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Dear Editor,
We are pleased to submit our manuscript entitled “Metagenomic Capture as an Adjunct Diagnostic Strategy for Cutaneous Infectious Granulomas: A Prospective–Retrospective Cohort Study” for consideration as an Original Article in Journal of Translational Medical.
Cutaneous infectious granulomas (CIG) remain diagnostically challenging because clinical and histopathologic features often overlap, and conventional microbiologic methods have limited sensitivity. Accurate etiologic diagnosis is essential for guiding targeted antimicrobial therapy in clinical practice.
In this dual-center prospective–retrospective cohort study of 117 patients with suspected granulomatous skin lesions, we evaluated the diagnostic performance of a probe capture–based metagenomic sequencing platform (MetaCAP). To ensure methodological rigor, we used a prespecified composite clinical reference standard with blinded adjudication independent of MetaCAP results, thereby minimizing incorporation bias.
MetaCAP demonstrated substantially higher sensitivity and overall diagnostic yield than conventional culture, with its principal value observed in conventionally negative cases. Notably, additional pathogens were identified in 94.1% of culture-negative infections, highlighting its ability to uncover otherwise undetected etiologies. MetaCAP also showed high specificity for noninfectious granulomas and a shorter diagnostic turnaround time.
Importantly, rather than serving as a replacement for conventional methods, MetaCAP may function as a complementary diagnostic strategy, particularly in clinically challenging cases where routine testing is inconclusive. This aligns with the growing need for integrated diagnostic approaches in dermatologic infections.
[bookmark: _GoBack]We believe this study is well suited to Journal of Translational Medical given its focus on clinically meaningful advances in diagnostic strategies. To our knowledge, this is among the first studies to systematically evaluate probe capture–based metagenomic sequencing in CIG using a rigorously defined reference standard.
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