.nterndatmnjl plc. We v;ogld_llke E’
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COh(.)rt after completion of 4 YVEEkS of treatment by the last enrolled pat.lent, and d <1 fror tentiallv life-chanei https://www.ema.europa.eu/en/medicines/human/EPAR/crysvita. unfortunately, Dr Cheung had to withdraw from authorship due to personal circumstances o
additionally on an ad hoc basis throughout the study if deemed appropriate dged <1 year, OTiering a potentially fife-changing Accessed: September 2021.
 The study commenced with cohort 1; as no safety issues were identified in at least therapy option for these patients 6. Fukumoto S.J Mol Endocrinol. 2021;66:R57-65.
. 7. Whyte P, et al. Lancet Diabetes Endocrinol. 2019;7:189-99.
three patients enrolled after at least 4 weeks of treatment, cohorts 2 and 3 were : |mey|Ee e’tealaLanacZiezo115'3;36'524263;;’”0 ’ CO NTACT |N FORMAT'ON

initiated in parallel (Figure 1)
For further information, or to find out your nearest participating centre, contact

emilia.quattrocchi@kyowakirin.com

1,25(0OH),D, 1,25-dihydroxyvitamin D; AE, adverse event; ECG, electrocardiogram; echo, echocardiography; FGF23, fibroblast growth factor 23; LLN, lower limit of normal; PHEX, phosphate-regulating endopeptidase homolog, PK, pharmacokinetics; RGI-C, Radiograph Global Impression of Change; RUS, renal ultrasound; SAE, serious adverse event; SC, subcutaneous; XLH, X-linked hypophosphataemia. 14S36S



