
LETTER TO THE EDITOR

NE-58025: A bisphosphonate with a low hydroxyapatite
binding affinity

To the Editor:

I read with interest the article by Coffman et al.(1) on the
reversible, low hydroxyapatite (HAP) binding affinity and high
farnesyl pyrophosphate synthase (FPPS) inhibition, bisphospho-
nate (BP) compound NE-58024. The authors suggest that NE-
58025 may have clinical utility as an anti-resorptive agent. How-
ever, they did not address potential drawbacks.

As the authors correctly state, moderate to high affinity to
bone allows BPs to selectively target and adhere strongly
to bone mineral in particular at sites of highest bone turnover,
and then being internalized by osteoclasts during the resorp-
tion process. Low HAP binding affinity, although highly desir-
able, could significantly reduce the local availability unless
the compound with such attributes is administered at pharma-
cological doses. Hence, among other systemic effects, there is
a considerable risk that non-osteoclast cells capable of inter-
nalizing BP in vivo, such as monocytes and macrophages,(2)

could be exposed to increased concentrations of the com-
pound. In that case, immunological advert effects and
increased risk of osteonecrosis of the jaw (ONJ)(3) could
became clinically relevant.

If we could add to the abovementioned concerns the need for
daily subcutaneous injections, the prospects of the NE-58024
compound becoming an improved version of the currently
available BPs are less favorable.
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