Otozomal Resesif (OR) Tip 2
Hipofosfatemik Rikets

(ENPP1 Patolojik Varyantlarina bagl)

Olgularinda Burosomab Kullanimi
Hakkinda

Bilgilendirme

Degerli uyeler,

FGF23 iligkili Hipofosfatemik Rikets tedavisinde
kullanilan Burosomab’in (Crysvita) hastaligin ENPP1
patojenik varyantlarina bagli tipinde (OR Tip 2) kullanimi;
hastaligin bir diger 6zelligi olan arteriyel kalsifikasyonu
arttirma riski nedeniyle uygun degildir (teorik olarak
mevcut literatir bilgilerine gore) . Hastaligin tedavisi igin

farkl bir ilacin Faz 3 calismasi devam etmektedir 1234,
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Stern et al 2ppear 10 prove that this represents not just a theoretica
concem, but a real risk.

Stem ex al. mention that their patient had normal levels of
alkaline phosphatase, calling into question whether upregulation
of alkaline phosphatase couid account for the worsening of
ectopic calcification. A nommal serum concentration of alkaline
phosphatase only indicates absence of systemic upregulation,
but several molecules and proteins related to the pathomechan-
ism of ENPP1 deficiency also exert their actions at a local level
ENPPI isell represents the main source of pyrophasphate not
just systemically, but also acts locally to affect pyrophosphate
levels in the microenvironment surraunding vascular smooth

wpophosphatemia since 2 to s superior
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rickaes, alialine phosphatase levels, and growah” A phase 7 ural of ectonucleotide metabolism; a deficiency of both local and
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calcification, not a defect of either in isolation.* FGF23 has been

shown to increase pyrophosphate concentrations through
autocrine/paracrine local) suppression of alkaline phosphatase,
rot via an endociine (systemic) effect® In fact._blocking
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with a > 10-feld increase in serum alkaline phesphatase had no

1 Carpenter, T. O. et al. Burosumab therapy in children with X-linked hypophosphatemia. N. Engl. J. Med. 2018

2 Stern, R., Levi, D. S.,

Gales, B., Rutsch, F. & Salusky, I. B. Correspondence on “Prospective phenotyping of

long-term survivors of generalized arterial calcification of infancy (GACI)” by Ferreira et al. Genet. Med. 2021
3 Shira G. Ziegler1 and Carlos R. Ferreira Response to Stern et al. 2021
4The ENERGY 3 Study: Evaluation of Efficacy and Safety of INZ-701 in Children With ENPP1 Deficiency



