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To the Editor,

We are pleased to submit our Letter to the Editor titled "Reconsidering the role of
active vitamin D in preventing sarcopenia” for consideration in your esteemed journal.
This letter comments on the insightful study by Kawahara et al. (2025) published in
Metabolism, which investigated the anti-sarcopenic effects of active vitamin D
(eldecalcitol) in human skeletal muscle.

Key Points of Our Letter

Critical Analysis: We highlight the need for larger, more diverse cohorts to validate
the generalizability of the findings, especially in populations with advanced diabetes
or non-prediabetic individuals.

Methodological Suggestions: We propose exploring additional biomarkers (e.g.,
autophagy-related proteins or mRNA analysis) to better understand the molecular
mechanisms of sarcopenia.

Safety Concerns: We emphasize the importance of long-term safety evaluations of
eldecalcitol, particularly regarding hypercalcemia risks at higher doses.

Why This Letter Matters
Our commentary aims to stimulate further research on vitamin D’s role in sarcopenia
prevention, addressing gaps in sample diversity, biomarker sensitivity, and long-term

safety—an essential step toward clinical translation.
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We kindly request your consideration for publication and welcome feedback from
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Sincerely,

Li Wang, on behalf of the authors
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Dear Editor,

We read with great interest the article by Kawahara et al., titled "Anti-sarcopenic
40 effects of active vitamin D through modulation of anabolic and catabolic signaling

43 pathways in human skeletal muscle: A randomized controlled trial." This study

46 provides valuable insights into the potential therapeutic role of active vitamin D,

49 specifically eldecalcitol, in modulating muscle metabolism[1]. The study’s

o1 implications for sarcopenia prevention, particularly in individuals with prediabetes,
54 are promising. However, we believe there are several important points that warrant

57 further discussion and investigation.
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Firstly, the study’s small sample size (32 participants) raises concerns regarding
the generalizability of the results. A larger, more diverse cohort would strengthen the
findings and make them more applicable to a wider population, including individuals
with more advanced stages of diabetes or those without prediabetes[2]. Furthermore,
the study primarily focuses on muscle degradation markers such as MuRF1, atrogin-1,
and cathepsin L. Although no significant changes were observed, this calls into
question the sensitivity and suitability of these markers. Future research could
consider employing additional autophagy-related proteins or alternative methods,
such as mRNA analysis, which may provide deeper insights into the molecular

mechanisms underpinning sarcopenia .

Additionally, while the study examines the effects of a daily dose of 0.75 pg of
eldecalcitol over one year, the long-term safety of this dosage, particularly at higher
levels, remains uncertain[3]. Given the potential for vitamin D to influence calcium
metabolism, it is crucial to evaluate the long-term safety profile, especially
concerning the risk of hypercalcemia, which was noted in the eldecalcitol group .
Future studies should assess a broader range of doses and monitor calcium levels over

extended periods to ensure the safety of long-term supplementation.

Finally, the study's findings regarding the lack of significant changes in certain
markers warrant further investigation. It would be valuable for future research to
explore other signaling pathways or regulatory mechanisms that may be involved in

muscle atrophy and to consider the effects of vitamin D on muscle function in various
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clinical settings[4]. This will help establish a clearer understanding of its potential

role in sarcopenia prevention.

In conclusion, while Kawahara et al.'s study makes a significant contribution to
our understanding of the potential of active vitamin D in sarcopenia prevention,
further research is needed. Larger sample sizes, the exploration of additional
biomarkers, and comprehensive evaluations of the long-term safety of vitamin D

supplementation are essential to solidify these promising findings.
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