Plasma pyrophosphate (PPi) levels correlate with severity of clinical manifestations of
ENPP1 deficiency
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Conclusions

* [Improvements in plasma PPI levels
are reflective of a reduction in vascular
calcification and restoration of
bone abnormalities

Introduction Results

» Ectonucleotide pyrophosphatase/phosphodiesterase 1
(ENPP1) deficiency is a rare autosomal recessive
genetic condition that results in extensive medial
vascular calcification, vascular stenosis, and death in
approximately 50% of patients within the first year of life.
Those who survive experience lifelong cardiovascular
and skeletal symptoms due to low levels of circulating
pyrophosphate (PPi)?

Objective

* To demonstrate correlation between PPi plasma levels
with multiple disease endpoints using BMN 401 in
murine models of ENPP1 deficiency

Calcification Bone parameters

» Plasma PPi level was significantly inversely correlated with the level of calcification in the liver and kidney in dosed ENPP12%2s mice

| * Increasing plasma PPi levels were positively correlated with trabecular and cortical bone parameters (Figure 5)
(Figure 3) and in the liver, kidney, and iliac artery of ENPP1292) mice (Figure 4)

Figure 5. Correlation of PPi level with trabecular and cortical bone parameters in ENPP12s¥2sl mijce
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Figure 3. Correlation between PPi level and organ calcification in ENPP12s"2sI mice treated with treated with BMN 401
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Study Design

* Numerous mouse models of ENPP1 deficiency exist. We
used 2 models to assess the effect of BMN 401 on PPi

* These data provide crucial evidence

PPl vs trabecular BMD indicating that maintaining PPi within the
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— The ENPP1 enzyme is essential to the PPi-adenosine PPi vs liver calcium

pathway, which converts adenosine triphosphate
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» Associations between plasma PPi and outcomes were
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