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More studies are necessary to establish the effectiveness of Jinhuang powder in the treatment of diabetic foot
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Abstract
Diabetes mellitus is a common global public health problem that can cause serious illness and premature death. Diabetic foot ulcer, one of the complications of diabetes, is a major cause of morbidity and mortality and is associated with many other devastating complications. Previous study found that a group of traditional Chinese medicine (TCM) can be used for treating diabetic foot ulcers. More and more attention is being paid to the use of Chinese medicine to heal diabetic feet. Under the guidance of relevant theories of traditional Chinese medicine, more studies are needed to reveal the key active components and related signal pathways of TCM in the treatment of diabetic foot ulcer. One clinical study explored the treatment of diabetic foot with infection combined moist exposed burn ointment with Jinhuang powder. However, large-scale multi-center, double blind, randomized, placebo-controlled clinical trials and animal studies are necessary to establish the effectiveness of Jinhuang powder in the treatment of diabetic foot.
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Core Tip: In recent years, most diabetic foot patients in China are adopting traditional Chinese medicine and western medicine. The short duration of clinical follow-up was not sufficient to explain the efficacy of the treatment, and the safety of the treatment was not mentioned. Large multicenter, double-blind, randomized, placebo controlled clinical trials and animal studies are necessary to determine Jinhuang powder as supplement combined with other Chinese medicine or western medicine as an effective and safe therapy for diabetic foot.

TO THE EDITOR
[bookmark: OLE_LINK1]This is a comment on “This is a comment on “Clinical Study of moist exposed burn ointment (MEBO) Combined with Jinhuang powder for Diabetic Foot with Infection”[1]. We were pleased that read the research article by Hong-Bo Zhan, et al[1]. Their work highlights that the use of Jinhuang powder as supplement combined with MEBO as an effective and safe therapy for diabetic foot. This study provides important clues to the treatment of foot infection, ulcer.
[bookmark: _Hlk104581990]Diabetic foot ulcers are one of the most challenging complications of diabetes[2-4]. Previous study found that a group of traditional Chinese medicine (TCM) (e.g., herbal medicine foot bath decoction[5], TCM injections [6,7] , Chinese herbal medicine ulcer oil[8], moxibustion[9], Astragali Radix and Rehmanniae Radix Mixture[10], the peptide compounds of Wuguchong[11], Astragali Radix and Rehmanniae Radix[12,13]) played an important role in the treatment of the disease. Some study also found that interventional radiology plays a crucial role in the treatment of diabetic foot disease[14]. However, the study only focuses on Jinhuang powder has improved the efficacy and safety of MEBO in the treatment of diabetic foot. Thus, some questions still need further be discussed.
In recent years, most diabetic foot patients in China are adopting TCM and western medicine[5,15]. A series of systematic review articles showed that TCM can increase the clinical effective rate of conventional therapies by 27%[6], regulate the signaling pathways to promote diabetic wound healing[16]. An experiment on albino Wistar rats found that Astragali Radix and Rehmanniae Radix in the ratio of 2:1 significantly enhance the circulating CD34+/VEGFR2+/CD45-EPCs levels in diabetic foot ulcer[17]. Another study confirmed the effect of the peptide compounds of Wuguchong in treating diabetic ulcers to a certain extent[11]. However, therapeutic effect criterion is observing wound surface and assessing degree of pain. The research evaluation index was single and lacked objective evaluation.
[bookmark: _Hlk104582409]Another problem of this study was research design. It was only a single-center trial, no double blindness, no placebo group. The short duration of clinical follow-up was not sufficient to explain the efficacy of the treatment, and the safety of the treatment was not mentioned. Large multicenter, double-blind, randomized, placebo controlled clinical trials and animal studies are necessary to determine Jinhuang powder as supplement combined with other Chinese medicine or western medicine as an effective and safe therapy for diabetic foot.
Increasing attention is being given to the use of Chinese medicine for healing diabetic foot. Under the guidance of relevant theories of TCM, more studies are needed to reveal the key active components and related signal pathways of TCM in the treatment of diabetic foot ulcer, so as to promote the further research and clinical application of TCM[16].
Overall, MEBO combined with Jinhuang powder is more effective than MEBO alone in treating diabetic foot. However, large-scale multi-center, double blind, randomized, placebo-controlled clinical trials and animal studies are also necessary to establish the effectiveness of Jinhuang powder in the treatment of diabetic foot.
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