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Summary: People with pseudoxanthoma elasticum (PXE) develop abnormal calcium
buildup in places where it shouldn't occur, including the skin, eyes, and blood vessels.
Scientists already know that people with PXE have lower levels of inorganic
pyrophosphate, a natural substance that helps prevent calcium from building up in soft
tissues. A recent study asked whether another naturally occurring substance, citrate,
might also help protect the body.

Researchers studied specially bred mice that develop many of the same calcium buildup
problems seen in people with PXE. Some mice lacked a working ABCC6 gene, the gene
responsible for PXE in people, while others carried a mutation in the ANK gene, which
helps regulate mineral balance. The researchers also studied mice with changes in both
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genes. They found that mice without a working ABCC6 gene had lower pyrophosphate
levels, while mice with variants in the ANK gene had much lower citrate levels. Mice with
changes in both genes developed the most severe calcium buildup.

The researchers also found that high doses of oral citrate reduced calcium buildup in the
PXE mouse model. These findings suggest that citrate may help protect the body through a
pathway that is different from pyrophosphate. The study also highlighted ANK as another
important pathway that scientists may explore as they search for new treatments.
Although these results are encouraging, this research was conducted only in mice. It does
not show that citrate supplements prevent or treat PXE in people, and the doses used in
the study cannot be directly applied to patients. More research, including studies in
humans, will be needed before doctors know whether citrate could become part of future
treatment.

Studies like this help scientists better understand why calcium builds up in PXE and
identify new ideas that may eventually lead to better treatments. While this research does
not change current medical care, it provides another promising direction for scientists
working to improve the lives of people living with PXE.

Funding: This study was funded by PXE International.
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