WHAT IS X-LINKED HYPOPHOSPHATAEMIA (XLH)?

XLH is a rare, hereditary, chronic and progressive musculoskeletal disorder,
resulting from excess FGF23 production'*

Clinical presentation
Patients can present with a wide spectrum
of disease manifestations

Prevalence
XLH is a rare disorder
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Functional limitations and quality of life
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Role of FGF23

In XLH, excessive levels of FGF23 result in renal phosphate wasting and decreased active vitamin D levels, causing chronic

hypophosphataemia??
FGF23 in healthy individuals®'7->"
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* FGF23is a bone-derived hormone that regulates phosphate
metabolism??, which is critical to lifelong skeletal health

* FGF23 regulates serum phosphate levels by decreasing
both phosphate reabsorption in the kidneys and 1,25(0H),D
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production, leading to decreased intestinal phosphate absorption*22

*Both 1,25(0H),D and 25(0OH)D are 24-hydroxylated, however 1,25(0H),D is the preferred substrate

FGF23 in patients with XLH320.23.24
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Excess FGF23 signalling leads to:>2

- Renal phosphate wasting

- Suppressed circulating 1,25(0H),D, reducing intestinal
phosphate reabsorption

The resulting chronic hypophosphataemia leads to reduced

bone mineralisation and rickets/osteomalacia?

1,25(0H),D, 1,25-dihydroxyvitamin D; FGF23, fibroblast growth factor 23; PHEX, phosphate-regulating neutral endopeptidase, X-linked; TRP, tubular reabsorption of phosphate; XLH, X-linked hypophosphataemia
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