Low-dose infigratinib treatment does not lead to changes in phosphorus in preclinical animal studies
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was calculated and is displayed in scatter plots with linear regression.
Equation and goodness of fit (R2 values) are displayed.
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The data shown in this poster were accepted but not presented at ENDO 2020 as the conference was cancelled amid concerns about COVID-19

W Exposure—-phosphorus relationships were consistent across species
(dog, rat, mouse).

M A dose—phosphorus and exposure (AUC, ,,-phosphorus relationship
was observed at doses of infigratinib >10 mg/kg across transgenic
mouse, rat and dog studies.

M No significant dose—-phosphorus relationship was observed in rats
and mice treated with doses of infigratinib ranging from 0.03 mg/kg
to 5 mg/kg.

M At low doses, the exposure (AUC,_,,)-phosphorus relationship showed
a shallow slope with linear regression analysis in rats and mice.
One outlier was observed.

Conclusions

W These findings from five studies in three different species indicate that
the exposure-phosphorus relationship is consistent.

W Importantly, no relationship was observed between dose and
phosphorus levels in rats and mice treated with infigratinib at or below
5 mg/kg (human equivalent dose of 0.41 mg/kg based on mouse to
human conversion), which is lower than the doses expected to be tested
in studies planned with achondroplasia.

W Despite hyperphosphatemia being one of the earlier on-target toxicities
expected with infigratinib, this study suggests that low doses of
infigratinib (shown previously to improve skeletal abnormalities in an
achondroplasia mouse model) do not seem to result in meaningful
changes in phosphorus.

W Infigratinib is being evaluated in global clinical studies in children with
achondroplasia in 2020. The planned dose of infigratinib to be tested
in achondroplasia will be 0.016 mg/kg.
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