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Dear Editor,

Rose et al. conducted the randomized controlled trial “Maguoesisupplementation in the
treatment of Pseudoxanthoma Elasticum (PXHEyat we read with great interest. Indeed,
magnesium is effective against elastic tissue figétion in PXE mouse modélsHowever,

in this study, we regret that magnesium treatmesgults only in a trend towards
improvement So, various factors may account for lack of statil effect beyond a small
sample size. Magnesium supplements or magnesiumasabmbination of magnesium and
other minerals, come in four different forms: isatuble inorganic-salts (oxide-carbonate-
hydroxide); ii) soluble inorganic-salts (chlorideHsite); iii) soluble organic-salts (citrate-
lactate-gluconate); and iv) soluble organic comegexglycinate-bisglycinate)importantly,
magnesium-element amount is depending from its foriagnesium bioavailability
corresponding to the absorbed quantity is the malstvant pharmacological parameter in
magnesium-salt selectiriThe authors used magnesium-oxide, one of thepelseéavailable
salts, with a relatively high content in magnesiurat with a low bioavailabilit§ Indeed,
excessively high magnesium content may have ailexafffect. Hence, the necessity for
dose-splitting. Magnesium-citrate has the highest bioavailabibify all magnesium-salts,
compared to chelated forms and magnesium-6xitie a randomized, placebo-controlled
study 46 healthy subjects received daily 300 mgeslad magnesium-citrate or magnesium-
oxide®. Saliva, blood, and 24-hour urine samples werertakt baseline, 24-hours and 60-
days. At 60-days urinary magnesium excretion was highién magnesium-citrate than with
magnesium-oxide. Magnesium-citrate induced highearmserum magnesium concentration
than magnesium-oxide following 24-hoy=0.026) and 60-dayp€0.006) supplementation
This study showed that magnesium-citrate is mohgb$® than magnesium-oxitienence its
higher absorption rate as demonstrated by higlssmph concentration and urinary excretion

outcomes than magnesium-oxide at various time-paifter administratioh Thus available



data suggest that magnesium-citrate is betterdstiteherapeutic and supplementary3use
Furthermore citric acid, as a low molecular weightganic acid, promotes magnesium
absorption by increasing its solubifitfy Additionally, citrate is a major substrate in cédiu
energy metabolism and other cellular proceskegling calcium and inhibiting nucleation
and calcium crystal growthwhich is the desired outcome for PXE. A recentgtiound that
citrate inhibited calcification in CKD patient ugh Also, potassium-magnesium-citrate is an
effective prophylaxis against recurrent calciumiase nephrolithiasfs a complication
frequently observed in PXE patients. Furthermoragmnesium-citrate has been shown in a
recent study to protect against vascular calcificain an adenine-induced chronic renal

failure rat modél

Magnesium should remain a new treatment way for BXEification, yet larger studies are
required. We suggest considering magnesium-cittiaéehighest bioavailable magnesium-salt
for treatment of PXE calcification, in future cloal trials. Since vascular calcification is a
well-known predictive risk factor of subsequent cardgmwagar mortality, changes in vascular

calcification could constitute a trial endpoint.

Magnesium balance in PXE patients should additlpnadnstitute a secondary endpoint.
Therefore, serum magnesium concentration, red-béetidnagnesium concentration and 24-

hours urinary magnesium excretion are potentiaigful biomarkers of magnesium status

Given the rarity of PXE and the few patients inalyit is time to combine efforts for a cure

and we call for international multicenter trialcempassing all PXE patient associations.



Acknowledgements

The authors wish to thank the Patients’ Associati®®XE France”, the “Fondation
Groupama” and the “CHU de Rennes — Corect” forrthepport for our work.

The authors wish to thank Ms Hazel Chaouch (hckatiogservices@outlook.com) for the
formatting of the article and English language ection.

Ethics Approval

Not Applicable

Funding

No specific funding was received for this work.

Conflict of Interest

All authors declare they have no conflict of instre® disclose.



REFERENCES

1. Rose S, On SJ, Fuchs W, et al. Magnesium songpi@ation in the treatment of
pseudoxanthoma elasticum: A randomized tritalAm Acad Dermatol. February 2019.
doi:10.1016/j.jaad.2019.02.055

2. Coudray C, Rambeau M, Feillet-Coudray C, eSaldy of magnesium bioavailability
from ten organic and inorganic Mg salts in Mg-dégderats using a stable isotope approach.
Magnes Res. 2005;18(4):215-223.

3. Walker AF, Marakis G, Christie S, Byng M. Mdrate found more bioavailable than
other Mg preparations in a randomised, double-kdiiadly. Magnes Res. 2003;16(3):183-191.

4. Ou Y, Liu Z, Li S, et al. Citrate attenuatesseaar calcification in chronic renal
failure rats. APMIS Acta Pathol Microbiol Immunol Scand. 2017;125(5):452-458.
doi:10.1111/apm.12667

5. de Baaij JHF, Hoenderop JGJ, Bindels RIJM. Msigme in Man: Implications for
Health and Diseas@hysiol Rev. 2015;95(1):1-46. doi:10.1152/physrev.00012.2014





